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Ipubemcmbue

12 okmomBpu 2023 e.
[TroBguB

Vimam eoramomo ygoBorcmBue ga npuBemcmBam c Aobpe gowAau YaeHo-
Beme Ha bvaeapcko gpykecmBo no eHgokpuHoroeua (BAE) u Bcuyku eocmu
Ha HayuoHaaeH koHepec no eHgokpuHoaoeua. Kakmo BuHaeu HayuoHaAHOMO
cvbumue Ha BAE e macmomo, kbgemo ce noka3zBa u obcvxkga nocregHama
UHpopmayua om pazAudHU obaacmu Ha meguyuHama u 6 YacmHocm om cne-
yuaaHocmma EHgokpuHoAoeus. Ta3u eoguHa we bvbgam npegcmabBeHu u pas-
2AegaHu eoram bpol npobremu, Koumo dyecmo ce cpewam 6 npakmukama
no EHgokpuHoaoeus. [poepamama e cmpykmypupaHa memamuyHo 6 wecm
Cecuu, koumo ca cBvp3aHu ¢ ocHoBHume 3aboaaBaHus Ha pazAudHUME eH-
JOKPUHHU >KA€3U - €HgOKPUHeH naHKpeac, wumoBugHa »kAe3a, napauwumo-
BugHa >kAe3a, xunogu3a, HagbvbbpeyHU >KAe3u, 20Hagu, HapyweHua B muHe-
paAHama u AunugHa obmeHu. HayuoHarHusm KoHepec we bbge u3epageH
memamuyHo 0CHOBHO om u3a8eHu AeKmopu-eHgOKPUHOAO3U, KOUMO we 6b-
gam mogepamopu, HO we npegcmaBam u [NAeHapHU AeKyuU NO Pa3AUYHU akK-
myaAHU memu. Bcudku eHgoKpuHoAO3U, Koumo 3aaBuxa memu, we cnogeaam
€ ocmaHaaume KoAeeu cBoume nozHaHus u onum. Llle ce omgeau Bpeme u 3a
maagume eHgoKpUHOAO3U (npugobuau onum B Kpaa Ha cheyuaau3ayuama cu
uAu pabomewu no HayyHU me3u gokmopaHmu). Te we HanpaBam egHu om
nvpBume cu nybauyHuU u3a6u, umeHHO Ha mo3u HayuoHareH ¢popym. LLe ce
npoBegam u 18 CameaumHu cumno3uyma. Bceku yyacmHuk 8 KoHepeca we
MOXKe ga gage AUYHOMO CU OMHoweHue Kbm uHmepecyBawama 20 mema.
He nponyckaume ga 3agageme cBoume Bvnpocu, He nponyckaume ga ga-
geme cBoemo mHeHue u ga cnogeaume c80a onum UAU epewKu, cnogeaeme
mpygHocmume cu. Pabomeme akmuBHo ¢ mogepamopume. HauyuoHarHuam
KOHe2pec no eHgoKpuHoAozuAa we ce npoBege 6 3ara MockBa-lNapuk.

A3 Cbm cueypHa, Ye HauyuoHaAHUAM KOHepeC NO eHgOKPUHOAO2UA We
uma MmHoeo Bucoka Hay4YHa u npakmuyecka CmoUuHOCM U We YYyem pazAudHU-
me eAegHU MoYKU Ha ekcnepmume u Ha akmuBHume ydacmHuyu. Taka Hue ¢
yyBcmBo Ha pagocm om cpewama cu ,Ha kuBo” u HanvAHO ygoBaemBopeHu
om Hay4eHomo, we ombeAexkum HaucmuHa omkpoaBawomo ce Hal-20AAMO
cvbumue 8 Hawama cneyuarHocm npe3 2023 eoguHa.

Aa Haydum noBeue, ga gagem noBeye u Ha Hawume boAHu!

Yakam ¢ HembpneHue cpewama ¢ Bcuyku Bac !

[Mpop. A-p AnHa-Mapusa bopucoBa, gmH
[Mpegcegamen Ha bvaeapcko gpyxkecmBo no eHgoKpuHoOAO2UA

XIl HayuoHaareH KoHzpec no eHgokpuHoaozus, 2023
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Obwa ungpopmayus:

Macmo 3a npobexgaHe Ha HayuoHareH koHepec
Nno eHgOKPUHOAO2UA -
F'PAHA XOTEA MAOBAWB, mea/cakc: 032/ 934 346

Pecucmpayus:
YemBovpmwk, 12 okmomBpu 2023 2. om 8.00 go 19.00 uvaca
IMemuvk, 13 okmomBpu 2023 2. om 8.00 go 18.00 yaca
Csvb6oma, 14 okmomBpu 2023 2. om 8.00 go 18.00 uaca
PezucmpayuoHHomo 610po Ha KoHzpeca no eHgokpuHoAozua uje 6vge pazno-
AoxeHo 6 yenmpasHomo ¢poiiae Ha FTPAHA XOTEA NMAOBAUB.

PecucmpupaHume u CnOHCOpPUpPaHU YYaCMHUUU C NAamMeH
yAeHcKu BHoc we noAyuam:
* Yyacmue 8 HayuHama npozpama Ha KoHepeca,
12-14 okmomBpu 2023
* Yyacmue 6 M3r0x6ama Ha papmaueBmuuHama uHgycmpus,
12-14.10.2023 a.
*Yanma, 6agx, [NMpoezpama, AbcmpakmHa KHU2a, mamepuaAu
» XomeAcko HacmaHaBaHe 68 equHuyHu uau gBolHu cmau cnopeg
Bb3MoKHOCMUMeE Ha XomeAa U hocewaemocmma Ha Cbbumuemo
* Kagpe-nay3zu - 13 u 14 okmomBpu
«Ob6egu - 13 u 14 okmomBpu
«Beuepu - 13 u 14 okmomBpu

YaeHncku BHoc 3a BAE, 6aHko6 npeBog 3a 2023 2.
(cnpaBka 8 VilnmepHem catuma Ha bAE)
- 50,00 AeBa 3a cneyuaaucm, HO cba2aacHo PeweHue Ha Ob6womo
cbbpaHue Ha BAE om 2007 2. 30,00 AeBa ce npeBexkgam Ha cn. EHgokpuHoAoz2ua u
20,00 AeBa ocmaBam 3a uaeHcku BHoc B BAE;
+ 25,00 AeBa 3a cneuuaAu3zaHm u gokmopaHm, HO Cb2AacHO PeweHue
Ha Obwomo cbbpaHue Ha BAE om 2007 2. 15,00 reBa ce npeBexkgam
Ha cn. EHgokpuHoaoz2ua u 10,00 AeBa ocmaBam 3a uaeHcku BHoc 6 BAE;

Takca-npaBoyuyacmue 6 Cumnozuyma (AuuHo uAu uype3 CnoHcop):
3a yaenoBe Ha BAE, pecucmpupaHu cbC cbomBemeH MaAoH om
cnucaHue EHgokpuHoaozua 2004, IX, 2, 47
+ peaucmpauua no baHko8 nom go 10. 09. 2023 2 - 1060,00 reBa
+ peaucmpauun Ha macmo - 1400,00 reBa
3a He-yaenoBe Ha BAE
+ peaucmpauua no 6aHkoB nbm go 10. 09. 2023 2 - 1400.00 AreBa

XIl HayuoHareHn Konzpec no eHgokpuHoaozus, 2023



+ peaucmpayua Ha macmo - 1700,00 reBa

OBb EAA
+BIC RZBBBGSF <IBAN  BG60RZBB91551007756727 -EMY CU AKX EOOA
3a HauyuoHaAeH KoHepec no eHgokpuHoAozua 12-14. 10. 2023 e.

Pezucmpaquonﬂo 6|0p0:
PecucmpauuoHHomo 6topo Ha HauuoHaAHUA cuMnO3Uuym NO eHgOKPUHOAO2UA We bbge paznoao-
»keHo 6 ueHmpaaHomo ¢otae Ha TPAHA XOTEA NMAOBAIB.

Aergumau,u9 no [MocmoaHHomo MeguUyuHCKO oﬁyquue
Cepmudpukamume Ha yyacmHuuume 68 HauuoHaAHUA KOH2pec No eHgokpuHoAozua npe3 2023 2.
we 6bgam gageHu om BAC caeg ckaouBare Ha goz2oBop ¢ BAE 3a npegocmaBare Ha 6a3a-gaHHU
C yuyacmuuyume B pamkume go eguH meceu, creg Kpaa Ha cbbumuemo Ha CgpyskeHuemo. ToBa
HaAaza Bceku Aekap npu >keaaHue ga noaydu Cepmucpukam om BAC, ga ce peaucmpupa Ha Peauc-
mpauuoHHomo 6topo no Bpeme Ha KoHepeca B cneuuarHa 6a3a-gaHHU, KOAMO wWe ce npegocma-

Bu Ha BAC 6 nocoueHua cpok. Kpegumume om BAC ca om Kamezopusa b (3a konmakmu - bAC).

CuzypHocm
Haema e oxpatHa om cneuuaausupata gpupma npeg 3aaume 3a npoBexkgaHe Ha HauyuoHaaHuA KoH2pec no
€eHgOKPUHOAO2UA U HOWHa oxpaHa 3a M3aoxxbama Ha dpapmaueBmuuHama uHgycmpus.

Xomena (02paHudeH G6poll Ae2aa, NPUHUUNBLM Ha NbpBua npucmuzHaa om npegBapumeAro pe2ucmpupaHume):
* ABolHu cmau - 3a Bcuuku yusacmuuuu

* EguHuuHuU cmau (npu Haaudue, koemo 3aBucu om MOMEHMHUA Kanauumem Ha xomeaa, Bpeme-
mo 3a npucmueaHe u 6poa Ha yyuacmHuuume 6 cbbumuemo)

* BAE He 3anaawa koHcymayusma om muHubapa 6 cmasama Ha yuacmuka 6 Konepeca.

foguwHume HayuoxaaHu KoHepecu pecn. Cumno3uymu opeaHu3zupaHu om BAE ce a8aBam macmomo
3a Hal-2oAamama 20gullHa cpewa Ha cheuuaaucmume No eHgokpuHoAo2ua om bbazapua u maka upe3
mAx ce Noggbpykam akagemuvyHume mpaguuuu Ha obwHocmma.

PvkoBogcmBomo Ha BAE caeg BHumameaeH nogbop kaHu camo Hal-uzmbkHamu eBponelcku u
cBemoBHu yueHu, KAKMO U HaUUOHAAHU CheyuaAucmu 3a yyacmue ¢ NAeHapHU Aekuuu 6 cbbumuama Ha
ApyxxecmBomo u maka ce ocbwecmBaBam cpewu ¢ Hal-2oAemume ekcnepmu no gageHua npobaem B u
u3zBbH Nnpegeaume Ha cmpaHama Hu.

Kamo akagemuuHo cgpysxeHue BAE cbgetcmBa 3a ykpenBaHe Ha gobpume Bpb3ku ¢ papmaueBmuu-
Hama uHgycmpua u Bcudku UHCMUMYUUU, KOUMO UMam omHoweHue Kbm pazBumuemo Ha uzcaegoBa-
meAckama u yuebHa geiHocm 8 o6Aacmma Ha eHgoKpuHoAO2UAMA.

foguwHume cpewu Ha BAE ce opeaHuzupam maka, ve ga ce ocueypu akagemudHa HezaBucumocm Ha
u3zcaegoBameaume u Aekapume, Koumo ca Hal-gobpume ,agBokamu” Ha cBoume GOAHU.

OcHoBHama uen Ha BAE e ga ce cb3gagam Bb3moxkHocmu B8 bbazapua 3a pazBumue Ha uzcaegBaHus-
ma B o6racmma Ha eHgoKpuHoAo2uama, Ha ycaoBua 3a no-6vbp30 paznpocmpaHeHue Ha Heobxogumume

no3HaHua cpeg obwHOCMMA U Ha hakmMopu 3a YyaAeCHEHOMO UM npuAokeHue B npakmukama.
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HayuyHa npoezpama

XIl National Congress

of Endocinology
12-14 okmomBpu 2023e2., [paHg xomen [NroBgub,

12 okmomBpu 2023 zoguna

Omkpubane Ha XII HayuoHaneH KoHzpec
NO eHgOKPUHOoAO2UA

Mpodc. AHHa-Mapua bopucoBa
[Tpegcegamen Ha bwvaeapcko gpyskecmBo no eHgoKpUHOAO2UA

113,35-14,55 uaca  [lpegkonzpecHa Cecusn: Pegku KAUHUYHU CAYUAU

Pre-Congress Session: Rare Clinical Cases

Mogepamopu: lNpoc. Mapua Opb6euoBa, Aou. boan HoHnueB, Aou. Cmecpka BrageBa
Moderators: Prof. Orbetzova M., Assoc. Prof. Nonchev B.,

Assoc. Prof. Vladeva St.

Cayual Ha nceBgoxunonapamupeougu3bm u3zabua ce ¢ enuaencus /
Pseudohypoparathyroidism debuting with epilepsy: a case report

Baaxo8 1.,'Tym6areba M., LloroBa E.2 MonoBa C.3, TepzeaueBa B.2, bopucoBa A-M'/

Viahov [.", Tumbaleva M.", Tsolova E? Popova S.3, Gergeltcheva V.2 Borlssova A-M."
'KAuHuUKa no eHgokpuHoAo2ua u 6oaecmu Ha obmaHama; 2KauHuka no HeBpoaoaus;

30OmgeaeHue no peHmeeHoAoz2us, YHuBepcumemcka 6oaHuua Copuameg, MeguuuHcku hakyamem,

Codputicku yHuBepcumem ,CB8emu Kaumenm Oxpugeku” /
'Clinic of Endocrinology and Metabolic disorders; ?Clinic of Neurology; *Department of Radiology,

Sofiamed University Hospital, Medical Faculty, Sofia University ,Saint Kliment Oxridski”

Bbwazapcko ApyxecmBo no Engokpunorozua 9




npozpama/programme

Mo nbma Kbm nocmabaHe Ha guazHo3ama ,XunepgocamemuyHa mymopHa
KaAuuHo3a“/ The road to diagnosis of hyperphosphatemic tumoral calcinosis

BacuaeB I. B., AmanacoBa I. K., Op6euoBa M.M. /
Vasilev G.V., Atanasova P.K., Orbetzova M.M.
KauHuka no EHgokpuHoaoz2ua u 6oaecmu Ha obmaHama, YMBAA ,CB. Teopau”,
Kamegpa no EngokpuHoaozug, MeguuuHcku Dakyamem, MeguuuHcku YHuBepcumem, MaoBguB /
Clinic of Endocrinology and metabolic disorders, ,Sv. Georgy” University Hospital Department of
Endocrinology, Medical Faculty, Medical University of Plovdiv

Cayual Ha akpomezaaua C NAYPUXOPMOHaAHA cekpeuus /
A case of acromegaly with plurihormonal secreting adenoma

BvHgeBa C. 234 EaenkoBa A. 234 3axapueBa C. >34 /
Vandeva S.">** Elenkova A. "*3**, Zacharieva S. "***

'Kamegpa no EHgokpuHoaozua, Meguuurcku YHuBepcumem, Cogpus; EkcnepmeH ueHmbsp 3a pegku
eHgokpuHHu 6oaecmu - Cocpus; *EBponelicka mpexka 3a pegku eHgokpuHHU 6oaecmu (ENDO-ERN);
*YCBAAE ,Akag. MBan MenueB” / 'Department of Endocrinology, Medical University, Sofia;
2Expert Center for Rare Endocrine Diseases, Sofia;
3European Network on Rare Endocrine Conditions (ENDO-ERN); *USHATE ,Acad. Ivan Penchev”

Xunonumyumapu3bm ¢ pagka emuoaozun / A rare etiology of Hypopituitarism

Y3ynoBa U."**4, EaenkoBa A."*** , 3axapueBa C."*%*/
Uzunova I."%**, Elenkova A."***, Zacharieva S."***

'Kamegpa no EHgokpuHoaozun, MeguuuHcku YHuBepcumem - Codpus; 2EkcnepmeH ueHmbp 3a peg-
KU eHgokpuHHU 6oaecmu, Cocpun; *EBponelicka mpexxa 3a pegku eHgokpuHHu 6oaecmu (ENDO-ERN);
YCBAAE ,Akag. MBaH MenueB” /

'Department of Endocrinology, Medical University - Sofia; Expert Center for Rare Endocrine Diseases -
Sofia; *European Network on Rare Endocrine Conditions (ENDO-ERN); *USHATE ,,Acad. Ivan Penchev”

MegyaapeH mupeougeH KapuuHom Bb3HUKHAA Nnem 20guUHU CAeg Mupeougekmomun 3a
gobpokavecmBeHa HemoKCuYHa 2ywa - KAUHUYeH cayyad / Medullary thyroid carcinoma
development five years after thyroidectomy for benign non-toxic goiter

HoHue6 b."?, AeBmepo6 I.", HoHo6 B.3, Apzcamcka A.?, Yob6anko6a E.", AumoB A.,
MempoBa A.", AumoB P.** / Nonchev B."? Levterov G.', Chonov V.}, Argatska A.?,
Chobankova E.", Dimov L.", Petrova L.", Dimov R.**
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Pegku knuHuyHu crnyyau

"KauHuka no EHgokpuHoAaoz2ua u 6oaecmu Ha obmaHama, YMBAA , Kacneaa”, INaoBguB; 2Kamegpa no
EHgokpuHoao2usn, MeguuuHcku YHuBepcumem, INMaoBguB; *Kamegpa no Namoanamomua, MeguuuHcKu
YHuBepcumem, NMaoBguB; *Kauruka no xupypaus, YMBAA ,Kacneaa”, INaoBguB; *Kamegpa no CneuuaaHa
Xupypaus, MeguuuHcku YHuBepcumem, INaoBqguB / 'Clinic of Endocrinology and metabolic diseases,
UMHAT ,Kaspela”, Plovdiv; 2Department of Endocrinology, Medical University, Plovdiv; *Department of
General and Clinical Pathology, Medical University of Plovdiv; *Clinic of surgery, UMHAT ,Kaspela”, Plovdiv;
*Department of Special Surgery, Medical University of Plovdiv

14,25-14,35 uyaca

(MamureH BapuaHm Ha MegyAapeH mupeougeH KapuuHoOM - caydal om npakmukama /
Familial form of medullary thyroid carcinoma - a case from the practice
Aumumpo6a P.", Xpucmo3o6 K.!, Cugepo6a M.', MapuHo®Ba E.2, Xaumepan M.3,
Heunko6 P.%, Mono6 X.°/ Dimitrova R. ', Hristozov K. ', Siderova M.", Marinova E.?,
Hachmeryan M., Nenkov R.*, Popov H.°

'KAuHUKa no eHgokpuHoAo2ua u 6oarecmu Ha obmaHama - Bmopa kamegpa no 8bmpewHu 6orecmu;
2Kamegpa no nponegeBmuka Ha BbmpewHume 6oaecmu; *Kamegpa no MeguuuHcKa 2eHemuka,
“Kamegpa no xupypauuru 6orecmu; *Kamegpa no obwa u KAUHUYHA nNamoAo2ug, CbgebHa meguuuHa u
geoHmoaozua - Makyamem MeguuuHa, MY Bapta / 'Clinic of Endocrinology and Metabolic Diseases -
Second Department of Internal Medicine; 2Department of Propaedeutics of Internal Medicine,
3Department of Medical Genetics; *Department of Surgical Diseases; *Department of General and Clinical
Pathology, Forensic Medicine and Deontology, Faculty of Medicine, Medical University, Varna

14,35-14,45 yaca

ABMOHOMHa XOPMOHaAHA NPOGYKUUA OM Memacmasu Ha (POAUKYAAPEH
mupeougeH KapUuHOM — KAUHUYEH caydal / Autonomous hormone production from
metastases of follicular thyroid cancer - a case report

MempoBa A., AumumpoBa U., Auko6a U., LLHuuko6 A., KoBaueBa P. /
Petrova D., Dimitrova I., Yankova I., Shinkov A., Kovatcheva R.
Kamegpa no EHgokpuHoaozun, YCBAAE ,Akag. MBaH NenueB” Cocpua, MeguuyuHcku
YHuBepcumem Cocpusa / Department of Endocrinology, University Hospital of Endocrinology
LAcad. Iv. Penchev” Sofia, Medical University of Sofia

| 14 O6o06weHue Ha Cecuama

bwvazapcko ApyxxecmBo no Engokpurorozua 11



npozpama/programme

_ MaeHapHa Aekyua Ha MAA Kanguaapo6

bvgewu meHgeHuuu 8 KauHuuHama AabopamopHa guazHocmuka /
Future Trends in the Clinical Laboratory

A-p Hatugen Kanguaapo®6 / Naiden Kandilarov MD
Poaama Ha Guomapkepume 8 KOHMpPoOAA Ha CbpgeuHo-cbgoBua puck Npu KOMOp-
bugHocmu. KauHu4HU uzcaegBaHua u uHmepnpemauus / Role of Biomarkers in the
Cardiovascular Risk Management in Comorbidities. Clinical tests and interpretation

Aekmop / Lecturer: A-p boxxugap Kpwvcme®6 / Bozhidar Krastev MD
KauHuka no kapguoaoaus, YMBAA ,Llapuua Moanna” / Cardiology Clinic, UMBAL ,Queen Joanna”

(15101530 vaca  Camenumen cumnozuym/

Satellite symposium - Vedra
[MpobuomuyHu peweHua Npu MemaboAUMHU HapyweHun

Aekmop: Mpodg. 3gpaBko KameHo6
Lecturer: Prof. Zdravko Kamenov

[1530-1600yaca  Cameaumen cumnouyw/

Satellite symposium - Zentiva

B grka3a Ha kapguo-memaboAumHua kpva /
In the Jazz of the Cardio-Metabolic Continuum

Aekmopu: Aou. NMramen MNMonuBano6, A-p Hamaaua AxxepmaHoBa-TemeakoBa
Lecturer: Assoc. Prof. Plamen Popivanov, Natliya Dzhermanova-Temelkova MD

[16,00-1630 yaca  Camenumen cumnozuyw/

Satellite symposium - Valentis

EcpekxmuBeH cbpgeuHo-cbgoB koHmpoa u3BbH obuvatiHomo /
Effective Control of the Cardiovascular Risk Beyond the Usual

Aekmop: MNMpod. 3gpabko KamenoB / Lecturer: Prof. Zdravko Kamenov

116,30-17,004aca  Camenumen cumnozuym /

Satellite symposium - Dexcom

Onumu 6 uznoazBaHemo Ha cucmemu 3a NPOYHAXKUMEAHO MOHUMOpPUpPaHe Ha
2ntoko3ama / Experiences of using Continuous Glucose Monitoring

Mogepamop: Hukoaaii lepe6, pvko6ogumea Ha npoekma Ha Dexcom,bbvazapun /
Moderator: Nikolay Gerev DGM Dexcom, Bulgaria

12 XIl Hayuonaren Konzpec no engokpuHorozus, 2023



17,00-17,45 yaca CameAumeH cumno3uym /
Satellite symposium - Servier

Aobpusm 2aukemudeH KOHMPoOA om nbpBama cmbnka u o ueAua Nbm npe3 guabema /
Good glycemic control from the first step and all the way through diabetes

Aekmop: Mpod. 3gpaBko KameHo6
Lecturer: Prof. Zdravko Kamenov

17,45-18,30 uaca CameAumeH cumno3uym/
Satellite symposium - Astra Zeneca

AuazHo3a, npomeHawa >kuBoma. Tepanusa, npomeHawa npo2Ho3ama /
Diagnosis, that changes the life. Therapy that modifying the prognosis.

Mogepamop: Kpucmuna lazue6a, bTV /
Moderator: Kristina Gazieva, bTV

18,30-19,30 uaca CameAumeH cumno3uym /
Satellite symposium - Eli Lilly

HoBa epa 6 kaaca Ha uHkpemuHume: Porama Ha GIP/
New era in the class of incretins:  The role of GIP

Mogepamop: NMpod. AHHa-Mapua bopucoBa /
Moderator: Prof. Anna-Maria Borissova

Omkpu6Bane Ha HauuoHaaeH KoHepec

NOo €HJOKPUHOAOZUA
Mpod. AHHa-Mapua bopucoBa
lpegcegamea Ha bvazapcko gpyxkecmBo No eHgokpuHoAO2UA

Opening Ceremony of

National Congress of Endocrinology

Prof. Anna-Maria Borissova
President of Bulgarian Society of Endocrinology

bwvazapcko ApyxecmBo no Engokpunorozua 13
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npozpama/programme

13 okmomBpu 2023 2oguna
 08,00-10,00 yaca Cecusa: 3axapeH guabem/ Session: Diabetes

Mogepamopu /Mpod. LiBemaauna TankoBa, Mpo. AHHa-Mapua bopucoBa,
Aou. Pymana AumoBa
Moderators: Prof. Tankova T., Prof. Borissova A-M., Assoc. Prof. Dimova R.

[Mpenopbku 3a KOHMPOA Ha Xunep2Aaukemuama npu 3axapeH guabem mun 2 - 2022 /
Guidelines for the management of hyperglycemia in type 2 diabetes - 2022

Mpod. TankoBa L. / Prof. Tankova T.
KauHuka no Auabemonozus, Kamegpa no EHgokpuHoaozun, MeguuuHcku Dakyamem,
Meguuurcku YHuBepcumem - Cocpus /
Clinic of Diabetology, Department of Endocrinology, Faculty of Medicine, Medical University, Sofia

Yecmoma Ha Xunepaaukemuama npu 6pemeHHU XeHu — gaHHU NO BOAHUYEeH Mamepuaa
om egHa KauHuka 3a cpok om 5 2oguHu (npegBapumeaeH aHaaus) /
Frequency of Hyperglycemia in pregnant women - data from hospital material in one
Clinic for a period of 5 years (2018-2022)

TpudoroBa b., bopucoba A-M., CmoaHo6a K., TonuueBa H. /
Irifonova B., Borissova A-M., Stoyanova K., Topshieva N.

KAuHuka no eHgokpuHoao2us, YHuBepcumemcka 6oaHuua Cogpuameg, MeguuaHcku pakyamem,
Coguiticku ynuBepcumem ,CB8emu Kaumenm Oxpugceku”, Cocpun /
Endocrinology Clinic, University Hospital Sofiamed, Faculty of Medicine,

Sofia University ,St. Kliment Ohridski”, Sofia

Poaa Ha 2aukemuama Ha 1-8u yac 3a 2AlOKO3HUA, AUNUGHUA U UHCYAUHOBUA NpOUA
npu Auua 6e3 3axapeH guabem /
Role of 1-hour glycemia on glucose, lipid and insulin profiles in subjects
without diabetes mellitus

AumoBa P., YakwvpoBa H., Ao3aHo6 B., Aea INMpamo C., TankoBa L. / Dimova R.,
Chakarova N., Lozanov V., Del Prato S., Tankova T.
Kaunuka no Auabemonozun, Kamegpa no EngokpuHorozus, MeguuuHcku Dakyamem, MeguuuHcku
YHuBepcumem, Codpus / Clinic of Diabetology, Department of Endocrinology, Faculty of Medicine,
Medical University, Sofia




npozpama/programme

Mpeguabem. HoBu mapkepu 3a eHgomeaHa u 6ema-kaembuHa gucyHKuua /
Prediabetes. Novel markers of endothelial and beta-cell dysfunction

Hegeba U.", AcboB 4.2, KapamcpunroBa B.2, BeaukoBa T.3, XpucmoBa XK.*, Kameno8 3.2
/ Nedeva I.", Assyov Y.?, Karamfilova V.2, Velikova T.2, Hristova J.?, Kamenov Z.?
'Kamegpa Enugemuonozua u xueueHa, MeguuuHcku pakyamem, Meguuutcku yHuBepcumem, Codpus;
2YMBAA ,ArekcangpoBcka”, Kamegpa BbmpewHu 6orecmu, MeguuuHcku dpakyamem, MeguuuHcku
yHuBepcumem, Cocpus; *MeguuuHcku gpakyamem, Cocputicku yHuBepcumem ,CB. KaumeHm
Oxpugcku”; *YMBAA ,ArekcangpoBcka”, Kamegpa KauHuuHa aabopamopusn, MeguuuHcku pakyamem,
MeguuuHcku yHuBepcumem, Codpus. / 'Medical University, Sofia, Bulgaria, Department of Epidemiology
and hygiene; *Medical University, Sofia, Bulgaria, Department of internal medicine; Clinic of Endocrinology,
University Hospital ,,Alexandrovska”; 3Sofia University St. Kliment Ohridski, Medical faculty;
“Medical University, Sofia, Bulgaria, Department of Clinical Laboratory, Clinical Laboratory and Clinical
Pharmacology, University Hospital ,Alexandrovska”;

Mtoko-memaboAumHu mapkepu 3a oueHka Ha cmpecoBama peakyua Npu OCMbP UHCYAM
/ Gluco-metabolic markers for the assessment of stress response in acute stroke

flne6a XK."?, Llaama-MaageHo6 M.3, boueBa f.%, boagxue6a M.?/
Yaneva Zh."?, Tsalta-Mladenov M.3, Bocheva Y.*, Boyadzhieva M.?

'KAUHUKa no eHgokpuHoAoz2ua u borecmu Ha obmanama, YMBAA ,CB. Mapuna”, BapHa;
’Bmopa kamegpa no BbmpewHu 6oaecmu, *Kamegpa no HepBHu 6orecmu u HeBpoHayka;
“Kamegpa no kauHuuHa Aabopamopus, Makyamem MeguuuHa, MY, BapHa /

'Clinic of Endocrinology and Metabolic Diseases, St. Marina University Hospital, Varna;
2Second Department of Internal Diseases, *Department of Neurology and Neuroscience;

‘Department of Clinical Laboratory, Faculty of Medicine, Medical University, Varna

MpegumcmBa Ha AeueHUeMoO ¢ UHCYAUHOBa nomna cNpamo mepanua ¢ MHO20KpamHu
uHcyAauHoBu uHxxekuuu/Advantages of insulin pump therapy over therapy
with multiple daily injections

LlapkoBa I1., Yakwpo6a H., AumoBa P., IpozeBa I, TogopoBa A., Tanko6a L|. /

Isarkova P., Chakarova N., Dimova R., Grozeva G., Todorova A., Tankova T.
KauHuka no Auabemonozus, Kamegpa no EHgokpuHoAo2ua, MeguuuHcku pakyamem,
Meguuurcku yHuBepcumem, Codpus /
Clinic of Diabetology, Department of Endocrinology, Faculty of Medicine, Medical University, Sofia
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09,30-09,45 uaca

Bumamun B12 cmamyc 8 6bA2apcka nonyaauua hayueHmu CbC 3axapeH guabem
mun 2/ Vitamin B12 status in a Bulgarian population with type 2 diabetes

YakbpoBa H., AumoBa P., [po3eba I, TogopoBa A., CepgapoBa M., Tanko6a T. /

Chakarova N., Dimova R., Groseva G., Todorova A., Serdarova M., Tankova T.
KauHuka no Auabemonozus, Kamegpa no EHgokpuHoaozua, MeguuuHcku Dakyamem,
Meguuutcku YHuBepcumem, Cocpusa /

Clinic of Diabetology, Department of Endocrinology, Faculty of Medicine, Medical University, Sofia

09,45-10,00 uyaca

BumamuH A cmamyc npu navueHmu ¢ guabemtua noauHeBponamusa u guabemHo
cmbnano/ Vitamin D status in patients with diabetic polyneuropathy and diabetic foot

Togopo6Ba A., AumoBa P., HakbpoBa H., CepgapoBa M., IpozeBa I., Llapko6a I'.,
TankoBa Ll. / Todorova A., Dimova R., Chakarova N., Serdarova M., Grozeva G.,

Tsarkova P., Tankova T.
KauHuka no guabemonozus, Kamegpa no eHgokpuHoAo2us, MeguuuHcKU ¢pakyamem,
Meguuurcku YHuBepcumem, Cocpun / Clinic of Diabetology, Department of Endocrinology,
Faculty of Medicine, Medical University, Sofia

e-
3a

10,30-11,30 yaca CameAumeH cumno3uym/
Satellite symposium - Swixx BioPharma Diabetes

Aa npeogoreem npenamcmBuama npeg >xuBoma ¢ guabem mun 2 /
Breaking through the complexity of living with type 2 diabetes
Mogepamop: Mpod. 3gpaBko Kameno6
Moderator: Prof. Zdravko Kamenov

11,30-13,00 yaca Cecua: 3gpabru npobremu npu memaboAumHu HapyuweHua
Session: Health problems in metabolic disorders

Mogepamopu: Aoy. Maauna NemkoBa, Aou. XKubka boHeBa, Aou. Kama TogopoBa
Moderators: Assoc. Prof. Petkova M., Assoc. Prof. Boneva Zh.,
Assoc. Prof. Todorova K.
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MHcyauHoBa peucmeHmHOCM npu HEAAKOXOAHA MacmHa yepHogpobHa 6oaecm /
Insulin Resistance in Nonalcoholic Fatty Liver Disease

Aou. NMemko6Ba M. / Assoc. Prof. Petkova M.
YHuBepcumemcka 6oaHuua ,Ao3eHey”, MeguuuHcku cpakyamem, Cocputicku ynuBepcumem, Cocpun /
University Hospital ,Lozenetz”, Medical Faculty, Sofia University, Sofia

3amabcmaBare u memaboAumHo acouuupaHa macmHa yepHogpobHa 6oaecm /
Obesity and Metabolic Dysfunction-Associated Fatty Liver Disease

Aou. bone6a X. / Assoc. Prof. Boneva Zh.
KauHuka no eHgokpuHoao2ua, M, MBP, Cocpus /
Clinic of Endocrinology, Medical Institute, Ministry of Interior, Sofia

Xunepypukemuama, kpeamuHuHbm, eGFR u yuepHogpobHama cpubpo3sa ca Bogewu
NpuYuHU 3a pazBumuemo Ha cbpgeyHa HegocmambyHOCM Npu 6oAHUME CbC
3axapeH guabem mun 2 / Hyperuricemia, creatinine, eGFR and liver fibrosis are leading
causes of heart failure in patients with Diabetes mellitus type 2

bopuco6a A-M., Baaxo6 ., TpucgpornoBa b., MekoBa P., Tymb6areBa M., Taweba 1.},
MuaemueBa M.", Cepacpumo6 H."/ Borisova A-M., Vlahov Y., Trifonova B., Mekova R.,
Tumbaleva M., Tasheva I.", Miletieva M.", Serafimov N.’

KAuHuka no eHgokpuHoAozus, YHuBepcumemcka 6oaHuua Copuameg, MeguuaHcku pakyamem,
Cogputicku ynuBepcumem ,,CBemu Kaumenm Oxpugceku”, Cocpun; 'KAuHUKA no KapguoAo2us,
YHuBepcumemcka 6oaHuua Copuameg, Meguuancku pakyamem, Cocputicku yHuBepcumem ,CBemu
Kaumenm Oxpugceku”, Cocpun / Clinic of Endocrinology, University Hospital Sofiamed, Faculty of Medicine,
Sofia University ,St. Kliment Ohridski“, Sofia; 'Cardiology Clinic, University Hospital Sofiamed,
Faculty of Medicine, Sofia University ,St. Kliment Ohridski“, Sofia

OugeHka Ha HeaAKOXOAHa yepHogpobHa cmeamo3Ha 6oAecm € pa3AuYHU gua2HOCMUYHU
memogu npu Bb3pacmHu cbe 3axapeH guabem mun 1/ Evaluation of non-alcoholic fatty
liver disease with different diagnostic tools in adult patients with type 1 diabetes

CepgapoBa M., AumoBa P., TogopoBa A., YakbpoBa H.,Tanko6a L. /
Serdarova M., Dimova R., Todorova A., Chakarova N., Tankova T.

KauHuka no Auabemoaozun, Kamegpa no eHgokpuHoAo2ua, MeguuuHcku pakyamem, MYuuBepcumem,

Codpusa / Clinic of Diabetology, Department of Diabetology, Faculty of Medicine, Medical University, Sofia
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12,35-12,45 yaca

OpeaHokuHu u maxHama Bpb3ka ¢ 0cCHOBHU MemaboAUMHU NoKa3ameAu NPU HeaAKo-
XOAHa YepHogpobHa cmeamo3Ha 6oarecm / Organokines and their relationship to basic
metabolic parameters in non-alcoholic fatty liver disease

KapamdunoBa B.', HegeBa U.', TameBa A.", MameBa A.2, Beauko6a LL.3, KameHo8 3.’

/ Karamfilova V., Nedeva I.', Gateva A.", Mateva L?, Velikova T.>, Kamenov Z."
'KAUHUKA NO eHgokpuHoAo2ua u 6orecmu Ha obmaHama, YMBAA , ArekcangpoBcka”, MeguuuHcku
pakyamem, MeguuuHcku YHuBepcumem, Cocpus; 2KauHuka no 2acmpoeHmepoaozus, YMBAA ,C8. M86.
Puacku”, MeguuuHcku cpakyamem, Meguuurcku YHuBepcumem, Codpusn; *KauHUYHA uMyHOAO2US,
YMBAA ,Ao3zeHeu”, MeguuuHcku chakyamem, Cocputicku YHuBepcumem ,C8. Kaumenm Oxpugcku”,
Coqus. / 'Clinic of Endocrinology and Metabolic diseases, University Hospital ,Alexandrovska”, Medical
Faculty, Medical University, Sofia; *Clinic of Gastroenterology, University Hospital ,St. Ivan Rilski”,
Medical Faculty, Medical University, Sofia; *Department of Clinical Inmunology,

University Hospital Lozenetz, Medical Faculty, Sofia University ,St. Kliment Ohridski”

12,45-13,00 yaca

MadyuHa memaboAumHa guchyHKuua npe3 bpemeHHOCMMa u kapguo-memaboAumeH
puck / Maternal metabolic dysfunction during pregnancy and cardio-metabolic risk

Aou. TogopoBa K. / Assoc. Prof. Todorova K.
KauHuka no EHgokpuHoAo2ua u 6orecmu Ha obmaHama, YMBAA , A-p Teopau Cmpancku” MDakyamem
MeguuuHa, Meguuutcku yHuBepcumem, MNaeBer/
Clinic of Endocrinology and Metabolic Diseases, UMBAL ,Dr. Georgi Stranski Faculty of Medicine,
Medical University, Pleven

1 Obag

14,00-15,40 yaca Cecusn: Pegku KAUHUYHU cAyYau
Session: Rare clinical cases

Mogepamopu: Aou. AmaHacka ErenkoBa, Aou. Paauua Po6eBa, Aou. Mumko Mumko6
Moderators: Assoc. Prof. Elenkova A., Assoc. Prof. Ivanova R.,
Assoc. Prof. Mitkov M.

14,00-14,15 vaca lNMAeHapHa Aekyua nogkpeneHa om Swixx BioPharma/
Plenary lecture: Swixx BioPharma

X-cBbp3aH xunogochamemuyeH paxum: HoBa epa 6 reueHuemo /
X-Linked Hypophosphatemic rickets: A New Era in Management
Aekmop / Lecturer: Mpo. AHHa-Mapua bopucoBa / Prof. Anna-Maria Borissova
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Tymop-uHgyyupaH XunogocamemudeH paxum - mpu cayyaa /
Tumor-induced hypophosphatemic rickets - three cases

Baaxo6 .!, bopucoBa A-M.", Fukumoto S.2, Shimizu Y.?, MBanoBa P.%, 3axapue6 T.5/

Vlahov Y.!, Borisova A-M.", Fukumoto S.2, Shimizu Y.}, Ilvanova R.?, Zahariev T.°
'KAauHuKa no eHgokpuHoAozus, YHuBepcumemcka 6oaHuua Copuameg, Meguuurcku gpakyamem, Co-
¢putcku yHuBepcumem ,CBemu Kaumenm Oxpugceku”; 2Department of Molecular Endocrinology, Fujii

Memorial Institute of Medical Sciences, Tokushima University, Tokushima, Japan; *Shimizu Clinic Akasaka,
Minato-ku, Tokyo, Japan; *Kamegpa no INamoaozus, YHuBepcumemcka 6oAaHuua ,ArekcaHgpoBcka”,
Meguuurcku ynHuBepcumem, Copus; *KauHuka no cbgoBa u engoBackyaapHa xupypaus,
YHuBepcumemcka 6oAHuua ,CBema Ekamepuna”, MeguuuHcku yHuBepcumem, Codpus /

'Clinic of Endocrinology, University Hospital Sofiamed, Faculty of Medicine, St. Kliment Ohridski University
of Sofia, Bulgaria; *Department of Molecular Endocrinology, Fujii Memorial Institute of Medical Sciences,
Tokushima University, Tokushima, Japan; *Shimizu Clinic Akasaka, Minato-ku, Tokyo, Japan;
‘Department of Pathology, Alexandrovska University Hospital, Medical University, Sofia; *Clinic of Vascular
and Endovascular Surgery, Saint Catherine University Hospital, Medical University, Sofia

CuHgpom Ha bepapguHeau-Ceun: AHaAu3 Ha yemupu nocaegoBameAHu KAUHUYHU
cayyan / Berardinelli-Seip Syndrome: Analysis of Four Consecutive Clinical Cases

Acbo0 4.", bozomuroB .2, MuxneBa B.%, laHgeBa C.', Haiigeno6 KO.", boano8 M.",
AackaroBa N.2, KamenoB 3."/ Assyov Y.”, Bogomilov 1.2, Mihneva V.2, Gandeva S.’,
Naydenov *.", Boyanov M.", Daskalova 1.2, Kamenov Z.'

'KauHuka no EHgokpuHoao2ua u 6oaecmu Ha obmaHama, YMBAA , ArekcangpoBcka”, Cocpua, MY,
Codpus / 'Clinic of Endocrinology, University Hospital ,Alexandrovska”, Medical University, Sofia;
2KauHuka no EHgokpuHoaozus u 6oarecmu Ha obmaHama, BMA, Codpus /
2Clinic of Endocrinology, Military Medical Academy, Sofia

AuncozeHeH 6e36kyceH guabem ¢ KoMNAEKCHa emuoAo2un /
Dipsogenic diabetes insipidus with complex etiology

EaenkoBa A."?34 V3yno6Ba WU. 234 Dei3zyaroBa A. ¢, 3axapuebBa C."*>*/
Elenkova A."*%**, Uzunova I. 234, Feyzullova A. ¢, Zaharieva S."*%*
'Kamegpa no EHgokpuHoao2ua, Meguuutcku YHuBepcumem, Codpus; 2EkcnepmeH ueHmbp 3a pegku
eHgokpuHHu 6oaecmu, Copus; *EBponelicka mpexka 3a pegku eHgokpuHHU 6oaecmu (ENDO-ERN);
*YCBAAE ,Akag. NBaH INMenueB”/ 'Department of Endocrinology, Medical University, Sofia; 2Expert Center
for Rare Endocrine Diseases, Sofia; *European Network on Rare Endocrine Conditions (ENDO-ERN);
*USHATE ,Acad. Ivan Penchev”
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15,00-15,15 yaca

TepaneBmuuHu npegu3zBukameacmBa npu nauueHmMKa ¢ Xuno2oHagomponeH Xuno2o-
Hagu3bm / Therapeutic challenges in a patient with hypogonadotropic hypogonadism

PoGeBa P., *3*, TaBpaunoBa M.4, EAenkoBa A."234, 3axapueba C."*%*/

Robeva R. "***, Gavrailova M.?, Elenkova A."*3* Zacharieva S."***

'Kamegpa no EngokpuHonozua, MeguuuHcku YHuBepcumem, Cocpus; 2EkcnepmeH ueHmMbp 3a pegku
eHgokpuHHU 6orecmu, Copus; *EBponelicka mpexka 3a pegku eHgokpuHHu 6oaecmu (ENDO-ERN);
YCBAAE ,Akag. MBan MenueB” / 'Department of Endocrinology, Medical University, Sofia; ?Expert Center
for Rare Endocrine Diseases, Sofia; *European Network on Rare Endocrine Conditions (ENDO-ERN);
“USHATE ,Acad. Ivan Penchev”

15,15-15,30 yaca

CuHgpom Ha Boucher-Neuhauser u nanuarapeH mupeougeH KapuuHOM: KAUHUYEH cAy4all
/ Boucher-Neuhauser syndrome and papillary thyroid carcinoma: clinical case

HazonoBa I1."?, Mumko6 M."?, HonueB b."3, Op6eyoBa M."* /
Nvagolova P."?, Mitkov M."2, Nonchev B."?, Orbetsova M."*

'Kamegpa EHgokpuHoAo2ua u 6orecmu Ha obmaHama, MeguuuHcku pakyamem, MY, MaoBguB; 2KauHuka
no EHgokpuHoaoz2ua u 6orecmu Ha obmanama, YMBAA |, Moameq”, MaroBguB; *KauHuka no EHgokpuHoAo-
2ua u boaecmu Ha obmaHama, YMBAA ,Kacneaa”, MroBguB; “KauHuka no EHgokpuHoaozua u 6oaecmu
Ha obmaHama, YMBAA ,CB8. Teopau”, INMaoBgub / 'Department of Endocrinology and Metabolic Diseases,
Faculty of Medicine, Medical University Plovdiv;?Clinic of Endocrinology and metabolic diseases, University
Hospital ,,Pulmed”, Plovdiv; *Clinic of Endocrinology and metabolic diseases, University Hospital ,Kaspela”,
Plovdiv; *Clinic of Endocrinology and metabolic diseases, University Hospital ,,Sv. Georgi”, Plovdiv

15,30-15,40 yaca

KapuuHom Ha napamupeougHume >ae3u - pagka, Ho Bb3Mo>KHa npuyuHa 3a
nbpBuueH xunepnapamupeougu3ibm /
Parathyroid cancer - a rare but posible cause of primary hyperparathyroidism

LuHko6 A., MempoBa A., lukoBa U., UBanoBa P., NMyHueb U., FTaHueb I., KoBaueBa P.

/ Shinkov A., Petrova D., Yankova I., Ivanova R., Punchev I., Ganchev G., Kovatcheva R.
Kamegpa no eHgokpuHoao2ua, MeguuuHcku pakyamem, MeguuyuHcku yHuBepcumem, Cogpus/
Department of Endocrinology, Medical Faculty, Medical University, Sofia

15,40-16,40 yaca CameAumeH cumno3uym/
Satellite symposium - Berlin Chemie

Canagliflozin - mpoHa 3awuma 3a nauueHmu cbe 3axapeH guabem mun 2 /
Canagliflozin - triple protection for patients with type 2 diabetes mellitus

Mogepamop: MNMpog. Mapua Opb6eyoBa / Moderator: Prof. Maria Orbetzova
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16,40-17,00 -
meAumeH cumno3zuym/
llite symposium - Woerwag Pharma

B12 gecpuuum: mogHa meHgeHUuuUA UAU peareH KAUHUYeH npobaem? /
B12 deficiency: a modern trend or real clinical problem?

Aekmop / Lecturer: Akag. Avue3ap Tpaiiko8 / Acad. Latchezar Traykov
KauHuka no HeBpoaozus, YMBAA AaekcaHgpoBcka, Cogpua MeguuuHcku yHuBepcumem, Cocpun /
Clinic of Neurology, University Hospital ,Alexandrovska” Sofia, Medical University, Sofia

Mogepamop: Mpod. LiBemaauna TankoBa /

Moderator: Prof. Tsvetalina Tankova
KauHuka no guabemonoeaun, YCBAAE ,Akag. VBax MNMenueB”, MeguuuHcku yHuBepcumem, Cocpun /
Clinic of Diabetology, USHATE ,Acad. . Penchev”, Medical University, Sofia

AUMEH cumno3uym/
ite symposium - Boehringer Ingelheim

,3 6 1“: kapguo-6bOpevHo-memaboAumMHa 2puka C eMNA2AUPAO3UH /
,3 in 1”: cardio-renal-metabolic care with empagliflozin

Mogepamop: Mpodg. LiBemaauna TankoBa /
Moderator: Prof. Tsvetalina Tankova
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14 okmomBpu 2023 2oguHa B |

08,00-10,00 uaca Cecua: Xunogu3a, Hag6bopeuHu xae3u, 20Hagu/
Session: Pituitary gland, adrenal glands, gonads

Mogepamopu: NMpod. Cabuna 3axapueBa, MNMpodg. 3gpabko Kameno6,
Mpod. Mapua OpGeyoBa
Moderators: Prof. Zacharieva S., Prof. Kamenov Z., Prof. Orbetzova, M.

08,00-08,20 yaca MAeHapHa Aekyua

MoBegeHue npu HagbbOpeuHUMe UHUUgEHMAAOMU Chopeg NOCAegHUME
npenopbku om 2023 2oguHa /

Management of adrenal incidentalomas according to the latest 2023 guidelines
Mpod. 3axapueBa C."*3*/ Prof. Zacharieva S."%%**

'Kamegpa no EHgokpuHoao2aus, MeguuuHcku YHuBepcumem, Cocpus; 2EkcnepmeH ueHmbp 3a pegku eHgo-
kpuHHU 6oaecmu, Cocpus; *EBponelicka mpexka 3a pegku eHgokpuHHu 6oaecmu (ENDO-ERN); *YCBAAE ,Akag.
MBaH MenueB” / 'Department of Endocrinology, Medical University, Sofia; 2Expert Center for Rare Endocrine
Diseases, Sofia; 3European Network on Rare Endocrine Conditions (ENDO-ERN); *USHATE , Acad. Ivan Penchev”

08,20-08,35 uaca

LlupkaguaneH pumbm Ha apMePUAAHOMO HaAA2aHEe NPU NAUUEHMU C PeOXPOMOUUMOM:

gaHHu om 24-uyacoBo Xoamep-moHumopupare 8 eguH ekcnepmen ueHmbp / Circadian

rhythm of Arterial pressure in patients with Pheochromocytomas: Data from 24-hour blood
pressure monitoring in a single specialized center

EarenkoBa A.">*%, Bacuae6 B."**4, 3axapueBa C."***/ Elenkova A."*%*,
Vasilev V."%3%, Zaharieva S."*3*

'Kamegpa no EHgokpuHoaozaua, Meguuurcku YHuBepcumem, Codpun; 2EkcnepmeH ueHmbp 3a pegku eH-
gokpuHHu 6oaecmu, Cogpus; *EBponelicka mpexka 3a pegku eHgokpuHHU 6oarecmu (ENDO-ERN); “YCBAAE
»Akag. VBan MenueB” / 'Department of Endocrinology, Medical University, Sofia; *Expert Center for Rare
Endocrine Diseases, Sofia; *European Network on Rare Endocrine Conditions (ENDO-ERN)
*USHATE ,Acad. Ivan Penchev”

08,35-08,50 uaca

BmopuuHa HagbbbpeuHa HegocmambuHocm / Secondary adrenal insufficiency
Mpod. OpbeuoBa M. / Prof. Orbetzova, M.
KauHuka no EHgokpuHoaoz2ua u 6oaecmu Ha obmanama, YMBAA ,C8. Teopau”, Kamegpa no EHgokpu-
HoAo2un, MeguuuHcku pakyamem, MY, [MaoBguB / 'Clinic of Endocrinology and Metabolic Diseases, ,,Sv.
Georgy” University Hospital, Department of Endocrinology, Medical Faculty, Medical University of Plovdiv
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MoHumopupaHe u AeyeHue Ha nauueHMU CbC CUHGPOM Ha TbpHbBP — AKMYAAHO CbC-
moaHue u cbBpemeHHu npenopbku / Monitoring and treatment of patients with Turner
syndrome - current status and recommendations
PoGe6Ba P."***, EaenkoBa A."234 3axapue6a C."*%* /

Robeva *"%3* Elenkova A."*** Zacharieva S."%%*

'Kamegpa no EHgokpuHoao2aus, MeguuuHcku YHuBepcumem, Codpus; 2EkcnepmeH ueHmbp 3a pegku eHgo-
KpuHHU 60Aecmu, Cocpus; *EBponelicka mpexka 3a pegku eHgokpuHHu 6oarecmu (ENDO-ERN); “YCBAAE ,Akag.

MBan MenueB” / 'Department of Endocrinology, Medical University, Sofia; 2Expert Center for Rare Endocrine
Diseases, Sofia; *European Network on Rare Endocrine Conditions (ENDO-ERN); *USHATE , Acad. Ivan Penchev”

The role of inositols in reproduction / Poaama Ha uHo3umoaume 6 penpogykyuama

Prof. Maurizio Nordio / lNpogp. Maypuyuo Hopguo
Department of Experimental Medicine, University ,Sapienza”, Rome, Italy /
Kamegpa no ExcnepumernmanHa meguyuHa, YHuBepcumem ,CanueHua”, Pum, Mimaaua

ToMHama cmpaHa Ha cnopma - MbXKkama amaemudecka mpuaga /
The dark side of sport - the male hletic triad

Mpod. Kameno6 3. / Prof. Kamenov Z.
KauHuka no eHgokpuHoaoaus, YHuBepcumemcka 6oaHuua ArekcangpoBeka, MeguuuHcku YHuBepcumem,
Codpun; Clinic of Endocrinology, Alexandrovska University Hospital, Medical University, Sofia

09,45-10,00 O6cuxgaHe

10,00-10 .
ameAumeH cumno3uym/
tellite symposium - Novo Nordisk

_ Cecua: HapyweHua 6 muneparHama oomana, Ocmeonopo3a
Session: Disorders in mineral metabolism, Osteoporosis

Mogepamopu: Aou, lNMramen MonuBanoB, Mpod. Muxaua boaHo6,
Aou. ArekcaHngop LLunko6

XIl HayuoHaareH Konzpec no eHgokpuHoaozusa, 2023



Moderators: Assoc. Prof. Popivanov Pl., Prof. Boyanov M., Assoc. Prof. Shinkov A.

11,30-11,50 yaca

AcmyaAHU Npenopbku 3a AeyeHue Ha ocmeonopo3a /
Current recommendations for the treatment of osteoporosis

MonuBano6 I., H. TemeakoBa / Popivanov P., Temelkova N.
YMBAA , ArekcargpoBcka”, Cocpua / UMBAL ,Alexandrovska”, Sofia

11,50-12,05 yaca

Koa e npuyuHama 3a gegpuuum Ha Bumamur D - puckoBume hakmopu, ce3oHa uAu
HenpuemaHemo my? (lNpeereg Ha boaHuveH mamepuana) / What is the cause of vitamin D
deficiency - the risk factors, the season or not taking it ? (Review of hospital material)

bopuco6Ba A-M, Moaro6a E., Braxo6 N., TpucporoBa b., Meko6a P./
Borisova A-M, Mollova E., Vlahov J., Trifonova B., Mekova R.

KAauHuka no eHgokpuHoaozus, YHuBepcumemcka 6oaHuua Copuameg, MeguuuHcku pakyamem,
Cocputicku yHuBepcumem ,CBemu Kaumenm Oxpugceku”, Copun / Endocrinology Clinic, University
Hospital Sofiamed, Faculty of Medicine, Sofia University ,,St. Kliment Ohridski”, Sofia

12,05-12,20 yaca

buoxumuyeH KOHMpPOA Npu 78 nayueHmMu C XPOHUYEH Xunonapamupeougu3bm 3a ne-
puoga 2006-2020 2. - kbge BcbwHocm cme? / Biochemical control of 78 patients with
chronic hypoparathyroidism referred between 2006 and 2020 - where do we actually stand?

boaHoB8 M', 3amcupoBa A', bakaroB A.', KapamcpunroBa B.', TameBa A.", Acvo6 4.7,
3axapueBa E.", Amanaco6a K.', LUeunkoBa I.", LlakoBa A.2, KameHo8 3." / Boyanov
M', Zamfirova D.", Bakalov D.", Karamfilova V.", Gateva A.", Assyov Y.!, Zaharieva E.",
Atanassova K.', Sheinkova G.’, Tsakova A.>2, Kamenov Z.'

KAuHuKa no eHgokpuHoAo2ua u 6oaecmu Ha memaboau3zma, YMBAA ,ArekcaHgpoBcka”, Kamegpa
BvmpewHu 6oaecmu, MeguuuHcku pakyamem, MeguuuHcku yHuBepcumem, Cocpusn; ? LleHmpaaHa Kau-
HuuHa Aabopamopua kbm YMBAA ,ArekcaHgpoBcka”, MeguuuHcku yHuBepcumem, Codpus;

! Clinic of Endocrinology and Metabolism, University Hospital Alexandrovska; Department of Internal
Medicine, Faculty of Medicine, Medical University Sofia, > Central Clinical Laboratory, University Hospital
Alexandrovska; Department of Clinical Laboratory and Clinical Immunology, Medical University, Sofia

12,20-12,35 yaca

KakBo ce kpue 3ag noBuweHua napamupeougeH XopmoH? /
What is behind the increased parathyroid hormone?

Baaxo6 ., TpucponoBa b., Meko6a P., HukoroBa A., UBano6a P.**, BugunoB K.*,
Mame6a I.***, boueB IN.***, bopucoBa A-M. / Vlahov Y., Trifonova B., Mekova R.,
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Nikolova A., Ivanova R.**, Vidinov K.*, Mateva G., Botshev P., Borisova A-M.
KauHuka no eHgokpuHoaoeus, YHuBepcumemcka 6oaHuua Cogpuameg, Meguuurcku pakyamem, Cocpul-
cku yHuBepcumem ,CB8emu KaumeHm Oxpugceku”; *KauHuka no 2pbgHa xupypeaus, YHuBepcumemcka
6oaHuya Cogpuameg, MeguuuHcku pakyamem, Coputicku yHuBepcumem ,CB8emu KaumeHm Oxpugeku”;
**Kamegpa no namoaozus, MeguuuHcku ynuBepcumem, Cocpun; ***KauHuka no HykAeapHa meguuuHa,
Agkubagem Cumu kauHuk YMBAA Tokyga, Onkonaozun, Codpua / Endocrinology Clinic, University Hospital
Sofiamed, Faculty of Medicine, St. Kliment Ohridski University of Sofia; *Clinic of Thoracic Surgery, University
Hospital Sofiamed, Faculty of Medicine, St. Kliment Ohridski University of Sofia; **Department of Pathology,
Medical University, Sofia; ***Clinic of nuclear medicine, Acibadem City Clinic UMBAL Tokuda, Oncology, Sofia

MopBuueH xunepnapamupeougu3ibm - cbBpemeHHa kapmuHa Ha 100 nayueHma om
nocaegHomo gecemuaemue / Primary hyperparathyroidism - a contemporary picture
based on 100 patients from the last decade

boaHoB8 M', bakaroB A', KapamcpunroBa B', TameBa A, Acbo8 ', 3axapuebBa E’,
Amanaco6a K', LeunkoBa I'", Llako6a A%, Kameno8 3'/ Boyanov M’, Bakalov D',
Karamfilova V', Gateva A’, Assyov Y', Zaharieva E', Atanassova K', Sheinkova G’,

Tsakova A%, Kamenov Z'

'KAUHUKa no eHgokpuHoAoz2ua u 6orecmu Ha memaboau3ma, YMBAA , ArekcargpoBceka”, Kamegpa
BbmpewHu 6orecmu, MeguuuHcku pakyamem, MeguuuHcku yHuBepcumem, Codpus; 2LlenmpanHa
KAUHUYHaA Aabopamopun kbm YMBAA , ArekcaHgpoBcka”, Meguuurcku yHuBepcumem, Cocpua / 'Clinic of
Endocrinology and Metabolic Diseases, University Hospital Alexandrovska; Department of Internal Medicine,
Faculty of Medicine, Medical University, Sofia; *?Central Clinical Laboratory, University Hospital Alexandrovska;

Department of Clinical Laboratory and Clinical Immunology, Medical University, Sofia

KocmHa muHepaaHa nAbmHocm npu nayueHmu ¢ nbpBuueH xunepnapamupeougu3bm
/ Bone mineral density in patients with primary hyperparathyroidisym

AukoBa U., unko6 A., KoBaueBa P. /_Yankova I., Shinkov A., Kovatcheva R.
Kamegpa no EngokpuHoaozun, MeguuuHcku pakyamem, MeguuuHcku yHuBepcumem, Cocpus /
Department of Endocrinology, Faculty of Medicine, Medical University of Sofia

13,00-14,00 Obag

XIl HayuoHnaaeH KoHepec no engokpuHoAozua, 2023




14,00-15,30 yaca Cecua: borecmu Ha LLlumo6BugHa xAe3a/
Session: Diseases of the Thyroid Gland

Mogepamopu: Mpod. Kupua Xpucmo3zo6, Mpod. Pycanka KoBaueBa, Aou. boan HoHue6
Moderators: Prof. Hristozov K., Prof. Kovatcheva R., Assoc. Prof. Nonchev B.

14,00-14,15 yaca

AeueHue Ha mupeomokcuo3a / Treatment of thyrotoxicosis

Mpod. Xpucmo3o06 K. / Prof. Hristozov K.
KAUHUKa No eHgoKpuHOoAO2ua U Borecmu Ha obmaHama, Bmopa kamegpa no BbmpewHu 6orecmu, MY
Bapta / Clinic of Endocrinology and Metabolic Diseases, Medical University - Varna

14,15-14,30 yaca

CynpecuBHo AeueHue c AeBomupokcuH - cbBpemeHHU Nnpenopbku /
Levothyroxine suppression therapy - current recommendations

Aou. HoHue6 b. / Assoc. Prof. Nonchev B.
YMBAA ,Kacneaa”, Kamegpa eHgokpuHoAo2ua, MeguuuHcku yHuBepcumem, MaoBguB /
UMHAT ,Kaspela”, Department of Endocrinology, Medical University, Plovdiv

14,30-14,45 uyaca

Aa3zepHa mepmoabaauua Ha gobpokayecmBeHu Bb3AuU Ha wumoBugHama >xAe3a -
pe3yamamu om 6-mecedHo npocaegaBare / Laser thermoablation of benign thyroid
nodules - six months follow-up results

KoBaueBa P., LLlunko6 A., AuroBa A., luko6a U., AumumpoBa U., CmouaHoBa M.,
NBano6a P. / Kovatcheva R., Shinkov A., Lilova L., Yankova I., Dimitrova I.,

Stoinova M., Ivanova R.
Kamegpa no Engokpunoaozun, YCBAAE ,Akag. 8. INeHnueB” Cogus,
Meguuutcku YHuBepcumem Codpua / Department of Endocrinology, University Hospital of Endocrinology
,Acad. Iv. Penchev” Sofia, Medical University of Sofia

14,45-15,00 yaca

YcnewHomo npomuuaHe Ha OpemeHHocmma 3aBucu om Auncama uAu HaAu4UEMO Ha
mupeougHu puckoBu dgpakmopu owe 6 Hauaromo U/ The successful course of pregnancy
depends on the absence or presence of thyroid risk factors already at the beginning

bopucoBa A-M., TpucpoHoBa b., AakoBcka A., MuxatiroBa E.", Byko6 M. /
Borisova A-M., Trifonova B., Dakovska L., Michailova E.", Vukov M.
KauHuka no engokpuHoaozus, YHuBepcumemcka 6oaruua Codpuameg, MeguuaHcku hakyamem,
Cocputicku yHuBepcumem ,CBemu Kaumenm Oxpugeku”, Copus; '"MAA bogumeg, Cocpua /
Endocrinology Clinic, University Hospital Sofiamed, Faculty of Medicine,
Sofia University ,St. Kliment Ohridski“, Sofia; '"MDL Bodimed, Sofia
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OueHka Ha kauecmBomo Ha »kuBom u noBauaBawume 20 hakmopu npu 6bA2apcku
nauueHmu ¢ mupeoug-acoyuupaHa opbumonamus / Evaluation of quality of life and its
influencing factors in Bulgarian patients with Graves’ orbitopathy

CmouHo6a M., LLUunko6 A., Ko6aueBa P. / Stoynova M., Shinkov A., Kovatcheva R.
Kamegpa no EHgokpuHonozus, YCBAAE ,Akag. NBan MenueB”, Cocpun, MY, Cocpua / Department of
Endocrinology, University Hospital of Endocrinology ,Acad. Iv. Penchev” Sofia, Medical University of Sofia

Xapakmepucmuka Ha Ko-MmopbugHocmume npu nayueHmu ¢ mupeougum Ha Hashimoto
/ Characteristics of co-morbidities in patients with Hashimoto,s thyroiditis

TpoeB A.", TomoB A.?, KucoBa C.', Ae6mepoBa b.5, Op6euoba M."/ Troev D.’,
Tomov D.?, Kisova S.", Levterova B.?, Orbetzova M.’

'KauHuka no EHgokpuHoao2ua u 6oaecmu Ha obmanama, YMBAA ,,CB. leopau”, Kamegpa no eHgokpu-
HoAo2u8, MeguuuHcku hakyamem, 2Kamegpa no buoopearuuHa xumua, MapmaueBmuyen pakyamem,
*Kamegpa no 3gpaBeH meHug>KMbHM U UKOHOMUKA Ha 3gpaBeonazBaHemo, Makyamem no obwecmBeHo
3gpaBe, Meguuurcku yHuBepcumem, IMaoBgub / 'Clinic of Endocrinology and Metabolic Diseases,

,Sv. Georgy” University Hospital, Department of Endocrinology, Faculty of Medicine, ?Department of
Bioorganic Chemistry, Faculty of Pharmacy, *Department of Health Management and Health Economics,
Faculty of Public Health, Medical University, Plovdiv

TupeougHa gucyHKUUA NPU NauUueHmMu cAeg xemonoemuyHa cmoBoarokaemby-
Ha mpaHcnaanmauua / Thyroid dysfunction in patients after hematopoietic stem cell
transplantation
NBaHo6Ba N.', MempoB 4.2, CugepoBa, M." / Ivanova, I.", Petrov, Y.?, Siderova, M.’
'KauHuka no EHgokpuHoaozua u 6oaecmu Ha obmanama, 2Kauruka no Xemamonozus, OmgeaeHue
no mpaHcnaaimauuu, YMBAA ,CBema MapuHa”, MeguuuHcku yHuBepcumem, Bapxa / 'Clinic of
Endocrinology and Metabolic Diseases, *Clinic of Hematology, Transplantation Unit, St. Marina University
Hospital, Medical University, Bulgaria. Varna

XIl HayuoHnaaeH KoHepec no eHgokpuHoAozua, 2023




15,30-16,30 uaca CameAumeH cumno3uym/
Satellite symposium - Sandoz

Vilspox® - ga ce goBepum Ha onuma 6 reyeHuemo Ha 3axapeH guabem mun 2 /
Vilspox® - let,s trust the experience in Diabetes Mellitus type 2 treatment
Mogepamop / Moderator: A-p 'pema I'po3eBa/ Greta Grozeva MD

e-
Y3a

17,00-17,30 yaca CameAumeH cumno3uym /
Satellite symposium - Teva

Avanor Plus = akmuBHocm + moaepaHc /
Avanor Plus = activity + tolerance
Aexkmop / Lecturer: Mpodp. 3gpabko KameHnoB / Prof. Zdravko Kamenov

17,30-18,00 yaca CameAumeH cumno3uym/
Satellite symposium - Amgen

Auabem u kocmu / Diabetes and Bones
Aekmopu / Lecturers: INMpod. AHHa-Mapua bopuco8a, NMpocg. Muxaua boano6 /
Prof. Anna-Maria Borissova, Prof. Mihail Boyanov

18,00-18,35 uaca CameAumeH cumno3uym /
Satellite symposium - MSD

3axapeH guabem u Pak / Diabetes Mellitus and Cancer
Aekmop / Lecturer: Tlpocp. Ll6emaauna TankoBa / Prof. Tsvetalina Tankova

18,35-19,35 vaca CameAumeH cumno3uym /
Satellite symposium - Merck

Glucophage® u Glucophage® XR Ha Bceku eman om guabemHua KOHMUHYYM.
[MepcoHaAu3upaH NOGXog NpU pazAudHUME 2pynu navueHmu /
Glucophage® and Glucophage® XR at every stage of the diabetes continuum.

A personalized approach among different patient groups
Mogepamop / Moderator: Mpog. AuHa-Mapua bopuco6a / Prof. Anna-Maria Borissova
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Temu Ha cameAumHuAa CUMNO3UYM:
° Macmomo Ha mem@opmuH B paHHama mepanua Ha npeguabem
The place of metformin in early treatment of prediabetes.
Mpod. AHHa-Mapusa bopuco®a,

KauHuka no eHgokpuHoaoezus, YHuBepcumemcka 6oaHuua Cocpuameg, Coputicku yHuBepcumem
,CBemu Kaumenm Oxpugcku”

Prof. Anna-Maria Borissova,
Clinic of endocrinology, University Hospital Sofiamed, Sofia University ,Saint Kliment Ohridski”

° MemdopmuH 8 cbBpemeHHUME NPeNopPbKU 3a AeYeHUe Ha 3axapeH guabem mun 2
Metformin in the current guidelines for the management of type 2 diabetes

Mpod. LiBemanuna TaHkoBa,
KauHuka no guabemonozus, YCBAAE ,Akag. MBaH MNenyeB”, Meguuurcku yHuBepcumem, Cocpun

Prof. Tsvetalina Tankova,
Clinic of diabetology, USHATE ,Acad. I. Penchev”, Medical University-Sofia

O606weHue/Take home messages
Mpod. AHHa-Mapua bopuco6a,

KAauHuka no eHgokpuHoaozus, YHuBepcumemcka 6oaHuua Cocpuameg,
Codputicku yHuBepcumem ,,CBemu Kaumen Oxpugcku”

Prof. Anna-Maria Borissova,
Clinic of endocrinology, University Hospital Sofiamed, Sofia University ,Saint Kliment Ohridski”

19,35-19,45

3akpubane na XIl Hauuonaaen Konepec
NO €HgOKPUHOAO2UA

Mpod. AHHa-Mapua bopucoBa
Mpegcegamen Ha bvazapcko gpyxecmBo No eHgokpuHoAo2uA

Closing of a XII National Congress of
Endocrinology

Prof. Anna-Maria Borissova
President of Bulgarian Society of Endocrinology

XIl HayuoHareH Konzpec no eHgokpuHoaozus, 2023
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13 okmomBpu 2023 /3ara Mapux-MockBa

13,00-13,45 yaca
Mogepamopu: Aou. He6ena YakbpoBa, Aou. AHmoanema lame6a,

Aou. Avuezap AozaHoB/Moderators: Assoc. Prof. Chakarova N.,
Assoc. Prof. Gateva A., Assoc. Prof. L. Lozanov

13,00-13,05 yaca

k0g:13-13,00 TupeougHa memacmasa kamo nbvpBa uzaba Ha KAPUUHOM Ha MAEYHa XKAe3a /
Thyroid metastasis as the first presentation of breast cancer

Apzamcka A.", YoHo6 B.2, AumoB P.>#, Yo6ankoBa E.5, Honue6 b."> /
Argatska A.”, Chonov V.2, Dimov R.>*, Chobankova E.5, Nonchev B."*

'Kamegpa EHgokpuHoao2ua, MeguuuHcku dpakyamem, MY, MaoBguB; 2Kamegpa Obwa u KAUHUYHA hamo-
Ao2us, MeguuuHceku chakyamem, MY, MaoBguB; *Kamegpa CneyuaaHa xupypaus, MeguuuHcKU hakya-
mem, MY, NMaoBguB; “KauHuka no xupypaus, YMBAA Kacneaa, MaoBguB; *Kauruka no EHgokpuHoAo2ua
u 6oaecmu Ha obmaHama, YMBAA ,Kacneaa”, INMaoBguB / 'Department of Endocrinology, Medical Faculty,

Medical University of Plovdiv; 2Department of General and Clinical Pathology, Medical Faculty, Medical
University of Plovdiv; *Department of Special Surgery, Medical Faculty, Medical University of Plovdiv; * Clinic
of Surgery, Kaspela University Hospital, Plovdiv; >Clinic of Endocrinology, Kaspela University Hospital, Plovdiv

13,05-13,10 yaca
kog: 13-13,05  Tupeomokcuko3ama Kamo npegpa3noAazaw, pakmop 3a pa3zBumue Ha
BmopuuHa capkoneHus / Thyrotoxicosis as a predisposing factor for the development of
secondary sarcopenia
ToweBa I", CugepoBa M. ? / Tosheva G.', Siderova M."?

'Bmopa kamegpa no Bbmpewru 6oaecmu, YC no EHgokpuHoaozus u 6orecmu Ha obmaHama, MY, BapHa,
2KauHuka no EHgokpuHoAoz2ua u 6orecmu Ha obmadama, YHuBepcumemcka 6oaHuua ,C6. Mapuna®, Ba-
pHa / 'Second department of internal diseases, ES Endocrinology and metabolic diseases, Medical university-

Varna, *Clinic of Endocrinology and metabolic diseases, University hospital ,St. Marina”, Varna

13,10-13,15 yaca

kog: 13-13,10  Yecmoma Ha capkoneHuama 8 6bA2apcka nonyaauua u Bpb3ka ¢ HuBama Ha
IL-6 npu nauueHmu Hag 65 20guHU CbC U be3 capkoneHua / Frequency of sarcopenia in
bulgarian population and relationship with IL-6 levels in patients over 65 years of age with
and without sarcopenia
laHeBa W.', boneBa XK., BeaukoBa LI.?, UBanoBa N.2/ Ganeva 1., Boneva Zh.’,
Velikova C.?, Ivanova I.?
'"KAuHUKa no eHgoKpuHoAo2ua u boaecmu Ha obmaHama, MeguuuHcku uHcmumym Ha MBP, Codpus;
2KauHuvHa umyHoaozus, Yb Aoseneu, Codpua / 'Clinic of Endocrinology and Metabolic Diseases, Medical
Institute of the Ministry of Interior, Sofia; ?Clinical Inmunology, UH Lozenets, Sofia
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13,15-13,20 yaca

kog: 13-13,15 CuHgpom Ha KywuHz - guazHocmuueH arzopumbm u uHoBauuu 6 aeueHuemo/
Cushing,s syndrome - diagnostic algorithm and innovations in treatment

Kocmo6a-Llanko6a M., AumumpoBa P., Cugepo6a M., Xpucmo3o6 K. /
Kostova-Tsankova M., Dimitrova R., Siderova M., Hristozov K.
KauHuka no EHgokpuHoaoz2ua u 6orecmu Ha obmanama, YMBAA ,,CBema MapuHa”,
MeguuuHcku yHuBepcumem, BapHa / Clinic of Endocrinology, St. Marina University Hospital, Varna,
Medical University of Varna

13,20-13,25 yaca

kog: 13-13,20 Bpb3ka mexxgy 2araHuH-nogobeH nenmug (GALP) u mecmocmepoH npu >keHu

CbC CUHgPOM Ha NOAUKUCMO3HU aluHuUuu? / Association between galanin-like peptide
(GALP) and testosterone in women with polycystic ovary syndrome?

Hazono6a I1."%, Mumko8 M."?, OpbeuoBa M."*, TepzueBa A.% /
Nyagolova P."?, Mitkov M."?, Orbetzova M."*, Terzieva D.?

'Kamegpa no eHgokpuHoAo2ua u boarecmu Ha obmaHama, MeguuuHcku hakyamem, MeguuuHcku
yHuBepcumem lNroBguB; 2Kamegpa no kauHuuHa aabopamopus, Makyamem no papmakorozus, Me-
guuuHcku yHuBepcumem, MaoBguB; *KauHuka no eHgokpuHoaoz2ua u boaecmu Ha obmaHama, YMBAA
LMeameg”, TMaoBguB; “KauHuka no eHgokpuHoAoz2ua u boaecmu Ha obmanama, YMBAA |, CB8. leopau”,

IMroBguB / 'Department of Endocrinology and Metabolic Diseases, Faculty of Medicine, Medical University,

Plovdiv; 2Department of Clinical Laboratory, Faculty of Pharmacology, Medical University, Plovdiv; >Clinic of

Endocrinology and metabolic diseases, University Hospital ,,Pulmed”, Plovdiv; *Clinic of Endocrinology and
metabolic diseases, University Hospital ,Sv. Georgi“, Plovdiv

13,25-13,30 yaca

kog: 13-13,25 (DamuAeH cuHgpPoMm Ha nbpBuuHo ,nNpazHo cegao” Ha Ba3za uHcyuuueHuua
Ha ceAapHama guadgppazma u mymauua 6 2eH CHD7 /
Familial syndrome of primary ,empty sella” developed on the basis of insufficiency of the
sellar diaphragm and mutation in the CHD7 gene

babagxxanoBa E.", lMempoB C.", U6anoB X.2, OpbeuyoBa M." /

Babadzhanova E.", Petrov S.", Ivanov H.?, Orbetzova M.’

'KAauHuKa no EHgokpuHoao2ua u 6oaecmu Ha obmaHama, YMBAA ,CB. Teopau”, Kamegpa no eHgoKpuHo-
Aozun; 2Kamegpa no lNeguampua u meguuuHcka 2eHemuKka, MeguuuHCcKU hakyamem,
Meguuurcku yHuBepcumem, MaoBgub / 'Clinic of Endocrinology and Metabolic Diseases, ,Sv. Georgy”
University Hospital, Department of Endocrinology; 2Department of Pediatrics and Medical Genetics,
Medical Faculty, Medical University of Plovdiv
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13,30-13,35 yaca

Kog: 13-13,30 KAuHuuyeH cayual Ha cumyc ambuzyyc - gupepeHyuasHa guazHo3a Ha
HagbbOpeueH ageHom / A Clinical Case of Situs Ambiguus - Differential Diagnosis of
Adrenal Adenoma

Cmanue I., beueBa E., Op6eyoBa M. / Stanchev P., Becheva E., Orbetzova M.
KAuHuka no EHgokpuHoAoz2ua u 6oaecmu Ha obmaHama, YMBAA |, CB8. leopau”,
Kamegpa no EHgokpuHonrozua, MeguuuHcku Dakyamem, MeguuuHcku YHuBepcumem
- MaoBguB / Clinic of Endocrinology and Metabolic Diseases, ,Sv. Georgy” University
Hospital, Department of Endocrinology, Medical Faculty, Medical University of Plovdiv

13, Bwnpocu u 06cbxgaHe Ha Cecuama

[Mocmepu 3a ycmuo npegcmaBane @cecuf 2

14 okmomBpu 2023 /3ara Mapux-MockBa

13,00-13,45 yaca

Mogepamopu: Aou. Muaa boagxueBa, Aou. AaHueaa lNMonoBa,
Aou. Mupa CugepoBa
Moderators: Assoc. Prof. Mila Boyadjieva
Assoc. Prof. Daniela Popova, Assoc. Prof. Mira Siderova

13,00-13,05 uaca

Kog: 14-13,00 [MpouHAamamopHU NOKa3ameAu Npu >eHu Cbc 3amabecmabBaHe ¢ u 6e3
memaboAaumeH cuHgpom / Proinflammatory parameters in obese women with and
without metabolic syndrome

KoaeBa-TiomiwoHgkueBa A.', AeHeba T.2, Opbeuoba M." /
Koleva-Tyutyundzhieva D.", Deneva 1.2, Orbetzova M.’
'KAUHUKA No eHgokpuHoAo2ua u 6orecmu Ha obmanama, YMBAA ,,CB. lfeopau”, Kamegpa no EHgokpu-
HoAo2un, MeguuuHcku pakyamem, MY, MNMaoBguB; 2Kamegpa no kauHuuHa Aabopamopun, MDakyamem
no Mapmauus, MY, INMroBguB / 'Clinic of Endocrinology and metabolic diseases, ,Sv. Georgy” Univertsity
Hospital, Department of Endocrinology, Faculty of Medicine, Medical University of Plovdiv;2Department of
Clinical laboratory, Faculty of Pharmacy, Medical University of Plovdiv
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CecuA 2

13,05-13,10 yaca

kog: 14-13,05 Acouuauua mexxgy mogyaamopu Ha gedcmBuemo Ha IL-18 u memaboaumHu u
uHgPAAMaMOopPHU MapKepu Npu nauueHmu ¢ npeguabem, 3axapeH guabem mun 2
u 3axapeH guabem mun LADA / Association of IL-18 Action Modulators with Inflammatory
and Metabolic Markers in Patients with Prediabetes, Type 2 Diabetes and
Latent Autoimmune Diabetes

3axapueBa E.', Tame6a A.", Acbo06 §.', Kapamdunroba B.', BeaukoBa LI.2, KameHno8 3.’

/ Zaharieva E.", Gateva A.", Assyov Y.", Karamfilova V.", Velikova T.2, Kamenov Z.'
'YMBAA AnekcaHgpoBcka, KauHuka no EHgokpuHoAoz2ua, MeguuuHcku hakyamem, MeguuuHcKu
YHuBepcumem, Cogpusa, Copus; ‘MeguuuHcku ¢pakyamem, Cogputcku yHuBepcumem ,CB. KaumeHm
Oxpugcku”, Codpun / 'Alexandrovska University Hospital, Clinic of Endocrinology, Faculty of Medicine,
Medical University Sofia, Sofia; ?Medical Faculty, Sofia University St. Kliment Ohridski, Sofia

13,10-13,15 yaca

kog: 14-13,10 MHcyaunoBa nomneHa mepanua - cobcmBer onum /
Insulin pump therapy - own experience

AuneBa XK., XagkueBa E., CugepoBa M., Xpucmo3o06 K. / Yaneva Zh., Hadzhieva E.,

Siderova M., Hristozov K.

KauHuka no EHgokpuHoaozua u 6oaecmu Ha obmaHama, YMBAA ,CB. MapuHa”, BapHa
Bmopa kamegpa no BbmpewHu 6oaecmu, Makyamem MeguuuHa, MY, Bapha /
Clinic of Endocrinology and Metabolic Diseases, St. Marina University Hospital, Varna
Second Department of Internal Diseases, Faculty of Medicine, Medical University, Varna

13,15-13,20 yaca

kog: 14-13,15  (DeHuakemoHypua - memaboAumeH KOHMpPOA Npu navueHmu Ha Bb3pacm
Hag 18 2oguHu / Phenylketonuria - metabolic control in patients over 18 years of age
AuueBa M., MNMono6a A. / Dicheva M., Popova D.

KAUHUKa NO eHgOKpUHOAO2UA U Boaecmu Ha obmaHama 3a AeveHue Ha MemaboAUMHU HapyweHus,
YMBAA ,Lapuua MoanHa-ICYA” EAA, Copusa, Meguuuncku Dakyamem, MeguuuHcku YHuBepcumem
- Codpus / Clinic of endocrinology and metabolic diseases for treatment of metabolic disorders, University

Hospital Queen Giovanna-ISUL, Sofia, Medical Faculty, Medical University, Sofia

13,20-13,25 yaca

Kog: 14-13,20 Xunomaaamo-xunogu3o-20HagHa OC NpU XeHU CbC 3axapeH guabem mun 1 /
Hypothalamic-pituitary-gonadal axis in women with type 1 diabetes mellitus

UrueBa-TepoBa M.", OpbeuoBa M.', PatiueBa P.2, AenHeBa T.3 /
llieva-Gerova M.", Orbetzova M., Raycheva, R.>, Deneva T.}
'KauHuka no EHgokpuHoAoz2ua u 6orecmu Ha obmaHama, YMBAA ,,CB8. Teopau”, Kamegpa no
EHgokpuHoaoz2ua, MO, MY, INroBguB; ’Kamegpa CouuarHa MeguuuHa u ObwecmBero 3gpabe, DO3,
MY, TMroBguB; *Llenmpaana Kaunuuna aabopamopusa, YMBAA ,CB. feopau”, DM, MY, INroBguB




'Clinic of Endocrinology and metabolic diseases ,Sv. Georgy”, University Hospital, Department of
Endocrinology, Faculty of medicine, MU, Plovdiv; 2 Department of Social Medicine and Public Health,
Faculty of Public Health, MU, Plovdiv; > Central Clinical Laboratory, University Hospital ,Sv. Georgy”,

Faculty of Pharmacy, MU, Plovdiv

13,25-13,30 yaca

kog: 14-13,00 |leHmpaneH uHcunugeH guabem kamo npoaBa Ha eHgOKPUHHO 3acazaHe npu
6orecm Ha Erdheim Chester / Central insipid diabetes as a manifestation of endocrine
involvement in Erdheim-Chester disease

KuymanoBa U.", Mumko6 M.', UrueB 4.2 / Kumanova I.", Mitkov M.1, Iliev Y.?
'KBB-EHgokpuHoao2ua, YMBAA ,IMeameg”, MaoBguB; 20OmgereHue no MeguuuHcka OHkoao2us, YM-
BAA ,Mbameq”, MroBgub / 'Department of Internal diseases and Endocrinology, UMHAT Pulmed Plovdiv;
2Department of Medical Oncology, UMHAT Pulmed Plovdiv

13,30-13,35 yaca

kog: 14-13,30 [NpeoueHka Ha AeyeHUEMO € pacmexkeH xopmoH B npexogHama Bb3pacm /
Reassessment of growth hormone treatment in transition age

Luwko6 C.', lneBa X.!, Cugepoba M.!, Xpucmo306 K.!, Mlomo6a B.2 /
Shishkov S.", Yaneva Zh.", Siderova M.", Hristozov K.', lotova V.?
'KAuHuKa no EHgokpuHoAo2ua u 6oaecmu Ha obmaHama, 2[MbpBa gemceka kauHuka ¢ AOUA,
YMBAA ,CBema MapuHa“, MeguuuHcku yHuBepcumem, BapHa;

!Clinic of Endocrinology and Metabolic Diseases, *First pediatric clinic with intensive care, St. Marina
University Hospital, Medical University, Bulgaria. Varna

13, Bbunpocu u o6cbxgaHe Ha Cecuama
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ITocmepu

N1 KaunuuHo HabAogeHue Bbpxy mepaneBmuuHume edpekmu Ha GLP-1 peuenmopHume
a20HUCMU NpU hauueHmMu cbe 3amabecmabBaHe u 3axapeH guabem mun 2 /
Clinical observation on effects of GLP-1 receptor agonists in patients with obesity and
diabetes mellitus type 2

Kameno6a B., MonoBa A. / Kamenova V., Popova D.
KAuHUKa No eHgoKpuHoAO2ua U Goaecmu Ha obmaHama 3a AedeHue Ha MemaboAUMHU HapyweHus,
YMBAA, Llapuua Moanna - ICYA / Clinic of endocrinology and metabolic diseases for treatment of
metabolic disorders, University Hospital, Queen Jiovanna - ISUL

N2 VguonamuyeH xunepargocmepoHU3bM C aKUecopHa cAe3ka, uHmepnpemupaHa kamo
ageHom Ha Conn / Idiopathic hyperaldosteronism with accessory spleen interpreted as
Conn's adenoma
KoncyaoBa I1.", TogopoB I2, OpbeyoBa M."/

Konsulova P.", Todorov G.%, Orbetzova M.’

"KauHuka no EHgokpuHoAaoz2ua u 6oaecmu Ha obmaHama YMBAA ,,C8. leopau”,, Kamegpa no EHgokpu-
HoAO2uUA, MeguuuHcKu pakyamem, MeguuuHcku yHuBepcumem, MaoBgub /2 KauHuka no EHgoKpuHHa
xupypeus, YCBAAE ,Akag. MBaH lNMenueB”, MeguuuHcku pakyamem, MeguuuHcku yHuBepcumem,
Codpusa /' Clinic of Endocrinology and Metabolic Diseases, ,Sv. Georgy” University Hospital, Department of
Endocrinology, Faculty of Medicine, Medical University, Plovdiv /? Endocrine Surgery Clinic,

USHAT ,Acad. Ivan Penchev”, Faculty of Medicine, Medical University, Sofia

n3 36-20guwiHa >XeHa C hapamupeougHa Kucma - KAUHUYeH cayvad /
A 36-year-old woman with a parathyroid cyst - a clinical case
Hege6a WN.", Acbo0 1.2 / Nedeva 1.7, Assyov Y.?

'Kamegpa Enugemuonozua u xuzueHa, Meguuurcku pakyamem, Meguuurcku yHuBepcumem, Copus;
2 YMBAA , ArekcaHgpoBcka”, Kamegpa BbmpewHu 6orecmu, MeguuuHcku gpakyamem, MeguuuHcku
yHuBepcumem, Cocpua / Medical University, Sofia, Bulgaria, Department of Epidemiology and hygiene,
2 Medical University, Sofia, Bulgaria, Department of internal medicine;

Clinic of Endocrinology, University Hospital ,Alexandrovska”

n4 NMpomeHu B naHkpeacHama 6ema kKaembuHa pyHkuua npu KoBug-19 /
Changes in pancreatic beta cell function in Covid-19
LlBemkoBa B., Togopo6a K. / Tsvetkova V., Todorova K.

KauHuka no EHgokpuHoAoz2ua u 6orecmu Ha obmaHama, YMBAA , A-p Teopau Cmpancku” MDakyamem Me-
guuuHa, MeguuuHcku yHuBepcumem MaeBer / Clinic of Endocrinology and Metabolic Diseases, UMHAT
,Dr. Georgi Stranski” Faculty of Medicine, Medical University of Pleven

ns Kopeaauua mexxgy HuBama Ha mupeougHuUmMe XOPMOHU U CMbpmHOCMmMa npu
nauueHmu ¢ COVID-19 uHgpekuusa / Correlation between thyroid hormone levels and
mortality in patients with COVID-19 infection
Mupue8 B., boneBa XK. / Mirchev V., Boneva Zh.

Meguuutcku uHcmumym Ha MBP, Cocpua / Medical Institute of the Ministry of Interior, Sofia




16 TupeougHa gucyHKUUA NPU UMYHOMepPaNuA - KAUHUYEH cAy4al u AumepamypeH
0630p / Thyroid dysfunction in immunotherapy - a case report and literature review
Lono6 I, UBano6a U., CugepoBa M., Xpucmo306 K. /

Shopov G., Ivanova I., Siderova M., Hristozov K.
KauHuka no EHgokpuHoaoz2ua u 6orecmu Ha obmanama, YMBAA ,,CBema MapuHa”,
Meguuuncku yHuBepcumem, Bapna / Clinic of Endocrinology, St. Marina University Hospital, Varna,

Medical University of Varna

n7 CobuemaHue Ha xunogu3eH makpoageHom u nbpBuveH xunepargocmepoHu3bm /
Pituitary macroadenoma in combination with primary hyperaldosteronism
MBanoBa I.", Apzamcka A.%, 3namapeBa B."3, botokaueB A.'?, HoHue8 b.12 /
Ivanova G.', Argatska A.%2, Zlatareva V."?, Boyukliev A."?, Nonchev B."?
'"KauHuka no EHgokpuHoAaoz2ua u 6oaecmu Ha obmaHama, YMBAA |, Kacneaa”, INaoBguB; 2Kamegpa no
EHgokpuHoaozua, MY, IaoBguB; *Kamegpa no nponegeBmuka Ha BbmpewHume 6oaecmu, MY,
MroBguB /' Clinic of Endocrinology and Metabolic Diseases, UMBAL ,Kaspela”, Plovdiv;
2Department of Endocrinology, Medical University, Plovdiv;

3 Department of Propedeutics of Internal Diseases, Medical University, Plovdiv

rns boarecm Ha KywuHe: kauHuueH cayvad / Cushing desease: clinical case
KexaiioBa A.", Hazoao6a I." 2, MumkoB M." 2 /
Kehayova D.", Nyagolova P."?, Mitkov M."?

'KauHuka no BbmpewHu 6oaecmu, omgeaeHue no EHgokpuHoaozua u 6boaecmu Ha obmaHama, YMBAA
JMTeameg”, MroBguB; *Kamegpa no EngokpuHoaozus, MeguuuHcku cpakyamem, MY TaoBguB / 'Clinic
of Internal Diseases, Unit of Endocrinology and Metabolic Diseases, University Hospital Pulmed Plovdiv;
’Department of Endocrinology, Faculty of Medicine, Medical University, Plovdiv

no HeBpogubpomamosza mun 1 - npegcmaBaHe Ha KAUHUYEH cAayyad /
Neurofibromatosis type 1 - Clinical case presentation
KonoB8a H., 3amcupoBa A., KapamdpuroBa B., AcboB £., Kameno6 3. /

Konova N., Zamfirova D., Karamfilova V., Assyov Y., Kamenov Z.
KAUHUKa no eHgokpuHoAO2ua U Borecmu Ha obmaHama, YMBAA , AaekcaHgpoBcka”, MeguuuHcku YHu-
Bepcumem Codpusa / Clinic of Endocrinology and Metabolic Diseases, University Hospital ,Alexandrovska”,
Medical University Sofia

n1o Audy3zHu 3a0kavecmBeHu npouecu Ha wumoBugHama »Ae3a - KAUHUYHU cAy4dau /
Diffuse malignancies of the thyroid - clinical cases
YobaHkoBa E.", UpukoB A.', AumoB P.2, HonoB B.}, Apzamcka A.*, AumoB A.', HoHue6 b."*
Chobankova E.", Irikov D.", Dimov R.?, Chonov V.3, Argatska A.%,
Dimov L.", Nonchev B."*

'KauHuka no EHgokpuHoao2ua u 6oaecmu Ha obmaHama, YMBAA ,Kacneaa”, NMaoBguB; 2Kauruka no Xu-
pypaus, YMBAA ,Kacnena”, INMaoBguB; *Kamegpa no Namoanamomus, MY MaoBguB; *Kamegpa no
EngokpuHoaoeus, MY TaoBguB / 'Clinic of Endocrinology and Metabolic Diseases, UMHAT , Kaspela”,
Plovdiv; 2Clinic of Surgery, UMHAT ,Kaspela“, Plovdiv; *Department of General and Clinical Pathology,

Medical University of Plovdiv; * Department of Endocrinology, Medical University of Plovdiv

Bulgarian Society of Endocrinology

37



I'locmepu

M11 Bpb3ka mexxgy HagbbbpeuHo-kopoBume xopmoHu u Bb3naaumeaHua cmamyc npu Ko-
Bug-19 / Relationship between adrenocortical hormones and inflammatory status in Covid-19
Togopo6a M., TogopoBa K. / Todorova M., Todorova K

KauHuka no EHgokpuHoAoz2ua u 6orecmu Ha obmaHama, YMBAA |, A-p Teopau CmpaHcku”
Meguuuncku yHuBepcumem, INaeBen, Makyamem ,Meguuuna” / Clinic of Endocrinology and Metabolic

diseases University Hospital ,Dr G. Stranski” Pleven, Medical university, Pleven, Faculty of Medicine

12 AKTX-He3zaBucum cuHgpom Ha KywuHe 8 maaga Bb3pacm - kauHudeH cayvada / ACTH-
independent Cushing syndrome in young age - clinical case
TaGakoBa M.', TeopzueBa I.!, Anue6a H.", AeBmepob I.", HoHueB b."? /

Tabakova M., Georgieva P.", Yancheva N.", Levterov G.', Nonchev B."?
'Kaunuka no EngokpuHoArozua u 6oaecmu Ha obmanama, YMBAA |, Kacneaa”, MaoBguB; ,Kamegpa no
EHgokpuHoaozun, MeguuuHcku YHuBepcumem, MaoBguB / 'Clinic of Endocrinology, UMHAT ,Kaspela”,
Plovdiv; ?Department of Endocrinology, Medical University, Plovdiv

n13 OpakmypeH puck U AUNUGHU HapyweHUA NpU NayueHmu ¢ NpocmameH KapuuHOM U
aHgpozeH-genpuBauyuoHHa mepanusa - HayaAHU pe3yamamu / Fracture risk and lipid
disorders in patients with prostate cancer and androgen deprivation therapy - initial results
PageB C., Cugepo6a M., Lluwko6 C., AumumpoBa P. /
Radev S., Siderova M., Shishkov S., Dimitrova R.

KauHuka no EHgokpuHoAaozua u 6oaecmu Ha obmanHama, YMBAA ,CB8ema MapuHa“, MeguuuHcku yHuBep-
cumem, Bapta / Clinic of Endocrinology and Metabolic Diseases, University Hospital ,St. Marina”,

Medical University of Varna

14 CovuemaHue Ha nbpBuyeH xunomupeougu3ibm ¢ BmopuyeH XUnokopmMuUUU3bM NPU NAUU-
eHm AekyBaH ¢ HuBoaymab - kauHuueH cayyal / Coexistence of primary hypothyroidism
and secondary hypoglucocorticism in a patient treated with Nivolumab - clinical case report
fAnueBa H.", TabakoBa M.", UpukoB A.', Yo6anko6a E.', HonueB b."? / Yancheva N.,
Tabakova M.’, Irikov D.", Chobankova E.', Nonchev B."?

"YMBAA ,Kacnena”, KauHuka no EHgokpuHoaozua u boarecmu Ha obmaHama; 2 Kamegpa no eHgokpu-
HoAo2un, MeguuuHcku YHuBepcumem, NMaoBguB / 'Clinic of Endocrinology and Metabolic Diseases,
UMHAT,Kaspela”; 2Department of Endocrinology, Medical University, Plovdiv




npozpama/programme

Mogepamopu (no a36y4eH peg)

bopucoBa A-M. - 12.10 (78.30-19.30); 13.10 (8.00-10.00; 14.00-14.15); 14.10
(17.30-18.00; 18.35-19.35)

bone6a XK. - 13.10 (71.30-13.00)

boagxueBa M. - 14.10 (73.00-13.45)

boano6 M. - 13.10 (714.00-15.40); 14.10 (11.30-13.00; 17.30-18.00)

BaageBa C. - 12.10 (73.35-14.55)

lagueBa K. - 12.10 (77.45-18.30)

FameBa A. - 13.10 (13.00-13.45)

lepeB H. - 12.10 (76.30-17.00)

Ipo3zeBa . - 14.10 (75.30-16.30)

AumoBa P. - 13.10 (8.00-10.00)

EarenkoBa A. - 13.10 (74.00-15.40)

3axapueba C. - 14.10 (8.00-10.00)

Kameno® 3. - 12.10 (75.10-15.30; 16.00-16.30; 17.00-17.45); 13.10 (10.30-11.30);

14.10 (8.00-10.00; 17.00-17.30)

Kanguaapo6 H . - 12.10 (74.55-15.10)

KoBaue6Ba P. - 14.10 (74.00-15.30)

Ao3anoB A. - 13.10 (73.00-13.45)

Mumko8 M. - 13.10 (74.00-15.40)

Honue6 b. - 12.10 (13.35-14.55); 14.10 (14.00-15.30)

Op6euoBa M. - 12.10 (13.35-14.55); 13.10 (15.40-16.40); 14.10 (8.00-10.00)

MemkoBa M. - 13.10 (77.30-13.00)

Monu6ano6 IM. - 12.10 (75.30-16.00); 14.10 (11.30-13.00)

MonoBa A. - 14.10 (73.00-13.45)

PoGeBa P. - 13.10 (74.00-15.40)

CugepoBa M. - 14.10 (73.00-13.45)

TankoBa L. - 13.10 (8.00-10.00; 17.00-18.00; 18.00-19.30); 14.10 (18.00-18.35)

TemeakoBa H. - 12.10 (75.30-16.00)

Togopo6a K. - 13.10 (77.30-13.00)

Xpucmo3o06 K. - 14.10 (74.00-15.30)

YakbpoBa H. - 13.10 (73.00-13.45)

LHunkoB A. - 14.10 (771.30-13.00)
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Aucm Ha abmopume (no azbyyeH peg)

A

Apeamcka A. - cmp. 50,153, 192,

195
Acb006 A. - cmp. 66, 93, 124,130,
-171, 186, 194

AmanacoBa K. cmp. 124,130
AmanacoBa IN. - cmp.44

b

babagxanoBa E. - cmp. 164
bakanoB A. - cmp. 124, 130
beueBa E. - cmp. 166
bozomunroB U. - cmp. 93
boneBa X. - cmp. 79, 157, 189
bopucoba A-M. - cmp. 42, 61,
82,91, 121, 127, 143

boueb I'N. - cmp.127

boueBa 4. - cmp. 68
borokaueB A. - cmp.192
boagxxueBa M. - cmp. 68
boanoB M. - cmp. 93, 124, 130

B

Bacuae6 B. - cmp. 107
BacuaeH I. - cmp. 44
BeaukoBa T. - cmp. 66
BeaukoBa Ll. - cmp. 87, 157, 171
BuguHnoB K. - cmp. 127
Baaxo6 WM. - cmp. 42, 82, 91, 121,
127

Byko6 M. - cmp. 143
BwHgeBa C. - cmp. 46

r

laBpauroBa M. - cmp. 97
laHgeBa C. - cmp. 93
laneBa WU. - cmp. 157
laHueB I. - cmp. 107
FameBa A. - cmp. 87, 124,
130, 171

lepzeaueBa B. - cmp. 42
leopaueBa IN. - cmp.199
IposzeBa . - cmp.70,73,74

A

Aakobcka A. - cmp.143
AackaroBa WN. - cmp. 93
Aena INMpamo C. - cmp. 63
AeneBaT. - cmp. 168,177
AumumpoBa WU. -cmp. 55,141
AumumpoBa P. - cmp. 53,760,
201

AumoB A. - cmp. 50, 195
AumoB P. - cmp. 50, 153,195
AumoBa P. - cmp. 63, 70, 73, 74, 85
AuueBa M. - cmp. 175

E

ErenkoBa A. - cmp. 46, 49,
95,97, 107, 112

3

3amdpupoBa A. - cmp. 124, 194
3axapueb T. - cmp. 91
3axapueBa E. - cmp. 124, 130,
171

3axapueBa C. - cmp. 46, 49, 95,
97, 105, 107, 112

3aamapeBa B. - cmp.192

7

NBanob X. - cmp. 164
NUBanoBa . - cmp.192
N6anobBa WN. - cmp. 151, 157, 190
NBanoBa P. - cmp. 91, 101, 127, 141
UrueBa-TepoBa M. - cmp.177
NUAueBa 4. - cmp.179

UpukoB A. - cmp.195, 202

Momo6a B. - cmp.181

K

Kameno8 3. - cmp. 66, 87, 93,
116, 124, 130, 171, 194
KamenoBa B . - cmp.183
KapamdpuroBa B. - cmp. 66, 87,
124, 130, 171, 194

KexatioBa A. - cmp.193
KucoBa C. - cmp.148
KoBaueBa P. - cmp. 55, 101, 133,
141, 146
KoaeBa-TiomioHgxkueBa A.
- cmp. 168

Kono6a H. - cmp.194
KoHcyao6a I. - cmp. 184
KocmoBa-LlankoBa M. -
cmp. 160

Kymanoba W. - cmp.179

A

AeBmepoB I. - cmp. 51,199
AeBmepoBa b. - cmp.148
AunoBa A. - cmp.141
Ao3aHoB B. - cmp. 63

M

MapunoBa E. - cmp. 53
MameBa . - cmp. 127
Mame6a A. - cmp 87
Meko6a P. - cmp. 82, 121, 127
MuaemueBa M. - cmp. 82
Mupqu B. - cmp. 189
Mumko6 M. - cmp. 99, 162,
179, 193

MuxaunaoBa E. - cmp. 143
Muxne6a B. - cmp. 93
MoanroBa E. - cmp.121




List of authors (in alpfabetical)

Haigeno8 KO. - cmp.93
HegeBa W. - cmp. 66, 87, 186
Henko6 P. - cmp. 54
HukonaoBa A. - cmp.127
HonueB b. - cmp. 50, 99, 139,
153, 192,, 195, 199, 202
Nordio M. - cmp. 114
Hazono6a IM. - cmp. 99

162, 193

O

Opb6euoba M. - cmp. 44, 99,
110, 148, 162, 164, 166, 168, 177,
184

I1

MemkoBa M. - cmp. 78
MempoB C. - cmp. 164
MempoB . - cmp. 151
MempoBa A. - cmp. 55,101
Mempo6a A. - cmp. 50
Monu6BanoB I. - cmp. 119
Mono6 X. - cmp. 53
MonoBa A. - cmp. 175, 183
Mono6a C. - cmp.42
MyHueb U. - cmp. 101

P

PageB C. - cmp. 201
PatueBa P. - cmp.177
Po6eBa P. - cmp. 97, 112

C

Cepacpumob U. - cmp. 82
Cepgapoba M. - cmp. 73, 74,
85

CugepoBa M. - cmp. 53, 151,
155, 160, 173, 181, 190, 201
CmounoBa M. - cmp. 141,
146

CmoanoBa K. - cmp. 61

T

Ta6akoBa M. - cmp. 199, 202
TankoBa L. - cmp. 59, 63, 70, 73,
74, 76, 85

Tawe6a U. - cmp.82
TemeakoBa H. - cmp.119
Tep3ueBa A. - cmp. 162
TogopoB I. - cmp.184
TogopoBa A. - cmp. 70, 73, 74,
85

Togopo6a K. - cmp. 89, 188, 197
Togopo6Ba M. - cmp.197
TomoB A. - cmp.148
TonuueBa H. - cmp. 61
Toweb6aT. - cmp. 155
TpucoHoBa b. - cmp. 67, 82,
121,127, 143

TpoeB A. - cmp. 148
TymobaneBa M. - cmp. 42, 82

y

V3ynoBa WM. - cmp. 49, 95

()]

Deu3yarobBa A. - cmp.95
Fukumoto S. - cmp.917

X

XagxueBa E. - cmp. 173
XaumepaH M. - cmp. 53
XpucmoBa X. - cmp. 66
Xpucmo306 K. - cmp. 53, 136,
160, 173, 181, 190

L
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U Ha nceBgoxunonapamupeougu3sbm u3gBua
uaencusd

.I, TymbareBa M., LjoroBa E.>, [TonoBa C.}, lepceryeBa B.%
aA.’

0 EHJOKPUHOAO2UA U boaecmu Ha obmaHama, YMBAA ,Cochuameq”;
o HeBpoaoaua, YMBAA ,Cocpuameq”;
ue no peHmeeHoAro2uq, YMBAA ,Cocpuameg”

NceBgoxunonapamupeogu3imbm (PHP) u cBbp3aHume c He2o cbecmoaHua:
npozpecuBHa kocmHa xemeponaa3zua (progressive osseous heteroplasia - POH) u
akpoguzocmo3sa (Acrodysostosis) ca pegku 3aboaaBaHua ¢ yecmoma mexgy 0,34
u 1,1/100,000". INMpuuuHa 3a 3aboraBaHemo e pe3ucmeHMHOCM Ha npuueAHume
mbkaHu kKbm gelcmBuemo Ha napamxopmoHa (PTH), yuimo cueHaa ce npega-
Ba nocpegcmBom cmumyaupaw, G (Gsa) - npomeuH ¢ a-cybeguHuua, akmuBu-
pawa ageHuAramuukaazama ?. Yecmo ce cbnpoBoykga u om pe3ucmeHmHocm
KbM gpyau xopmoHu, okazBawu cBoemo getcmBue nocpegcmBom cBbp3aHu ¢
Gsa-peuenmopu, (TSH, 2oHagomponuHu, comMamompoONUH-PUAUU3UH2 PaKmMop
(GHRH) u kaauumonuH)®. PHP ce u3aBaBa ¢ buoxumuuHa KoHCmMeAauua Ha Xu-
nonapamupeougu3bm (Xunokasuyuemus, xunepgogcpamemun) npu Bucoku HuBa
Ha PTH* Tpu Hakou om cpopmume ce HabalogaBam u xapakmepHuU KOCMHU NPo-
meHu (Albright hereditary osteodystrophy - AHO), BkalouBawu HUCHK pbcm u
Kbcu kocmu BcaegecmBue paHHO 3amBapaHe Ha pacmeykHume yau, NUKHUYEH
xabumyc, AyHoBugHo Auue, Gpaxugakmuaua, paHHo u3aBeHo 3amabcmaBate,
HapyweHo Cb3bbue, NOGKOXKHU U eKMOoNUYHU KaAuudukamu; a 8 Hakou ¢op-
MU MOXe ga ce HabAlogaBa AHO 6e3 pesucmenmHocm kbm PTH (nceBgonceB-
goxunonapamupeougu3bm - PPHP) 4. XapakmepHo macmo 3a ekmonuvHume
kaauudpukamu e LIHC, ocobeHo kaauuukamume Ha enucpu3zama u 6a3zarHume
2aH2AUU (cuHgpom Ha Fahr) 4.

NMpegcmaBame 49-2oguwiHa nauueHMkKa, hombpcuAa Aekapcka nomouw, 666
Bpb3ka c npegxoXkgawa gbA2o20gulWiHa uedaszua 6e3 uHmpakpaHuaAHU xunep-
meH3UoHHU npoaBu. AobaBaHe Ha koeHUMUBHU HapyweHus, CMyMEHU eK3eKy-
muBHuU cpyHKuuU U u3zaBa Ha NpuCMBNU C Xapakmepucmuka Ha KOMNeKCU napuu-
aAHU enuAenmuyHU npucmbnu. Om npoBegeHume u3zcaegBarua 8 KauHukama no
eHgOKpUHOoAO2ua ca ycmaHoBeHu xunokaauuemus (1,4-1,8 mmol/l); xunepgpocda-
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memusa (1,9-2,2 mmol/l), Bucok PTH - 437 (15-65 pg/ml); npu 3ana3eHu HuBa Ha
AAkaaHama ¢pocpamasza 140 (30-150 1U/l) u Ha 6bOpeyHama cpyHkuua - 79,8 ml/
min/1,73m? BkAloueHa mepanua ¢ kaayueBu npenapamu, XOAeKaAuUMEepoA U Kaa-
UUMPUOA C KOpeKuua Ha XunokaAyuemuama u xunepgocamemuama. MNayueHm-
Kama bewe oueHeHa u 8 HeBpoaozuuHa kauHuka: npoBegeH KAT 2aaBa - ¢ gaHHU
3a MHOXKecmBeHu kaauueBu omaazaHua gBycmpaHHO B 20AAMO-MO3bYHU U MaA-
KO-MO3bUHU Xemucepu - cuHgpom Ha Fahr. BbBegerna mepanua ¢ KapbamazenuH
c o2Aeg oBragaBaHe Ha enuzogume Ha ge3zopueHMayun, Kakmo u 3a AeveHue Ha
2rnaBoboaHume npucmbnu. AobaBeH LlumusuH 3a HeBponpomekuus.

Pseudohypoparathyroidism Debuting with Epilepsy:
a Case Report

Vlahov J.!, Tumbaleva M.", Tsolova E.2, Popova S.°, Gergeltcheva V.?,

Borissova A.-M.’

'Sofiamed University Hospital, Clinic of Endocrinology and metabolic disorders;
*Sofiamed University Hospital, Clinic of Neurology;

*Sofiamed University Hospital, Department of Radiology

Pseudohypoparathyroidism (PHP) and its related disorders, progressive os-
seous heteroplasia (POH) and acrodysostosis, are rare diseases occurring in 0,34
to 1,1 of 100,000 people’. The underlying cause is target tissue resistance to para-
thyroid hormone (PTH) action which is mediated by a Gs a-subunit activating the
adenylyl cyclase pathway?. Often, the disorder is accompanied by resistance to
other hormones with Gs a-coupled receptors, such as TSH, LH, FSH, GHRH, and
calcitonin3. PHP manifests with the biochemical constellation of hypoparathyroid-
ism (hypocalcaemia, hyperphosphatemia) and an elevated PTH* In some of the
forms of PHP there are characteristic bone deformities (Albright hereditary osteo-
dystrophy, AHO), including short stature, short bones due to early epiphyseal clo-
sure, stocky build, facies lunata, early-onset obesity, brachydactyly, disrupted dental
development, subcutaneous and ectopic ossifications. Interestingly, there are cases
manifesting with AHO but without PTH resistance (pseudopseudohypoparathyroid-
ism, PPHP)**. Typically, ectopic calcifications occur in the CNS, more specifically in
the basal ganglia and epiphysis (Fahr syndrome)*.

We present you a case of a 49-year-old female patient with a history of long-
standing cephalalgy without intracranial hypertension. In addition to cognitive
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impairment and executive dysfunction, she presented with paroxysms resembling
partial epileptic seizures. From the laboratory work-up in the Clinic of Endocrinology
the patient demonstrated hypocalcemia (1,4 - 1,8 mmol/l), hyperphosphatemia (1,9
- 2,2 mmol/l), elevated PTH levels, 437 (15 - 65) pg/ml, with normal alkaline phos-
phatase, 140 (30 - 150) IU/l and intact glomerular filtration rate, 79 ml/min/1,73m?.
The treatment included oral calcium, cholecalciferol and calcitriol, improving the
hypocalcaemia and hyperphosphatemia. The patient was evaluated in the Clinic of
Neurology with a head CT-scan unveiling multiple intracranial calcifications in both
cerebral hemispheres, as well as in both hemispheres of the cerebellum, i.e., Fahr syn-
drome. Treatment was started with Carbamazepine for overcoming the disorientation
episodes, as well as the cephalalgy, and, for neuroprotection, Cytisin was added.

aBgaHe Ha guazHo3ama
uyHa mymopHa kaauuHosa”

, OpbeyoBa M.
6oaecmu Ha obmaHama, YMBAA ,,CB. lfeopau”, Kamegpa no
Makyamem, Meguuuxcku YHuBepcumem, [NroBguB

Bwv6BegeHue: XunepocamemuyHama mymopHa KaAuuHO3a e HapyuweHue
Ha ¢pocpamHua (P) memaboauzbm, gbakawo ce Ha gedpekm Bb6 PyHKUUOHU-
paHemo Ha cpubpobracmHua pacmexxkeH pakmop (FGF)-23, koemo ce npegaBa
no aBmo3omHo-peuecuBeH mexaHu3bm. Pa3zaudHUmMe onucaHu 2eHemMuUYHU Myma-
UUU Mo2am ga npuyuHAm HapyweH cuHme3 Ha FGF-23, nocm-mpaHcAayuoHHa 06-
pabomka Ha hoaunenmugHama Bepuza uAu peucmeHmMHoOCmM Ha epeKmopHUMe
opeaHu kbm geticmBuemo my, koemo Bogu go cmumyaupaHa pocpamua peab-
copbuua. KauHuyHama kapmuHa ce 8Aagee om 60Ae3HEeHU KaAuugUKamHU macu,
pa3znoAoxeHu Had-yecmo 8 nepuapmukyrapHume npocmpaHcmBa. Kaauuduka-
MU Ce omaAaz2am u N0 CMeHUMe Ha MaAKu U 20AeMU apmepuaAHu cbgoBe, Koe-
mo goBexkga go apmepuaAHa HegoCcmambyHOCM, 2aH2peHU U Heobxogumocm
om amnymauuu. 3aboaaBaHemo e u3kAloUUMEAHO pAgKo — no-maako om 100 no-
mBbpgeHu cayuan go momeHma.

KAunuven cayyvai: TauueHmka Ha 50 2., xocnumaau3upaHa no noBog Bu-
coku cmotHocmu Ha P. 3aboaaBaHemo gebiomupa Ha 17-18 2., koeamo no noBog
Ha 6oAku B8 AaBa mazobegpeHa cmaBa e uzBbpweHa onepamuBHa ekcmpakuua
Ha MymopHa maca, xucmoaoz2uuHo BepuduyuparHa kamo Ca-P omaazane. Ha 12
2. € guazHOCmMuuupaHa enuAencuA C 2EHEPAAU3UPaHU MOHUYHU npucmbnu. [pu
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KT u MPT Ha 2raBeH mo3bk ce ycmaHoBaBam kaauudukamu 68 6a3zasHume 2aH-
eAauu gBycmpaHHo u xunepocmosa Ha Yepena. B 3para Bv3pacm nocmeneHHO
noxogkama ce Hapywaba u 3anouBa npoezpecuBHa 3a2yba Ha cayx. [pe3 2016 2.
ca nocmaBeHu guazHo3u borecm Ha Albers-Schonberg (aBmo3zomHo-gomuHaHmMHa
ocmeonempo3a mun IlI) u conbmcmBawa nbpBuuHa pamuaHa Xunepocgame-
mus. [pe3 2020 2. e onepupaHa no noBog Ha gBycmpaHHa Kamapakma, a npe3
2021 2. e u3BbpweHa amnymauua Ha MpuU NpbCmMa Ha gacHOMo xoguAo B pe3ya-
mam Ha cyxa 2aHz2peHa.

Pezyamamu: P - 2,45 mmol/L npu goaHozpaHuyHa hochamypun, HOpMaAHU
HuBa Ha obw, u GoHu3zupaH Ca, Mg u napamxopmoH, eGFR: 89 ml/min/1,73 m?Z.
OcmeogeH3umomempun Ha AymbaaHu npewaeHu - T-score 5,9. Mo noBog nepcuc-
mupawu Bucoku cmouHocmu Ha P u Ca-P npou3BegeHue 6,42 mmol/L ce noBuwu
go3ama Ha npuemaHua pocgpamoyroBumen ceBeramep u ce gobaBu kapboaHxu-
gpa3eH uHxubumop auemazoramug, ybeauuaBaw, pocchamHama ekckpeuus.

Auckycua: KAUHUYHUME, napakAUHUYHUME U obpa3zHume gaHHU Hacou-
Bam kKbmM CcuHgpoma Ha xunepgocamemuyHa mymopHa KaauuHo3a. [lpegxog-
HO nocmaBeHama guaz2Ho3a aBmo30MHO-goOMUHAHMHA ocmeonempo3a mun Il He
obeguHaBa KAUHUYHaMa KapmuHa ¢ BuoXumMuyHUME OMKAOHEHUA U Npu  hauu-
eHmkama AuncBam pogcmBeHuuu cbe 3aboraBaHemo. BB Bpb3ka ¢ moBa bewe
uznpameHa kpbB 3a u3zcaegBaHe Ha 2eHemuveH naHeA om mpume Hal-yecmo
3ace2Hamu 2eHa npu mo3u cuHgpom - GALNT3, FGF-23 u KL.

The Road to Diagnosis of Hyperphosphatemic
Tumoral Calcinosis

Vasilev G., Atanasova P., Qrbetzova M.
Clinic of Endocrinology and metabolic disorders, ,Sv.Georgy” University Hospital
Department of Endocrinology, Medical Faculty, Medical University of Plovdiv

Introduction: Hyperphosphatemic tumoral calcinosis is a disorder of phos-
phate (P) metabolism due to a defect in the functioning of fibroblast growth factor
(FGF)-23, transmitted by an autosomal recessive pattern. The various described ge-
netic mutations can cause impaired synthesis of FGF-23, post-translational process-
ing of the polypeptide chain or resistance of effector organs to its action, leading
to stimulated phosphate reabsorption. The clinical presentation is dominated by
painful calcified masses located most often in the periarticular spaces.
Calcifications are also deposited on the walls of small and large arterial vessels,
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which leads to arterial insufficiency, gangrenes and the need for amputations. The
disease is extremely rare - less than 100 confirmed cases so far.

Clinical case: A 50-year-old female patient, hospitalized due to high values
of P. The disease emerged at the age of 17-18, when, due to pain in the left hip
joint, surgical extraction of a tumor mass was performed, histologically verified as
a Ca-P deposition. At the age of 12, epilepsy with generalized tonic seizures was
diagnosed. CT and MRI of the brain revealed calcifications in the basal ganglia bilat-
erally and hyperostosis of the skull. In adulthood, gait was gradually disrupted and
progressive hearing loss developed. In 2016, Albers-Schonberg disease (autosomal
dominant osteopetrosis type IlI) and concomitant primary familial hyperphosphate-
mia were accepted as a dignosis. In 2020, the patient underwent bilateral cataract
surgery, and in 2021, three toes on her right foot were amputated as a result of a
dry gangrene.

Results: P - 2,45 mmol/L with lower limit phosphaturia, normal levels of total
and ionized Ca, Mg and parathormone, eGFR: 89 ml/min/1,73 m?. Osteodensitom-
etry of lumbar vertebrae - T-score 5,9. Due to persistently high values of P and Ca-P
product 6,42 mmol/L, the dose of the phosphate binder sevelamer was increased
and the carbonic anhydrase inhibitor acetazolamide that increases phosphate ex-
cretion was added.

Discussion: Clinical, paraclinical, and imaging data lead to the syndrome of
hyperphosphatemic tumoral calcinosis. The previously considered diagnosis of au-
tosomal dominant osteopetrosis type Il did not unite the clinical presentation with
the biochemical abnormalities, and the patient had no relatives with the disease. In
this regard, blood was sent for a genetic panel of the three most commonly affected
genes in this syndrome - GALNT3, FGF-23 and KL.

€2aAug C NAYPUXOPMOHAAHA

6a A. 234 3axapueBa C."***
2uq, MeguuuHcku YHuBepcumem, Codpus; 2Ekcnepmen
Hu 6oaecmu, Cocpusn; *EBponelicka mpeska 3a pegku

O-ERN); *YCBAAE , Akag. MBaH INeHueB”

BwvBegeHue: Akpomezaruama e pagko XpoHUYHO 3aboaaBaHe, kKoemo ce
gbAKU Ha cBpbxcekpeuua Ha pacmexkeH xopmoH (PX) u npu Aow koHmpoa Bogu
go noBuweHa cmbpmHocm. pu okoAro 20% om BoAHUME uma Ko-cekpeuua Ha
pacmexxeH XOpMoH U npoaakmuH. EgHoBpemeHHama npogykuua Ha PX u agpeHo
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KopmukomponeH xopmoH (AKTX) e uzkatouumeaHo pagka u 6 Aumepamypama ca
onucaHu egBa okoAo 20 cayyas.

KauHnuyen cayuyai: NpegcmaBa ce nayueHm € akpomezaaus, guazHoCMu-
yupaH npe3 2013 20g. Ha 28-2oguwHa Bb3pacm no noBog Ha 2aaBoboaue, xunep-
Xugpo3a u munuyHu npomeHu B auueBua yepen. YcmaHoBeH e makpoageHom Ha
xunocpuzama, uzBobpweHa e mpaHcceHougarHa ageHOMEKMOMUA, CAeJ KOAMO
e npoBegeHo 3a KpamKO MegukameHMO3HO AedyeHue ¢ gonamuHoB azoHucm (ka-
6epeoauH). Cbwama 2oguHa e u3zBbpweHa meaezamamepanua. 3a nbpBu Nbm
nocmbnBa 6 KAuHuKama caeg Abdemepanuama. [lopagu gaHHu 3a akmuBHocm
Ha 3aboaaBaHemo, e 3anoyHama mepanua ¢ gba2ogedcmBaw, comamocmamu-
HoB aHaro2 om nbpBa 2eHepauua (Octreotide LAR). B xoga Ha u3zcaegBaHuama,
Hapeg ¢ Bucokume PX u IGF1, ce ycmaHoBaBa u noBuwen AKTX. AuncBa cynpe-
CUA Ha CepymHUA KOPMU3OA CAeg ekchpeceH DAOKaX, Kakmo U KAUHUYHA CUM-
nomamuka 3a xunepkopmu3oAu3bm. VimyHoxucmoxumuvHomo u3jcregBaHe Ha
ageHoma homBbprkgaBa ekcnpecuama Ha PX u AKTX. INpe3 gpeBpyapu 2014 20g.
nopagu BAowaBaHe Ha 3pumeAHUMe nepumempu e uzBbpweHa mpaHCcKpaHUaAHa
pe-ageHomekmomua. BnocaegcmBue kbm makcumarHama go3a Octreotide LAR
u Cabergoline 2 mg/cegmuuHo e gobaBer BucokoceaekmuBHuam 6A0Kep Ha pe-
uenmopume Ha PX Pegvisomant ¢ gobbp edpekm. [NocaegHuam e npeycmaHoBeH
CA€Qg egHa 20guUHa hopagu mMeXKu AOKaAHU cmpaHuYvHu ecpekmu. [1pe3 2016 20g.
nauueHMbm caeg hoBmopHa Abdemepanua € NOCMuU2HaMoO HOpPMaAu3upaHe Ha
AKTX. EgBa npe3 2018 20g. caeg 3anouBaHe Ha mepanua CbC comamocmamuHoB
aHaroz2 om Bmopa 2eHepauus (Pasireotide LAR) e nocmuzHama mpaliHa XOpmo-
HaAHa pemucua Ha akpomez2aauama. B xoga Ha npocaegaBaHemo ce ycmaHoBaBam
BmopuyeH xuno2oHagu3bm, XUNOMUPEOUGU3bBM U AamMeHMEH XUNOKOPMUUU3bM.

3akayenue: Maagama Bb3pacm Ha u3zaBa Ha ageHoMa U NAYPUXOPMOHaA-
Hama cekpeuua BepoamHo ca cBbp3aHu ¢ aepecuBHua xog Ha 3aboaaBaHemo. Pe-
MUCUA € hocmu2Hama MpPYgHO C MyAmumMogaAHa mepanua U MyaAmugucuunAuHa-
peH nogxog. Ko-cekpeuuama Ha PX u AKTX mo>xxe ga ob6acHu no-gobpuam egpekm
om Pasireotide LAR, kolimo, 3a pa3zauka om Octreotide LAR, ce cBbp36a ¢ Bcuuku
kAacoBe comamocmamuHoBu peuenmopu (SSR) u e ¢ Bucok aguHUMemM Kbm
SSR mun 5 ( munuyHu 3a Xunodu3Hume ageHomu, cekpemupauwie AKTX).
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aly with Plurihormonal Secreting

A.">34, Zacharieva S."***

y, Medical University, Sofia;

crine Diseases, Sofia; *European Network on Rare Endocrine
HATE ,Acad. Ivan Penchev”

Introduction: Acromegaly is a rare chronic disorder due to growth hormone
(GH) hypersecretion and lack of control is related to increased mortality. Approxi-
mately 20% of patients have co-secretion of growth hormone and prolactin. Simul-
taneous production of GH and adrenocorticotropic hormone (ACTH) is extremely
rare and only about 20 cases have been described in the literature.

Clinical case: We present a patient with acromegaly, diagnosed in 2013 at 28
years of age, due to headache, hyperhydrosis and typical facial changes. After visual-
ization of pituitary macroadenoma transsphenoidal surgery was performed, followed
by shortterm treatment with dopamine agonist (cabergoline). The same year the pa-
tient underwent telegammatherapy. After the irradiation he was admitted for the first
time at our department. Active acromegaly was confirmed and medical treatment with
first-generation long-acting somatostatin analogue (Octreotide LAR) was initiated. Be-
sides high GH and IGF1 leveles, high ACTH was also found, with lack of supression of
serum cortisol after T mg midnight Dexamethasone supression test. He showed no typ-
ical symptoms of hypercortisolism. Immunohistochemistry of pituitary adenoma proved
the co-expression of GH and ACTH. In February 2014 a transcranial readenomectomy
was performed due to worsening of the visual fields. Subsequently, the highly selective
GH-receptor antagonist Pegvisomant was added to maximal dose of Octreotide LAR
and Cabergoline 2 mg per week. The former had a good effect, but was eventually
stopped in one year due to severe local side effects. In 2016 the patient underwent
repeat radiotherapy, after which normal ACTH was documented. Biochemical control
of acromegaly was achieved in 2018 after initiating treatment with second-generation
long-acting somatostatin analogue (Pariseotide LAR). During the regular follow-ups sec-
ondary hypogonadism, hypothyroidism and latent hypocorticism were registered.

Conclusion: Young age of occurence of pituitary adenoma and its plurihor-
monal secretion are probably related to more aggressive disease course. Achieve-
ment of remission required multimodal treatment and multidisciplinary approach. The
co-secretion of GH and ACTH may explain the better effect of Pasireotide LAR, which,
unlike Octreotide LAR, binds to all types of somatostatin receptors (SSR) and has a
high affinity for SSR type 5 (mainly expressed by pituitary adenomas, secreting ACTH).
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unonumyumapusbm c pagka emuoaoaug

VY3yHo6Ba WN."**4, EnenkoBa A."***, 3axapue6Ba C."***

'Kamegpa no EHgokpuHoaozug, MeguuuHcku YHuBepcumem, Codpus; 2EkcnepmeH ueH-
mMbp 3a pegku eHgokpuHHu 6oaecmu, Cogpus; *EBponelicka mpexka 3a pegku eHgoKpUHHU
6oaecmu (ENDO-ERN); “YCBAAE , Akag. 1BaH INeHueB”

BwvBegernue: Xunonumyumapu3mbm npegcmabBaaBa pagko 3aboaaBaHe,
gbAXKaWo ce Ha AuncBawa uAu HegocmambyHa Cekpeuyua Ha equH, HAKOAKO UAU
Bcuuku XOopmMoHU Ha Xunodpu3zama u moxke ga Bb3zHukHe BecaegecmBue Ha yBpesxga-
Hug, 3acazawu Bceku eman 6 cuHmesa, cekpeuuama u geicmBuemo Ha mponHume
UAU puAul3uH2 xopmoHume. Hag noanoBurama om caydaume npu Bv3pacmHume ¢
Npugobum xunonuMyumapu3bm ce gbAkam Ha mymopu 6 xunomaaamo-xunous-
Hama obAacm u/uau cBbp3aHOMO C MAX XUPYpP2uUHO UAU AbderedeHue. Ha caegBa-
WO MACMO NO paznpocmpaHeHue ce Hapexkgam cbgoBume npuyuHuU, No-Yecmume
cpeg Koumo ca humyumapHama anonAekcua u cuHgpomsm Ha Sheehan.

Kaunuyen cayyad: MNpegcmaBa ce cayyal Ha cbgoBoobycaoBer xunonumy-
umapu3bm, HO MakbLB ¢ MHO20 pagka emuoro2us. OmHaca ce 3a MbXK C NAHXUNONU-
myumapu3bm, guazHocmuuupax Hag 20 20guHu caeg npekapaHa 6 maaga Bv3pacm
XemopazuuHa mpecka ¢ 6bbpeueH cuHgpom. [MauueHMbM e cucmemHO npocAegs-
BaH B npogbakeHue Ha 6Au30 10 20guUHU, KAMO Ha POHA HA 3aNOYHAMOMO CMaH-
gapmHo xopmoHo3zamecmBawo AeyeHue e nocmuzHama agekBamua komneHcauua
Ha ycmaHoBeHume xunogu3Hu geouuumul.

3akAroyenue: Bogewume npuduHU 3a NpegHoXunogu3apHa Hegocmamby-
Hocm 06ukHOBeHO He cb3gaBam MpygHOCMU NPU guazHOCMUUUPAHEMO, AeueHue-
mo u npocaegaBaHemo Ha xunonumyumapu3ma. BaxkHo e obauve nozHaBaHemo u
Ha pegkume emuOoAO2UYHU (pakmopu, KOumo moz2am ga obycroBam numyumapHu
gecpuuumu. CBoeBpemeHHomo nocmabBaHe Ha guazHo3ama u 3anoudBaHe Ha cyb-
cmumyupawa mepanua 8 me3u cayyau e npegu3zBukameacmBo, Ho e ocHoBHa npeg-
nocmabka 3a nogobpaBare Ha npogbAKUMEeAHOCMMa u kadecmBomo Ha >kuBom Ha
me3u nauueHmu, Kakmo u 3a npegomBpamsaBare Ha komopbugHocmma, cBbp3aHa ¢
HeAekyBaHua Xunonumyumapu3bm.

Rare Etiology of Hypopituitarism

zunova 1."%3*, Elenkova A."***, Zacharieva S."*3*
epartment of Endocrinology, Medical University, Sofia; 2Expert Center for Rare Endocrine Diseases,
fia; *European Network on Rare Endocrine Conditions (ENDO-ERN); “USHATE , Acad. lvan Penchev”
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Background: Hypopituitarism is a rare condition, caused by the total or par-
tial loss of one, multiple, or all of the pituitary hormones. It may occur as a conse-
quence of the impairment of any of the stages in the synthesis, secretion, and action
of the pituitary and the releasing hormones. More than half of the cases of acquired
hypopituitarism in adults are due to a hypothalamic-pituitary tumor and/or its neuro-
surgical or radiation therapy. The second most common cause is vascular disorders,
the most prevalent of which are pituitary apoplexy and Sheehan,s syndrome.

Clinical case: We present the case of a man with hypopituitarism of very rare
vascular etiology. He was diagnosed with panhypopituitarism more than 20 years after
surviving hemorrhagic fever with renal syndrome at a younger age. In the course of a
regular follow-up for nearly 10 years and after initiating routine hormone replacement
therapy an adequate substitution of the established pituitary deficiencies was achieved.

Conclusion: The leading causes of hypopituitarism usually do not pose diffi-
culties in the diagnosis, treatment, and follow-up of the disease. However, it is im-
portant for endocrinologists to be aware also of the rare etiological factors that can
cause pituitary insufficiency. Timely diagnosis and initiation of replacement therapy
in these cases may be challenging, but it is the main prerequisite for improving life
expectancy and quality of life in these patients, as well as for preventing the comor-
bidity associated with untreated hypopituitarism.

MegyaapeH mupeougeH kapuuHom Bb3HukHaAa nem
20gUHU cneg mupeougekmomug 3a gobpokayecm-

BeHa HemokcuyHa 2ywa — kauHuyeH cayuau

Honueb b.?, Ae6mepoé I.", YoHob B.’, Apecamcka A.2, YobaHkoBa E.’,
AumoB A.", [lempoBa A.", Aumo6 P.*°

'KAuHuka no EHgokpuHOoAO2ua u 6orecmu Ha obmaHama, YMBAA ,Kacneaa”, TaoBguB;
2Kamegpa no EHgokpuHoaozua, MY, INroBguB; *Kamegpa no NamoaHamomus, MY,
[NA0BguB; “Kaunuka no xupypaug, YMBAA ,Kacneaa”, lNMaoBguB; °Kamegpa no CneuuaaHa
Xupypaua, MeguuuHcku YHuBepcumem, NroBguB

Tupeougekmomuama e npegnodumanHama xupypaudyHa npouegypa npu
nauueHmu ¢ BucokocmeneHHa mHo208b3Aecma 2ywa. Heobxogumocmma om
gbA2ocpouHo yampazBykoBo (Y3) npocregaBare Ha wulHa obracm caeg mupe-
ougekmomua no noBog gobpokauecmBeHu 3aboraBaHua ocmaBa HeacHa, mbl
Kamo puckbm om peuuguB e MHO20 HUCBK. Bbnpeku moBa, makap u pagko moxxe
ga Bb3HUKHE MupeougeH KapUUHOM OM MHO20 MAAKU MUpPeougHU ocmambuu.




Rare clinical cases

KauHuyen cayyad: Kacae ce 3a )keHa Ha 65 20guHU cAeg NOHeceHa mupe-
ougekmomua no noBog HemokcuyHa Bb3aecma 2ywa npe3 2013 2. ¢ nomBbp-
geHa gobpokauecmBeHa HogyAapHa xunepnaazua om XUuCmoAO2u4HUA aHaAu3. B
caegonepamuBHua nepuog npoBexkga 3amecmumeAHo AedeHue ¢ AeBomupoKCuH
Kamo He e u3BbpwBaH pegoBeH exozpadpcku KOHMPOA. [lem 20guUHU NO-KBHCHO
no noBog nepcucmupawa guchoHua Npu NauueHmMKama e guazHocmuuupaHa
nape3a Ha 2aacHa Bpb3ka. Y3 uzcaegBaHe Ha wuama ycmaHoBu 2oaama Xuno-
exozeHHa popmayua B roxkemo Ha AaB mupeougeH A06 ¢ HenpaBuaHa gpopma,
HeacHU oyepmaHua u BneyamaeHue 3a aHz2axkupaHe Ha mpaxeama (EU-TIRADS 5).
B cvuemanue ¢ moBa ce Buzyaauzupaxa AumpHu Bb3AU ¢ MemacmamuuHu Y3 xa-
pakmepucmuku 8 AaB ramepanreH wueH komnapmumeHm (HuBo 1V). CepymHuam
KaAUUMOHUH Oe 3HauumeAHo noBuweH. NpoBegeHa 6e MbHKOU2AEHA NYHKUUOH-
Ha Buoncua Kamo uuMoAo2UYHUAM aHaAu3 ycmaHoBu gaHHu 3a 3a0kavecmBen
npouec. EkcmpemHo Bucokuam kaauumoHuH 8 cmuB om GuoncuvHama uz2aa Ha
npomeHeHume AUMPHU Bb3Au nomBbpgu memacmasu om megyrapeH mupeou-
geH KapuuHom. [MauueHmkama 6e HacoueHa 3a XUpYp2u4yHO AevyeHue, HO nopa-
gu AokaaHama uHBa3ua pagukaaHa pe3ekuua Ha mymopa He bewe Bb3moxkHa.
CAeg onepauusama ce uHUUUUPA Mapz2emHa mepanua ¢ MUPO3UH-KUHA3EeH UHXU-
6umop 3a npogpurakmuka Ha npoepeca Ha 3aboaaBaHemo. Bbnpeku omauyHuA
nbpBoHauareH epekm Bbpxy cepymHua KaAUUMOHUH go3ama Ha BaHgemaHub
nocmeneHHO Oe HamaAeHa nopagu MexXKU CmpaHu4yHU peakuyuu. Exoepagpckomo
npocaegaBaHe 8 caegBawume 2oguHu ycmaHoBu pegykuua Ha pazmepume Ha
3A0kayecmBeHua npouec U nem 20guHU NO-KbCHO be HanpaBen Bmopu onum 3a
pagukaAHa onepauud. MiimpaonepamuBHo 6e nomBbpgeHo 3Ha4YUMeAHO HamaAa-
BaHe Ha MaAu2HeHama maca u ocmamwbyHUAM MyMop 6e ycnewHo omcmpaHeH.

OnucaHuam KAUHUYEH cAydal noka3Ba, uve azpecuBHo 3r0kavecmBeHo
3aboaaBaHe Ha wumoBugHama >kae3a moxke ga Bb3HUKHE OM MUKPOCKONUYHU
MbKaHHU 0OCMambuu 20guHU cAeg mupeougekmomua. KomnaekcHomo AeveHue
Ha 3aboAaBaHemo ¢ Xxupypa2udHu Npouegypu, MUPO3UHKUHA3HU UHXUGUMOpU U
akmuBHo yampazBykoBo HabAaogeHue ¢ yecmo npocregaBaHe Ha cepymeH Kaa-
UUMOHUH e om pewaBawo 3HaYeHuUe 3a nocmu2aHe Ha bAazonpuameH u3xog om
A€YEeHUEemOo NpuU NauueHmMu ¢ HanpegHaAu (opMU Ha MemacmamuueH megyaapeH
mupeougeH KapuuHOM.
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Carcinoma Development Five
ectomy for Benign Non-Toxic

! Chonov V.5, Argatska A.>, Chobankova E.’,

ov R.*5

tabolic diseases - UMHAT ,Kaspela”, Plovdiv;

, Medical University, Plovdiv; *Department of General and
versity of Plovdiv; “Clinic of surgery, UMHAT ,Kaspela”, Plo-
rgery, Medical University of Plovdiv

Total thyroidectomy is the preferred surgical procedure in patients with high-
grade multinodular goiter. The necessity for long-term neck ultrasound (US) surveil-
lance after thyroidectomy for benign diseases remains unclear as the risk of recur-
rence is very low. However, in a minority of patients a thyroid neoplasm could arise
from very small thyroid remnants.

Clinical case: We report a case of a 65-year-old female who underwent thy-
roidectomy for nontoxic multinodular goiter in 2013. Histological examination was
consistent with benign nodular hyperplasia. Levothyroxine replacement therapy
was started thereafter but regular US examination was not performed. Five years
later the patient was presented with newly developed persistent dysphonia and
was diagnosed with vocal cord paralysis. The subsequent US neck imaging found a
big hypoechoic nodule in the left thyroid bed with irregular shape, blurred margins
infiltrating the trachea (EU-TIRADS 5). Lymph nodes with metastatic US features
were detected in the left lateral compartment (level 1V). Serum calcitonin was sig-
nificantly elevated. Fine needle aspiration biopsy revealed cytological evidence of
malignancy and the extremely elevated calcitonin in the cervical lymph nodes wash-
out confirmed metastases from medullary thyroid cancer. The patient was referred
to surgery but due to the local invasion complete tumor resection was not possible.
Following surgery targeted therapy with tyrosine kinase inhibitor was initiated to
prevent further disease progression. Despite the excellent initial effect on serum cal-
citonin concentration the dose of vandetanib was gradually tapered due to severe
side reactions. Ultrasound follow-up in the following years revealed a reduction in
the size of the malignant process, and five years later a second attempt for radical
surgery was made. Significant reduction of the malignant mass was confirmed in-
traoperatively and the residual tumor was successfully removed. The clinical case
suggests that aggressive thyroid malignancy can develop from microscopic tissue
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remnants several years after thyroidectomy. The complex disease management with
surgery, tyrosine kinase inhibitors and active ultrasound surveillance with frequent
calcitonin measurement is of crucial importance for achieving a better outcome in
patients with advanced forms of metastatic medullary thyroid cancer.

@amuneH BapuaHm Ha megyaapeH mupeougeH
kapuuHom - cayyai om npakmukama

umumpo@Ba P.", Xpucmo3o06 K.", CugepoBa M.", MapunoBa E.?,

aumepan M.?, Heuko6 P.%, [Tono6 X.°

'KAUHUKa NO eHgoKpuHoAo2ua U 6oaecmu Ha obmaHama, Bmopa kamegpa no BbmpewHu 60-
Aecmu, ’Kamegpa no nponegeBmuka Ha BbmpewHume 6orecmu, *Kamegpa no meguuuHcka
2eHemuka, *Kamegpa no xupypauyHu borecmu, *Kamegpa no obwa u KAUHUYHA hamoAo2us,
cbgebHa meguuuHa u geoHmoaozua, Makyamem MeguuuHa, MY BapHa

Bw6BegeHue: MegyrapHuam mupeougeH kapuuHom (MTK) npou3xokga om
HeBpoeHgokpuHHUME napagoAukyrapHu C-kaemku Ha wumoBugHama >xae3a.
Okono 80% om cayuaume ca cnopaguuHu popmu. OcmaHaaume nauueHmu ca
¢ HacregcmBeHu mymopHu cuHgpomu. CnopaguuHomo 3aboaaBare obukHoBeHo
ce npoaBaBa npe3 nemomo uAu wecmomo gecemuAemue om kuBoma, gokamo
HacAegcmBeHume popmu ce uzaBaBam B no-paHHa Bb3pacm. MamuaHUMe op-
MU ce yHacaegaBam no aBmo3omHo-gomuHaHmMeH HauuH. fepmuHamuBHa myma-
uua 8 RET npomooHkozeHa ce omkpuBa npu Bcuuku Auya ¢ HacaegcmBeH MTK
Kakmo u 8 noHe 95% om mexHume pogcmBeHuuu.

KAaunu4den cayyai: [leama e ga ce npegcmaBu guazHoCcmuvHUAM NOGXOQg U
mepaneBmuuHomo noBegeHue npu nauueHm ¢ pamuAaHa aHamHe3a Ha MTK.

Mamepuaau u memogu: XeHa Ha 21 2oguwHa Bv3pacm nocewaba eHgo-
KPUHOAOZ cAeg Xucmoaoz2udHo nomBbpgeH MTK npu HeGHama madka. OueHkama
Ha MupeougHUA cmamyc Npu nauyueHmkama BkalouBa XopmoHaAeH aHaAu3, Y-
mpa3BykoBa guazHocmuka Ha wulHa obaacm, uzcaegBaHe Ha 6a3zaaHU U CMUMY-
AUpaHu HuBa Ha KaAUUMOHUH U NnpoBeykgaHe Ha 2eHemu4eH mecm.

Pezyamamu: TupeougHama ¢pyHkuua e 6e3 omkaroHeHua. Om u3Bopwe-
Hama exoezpadua Ha wumoBugHa »kae3a ce ycmaHoBaBam gBe xunoexozeHHu
o2HUW@ ¢ guamembp nog 3mm B geceH mupeougeH gaa. INpocaegeHume 6a3aaHu
cepymHu HUBa Ha KaAAUUMOHUH ca meXkgy 2 u 3 nNbmu Hag pegpepeHmHama Hopma
(11,4..17,5...13,3 pg/ml). CmumyrauuoHHuam mecm c 2,5 m2/ke enemeHmMapeH
Ca noka3Ba cmokpamto noBuwaBaHe Ha cepymHua KaauumoHuH (go 133 pg/ml).
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lfeHemuyHuam aHaau3z nomBbpxkgaBa RET-vymauua (Exon 15, ¢.2671T>G -
pSer891ALA), koamo ce acouuupa ¢ pazBumue Ha ymepeHo azpecuBed MTK u
Hocu 10% puck 3a ¢peoxpomouumom u nbpBuueH Xunepnapamupeougu3bm.
M3BbpweHume gonbAHUMEAHO AabopamopHu u3zcAaegBaHua He npegnoAazam
HaAUYUEMO Ha gpyau HeonAa3mu Kbm momeHma Ha u3zcaegBaHemo. Caeg npo-
BegeHama mupeougekmomua xucmoao2uvHuam pezyamam nomBbp>kgaBa mya-
mudgokareH MTK ¢ nogaexkawa C-kaembuHa Xxunepnaa3zua. 3ano4yHamo e 3amec-
MUMEAHO AeveHue C AeBOMUPOKCUH.

3akaoyenue: NocmaBenama cBoeBpemeHHo guazHo3a u nocaegBaromo
onepamuBHO AeyeHue onpegeaam omauvHua mepaneBmuueH omzoBop u go-
O6pama npoz2Ho3a no omHoweHue Ha MTK 3a nayueHma. NpegBug ycmaHoBeHua
OM 2eHemMuUYHUA aHaAU3 PUCK 3a acouuupaHu HeonAa3zuu caegBa ga ce npocaega-
Bam nepuoguuHo HuBama Ha memaHempPUH U HopMemaHeMpPUH KaKmo U KaAuu-
eBo-gpochpopHama obmaHa. INpenopbuaH e u npocnekmuBeH PamuAreH CKPUHUH2
3a RET-mymauuu, kolmo we ugeHmudpuyupa HocumeAaume Ha boaecmma MHO20
npegu KAuUHUYHama u3aBa.

edullary Thyroid Carcinoma -
actice

! M, Siderova.,” Marinova E.?,

R.%, Popov H.?

etabolic Diseases, Second Department of Internal Medicine,
f Internal Medicine, *Department of Medical Genetics,

es, °Department of General and Clinical Pathology, Forensic
Ity of Medicine, Medical University, Varna

Introduction: Medullary thyroid carcinoma (MTC) arises from the neuroen-
docrine parafollicular C-cells of the thyroid gland. About 80% of all cases are spo-
radic forms. The remaining patients have hereditary tumor syndromes. Sporadic

disease typically manifests in the fifth or sixth decade of life, while hereditary forms
tend to manifest at earlier ages. Autosomal dominant inheritance is present in the
familial forms. Mutations in the RET proto-oncogene are found in all individuals with
inherited MTCs and in at least 95% of their kindreds.

Clinical case: Aim to present the diagnostic approach and therapeutic be-
havior in a patient with a family history of MTC. Materials and methods: A 21-year-old
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woman visited an endocrinologist after histologically confirmed MTC in her moth-
er. Evaluation of thyroid status included hormonal assessment, cervical ultrasound,
measurement of basal and stimulated calcitonin levels, and genetic testing.

Results: Thyroid function was normal. Two hypoechoic foci less than 3 mm
in diameter were found in the right thyroid lobe after performed ultrasound. The
measured basal serum calcitonin levels were 2-3-fold above the reference range
(11,4..17,5...13,3 pg/ml). The stimulation test with 2,5 mg/kg elemental Ca revealed
a hundredfold increase in serum calcitonin (up to 133 pg/ml). Genetic analysis con-
firmed a RET-mutation (Exon 15, c.2671T>G - pSer891ALA), which is associated
with the development of moderately aggressive MTC and carries a 10% risk for
pheochromocytoma and primary hyperparathyroidism. Additional laboratory tests
did not suggest the presence of other neoplasms at the time of the examination. Af-
ter thyroidectomy, the histological result confirmed multifocal MTC with underlying
C-cell hyperplasia. Levothyroxine replacement was started.

Conclusion: Timely diagnosis and subsequent surgical treatment determine
the excellent therapeutic response and good prognosis regarding MTC for the pa-
tient. Concerning the risk for associated neoplasias determined by the genetic anal-
ysis, metanephrine and normetanephrine levels as well as calcium-phosphorus me-
tabolism should be monitored periodically. Prospective family screening for mutant
RET genes was also recommended, which will identify disease carriers long before
clinical presentation.

BmoHomHa xopmoHanHa npogykuyuga om memacmasu
¢onukynapeH mupeougeH kapyuHom — kAuHu4eH
yuau

mpo6a A., AumumpoBa U., lnkoBa U., LLlunkoB A., KoBaueBa P.
megpa no EHgokpuHorozua, YCBAAE ,Akag. VMBaH NMeHueB”, Cogus,
guuuHcku YHuBepcumem Codpun

BwvBegeHue: AuepeHuupaHuam mupeougeH kapuuHom (ATK) cecmaban-
Ba Hag 90% om cayvaume Ha mupeougeH kapuuHom. [MpeobragaBa 6razonpuam-
HOmMo npomuuaHe, Ho npu 5-10% om nauueHmume ce pa3zBuBa memacmamuuHa
6orecm. DyHKuuoHUpawu memacmaszu om ATK ca u3kAloYUMeAHO pegku u ca ¢
Heu3ACHEeHa namozeHes3a.

KaunuyeH caydad: Hacmoawuam kAUuHuYeH caydal npegcmaBa 70-20-
guwHa hayueHmka ¢ 2-20guwHa ucmopua Ha cybkauHuveH HeaBmoumyHeH Xu-
nepmupeougu3dbm U KpambKk enu30g Ha mupeocmamuyHo AedeHue. 1o noBog
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exozpadpcku cycnekmeH Bb3en 25/20 mm 8 AeBua mupeougeH gaa ce uzBupwBa
MbHKOU2AEeHa NYHKUyuoHHa buoncusa (TI1b) c yumoaozuveH peyamam B3. Xupyp-
2UYHOMO AEYEHUE € OMAOXKEHO NO AUYHU NpUYUHU. Tpu-Yemupu meceua NO-KbC-
HO, no noBog onaAakBaHua, npu MPU ce ycmaHoBaBam gucemuHupaHu KOCMHU
memacmasu, uHmepnpemupaHu 6 Hauaromo ¢ berogpobeH npou3xog. Bnocaeg-
cmBue, ¢ PET/CT u noBmopHO UMyHOXUCMOXUMUYHO u3cAaegBaHe, guazHo3ama
ce HacouBa kbm mupeougeH nbpBuueH kapuuHom, nomBbpgeHa ¢ noBmopHa
TIMb ¢ uumoaozuueH pezyamam B4. CaegBa mupeougekmomua ¢ XuCmMoAO2UY€eH
pe3zyamam uHBa3zuBeH poaukyrapeH kapuuHom. INpegu paguotogabaauuama, Ha
poHa Ha egun meceu, 6e3 A-T,, nayuednmkama e ¢ nomucHam TSH u Bucok FT,, a
Ha nocmmepaneBmuyHama ueromeaecHa cuuHMu2pagua - ¢ mMHoxkecmBo oz2Hu-
wa Ha HampynBaHe Ha paguologa 6 ckeaema. Tupeomokcuko3ama nepcucmupa
u cAeg paguologabaauuama, Kakmo u Heuzmepumo Bucokume HuBa Ha cepymHuA
mupeo2A0byAauH. NayueHmkama npuema Bmopa go3a paguolog, creg Koemo ce
omuuma yacmudeH egpekm Bbpxy HUBama Ha nepuepHUMeE MUPEOUGHU XOPMO-
Hu, BrkarouBam ce 50 mxz AT,. Tlpu nocmmepaneBmuunama ueromeAecHa CUUH-
muzpacpua ce ycmarHoBaBa 3anazBaHe Ha (pokycume Ha namoAO2UYHa Xunepu-
kcauun B ckeanema. [NaaHupa ce npoBexkgaHe Ha mpema paguologmepanus.

3akaroyeHue: PazaaegaHuam KAUHUYEH cAydal uatocmpupa mepaneBmuu-
Homo npegu3BukameacmBo, koemo npegcmabBaaBa aBmoHomHama xopmoHaAHa
npogykuua om memacma3zu Ha ATK.

one production from metastases
d cancer - a case report

ankova I., Shinkov A., Kovatcheva R.
niversity Hospital of Endocrinology
al University of Sofia

Introduction: Differentiated thyroid cancer accounts for 90% of all thyroid
cancers. The majority of thyroid cancers have a favourable outcome, but 5-10% of
the patients will develop metastatic disease. Functioning metastases of differentiat-
ed thyroid cancer are very rare and their pathogenesis is still unknown.

Clinical case: The current clinical case presents a 70-year-old woman with a
two-year history of subclinical non-autoimmune hyperthyroidism and a short-term
thyreostatic treatment. An ultrasound suspicious nodule of 25/20 mm in the left thy-
roid lobe was found and fine needle biopsy (FNB) was performed with a cytological
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result of Bethesda category 3. The surgical treatment was postponed by the patient
for personal reasons. Three to four months later, because of specific complaints, a
MRI study found disseminated bone metastases, initially interpreted with pulmonary
origin. Afterwards, additional PET/CT and a new immunohistochemical study sug-
gested primary thyroid origin. The repeated FNB of the same nodule with cytology
found data for follicular lesion - Bethesda category 4. Total thyroidectomy was per-
formed and the histological result was invasive follicular thyroid cancer. The patient
was referred for radioiodine ablation. Suppressed TSH and high FT, were found
just before the intake of radioiodine despite the discontinuation of levothyroxine
for 1 month. The post-therapeutic whole body scan (WBS) showed multiple foci of
increased uptake in the bones. The thyreotoxic condition remained after the radio-
iodine ablation, as well as the unmeasurably high levels of serum thyroglobulin. The
patient underwent a second radioiodine therapy with a partial effect on peripheral
thyroid hormones, allowing to start therapy with 50 mcg levothyroxine. The subse-
guent post-therapeutic WBS revealed persistence of the foci with pathological hyper-
fixation in the skeleton. A third radioiodine therapy is discussed for this patient.

Conclusion: This clinical case illustrates the therapeutic challenge of an au-
tonomous hormone production from metastatic DTC.
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3axapeH guabem

MNMpenopvku 3a koHmpoa Ha xunepaaukemugama npu
3axapeH guabem mun 2 - 2022
TaukoBa L.

KauHuka no Auabemoanoezun, Kamegpa no EHgokpuHoaozun, MeguuuHcku (Dakyamem,
Meguuurcku YHuBepcumem, Codpua

Diabetes

AmepukaHckama guabemHa acouuauua u EBponelickama acouuauua 3a
u3zyyaBaHe Ha guabema nybAaukyBaxa KOHCEHCYceH gokAag C NPENOPBKU 3a KOH-
MPOA Ha XunepaAaukemuama npu 3axapeH guabem mun 2 npe3 cenmemBpu 2022
2. [MpenopbuBa ce xoanucmuueH, HacoueH KbM hauueHma, nogxog, BrkaouBaw, 4
KOMNOHEHMU Ha 2puxka - KOHMPOA Ha KpbBHama 3axap, KOHMPOA Ha MeAecHOMo
me2A0, KOHMPOA Ha CcbpgeuHo-cbgoBume puckoBu ghakmopu u Kapguo-peHan-
Ha npomekyua. Kamo HauaaHa mepanua ce npenopbuBa memgopMuUH UAU gpy2
megukameHm/megukameHmu, BKA. KOMOUHUpaHU npenapamu. 3a KOHMPOA Ha
meAecHOMo mea2Ao ce npenopbyBam cvbBemu 3a npomaHa B8 cmuaa Ha >kuBom,
XpaHUmMeAeH pexkum, puzudecka akmuBHocm, megukameHmouHa mepanua u me-
maboAumHa xupypausa. INpu xopa ¢ ycmaHoBeHo cbpgeuHo-cbgoBo 3aborabBa-
He, mpabBa ga ce uznoazBa GLP-1 peuenmopeH azoHUCM € goka3aHu NOA3U, 3a
ga ce HamaAaam 2oAemume cbpgevHo-cbgoBu cboumua, uau SGLT2 uHxubumop
C goOKa3aHU NOA3U, 32 ga Ce HamaAam 2oAemume cbpgevHo-cbgoBu cbbumus u
CbpgeyHama HegocmambyHOCM, U ga ce nogobpam b6bOpeuHume pe3zyamamu.
Npu xopa 6e3 ycmaHoBeHo cbpgeuHo-cbgoBo 3aboaaBaHe, HO ¢ mHOXKecmBo
cbpgeuHo-cbgoBu puckoBu gakmopu (Hanp. Bb3pacm > 55 20guHU, 3amMAbCMA-
BaHe, xunepmoHua, MMIOHONYWEHE, guCAUNUGEMUS, UAU aAbymuHypua) moxke
ga ce uznoa3zBa GLP-1 peuenmopeH a2zoHUCM € goka3aHu NOA3U, 3a ga Cce Hama-
AAM 20Aemume cbpgeuHo-cbgoBu cbbumusa, uau SGLT2 uHxubumop ¢ gokazaHu
NOA3U, 32 ga Ce HamaAam 20Aemume CbpgeyvHo-cbgoBu cbbumua u cbpgevHama
HegocmambyHOCM, U ga ce nogobpam 6bOpevyHume pe3yamamu. PeweHuemo
3a uznoa3Bare Ha GLP-1 peuenmopeH a2zoHucm uAu SGLT2 uHxubumop ¢ goka-
3aHuU noA3u mpabBa ga e HezaBucumo om npoBexxgaHemo Ha 6a3ucHO AeveHue ¢
memaOpMuH, Kakmo u om u3xogHua HbA, . TTpu xopa cbc cbpgeuHa Hegocma-
mbuyHocm mpadBa ga ce uznoazBam SGLT2 uHxubumopu, mbl kamo nogobpa-
Bam cbpgeuHama HegocmambuyHoCcm U 6bOpeuHume kKpalHu ueau. pu xopa ¢
XpOHUYHO 6bOpeuHo 3aboraBaHe u 2aomepyaHa puampauua (eGFR) > 20 ml/min/
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1,73 m?, mpab6a ga ce Bkarouam SGLT2 uHxubumopu ¢ goka3aHu NOA3U, 3a ga Ha-
MaAu pucka om 20Aemu CbpgeuHo-cbgoBu cbbumusn, CbpgeyHa HegocmambyHOCM
u O0bOpeyuHU KpalHu ueAu (BKA. mepmMuHaAHO XPOHUYHO ObLOpeyHo 3aboaaBaHe).
CouuarHume gemepmuHaHmu Ha 3gpaemo u ncuxocouuarHume pakmopu mpad-
Ba ga ce umam npegBug, mbl kamo ca cepuo3Ho npegu3zBukameacmBo npeg xopa-
ma ¢ guabem, mexHume cemeticmBa u 3gpaBHume cneuuarucmu, koeamo npaBam
onum ga uHmezpupam 2puxkume 3a guabema 6 exxegHeBuemo.

Guidelines for the Management of Hyperglycemia in
Type 2 Diabetes — 2022

Tankova T.
Clinic of Diabetology, Department of Endocrinology, Faculty of Medicine,
Medical University, Sofia

The American Diabetes Association and the European Association for the
Study of Diabetes published a consensus statement on the management of hyper-
glycaemia in type 2 diabetes in September 2022.

The management approach to type 2 diabetes must be holistic, person-cen-
tred, including 4 main components of care - glycaemic management, weight man-
agement, cardiovascular risk factor management and cardio-renal protection. Met-
formin or other agent/agents including combination therapy are recommended as
first line therapy to achieve and maintain treatment goals. General lifestyle advice,
medical nutrition therapy, physical activity, medications for weight loss and meta-
bolic surgery are recommended to achieve and maintain weight management goals.
In people with established CVD, a GLP-1RA with proven benefit should be used to
reduce MACE, or an SGLT2 inhibitor with proven benefit should be used to reduce
MACE and heart failure, and improve kidney outcomes. In people without estab-
lished CVD but with multiple cardiovascular risk factors (such as age >55, obesity,
hypertension, smoking, dyslipidemia, or albuminuria), a GLP-1RA with proven bene-
fit could be used to reduce MACE or an SGLT2i with proven benefit could be used
to reduce MACE and heart failure and improve kidney outcomes. The decision to
use a GLP-1RA or an SGLT2i with proven benefit should be independent of back-
ground use of metformin and baseline HbA, . In people with heart failure, SGLT2
inhibitors should be used because they improve heart failure and kidney outcomes.
In people with chronic kidney disease and glomerular filtration rate (e GFR) > 20 ml/
min per 1,73 m?, a SGLT2 inhibitor with proven benefit should be initiated to reduce
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risks of MACE, heart failure and kidney outcomes (including end-stage kidney dis-
ease). Social determinants of health and psychosocial factors should be considered
as they challenge the individuals with diabetes, their families and their providers
when attempting to integrate diabetes care into daily life.

Yecmoma Ha Xunepaaukemugama npu bpemeHHu
»keHu — gaHHU no boAHU4YeH Mamepuan om egHa
KauHuka 3a cpok om 5 20quHu (npegBapumenen ananus)

TpugponoBa b., bopucoba A-M., CmosaHoBa K., TonyueBa H.
KAuHuka no eHgokpuHoaozus, YHuBepcumemcka 6oaHuua Codpuameq,
Meguuarcku pakyamem, Cogputicku yHuBepcumem ,C8emu Kaumenm Oxpugceku”, Codpun

Om macHama KoAabopauua mexxgy 2uHeKOAO3U U eHgoKpuHoAo3Uu 3aBucu
gobpomo npomuyaHe u ycnewHo 3aBvpwBaHe Ha bpemeHHocmma. V3epaxga-
Hemo Ha cneyuaAu3upaH ekun, Koimo ce 3aHumaBa cucmemHo ¢ KOMNAEKCHOMO
u3zcaegBaHe Ha OpemeHHUMe >keHu, e npegnocmabka 3a gobpu pe3yamamu.

Llea: Aa ce aHaAau3upam gaHHUMe Ha nonyaauvuama 6peBeHHu >keHu, Kou-
MO Ca NPeMUHAAU 3a guazHOCMUYHO u mepaneBmuyHo ymoyuHeHue 6 KauHuka no
eHgokpuHoaozun, YMBAA Coduameg 3a nepuog om 5 2. (2018-2022 2.).

Mamepuan: 13caregBaHu u npocaegeHu ca 8 xoga Ha bpemeHHocmma 325
OpemeHHU >eHu, Ha Bb3pacm om 19 2. go 52 2., paznpegeAeHu No gekagu: Nog
20 2 - 1 (0,3%), 20-30 2. - 111 (34,15%), 30-40 2. - 197 (60,61%), 40-50 2. - 14
(4,3%), 50+ 2. - 2 (0,61%). NMpu 19 >xeHu bpemeHHOCMMa e HacMbNuAa CAeg UH-
Bumpo pepmuauszauus (IVF), a npu ocmaHaaume - no ecmecmBeH nom.

Memogu: NpoBegeH e 2-uacoB kaacuuecku ol TT, 75 g. u peyamamume
ca ougHeHu cba2AaacHo Kpumepuume Ha WHO (2019), FIGO (2015), NICE (2015).
[MAa3meHama 2Al0KO3a e onpegeaeHa koaudecmBeHo upe3 eH3umeH pedepeH-
meH memog c hexokinase (Roche reagent) 8 6oAHU4YHama Aabopamopua Heno-
cpegcmBeHo caeg B3emaHemo Ha kpbBma. Pesyamamume ca npegcmaBenu 6
mmol/l. Cmamucmuyeckuam aHaau3 e npoBegeH upe3 cmaHgapmen SPSS 13,0
for Windows.

Pezyamamu: Xunepaaukemua ce ycmanHoBu npu 30 (9,23%) GpemeHHu
>keHu. [Mpu 29 (96,7%) >keHu ce kacae 3a l[ecmauuoHeH 3axapeH guabem (GDM) u
npu egHa >eHa (3,3%) - 3a Auabem 6 6pemeHHocmma (DIP). Ta3u »eHa e Ha 35
2., C HopmareH BMI u 6e3 Humo eguH om obwonpuemume puckoBu akmopu
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3a Xunepaaukemua. Om 19 >xeHu 3abpemeHaau caeg npouegypa IVF camo npu
egHa e Haauue GDM (5,26%). INpu 10,0% (3/30) om 6pemeHHUMe ¢ XunepaAu-
Kemusa ce e HaAoXKUAO BkatouBaHe Ha AeveHue C UHCYAUH, KOUmO e npekpameH
caeg pakgaHemo. B npegcmaBeHua kauHuueH mamepuaa om 325 npocaegeHu
OpemeHHU >KeHU umame gaHHU 3a gBe HeycnewHO nNpukAlYUAU BpemeHHOCMU
om 2pynama Ha 6e3 Xunepzaaukemua. Om npocaegeHume ¢ GDM >keHu caeg pax-
gaHemo ¢ HoB ol TT, camo npu gBe ce ycmaHoBu HapyweH 2Al0KO3eH MOoAepaHc,
kamo u gBeme ca ¢ pamuaHa obpemeHeHocm u gpyeu puckoBu ¢pakmopu. Te ca
HacouyeHu 3a npocaegaBaHe Kbm palioHHUA eHJOKPUHOAOR.

3akaroyeHue: PaHeH BepbaaeH cKpuHUH2 owe ¢ HacmbnBaHe Ha bpemeH-
HOCMMa OMHOCHO HaAuvue Ha puckoBu dgpakmopu 3a Xunepaaukemus, we no-
mozHe cBoeBpemeHHO ga ce guaczHocmuuupa moBa HapyweHue, we ce AekyBa
agekBamHo u we ce npocaegu 6 xoga Ha 6pemeHHocmma. C moBa we ce ocuzy-
pu ycnewHomo npomuyaHe u npukAtouBaHe Ha BpemeHHOCMMa C paXkgaHemo
Ha 3gpab naog.

equency of Hyperglycemia in Pregnant Women -
ata from Hospital Material in one Clinic for a Period
5 Years (2018-2022)

ifonova B., Borissova A-M., Stoyanova K., Topshieva N.
docrinology Clinic, University Hospital Sofiamed, Faculty of Medicine,
fia University ,St. Kliment Ohridski”, Sofia

The good progress and successful completion of the pregnancy depends on
the close collaboration between gynecologists and endocrinologists. Building a spe-
cialized team that systematically deals with the complex examination of pregnant
women is a prerequisite for good results.

Aim: To analyze the data of the population of pregnant women who under-
went diagnostic and therapeutic clarification at the Endocrinology Clinic, UMBAL
Sofiamed for a period of 5 years (2018-2022).

Material: During pregnancy, 325 pregnant women, aged from 19 to 52 years,
were examined and followed up, divided by decades: under 20 years - 1 (0,3%),
20-30 years - 111 (34,15%), 30 -40 years - 197 (60,61%), 40-50 years - 14 (4,3%),
50+ years - 2 (0,61%). In 19 women, pregnancy occurred after invitro fertilization
(IVF), and in the rest - naturally.
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Methods: A 2-hour classic oGTT 75 g, was performed and results were re-
ported according to WHO (2019), FIGO (2015), NICE (2015) criteria. Plasma glu-
cose was quantified by an enzymatic reference method with hexokinase (Roche
reagent) in the hospital laboratory immediately after blood collection. Results are
presented in mmol/I. Statistical analysis was performed using standard SPSS 13.0 for
Windows.

Results: Hyperglycemia was found in 30 (9,23%) pregnant women - 29
(96,7%) women had Gestational Diabetes Mellitus (GDM) and one woman (3,3%)
had Diabetes in Pregnancy (DIP). This woman is 35 years old, with a normal BMI
and none of the commonly accepted risk factors for Hyperglycemia. Out of 19
women who became pregnant after IVF, only one had GDM (5,26%). In 13,3%
(4/30) of pregnant women with Hyperglycemia, it was necessary to include insulin
treatment, which was discontinued after delivery. In the presented clinical material
of 325 followed pregnant women, we have data on two failed pregnancies from the
group of without Hyperglycemia. Of the postpartum period GDM women followed
with a new oGTT, only two women were found to have Impaired glucose tolerance,
both with familial burden and other risk factors. They are referred for follow-up to
the regional endocrinologist.

Conclusion: Early verbal screening with the onset of pregnancy regarding
the presence of risk factors for Hyperglycemia will help to promptly diagnose this
disorder, treat it adequately and monitor it during pregnancy. This will ensure the
successful course and termination of the pregnancy with the birth of a healthy fetus.

Poag Ha 2Aukemugama Ha 1-Bu yac 3a 2al0ko3Hug,
AUNUGHUS U UHCYAuHOBug npodun npu Auua bes
3axapeH guabem

AumoBa P., YakwpoBa H., Ao3aHo6 B., Aea lNpamo C., TankoBa L.

KauHuka no Auabemonozusa, Kamegpa no EHgokpuHoaozua, MeguuuHcku (Dakyamem,
Meguuurcku YHuBepcumem, Copusa

Llea: llenma Ha Hacmosawomo u3caegaBaHe e ga ce HanpaBu gemadaHa
cpaBHumeAHa oueHka Ha 2aukemuama c u3caegBaHe Ha 2AlOKo3Hama Bapuabun-
HOCM, pa3WwupeH AunugeH NPoguA U uHcyauHoBama cekpeuua u geticmBue npu
AUUA C HOPMaAEH 2A0KO3eH moaepaHc u Bucoka kpbBHa 3axap Ha 1-Bu yac 6 xoga
Ha OI'TT cnpamo HapyweH 2AtoKo3eH moaepaHc (HIT).

Mamepuaa u memogu: B uzcaegBaremo ca BkatoueHu obwo 104 yyacmHuka,
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pa3zgeAeHu B8 3 2pynu cnopeg 2A0Kko3HUA MoAepaHc: 20 C HOPMAAEH 2AOKO3€eH
moaepaHc (HopmIT); Bv3pacm 45,0£9,5 2oguHu; ITM 31,1+6,4 ke/m?), 25 ¢ Hop-
MIT u K3 Ha 1-8u yac > 8,6 mmona/a (BK3IMY); 45,7+8,5 2oguHu; 32,4£7,0 ke/m?, u
59 cHIT; 47,7+11,2 2coguHu; 31,3£6,1 ke/m?). Npu Bcuuku yuacmHuuu ca usmepe-
HU aHMpPoONOMeMPUYHU U BuoxumuuHu napamempu. OueHeH e meaeceH cbecmab
¢ Inbody 720. M3mepeHu ca KpalHu npogykmu Ha 2AukupaHemo ¢ anapam AGE
Reader. NMpoBegeHu ca 2 gyHKyuoHaAHU mecma: cmaHgapmeH OI'TT u mecm
CbC CMECEHO XpaHeHe U e u3uvucAeHa naow, nog kpuBama 3a 2Al0K03a, UHCYAUH
u mpuaauuepugu. NpoBegeHo e NPOgHAXKUMEAHO 2AIOKO3HO MOHUMOpUpPaHe ¢
npogpecuoHareH caan ceH3op FreeStyle Libre Pro 3a 14 gHu. M3uucAeHu ca uH-
gekcu 3a bema-kaembuHa pyHKuug, uHcyauHoBa yyBecmBumeaHocm u 2Al0KO3Ha
BapuabuaHocm. M3mepeHu ca HuBa Ha uepamugu nocpegcmBom mac-cnekmpo-
memus.

Pesyamamu: YcmaHoBu ce npoepecuBHo HapywaBaHe Ha uHcyauHoBa-
ma cekpeuua u geicmBue ¢ BaowaBaHe Ha 2A0KO3HUA MoAepaHc om HopmIT,
npe3 BK3IMY, kbm HI'T. Cowama meHgeHuua ce ycmaHoBu u no omHoweHue Ha
2Atoko3Hama BapuabuaHocm kamo napamempume Ha 2Atoko3Ha BapuabuaHocm
KopeAupam obpamHO NPONOPUUOHAAHO Ha UHgekcume 3a bema-kaembyuHa PyYHK-
yua u uHcyauHoBa yyBecmBumeanocm (ISSI-2; r = =0,37 go —-0,52; p < 0,0001;

N u IGl; r = -0,28 go —0,48; p < 0,0001 3a CV, SD, J-index, LI, HBGI, MAGE). Vh-
cyauHoBama cekpeuua (IGl) u b-kaembunama dgpynkuua (ISSI-2) ce ouepmaBam
kamo He3aBucumu npegukmopu 3a 2Aloko3Ha BapuabuaHocm B paHHume cma-
guu Ha gucaaukemun, kKamo obacHaBam okoro 16%-38% om HelHama npomaHa.
YcmaHoBu ce meHgeHuua kbm no-Bucoku HuBa Ha C24:1 uepamug B 2pynama c
HI'T 8 cpaBueHue ¢ HopmI T. PeepecuoHHuam aHaau3 nokasa, ye AUC-TgOGTT
u AUC-TgMGTT ca HezaBucumo cBbp3aHu Cc napamempume Ha meAecHUa CbC-
maB, 6ema-kaembuHama cpyHkuua (ISSI-2) u uHcyaunoBomo geticmBue (HOMA-
IR, HOMA-b, Quicky-IS). CoomHoweHuemo Tg/HDL kopeaupa ¢ 2aukemuama u
UHCYAUHEemMuama.

U36ogu: ToayueHume pe3zyamamu noka3zBam, ye auuama c BK3IMY 3ae-
mam mexxguHHO HUBO mexXkgy HopmaAaHama 2AlKO3Ha Xomeocmasa u hpeguabem.

64 XIl Hayuonaren Konzpec no engokpuHoAozus, 2023




3axapeH guabem

Role of 1-hour Glycemia on Glucose, Lipid and Insulin
Profiles in Subjects Without Diabetes Mellitus

Dimova R., Chakarova N., Lozanov V., Del Prato S., Tankova T.
Clinic of Diabetology, Department of Endocrinology, Faculty of Medicine,
Medical University, Sofia

Aim: The aim of the present study is to make a detailed comparative evalu-
ation of glycemia with the assessment of glucose variability, extended lipid profile
and insulin secretion and action in subjects with normal glucose tolerance and high
blood glucose at 1-h post OGTT in comparison to impaired glucose tolerance.

Material and methods: A total of 104 subjects, divided into 3 groups: 20 with
normal glucose tolerance (NGT): age 45,019,5 years; BMI 31,1+6,4 kg/m?), 25 ¢ NGT
and 1-h postload glucose > 8,6 mmol/l (1-hOGTT); 45,7£8,5 years; 32,4+7,0 kg/m?,
and 59 with IGT; 47,7£11,2 years; 31,316,1 kg/m?) were enrolled. Anthropometric
and biochemical parameters were measured in all participants. Body composition
was assessed by Inbody 720. Glycation end products were measured by AGE Reader.
Two functional tests were performed: a standard OGTT and a mixed meal tolerance
test, and AUC for glucose, insulin, and triglycerides were calculated. Continuous glu-
cose monitoring was performed with a professional blinded FreeStyle Libre Pro sensor
for 14 days. Indices of beta-cell function, insulin sensitivity and glucose variability were
calculated. Ceramide levels were measured by mass spectrometry.

Results: Progressive worsening of insulin secretion and action with deterioration
of glucose tolerance from NGT, through 1-hOGTT, to NGT was established. The same
trend was found for glucose variability, with glucose variability parameters inversely
correlated with indices of beta-cell function and insulin sensitivity (ISSI-2; r = =0,37 to
-0,52; p<0,0001; and IGI; r=- 0,28 to —0,48; p < 0,0001 for CV, SD, J-index, LI, HBGI,
MAGE). Insulin secretion (IGI) and beta-cell function (ISSI-2) emerged as independent
predictors of glucose variability in the early stages of dysglycemia, accounting for about
16%-38% of its variability. A trend towards higher levels of C24:1 ceramide was found
in the NGT group as compared to NGT. Regression analysis showed that AUC-TgOGTT
and AUC-TgMGTT were independently associated with parameters of body composi-
tion, beta-cell function (ISSI-2) and insulin action (HOMA-IR, HOMA-b, Quicky-IS). The
Tg/HDL ratio correlates with glycemia and insulinemia.

Conclusions: The obtained results show that individuals with NGT and high
1-hOGTT occupy an intermediate stage between normal glucose homeostasis and
prediabetes.
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peguabem. HoBu mapkepu 3a eHgomeaHa u bema-
embyHa gucpyHkyug

egeBa U.", AcboB 4.2, KapamgpuroBa B.2, BeaukoBa T.°, XpucmoBa X.*,

ameHo§ 3.2

amegpa Enugemuoarozug u xueueHa, MeguuuHcku pakyamem, MeguuuHcku yHuBepcu-
em, Copus; °YMBAA ,ArekcaHgpoBcka“, Kamegpa BbmpewHu 6oaecmu, MeguuuHcku
akyamem, MeguuuHcku yHuBepcumem, Cocpus; *MeguuuHcku cpakyamem, Cogputicku
uBepcumem ,CB. Kaumenm Oxpugceku”; *YMBAA ,ArekcaHgpoBcka”, Kamegpa KauHuu-
Aabopamopus, MeguuuHcku pakyamem, MeguuuHcku yHuBepcumem, Cocpus,

BwvBegenue: B cBemoBeH mawab ce HabaogaBa mpeBoxkHo HapacmBaHe
Ha 3aboreBaemocmma om 3axapeH guabem, 6 pe3yamam Ha 3acmapaBaHemo Ha
HaceAeHuemo, naHgemuama om HagHOPMEHO Me2A0 U 3amAabcmaBare, ypbaHu-
3auuama u cBvp3aHume ¢ moBa npomeHu B HauuHa Ha >xuBom. B akmuBHomo
MmbpceHe Ha Bb3morkHocmu 3a npeBeHuua Ha 3axapHua guabem u cBbp3aHume ¢
HEe20 MUKPO U MakpocbgoBu YycAoXKHeHUS, npe3 NocAegHUMe 20gUHU 0CODEH UH-
mepec npegcmabBaaBam cbcmoaHuama, npeguecmBawu pazBumuemo Ha 3a60-
AaaBaHemo, m.Hap. npeguabemHu CbCMoAHUA, KOUMO ca npexogeH eman 6 npo-
2pecuama KbmM 3axapeH guabem om Hopmoz2Aukemua. TAaukemuyHumMe HapyweHua
npu npeguabem kamo npaBuAro ca kKAuHu4yHO Ge3zcumnmomHu. HaBpemeHHomo
ugeHmuguuupaHe Ha Auuama ¢ npeguabem e om U3KAKUYUMEAHO 3HaUYeHUe, Kak-
mo 3a npeBeHuua Ha npozpecuama B 3A2, maka u 3a NpogPuUAAKMUKA UAU PAHHO
AeveHue Ha eBeHmyaAHO HACMBNUAU MUKPO- U MaKpoCbgoBu ycAoXKHeHUA.

Llea: Aa ce oueHu 3HaYeHUEMO Ha HAKOU HOBU BUOXUMUYHU MapKepu npu
nauueHmu c obezumem, npeguabem u HoBoguazHocmuyuupaH 3axapeH guabem,
kamo ce u3caegBa Bpb3kama um ¢ aHmponomempuYHUMeE noKa3ameAu, Kaacuue-
cKu buoxumuuHu puckoBu hakmopu uHcMpymeHmMaaHu uzcaegBaHua 3a MUkpo-u
MakpocbgoB puck.

Mamepuaa u memogu: NpoBegeHu baxa aHMponomempuyHU, BUOXUMUY-
HU U cneuyuaAu3upaHu uHcmpymeHmaaHu u3jcaegBaHua. OueHu ce poaama Ha
HoBu mapkepu 3a eHgomeaHa gucgyHuua, 6ema kaembyHa qUCHYHUUA U 2AKOKO-
3Ha gucpeayaauus.

Pesyamamu: 13caegBaHuam KAuHuU4YeH KoHMuHz2eHmM obxBawawe 163
nayueHmu (40 gywu cbe 3amabcmaBare, 6e3 BvaaexugpamHu HapyweHus, 42
gywu ¢ npeguabem, 39 gywu ¢ HoBoomkpum 3A2 u 42-ma 3gpaBu Auua) cbe
cpegHa Bb3pacm 52,45 +11,27 2oquHu B8 guana3zoHa 31-74 2oguHu. YcmaHoBuxa
ce cu2HugakmHo no-Hucku HuBa Ha EHgokaHa npu 3gpaBumenu koHmpoau, 6
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cpaBHeHue c auuama cbc 3amabecmaBaHe, npeguabem u 3A2. [lo- omHoweHue
Ha HempuH-1 ce koHcmamupaxa 3HavyumeAHo no-Bucoku HuBa npu 3gpaBume
KoHmMpoau 6 cpaBHeHue ¢ nauueHmMume cbc 3amabcmabaHe u npeguabem, Kak-
mo u npu me3u ¢ HoBoguazHOoCMuUupaH 3axapeH guabem. Npu KoHMpoAHama
epyna ce HabaogaBam no-Hucku cepymHu HuBa Ha HeonmepuH cnpamo nauue-
mume cbc 3amAabcmabBaHe u HapyweHua 666 BvaaexugpamHama obmaHa. 3gpa-
Bume Auua umaxa u 3HavumeaHo no-Bucoku cepymHu HuBa Ha nogokaAukcuH 6
cpaBHeHue ¢ ocmaHaAume mpu namoAo2u4HU 2pynu. YcmaHoBu ce no3umuBHa
KopeAaauyua mexkgy Hemput-1 u pucka 3a aBmoHomHa HeBponamus, mexgy Ce-
KpemazozauHa u gebeAauHama Ha UHMUMa Megua, Kakmo u mexkgy ogokaaukcuHa
U uHgekca 3a nepudgepHa HeBponamua u BubpauuoHeH npaa.

3akarodyeHue: Mapkepume EngokaH, Hempuh-1, HeonmepuHn u Cekpemazo-
2UH ce acouuupam ¢ noBuweH puck 3a 2AUKEMUYHU HapyweHusa u cbgoBu yBpegu.

Prediabetes. Novel Markers of Endothelial and Be-
ta-cell Dysfunction

Nedeva I.", Assyov Y.?, Karamfilova V.2, Velikova T.?, Hristova J.*, Kamenov Z.2
"Medical University-Sofia, Bulgaria, Department of Epidemiology and hygiene; *Medical Uni-
versity, Sofia, Bulgaria, Department of internal medicine; Clinic of Endocrinology, University
Hospital ,Alexandrovska”; *Sofia University St. Kliment Ohridski, Medical faculty; *Medical
University, Sofia, Bulgaria, Department of Clinical Laboratory, Clinical Laboratory and Clinical
Pharmacology, University Hospital ,Alexandrovska”

Introduction: Worldwide, there is an alarming increase in the incidence of
diabetes mellitus, as a result of population aging, the overweight and obesity pan-
demic, urbanization and associated lifestyle changes. In the active search for pos-
sibilities for the prevention of diabetes mellitus and the related micro- and macro-
vascular complications, in recent years the conditions preceding the development
of the disease, the so-called, are of particular interest. prediabetic conditions, which
are a transitional stage in the progression to diabetes mellitus from normoglycemia.
Glycemic disorders in prediabetes, as a rule, are clinically asymptomatic. Timely
identification of individuals with prediabetes is of utmost importance, both for the
prevention of progression in type 2 diabetes and for the prevention or early treat-
ment of possible micro- and macrovascular complications.

Objective: To evaluate the significance of some new biochemical markers in
patients with obesity, prediabetes and newly diagnosed diabetes mellitus, examin-
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ing their relationship with anthropometric parameters, classical biochemical risk fac-
tors instrumental studies for micro- and macrovascular risk.

Materials and methods: Anthropometric, biochemical and specialized instru-
mental studies were conducted. The role of novel markers of endothelial dysfunc-
tion, beta cell dysfunction and glucose dysregulation was evaluated. Results: The
studied included 163 patients (40 obese people without carbohydrate disorders,
42 people with prediabetes, 39 people with newly diagnosed T2DM and 42 healthy
people) with a mean age of 52,45+11,27 years in the range 31-74 years. Significant-
ly lower levels of Endocan were found in healthy controls compared to individuals
with obesity, prediabetes and T2DM. Regarding Netrin-1, significantly higher levels
were found in healthy controls compared to obese and prediabetic patients, as well
as in those with newly diagnosed diabetes mellitus. In the control group, lower se-
rum levels of Neopterin were observed compared to the patients with obesity and
disorders in carbohydrate metabolism. Healthy subjects also had significantly higher
serum levels of podocalyxin compared to the other three pathological groups. A
positive correlation was found between Netrin-1 and the risk of autonomic neu-
ropathy, between Secretagogin and the thickness of the intima media, as well as
between Podocalyxin and the peripheral neuropathy index and vibration threshold.

Conclusion: Markers Endocan, Netrin-1, Neopterin and Secretagogin are as-
sociated with increased risk for glycemic disorders and vascular damage.

loko-memaboAaumHu mapkepu 3a oueHka Ha cmpe-
oBama peakyug npu ocmbp uHcyam

HeBa X."?, Llaama-MaageHoB M.3, boyeBa 4.%, boagxueBa M.?

UHUKa NO eHgOKpUHOAO2ua U 6orecmu Ha obmaHama, YMBAA ,CB. MapuHa”, BapHa
3mopa kamegpa no BbmpewHu 6orecmu, *Kamegpa no HepBHu 6orecmu u HeBpoHayku,
amegpa no KAUHUYHa Aabopamopusa, Makyamem MeguuuHa, MY, BapHa

BwvBegeHue: PazaudHU ocmpo HacmbnuAu cbecmosaHus, B8 moBa uucro
ocmpuam ucxemuveH mo3zbueH uHcyam (oIMI), nocmaBam opeaHu3zma 6 cbe-
mosaHue Ha cmpec. B peyamam Ha nocaegBarama cmpecoBa peakuus, Hacmbn-
Bam ocmpu memaboAumMHU U XOPMOHaAHU NpomeHu, Yecmo Bogewu go noBu-
weHu HuBa Ha kpbBHa eatoko3a (KI), m.Hap. cmpecoBa xunepzaaukemun (CX).
HelHama agekBamHa oueHka 6u 6ura ocobeHo noae3Ha B8 KAUHUYHAmMa npakmu-
Ka, Kakmo 3a ugeHmudpuyupaHe Ha BucokopuckoBu nauueHmu, maka u C o2aeg
mepaneBmuuHomo noBegeHue.
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Lleau: Aa ce aHaau3upam mapkepu 3a oueHka Ha cmpecoBama peakuyua npu
o/IMI u ga ce nombpcu Bpb3ka ¢ HebAazonpuaAMHUA KAUHUYEH pe3yamam.

Mamepuaru u memogu: IpocnekmuBHo KoxopmHo npoyuBaHe BkatouBa-
wo 114 nauueHmu c oIMU, pa3znpegeaeHu cnopeg KI' npu npuemaHemo (npKr)
U HaAuvuemo Ha 3axapeH guabem (3A) - ¢ Hopmozaukemua (HI) (54,39%), CX
(13,16%), uzBecmen mun 2 3A (T23A) (23,68%) u HoBoomkpum T23A (HT23A)
(8,77%). OueHuxme HUBOMO Ha cepymeH KOPMU30A, KaKmo U 2AUKEMUYHU UH-
gekcu ba3upaHu Ha 2AuKupaHua xemo2r06uH (HbA, ) (uHgekc Ha cmpecoBa xu-
nepaaukemus (MCX), mogucpuyupaH VICX u 2AaukemuyHa pa3auka) cbobpa3Ho me-
»Kecmma Ha UHCYAma U pa3npocmpaHeHuemo Ha gpamaneH u3xog.

Pezyamamu: 3Hauumo no-2oAama yecmoma Ha (pamaAneH U3xog pe2ucmpu-
paxme B8 epynama cvc CX (53,33%) cnpamo me3u ¢ HI (19,35%, p=0,0075) u
T23A (22,22%, p=0,0429). YcmaHoBuxme 3Havumo no-Bucoku HuBa Ha cepymeH
kopmu3oa npu CX (1039+670,5, p=0,0309), kakmo u Npu hauueHmMume CbC CMbP-
meH u3xog cnpamo npexkuBeaume (1056+573,5 cnpamo 607,2+£285,3, p<0,0001).
AonbAHUMEAHO HabAlogaBaxme 3Hauuma pa3auka B HuBama Ha Kopmu30A Mexxgy
pa3AudHUMeE cmeneHu Ha mexkecm Ha olIMIU (p=0,0006), kakmo u meHgeHuun
3a npozpecuBHomo my HapacmBaHe ¢ noBuwaBaHe mexxecmma Ha uHcyama. 3a
pazauka om npKI, 2aukemuyHume uHgekcu, ompazaBawu omHocumeAHama Xu-
nepa2AuKemus, gemoHcmpupaxa Hal-6ucoku cmotHocmu 8 epynama cbe CX. Kak-
mo kopmu3oabm (r= 0,3924, p<0,0001), maka u 2aukemuuyHume uHgekcu (MCX,
r=0,3376, p=0,0004; mogucpuuupaH VCX, r=0,3119, p=0,001; 2AukemuyHa pa3Au-
Ka, r=0,2678, p=0,051), Ho He u npKT (r=0,1185, p=2196) noka3axa NoAOKUMEAHa
acouuauua ¢ mexkecmma Ha oVIMI npu npuemanemo.

3akarouernue: HuBomo Ha cepymeH kKopmu3oa moke ga ce uznoa3Ba 3a agek-
BamHa oueHka Ha mexkecmma Ha ol/IMI u ugeHmudguuupaHe Ha BucokopuckoBu-
me nauyueHmu. HbA, -6a3upaHume 2aukemuyHU UHgekcu ca No-gobpu gemepmu-
HaHmu Ha cmpecoBama peakuua 6 cpaBHeHue c abcoatomHama cmouHocm Ha K.

Gluco-Metabolic Markers for the Assessment of Stress
Response in Acute Stroke

Yaneva Zh."?, Tsalta-Mladenov M.3, Bocheva Y.?, Boyadzhieva M.?

Clinic of Endocrinology and Metabolic Diseases, St. Marina University Hospital, Varna
2Second Department of Internal Diseases, *Department of Neurology and Neuroscience,
‘Department of Clinical Laboratory, Faculty of Medicine, Medical University, Varna
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Background: Various acute conditions, including acute ischemic stroke (AlS),
put the body in a state of stress. As a result of the subsequent stress response, acute
metabolic and hormonal changes occur, often leading to increased blood glucose
(BG) levels, the so-called stress hyperglycemia (SH). Its adequate assessment would
be particularly useful in clinical practice, both for identifying high-risk patients and
for therapeutic behavior.

Aim: To analyze markers for assessment of stress response in AlS and to look
for an association with adverse clinical outcome.

Materials and methods: Prospective cohort study including 114 patients with
AlS, stratified according to BG at admission (admBG) and the presence of diabetes
mellitus (DM) - with normoglycemia (NG) (54,39%), SH (13,16%), previously diag-
nosed type 2 DM (T2DM) (23,68%) and newly diagnosed T2DM (ndT2DM) (8,77%).
Serum cortisol levels, as well as glycated hemoglobin (HbA, )-based glycemic vari-
ables (stress hyperglycemia ratio (SHR), modified SHR and glycemic gap) were evalu-
ated according to the severity of stroke and the prevalence of fatal outcome.

Results: Significantly higher fatality rate was recorded in the SH group (53,33%)
compared to NG (19,35%, p=0,0075) and T2DM groups (22,22%, p=0,0429). We
established significantly higher serum cortisol levels in SH group (1039+670,5,
p=0,0309), as well as in patients with a fatal outcome compared to survivors
(1056%573,5 vs. 607,2+285,3, p<0,0001). Additionally, we observed a significant
difference in cortisol level between different degrees of AlS severity (p=0,0006),
as well as a trend for its progressive increase with increasing the severity of stroke.
In contrast to admBG, glycemic variables reflecting relative hyperglycemia demon-
strated the highest values in the SH group. Both cortisol (r= 0,3924, p<0,0001) and
glycemic variables (SHR, r=0,3376, p=0,0004; modified SHR, r=0,3119, p=0,001;
glycemic gap, r=0,2678, p=0,051), but not admBG (r=0,1185, p=2196) showed
positive correlation with AIS severity at admission.

Conclusion: Serum cortisol level could be used to adequately assess the
severity of AIS and identify high-risk patients. HbA, -based glycemic variables are
better determinants of stress response than absolute BG value.

pegumcmBa Ha AedeHuemo ¢ uHcyauHoBa nomna cnpg-
0 mepanug ¢ MHozokpamHu uHcyauHoBu urxkekyuu

[apkoBa 1., YakbpoBa H., AumoBa P., IpozeBa I., TogopoBa A., TankoBa L|.
uHuka no Auabemonozus, Kamegpa no EHgokpuHoAo2ua, MeguuuHcku pakyamem,
eguuuHcku yHuBepcumem, Codpusa

70 XIl Hayuonasen Konzpec no engokpunoaozus, 2023



Diabetes

BwBegenue: [pe3 nocaegHume 50 20guHU, mexHOoAO2UYHUME UHOBauuu u
buouH>keHepcmBomo mpaHcopmupam u pazwupaBam mepaneBmuuHume 6b3-
MO>XHOCMU 3a AeveHue Ha 3axapeH guabem (3A) mun 1. Heobxogumo e u3caeg-
BaHe Ha npegumcmBama u Hegocmambuume Ha AeveHue C UHCYAuHoBa nomna
(L) cnpamo mepanua ¢ MHO2OKpamHu UHCYAUHOBU uHykekuuu (M), kakmo u Ha
noA3ume u edpekmume om npemuHaBaHemo Ha mepanus ¢ UHCyauHoBa nomna.

Lleau: Aa ce HanpaBu KomnaekcHa ougHka Ha mepaneBmuyHua epekm Ha
AeveHuemo ¢ UHcyauHoBa nomna Bbpxy 2AUKEMUYHUA KOHMPOA, YCAOXKHEHUAMA
Ha 3axapHua guabem, kadecmBomo Ha >kuBom u Hakou memaboAumHu nokasa-
meau B8 6bA2apcka nonyaauua Bb3pacmHu nauueHmu cbe 3A mun 1, HabAaogaBa-
HuU B eguH cneuuaAu3zupaH ueHMBP.

Mamepuar u memogu: B npoyuBaHemo ca BkaloueHu obwo 365 Bb3-
pacmHu Auua cbc 3A mun 1. B kpoc-cekyuoHHOmMo npoyuBaHe yyacmHuyume
ca pa3geaeHu 6 2 2pynu - 156 Ha AedeHue ¢ VI u 178 koHmpoau cbe 3A mun
1, npoBexxgawu mepanua ¢ M. B npocnekmuBHomo npoyuBane 144 nauu-

| eHma ca npocAaegeHu om HayaAomo Ha AeveHue ¢ VI u 43 Auua - om no-KbceH
momeHm. M3noazBaHume memogu BkatouBam aHkemu (BbnpocHuk Ha Kaapk 3a
oueHKka Ha yecmomama u ycema KbM Xxuno2aukemuu, BbnpocHuuyu 3a kavecmBo
Ha >kuBom u oueHka Ha genpecus), pu3zuKaAHU, AabDOPAMOpPHU U UHCMPYMEH-
maAHU u3zcaegBaHua.

Pe3yamamu: B 2pynama Ha nauueHmume Ha mepanua c VII'T cnpamo MU
ce ycmanoBaBam 3Ha4yumo no-Hucku cmouHocmu Ha HbA, (7,3% cnpamo 8,2%)
u CV (27,2% cnpamo 34,7%), Kakmo U No-HUCKa Yyecmoma Ha Xunoz2Aukemuu u
no-Hucku 6a3aAaHu uHcyauHoBu go3u (18.2E cnpamo 22E). INpu npocaegaBaHe Ha
nauueHmume Ha AeveHue ¢ M 3a ueaua u3zcaegBaH nepuog ce ycmarHoBaba 3Ha-
4umo noHwkeHue Ha HbA, ¢ 0,9%, Ha CV c 11,05%, noBuwerue Ha TIR ¢ 12,6%,
nogobpeHue Ha kauecmBomo Ha >xuBom ¢ 9,12 mouku, noHuxxeHue 6 yecmoma-
ma Ha AekUu U MeXKU XUNO2AUKEMUU U NOoHUXXeHue Ha 6a3aaHume uHcyAauHoBu
go3u c 2E. NMogobpeHuemo B uzcaegBaHume nokazameau ce ycmaHoBaBa paHo
- Mmexkgy 1-u u 6-u mecey, om npocaegaBaHemo.

3akaoyenue: AeueHuemo ¢ I Bogu go nogobpeHue u cmabuau3zupaHe
Ha 2AUKEMUYHUA KOHMPOA, NOHUXKEeHUe Ha 2AloKo3Hama BapuabuaHocm, nogo-
OpeHue B kauecmBomo Ha »kuBom u noHuXkeHue Ha uHcyauHoBume go3u, Kamo
epekmbm HacmbnBa paHoO cAeg UHUUUUPaHe Ha Mepanuama.
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vantages of Insulin Pump Therapy over Therapy
th Multiple Daily Injections

rkova P., Chakarova N., Dimova R., Grozeva G., Todorova A., Tankova T.
ic of Diabetology, Department of Endocrinology, Faculty of Medicine,
ical University, Sofia

Introduction: Over the past 50 years, technological innovation and bioen-
gineering have transformed and expanded therapeutic options for the treatment
of type 1 diabetes mellitus (TTDM). Research is needed on the advantages and
disadvantages of insulin pump therapy (CSll) versus multiple daily injection (MDI)
therapy, as well as the benefits and effects of switching to insulin pump therapy.

Purpose: To make a comprehensive assessment of the therapeutic effect
of treatment with an insulin pump on glycemic control, complications of diabetes
mellitus, quality of life and some metabolic parameters in a Bulgarian population of
adult patients with TTDM treated in a specialized center.

Material and methods: A total of 365 adults with type 1 DM were included
in the study. In the cross-sectional study, the participants were divided into 2 groups
- 156 treated with CSIl and 178 controls with TTDM, undergoing MDI therapy. In
the prospective study, 144 patients were followed up from the start of CSII treat-
ment and 43 individuals - from a later time point (n=43). The methods used included
surveys (Clark,s questionnaire to assess the hypoglycemia frequency and aware-
ness, quality of life questionnaires and depression assessment), physical, laboratory
and instrumental studies.

Results: Significantly lower HbA, (7,3% vs. 8,2%) and CV (27,2% vs. 34,7%)
values, as well as a lower frequency of hypoglycemia and lower basal insulin levels
(18,2E vs. 22E) were found in the group of patients on CSII therapy compared to
MDI. During the follow-up of the patients treated with CSII for the entire studied
period, a significant decrease in HbA, by 0,9%, CV by 11,05%, an increase in TIR
by 12,6%, an improvement in the quality of life by 9,12 points, a decrease in the
frequency of mild and severe hypoglycemia and lowering of basal insulin doses by
2E were observed. The improvement in the studied parameters is established early
- between the 1st and 6th month of follow-up.

Conclusion: Treatment with CSIl leads to improvement and stabilization of
glycemic control, reduction of glucose variability, improvement in quality of life and
reduction of insulin doses, with the effects occurring early after initiation of therapy.
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BumamuH B12 cmamyc B bbazapcka nonyaayug na-
uueHmMu cbc 3axapeH guabem mun 2

Yakwvpoba H., AumoBa P, IpozeBa I., TogopoBa A., CepgapoBa M., TankoBa T.
KauHuka no Auabemoaozua, Kamegpa no EHgokpuHoaozun, MeguuuHcku (Dakyamem,
MeguuuHcku YHuBepcumem, Codpusa

BwBegeHue: Tepanuama ¢ memgopmuH moxke ga goBege go gepuuum Ha
BumamuH B12, nopagu koemo ce npenopbuBa moHumopupaHe Ha HuBomo Ha
B12 npu nauueHmume, npoBe>kgawu makoBa AeyeHue.

Lleama Ha npoyuBaHemo e ga ce uzcaegBa HuBomo Ha BumamuH B12 6
ObA2apcka nonyaayua hayueHmu Cbe 3axapeH guabem mun 2.

Mamepuar u memogu: V3cregBaru ca 308 navyueHmu (170 mbxxe u 138
»KeHu), Ha cpegHa Bb3pacm 60,3 = 10,4 2oguHu, cpegeH VTM 32,0 £ 5,9 ke/m?
u cpegHa gaBHocm Ha 3aboaaBanemo 12,87 * 8,34 2oguHu. BumamuH B12 e us-
caegBaH 6 cepym no eH3umHocBbp3aH umyHocopbeHmeH memog. 3a gepuyum
ca npuemu HuBa nog 150 pmol/l, a 3a Hucko-HopmaaHu HuBa - guana3zoHa 150-
221 pmol/Il.

Pesyamamu: Aecbuuum Ha BumamuH B12 ce ycmaHoBaBa npu 34% om
u3zcaegBaHama nonyaauuq, HUCKO-HOpMaAHU HuBa - npu 28%, u HopmaAHu HuBa
- npu 38%. C gecpbuuum Ha BumamuH B12 ca 37,7% om nayueHmume, npuemawu
memdopmuH u 18% om Henpuemawume memgopmuH. CpegHomo HuBo Ha Bu-
mamuH B12 8 2pynama ¢ npuem Ha memgpopmuH e 178 pmol/l, a 6 epynama 6e3
npuem - 235 pmol/l (p=0,006). HuBomo Ha BumamuH B12 kopeaupa cbc cpegHa-
ma go3a Ha memopmuH (r=-0,18, p=0,005) u He KopeAupa C NPOYHLAXKUMEAHOC-
mma Ha npuem. Bcako nokauBaHe Ha go3ama Ha memdopmuH ¢ 250 me, yBeauya-
Ba pucka 3a B12 gecpuuum c 15 % (p=0,005).

U36ogu: Okoro egHa mpema om hauueHmume CbC 3axapeH guabem mun
2 ca c gecpuyum Ha BumamuH B12, a gpyea egHa mpema e ¢ HUCKO-HopmaAHU HuBa,
Koemo He u3katouBa gecpuyum. Aedpuyumsbm Ha BumamuH B12 e gBa nbmu no-
yecm npu nauyueHmume, npuemawu memapopmuH. OcHoBHuam cakmop, cBop-
3aH C HaAuyuemo Ha B12 gecpuyum, e gozama Ha memdopMuH, kamo 3a Bceku
250 me yBeauyeHue Ha go3ama, puckbm om gedpuyum HapacmBa ¢ 15%.
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itamin B12 Status in a Bulgarian Population with
ype 2 Diabetes

hakarova N., Dimova R., Groseva G., Todorova A., Serdarova M., Tankova T.
linic of Diabetology, Department of Endocrinology, Faculty of Medicine,
edical University, Sofia

Background: Metfomin is associated with vitamin B12 deficiency and monitor-
ing of B12 levels is recommended in metformin-treated patients. The aim of the study
was to assess vitamin B12 levels in a Bulgarian population of type 2 diabetes patients.

Material and methods: 308 type 2 diabetes patients (170 males, 138 fe-
males), of mean age 60,3 £ 10,4 years, mean BMI 32,0 £ 5,9 kg/m? and mean du-
ration of diabetes 12,87 £ 8,34 years, were enrolled. Serum levels of vitamin B12
were measured by enzyme-linked immunosorbent assay. Deficiency was defined
as serum level of B12 below150 pmol/l while levels in the range of 150-221 pmol/I
were considered low-normal.

Results: B12 deficiency was present in 34% of the study population, 28% had
low-normal levels and 38% had normal levels. B12 deficiency was present in 37,7%
of the patients taking metformin and in 18% of those not on metformin. The mean
level of B12 was 178 pmol/l in the metformin group, and 235 pmol/l in the group not
taking metformin (p=0,006). B12 level correlated with the mean dose of metformin
(r=-0,18, p=0,005) and did not correlate with the duration of therapy. Each 250 mg
increase in metformin dose increased the risk of B12 deficiency by 15% (p=0,005).

Conclusions: About one third of patients with type 2 diabetes have B12 de-
ficiency and another third have low-normal levels that do not exclude deficiency.
Vitamin B12 deficiency is twice as common among patients taking metformin. The
major factor related to B12 deficiency is metformin dose - each 250 mg increase of
the dose increases the risk of deficiency by 15%.

umamuH A cmamyc npu hayueHmu ¢ guabemHa
oAuHeBponamug u guabemHo cmbnano

ogopoBa A., AumoBa P., YakepoBa H., CepgapoBa M., IpozeBa I,
|apkoBa 1., TankoBa L].

UHUKa no guabemonozug, Kamegpa no eHgokpuHoOAO2uA, MeguuUHCKU ghakyamem,
eguuuHcku YHuBepcumem, Codpun
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BwvBegenue: BumamuH A u HezoBume naedlomponHu edpekmu nopaxkgam
cepuo3eH uHmepec cpeg uzcaregoBameaume npe3 nocaegHume 20guHU, HO NO-
HacmoAawem uma ockbgHu u npomuBopeuuBu gaHHu 3a Bb3morkHama Bpb3ka
mexkgy BumamuH A cmamyca u Haauduemo U meXKecmma Ha XPOHUYHU YCAOXKHE-
HUA npu 3axapeH guabem mun 2, 8 yacmHocm guabemHo cmbnaao.

Llea: Llea Ha Hacmoawomo npoyuBaHe e ga ce HanpaBu oueHka Ha Buma-
MUH A cmamyca npu nauueHmu CbC 3axapeH guabem mun 2 ¢ guabemHa NOAUHe-
Bponamua u guabemHo cmbnaao.

Mamepuaa u memogu: 13caegBaHu ca 06wo 256 yyacmHUUU CbC 3axapeH
guabem mun 2, Ha cpegHa Bb3pacm 59,110 2oguHu, cbe cpegeH MTM 31,416,3
ke/m? u cpegHa eGFR > 45 ml/min/1,73m?, pa3geaeHu 68 mpu 2pynu - 87 Auua c
a36a Ha cmbnaromo (45 c u 42 6e3 akmuBHa uHgekyua), 106 ¢ nepugepHa NOAU-
HeBponamusa u 63 6e3 XPOHUUHU YCAOXKHEHUA Ha 3axapHua guabem. Haauduemo
Ha guabemHa noauHeBponamus e ougHeHo upe3 u3zcaegBaHe Ha noBbpxHOCMHa
cemuBHocm ¢ 10g moHouArameHm, BubpauuoHeH ycem ¢ kKamepmoH Ha Rydel-
Seiffer 128Hz u memnepamypHa guckpumuHauua. CepymHomo HuBo Ha 25(OH)D
e uzmepeHo no ECLIA memog.

Pesyamamu: CpegHomo HuBo Ha 25(OH)D 8 u3zcaregBanama koxopma e
12,6 He/mA (IQR 9,3-17,6). C HUBo Ha gocmambuyHocm ca camo 3% om u3cAeg-
BaHume nayueHmu. HegocmamubuHocm ce ycmanoBaBa npu 22% om yyacmHuu-
uume 6e3 ycaoxxHeHua, 14% om nayueHmume ¢ guabemua noauHeBponamusa u
npu 13% om yyacmHuuume ¢ guabemHo cmwvnaao. C gecpuuum Ha BumamuH A
ca 74% om yyacmHuuyume 6e3 ycaoxkHeHus, 83% om me3u c guabemHa noaAu-
HeBponamua u 85% om nauueHmume ¢ guabemHo cmbnano. B 2pynume ¢ gu-
abemna noauHeBponamua u guabemHo cmbnaao ce ycmaHoBaBa 3Hayumo no-
Hucko HuBo Ha 25(OH)D 6 cpaBHeHue ¢ 2pynama 6€3 XpOHUUHU YCAOXKHEHUS,
cbomBemno p=0,031 u p=0,001. He ce ycmaHoBaBa cuecHugukaHmMHa pa3Auka
8 HuBomo Ha 25(OH)D mexkgy epynume ¢ guabemHo cmbnaao u ¢ nepugepHa
noAuHeBponamusa, Kakmo meXKgy nogepynume ¢ guabemHo cmbnaao ¢ u 6e3
gaHHU 3a akmuBHa uHekuyua, Kakmo u nogzpynume ¢ u 6e3 nepugepHa Cbgo-
Ba 6oaecm.

3akayenue: peobragaBawama yacm om nauueHmMume CbC 3axapeH
guabem mun 2 ca ¢ HuBo Ha BumamuH A nog npaza Ha gocmMambYHOCM, KamO
HaAuvuemo Ha guabemHa noauHeBponamusa u guabemHo cmbhaAo ce acouuupa
¢ gonbAHUMeAHo BrowaBaHe Ha BumamuH A cmamyca.
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itamin D Status in Patients with Diabetic Polyneuro-
thy and Diabetic Foot

dorova A., Dimova R., Chakarova N., Serdarova M., Grozeva G.,

arkova P., Tankova T.
nic of Diabetology, Department of Endocrinology, Faculty of Medicine,
dical University, Sofia

Introduction: Vitamin D and its pleiotropic effects have been drawing inten-
sive research interest in recent years, but there are scarce and conflicting data on
the possible relationship between vitamin D status and the presence and severity of
T2D complications, especially diabetic foot ulceration.

Aim: Aim of this study is to assess vitamin D status in patients with type 2
diabetes with diabetic polyneuropathy and diabetic foot ulcers.

Material and methods: A total of 256 participants with type 2 diabetes, of
mean age 59,1£10 years, mean BMI 31,4%6,3 kg/m? and mean eGFR > 45 ml/
min/1,73m?, were evaluated, divided into three groups - 87 participants with
diabetic foot ulcer (45 with and 42 without active infection), 106 with peripheral
polyneuropathy and 63 without chronic diabetes complications. Presence of di-
abetic polyneuropathy was assessed by 10g monofilament, Rydel-Seiffer 128Hz
tuning fork and temperature discrimination. Serum 25(OH)D was assessed by
ECLIA method.

Results: Median level of 25(OH)D was 12,6 ng/ml (IQR 9,3-17,6 ng/ml) in
the studied cohort. Only 3% of the assessed patients had sufficient levels. Insuffi-
ciency was diagnosed in 22% of participants without complications, in 14% of the
patients with diabetic polyneuropathy, and in 13% of the participants with diabetic
foot. Vitamin D deficiency was diagnosed in 74% of the participants without com-
plications, 83% of those with diabetic polyneuropathy and 85% of patients with di-
abetic foot. The group with peripheral neuropathy and the diabetic foot ulcer group
demonstrated lower 25(OH)D level in comparison to participants without compli-
cations, respectively - p=0,031 and p=0,001. There was no difference in 25(OH)D
level between the diabetic foot ulcer group and the peripheral neuropathy group, as
well as between diabetic foot subgroups with and without active infection, as well
as subgroups with and without peripheral artery disease.

Conclusion: The majority of patients with type 2 diabetes are with vitamin D
levels below the threshold of sufficiency and the presence of diabetic polyneuropa-
thy and diabetic foot is associated with further deterioration of vitamin D status.
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' problems in metabolic disorders

3gpabuu npobremu npu memaboAumHu HapyuwieHuA

pesucmeHmHocm npu HeaAkoXoAHa
ogpobHa bonecm

Huua , Ao3eHeu,,, MeguuyuHcku hakyamem,
em,, Cocpun

HeankoxoAHama macmHa yepHogpobHa 6orecm (HAMYB) e komnaekcHO
3aboanBaHe, gbakawo ce Ha B3aumHocBbp3aHu hpakmopu om okoAHama cpega
u 2eHemuyHa npegucno3uuun. 3aboraBaHemo e Hal-4ecmo cpewaHomo YepHOg-
pobHO cmpagaHue 8 3anagHume cmpaHu u HeezoBama yecmoma HapacmBa napa-
AeAHo ¢ noBuwabBaHe paznpocmpaHeHuemo Ha 3amabcmaBaHemo. VMHcyauHoBa
pe3zucmeHmuocm (MP), AunomokcuuHocm u Bb3naaumeaHu npouecu yyacmBam 6
namozeHe3ama Ha HAMYb. Bucokomo HuBo Ha cBobogHu macmHu KUCEAUHU NPO-
Momupa mMoKCU4YHOCM, uHcyauHoBama pe3zucmeHmHocm u Bb3naseHue, KOUMO
om cBoa cmpaHa noBuwaBam AunoAuzama u ek3auepbupam AUNOMOKCUYHOCM-
ma. Hewo noBeue, P u Bb3narumeaHume npougecu oopmupam nopoyeH Kpve, 6
Kolmo Bcako egHO cbcmoaHue npomomupa ocmaHaaume u Bogu go BaowaBaHe
Ha HAMUYb. MHcyauHoBama pe3ucmenmHocm uzpae ocHoBHa poaa 6 namozeHesa-
ma Ha HAMYb. MHoz0o npoyuBaHua gemoHcmpupam Bpb3zkama mexxgy HAMYB,
uHcyauHoBama pe3zucmeHmocm, 3axapHua guabem u memaboAumMHUA CUHGPOM.

B Hacmoawua momeHm, mepanuama Ha HAMYb ce 6a3upa Ha npomaHa cmu-
Aa Ha »kuBom, BrkatouBawa Kopekuua Ha XpaHuMeAHUa pexkum, noBuweHa gu3zuve-
cka akmuBHocm u hapmakorozuvuHa uHmepBeHuua. C gemadau3zupaHe namozeHe-
3ama Ha HAMUYb, Hakou uHmepecHu HoBu nogxogu 6 mepanuama 06axa BbBegeHu.
ToBa BkarouBa uznoazBaHemo Ha aHMUOKCUgAHMU, NPOOBUOMUUU U HAKOU KAACO-
Be npoguBoguabemHu cpegcmBa. OcHoBHa hapmakoAroz2uuHa mepanua BkatouBa
UHCYAUH-o4yBcmBumeau kamo memdopmuH U 2AumaszoHu. [MpuaoXkeHuemo Ha
Semaglutide npu nauueHmu ¢ HeaakoxoAaeH cmeamo3seH xenamum (HACX) noka3zBa
3HaYUMeAHO NnogobpeHue Ha pubpo3ama u pemucusa Ha 3aboraBaHemo. Tirzepatide,
Kolmo e megukameHm ¢ gBouHo geticmBue -GIP u GLP-1 peuenmopeH a2oHucm,
Ccu2HUPUKAaHMHO pegyuupa buomapkepume, cBbpzaHu ¢ HACX u noBuwaBa aguno-
HeKmMuHa Npu nauueHmMu cbe 3axapeH gubem mun 2 u HACX. B momeHma ce pasz-
pabomBam hapmakoAO2UYHU a2eHMU, HACOYEHU KbM AUNO2EHEMUYHUME EeH3UMU
kamo acetyl-CoA carboxylase u fatty acid synthase 3a AeueHue Ha HAMUY.
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Insulin Resistance in Nonalcoholic Fatty Liver Disease
Petkova M.

University Hospital ,Lozenetz”, Medical Faculty, Sofia University, Sofia

Nonalcoholic fatty liver disease (NAFLD) is a complex disease, affected by
inter-related environmental factors and genetic predisposition. The disease is the
most frequent liver disease in Western nations. It is increasing worldwide, parallel-
ing the increase of obesity. Isulin resistance (IR), lipotoxicity and inflammation are
involved in the disease process. Lipotoxicity promotes inflammation and IR, which
in turn, increase adipocyte lipolysis and exacerbates lipotoxicity. Furthermore, IR
and inflammation form a vicious circle, with each condition promoting the other
and accelerating the development of NAFLD in the presence of lipotoxicity. Insulin
resistance plays a major role in the pathogenesis of NAFLD. Thus, the association
between NAFLD and insulin resistance, diabetes mellitus, and metabolic syndrome
has been reported in many studies.

Currently, the management of NAFLD is based on lifestyle modification, such
as diet and physical activity, and pharmacological intervention. As the understand-
ing of NAFLD pathophysiology furthers, some interesting novel approaches to treat-
ing NAFLD are emerging, such as antioxidants and probiotics. One main pharma-
cological therapy is insulin-sensitizing drugs, including metformin and glitazones.
Semaglutide in patients with NASH showed significant improvement of fibrosis and
resolution of NASH. Tirzepatide, a dual GIP and GLP-1 receptor agonist used for
the treatment of type Il diabetes in adults, significantly decreased NASH-related bio-
markers and increased adiponectin in patients with T2DM. Pharmacological agents
targeting lipogenic enzymes, such as acetyl-CoA carboxylase fatty acid synthase are
under investigation for treatment of NASH.

3amabcmgaBaHe u MemaboAumHo acoyuupaHa
MacmHa YyepHogpobHa boaecm

boxeBa X.

KAauHuka no eHgokpuHoaoz2ua, MV - MBP, Cocpusn
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3amabcmaBaHemo e Bogew, puckoB akmop 3a HeaAKOXOAHama cmea-
mo3Ha 6orecm (HACB). Ta npegcmaBasBa egHa om popmume Ha eKMoNUYHO
mMacmHo HampynBaHe u ce xapakmepu3upa C HaAU4UEemMo Ha MacmHa UHpuAmMpa-
uua B >5% om xenamouumume Npu AuNca Ha 3HaYUMeAHa NPOgbAXKUMEAHA KOH-
cymauuna Ha aAKOXOA U/UAU gpyau uzBecmHu npuduHu 3a YepHogpobHo 3aboraBa-
He. HACbB e Hal-yecmomo 3aboAaBaHe Ha yepHua gpob B cBema. Hecmomama u
HapacmBa ycnopegHo ¢ yBeauyaBare Ha 3amabcmaBaHemo u 3axapHua guabem
mun 2. Hackopo nybaukyBaH mema-aHaau3 68 The Lancet Gastroenterol Hepatol
(2022) nocouBa yecmoma 6 obwama nonyaauusa 32,4%, Ho gocmuea 50% go
90% npu uHguBugu cbc 3amabcmaBaHe u 3axapeH guabem mun 2. Bb3 ocHoBa
Ha Hackopo nybAukyBaHume HacoKU 3a KAUHUYHama npakmuka Ha The American
Association of Clinical Endocrinology (2022), kauHuuucmume mpa66a ga umam
Bucoka cmeneH Ha nogo3peHue 3a HACB npu xopa cbc 3amabcmaBaHe, mema-
6oAaumeH cuHgpom, npeguabem uAu 3axapeH guabem mun 2, 3a KOUMoO e ycma-
HoBeHo, ue umam obpa3HU gaHHU 3a YyepHogpobHa cmeamo3a u/uAu NOCMOAHHO
noBuweHu naazmeHu HuBa Ha amuHompaHcgepa3zume 3a noBeye om 6 meceua.
HaBpemeHHama guazHo3a u AedeHue ca MHO20 BaxkHu nopagu Bucokua puck om
npozpecun KbM HEAAKOXOAEH cmeamoxenamum u yupo3a. [1pe3 2020 2. mex-
gyHapogHa 2pyna ekcnepmu-xenamoaAo3u om 22 cmpatu B8b8exxgam HoBa mep-
muHoroz2ua om HACH Ha cBbp3aHa ¢ memaboAumHa gucyHKUUA macmHa vep-
HogpobOHa boAaecm (metabolic dysfunction-associated fatty liver disease - MAFLD).
ExcnepmHama 2pyna npegaaza u guazHOCMUYHU Kpumepuu 3a nocmaBaHe Ha gu-
azHo3ama MAFLD: kozamo ce kombuHupa macmeH YepeH gpob ¢ (1) HagHopmeHO
meaao/3amabecmaBaHe, (2) 3axapeH guabem mun 2 uau (3) gBe uau noBeue mema-
60AUMHU aHOoMaAuu (xunepmoHua, HampynBaHe Ha BucuepasHa ma3HuUHa, Hapy-
WieHa 2AI0KO3Ha pea2yrauun, gucAunugemus) Npu nayueHm ¢ HOPMAAHO MEAeCHO
meznro. HoBama mepmuHoAo2ua ce npegaaza hopagu HampynaHume mHo200poU-
HU gokazameAacmBa 3a 3HaveHuemo Ha memaboAaumHama gucyHkuua 6 namo-
2eHe3ama Ha MacmHoOmMo YepHogpobHo 3aboaaBaHe. Emo 3awo mexkgyHapogHu
ekcnepmu om noBeue om 135 cmpaHu no cBema nognucaxa cnopa3ymeHue 3a
2An0banHO 0ogobpeHue Ha HoBama mepmuHoaozua. OzpomeH 6pol nybAaukauuu B
nocaegBawume 2 20guHu nocovuxa no-Bucokama kopeaauua Ha MAFLD ¢ pucka
om uepHogpobHa ubpo3a, xenamoueAyrapeH KapuuHoOmMm, CbpgeuHo-cbgoBo u
6bbpeuHo 3aboanaBaHe. OuakBaHuama ca HoBume guazHOCMUYHU KpuMepuu U
opueHmupaH Kbm memaboAu3zma NOGxXog CNPAMO MacmHama 4yepHogpobHa b6o-
Aecm ga gage no-gobpa npo2HOCMuUYHa CMOUHOCM NO OMHOWEHUE Ha YCAOXKHe-
HUAMA, @ CbWO NO-PAHHO U KOMNAEKCHO AeYeHUe.
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Obesity and Metabolic Dysfunction-Associated Fatty
Liver Disease

Boneva Zh.

Clinic of Endocrinology, Medical Institute — Ministry of Interior, Sofia

Obesity is a leading risk factor for non-alcoholic fatty liver disease (NAFLD).
It represents one form of ectopic fat accumulation and is characterized by the
presence of fatty infiltration in >5% of hepatocytes in the absence of significant long-
term alcohol consumption and/or other known causes of liver disease. NAFLD is the
most common liver disease in the world. Its incidence is increasing in parallel with
the prevalence of obesity and type 2 diabetes mellitus. A recently published meta-
analysis in The Lancet Gastroenterology Hepatology (2022) indicates an incidence
in the general population of 32,4%, but reaches 50% to 90% in obese individuals
(depending on its degree) and up to 65% in people with type 2 diabetes. Based on
the recently published clinical practice guidelines of The American Association of
Clinical Endocrinology (2022), clinicians should have a high degree of suspicion for
NAFLD in people with obesity, metabolic syndrome, prediabetes, or type 2 diabetes
mellitus who are found to have imaging evidence of hepatic steatosis and/or
persistently elevated plasma aminotransferase levels for more than 6 months. Timely
diagnosis and treatment are very important because of the high risk of progression
to non-alcoholic steatohepatitis and cirrhosis. In 2020, an international group of
expert hepatologists from 22 countries introduced a new NAFLD terminology of
metabolic dysfunction-associated fatty liver disease (MAFLD). The expert group
also proposed diagnostic criteria for the diagnosis of MAFLD: when fatty liver is
combined with (1) overweight/obesity, (2) type 2 diabetes mellitus, or (3) two or
more metabolic abnormalities (hypertension, visceral fat accumulation, impaired
glucose regulation, dyslipidaemia) in a patient with normal body weight. The new
terminology is proposed because of the accumulated abundant evidence for the
significance of metabolic dysfunction in the pathogenesis of fatty liver disease. That
is why international experts from more than 135 countries around the world signed
an agreement on the global approval of the new terminology. A large number of
publications in the subsequent 2 years indicated the higher correlation of MAFLD
with the risk of liver fibrosis, hepatocellular carcinoma, cardiovascular and renal
disease. The expectation is that the new diagnostic criteria and a metabolism-
oriented approach to fatty liver disease will give a better prognostic value in terms
of complications, as well as earlier and complex treatment initiation.
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ama, kpeamuHuHbm, eGFR u yepHo-
bpo3a ca Bogewu npuyuHu 3a pasBu-
geyHa HegocmambyHocm npu boAHume

oAecm mun 2

06 1., TpugponoBa b., MexoBa P, TymbareBa M.,
eBa M., Cepaghumo@ H.

Ao2usg, YHuBepcumemcka 6oaHuua Copuameg, MeguuaHcku da-
uBepcumem ,CBemu Kaumenm Oxpugceku”, Copun; KauHuka no
memcka boaHuua Cocpuameg, MeguuaHcku cpakyamem, Cocputicku
Kaumenm Oxpugcku”, Cogusn

MemaboArumHomo cbpgeuHo npemoBapBaHe npu 3axapeH guabem Bogu
go: 1. HapyweHua Ha KAembyHume UoHHU HuBa - TNa*; 2. eHepaulHU Hapyuwe-
Hus; 3. npekomepHa ROS npogykuus; 4. Bb3naseHue. Teu pakmopu npegu3Buk-
Bam eHgomeAHa, MUMOXOHgPUAAHA, KOHMPAKMUAHA gUCPYHKUUA U KAEMbYHA
cMbpm, kKoumo ca Haauue npu CbpgeuHa HegocmambuHocm (CH).

Llea: Aa ce ymouHu yecmomama Ha CH u Bpb3kama U ¢ pa3auvuHu obuyad-
HU MemaboAumHU HapyweHua npu 60AHU cbe 3AT2 nocaegoBameAaHo nocmbnu-
AU B8 KauHuka no eHgokpuHoaozua, YMBAA Coguameg.

Mamepuana: V3caegBaru ca 50 60AHU cbe 3AT2 (25 mbxke u 25 »eHu), Ha
cpegHa Bb3pacm 60,616,7 2. (30-73 2.); cpegHa gaBHocm Ha 3AT2 - 7,916,1 2.
(1-25 2.); 96% (48/50) ca cbc 3amabecmaBaHe, cpegeH BMI - 37,68+7,9 kg/m?;
96% (48/50) ca ¢ XunepmoHua, nog AeveHue; Bcuyku ca Ha nepopaaHa mepanus
(Met-92%, SU-64%, DPP-4i-14%, SGLT-2i-18%, +insulin-6%).

Memogu: 13mepeHu ca me2Ao U pbcm, uzducaeH e BMI; usmepeHo e apme-
puaaAHOmMo HaaazaHe 8 cegHaao noAoxkeHue caeg 5 muHymu B nokou. Bzema e Be-
HO3Ha KpbB 3a onpegersHe Ha GuoxumuuHu nokazameau - HBA , kpbBHa 3axap,
KpeamuHUH, NUKOYHAa KUCEeAUHa, YepHOgpPoOHU eH3umu. M3uucaeH e eGFR (MDRD).
MpoBegeHa e kapguoAao2uYHA KOHCYAMauua ¢ exokapguozpadua. OueHkama e Ha-
npaBeHa cvaaacHo NMpenopbkume Ha AHA/ACC/HFSA 3a cbpgeuHa Hegocmamby-
Hocm (2022 2) - HFrEF (HF with reduced EF) <40%; HFmrEF (HF with mildly reduced
EF) 41-49%; HFpEF (HF preserved EF) >50%. Cb2AacHO pe3yamamume om exokapgu-
oepachuama 3a onpegeaaHe Ha opakuuama Ha uzmaackBare (D), boaHumMe ca pas-
geneHu Ha gBe 2pynu: 1. ¢ HopmaaHa DU >50% (n-45) u 2. ¢ HamareHa DU <40% u
DU 41-49% (n-5). 13noa3BaH e Fibrosis-4 (FIB-4) Calculator 3a koanusecmBeHa ougeHka
pa3mepa Ha pubpozama B uepHua gpob (namoao2uvHU cmodHocmu Hag 1.3).
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Pezyamamu: Haauue e 3Hauyuma pa3auka 8 pazmepa Ha DUV (meanxSD)
mexkgy gBeme 2pynu 60AHU 59,214,73% (n-45) cpewy 39,417,94% (n-5), p<0,001.
Hama 3Hauuma pa3zauka 866 Bvb3pacmma Ha gBeme 2pynu ¢ HOpmaAHa u Hama-
reHa OU. Auabemuuume ¢ HopmarHa DU ca ¢ gBa nbmu no-maska NPOYbAXKU-
meAHOCM Ha guabema, HO nopagu maskuam O6pold 60AHU ¢ HamareHa DU (n-5),
He ce Hamepu 3Hayuma pa3zauka (13,0+6,6 cpewy 7,3+5,25, NS). He ce gokasza
Bpb3ka mexxgy pazmepa Ha O u HbA, pecn. BMI (Bcuuku 60aHu ca B memabo-
AUMHA gekomneHcauua u cbc 3amabcmabare). HopmaaHo HuBo Ha LDL-chol ce
ycmaroBu npu 60% om guabemuuume om gBeme 2pynu. Aoka3a ce 3Havuma
pazauka B8 HuBomo Ha lNukouyHama KuceAuHa mexkgy gBeme 2pynu ¢ HOpmaAHa
u HamaneHa OU - 369,3+£105,13 cpewy 491,6£75.31, p<0,01. Cowama 3Ha4yuma
pa3Auka ce ycmaHoBu u no omHoweHue Ha KpeamuHuHa - 88,02+31,00 cpe-
wy 139,6x30,15, p<0,001, kakmo u 3a eGFR - 78,55+20,38 cpewy 50,64+12,07,
p<0,001. INMpu 27,7% om 6oaHume c HopmarHa DU FIB-4 e Hag 1,3, gokamo npu
6oaHume ¢ HamareHa DU FIB-4 Hag 1,3 e npu 60%, p<0,02.

3akaroyeHue: [1pu 10% om 6oAHUMe ¢ Auabem mun 2 e HaAuue CbpgeyHa
HegocmambyHocm B Hawua mamepuaA. MHO20 CUAHa U 3HaYuma e poAama Ha
NUKOYHamMa KuceAuHa, KpeamuHuHa, eGFR u yuepHogpobHama cubpo3a 3a pa36u-
muemo Ha CH npu 6oAHUMe ¢ guabem mun 2.

Hyperuricemia, Creatinine, eGFR and Liver Fibrosis are
Leading Causes of Heart Failure in Patients with Diabe-

tes Mellitus Type 2

Borissova A-M., Vlahov Y., Trifonova B., Mekova R., Tumbaleva M., Tasheva I.,

Miletieva M., Serafimov N.

Clinic of Endocrinology, University Hospital Sofiamed, Faculty of Medicine,

Sofia University ,St. Kliment Ohridski“, Sofia; Cardiology Clinic, University Hospital Sofiamed,
Faculty of Medicine, Sofia University ,St. Kliment Ohridski“, Sofia

Metabolic cardiac overload in diabetes leads to: 1. disorders of cellular ion
levels - ™Na*; 2. energy disorders; 3. excessive ROS production; 4. inflammation.
These factors induce endothelial, mitochondrial, contractile dysfunction and cell
death that are present in Heart Failure (HF).

Aim: To specify the frequency of HF and its relationship with various com-
mon metabolic disorders in patients with DMT2 consecutively admitted to the Clin-
ic of Endocrinology, UMBAL Sofiamed.

Material: 50 patients with T2DM (25 men and 25 women) were studied,
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with an average age of 60,6£6,7 years (30-73 years); average statute of limitations
of DMT2 - 7,916,1 years (1-25 years); 96% (48/50) are obese, average BMI -
37,68%7,9 kg/m?; 96% (48/50) have Hypertension, under treatment; all are on oral
therapy (Met-92%, SU-64%, DPP-4i-14%, SGLT-2i-18%, +insulin-6%).

Methods: Weight and height were measured, BMI was calculated; blood
pressure was measured in a sitting position after 5 minutes of rest. Venous blood
was taken to determine biochemical indicators - HbA, , blood sugar, creatinine,
uric acid, liver enzymes. eGFR (MDRD) was calculated. Cardiology consultation
with echocardiography was performed. The assessment was made according to
the AHA/ACC/HFSA Recommendations for Heart Failure (2022) - HFrEF (HF with
reduced EF) <40%; HFmrEF (HF with mildly reduced EF) 41-49%; HFpEF (HF pre-
served EF) >50%. According to the results of the echocardiography to determine
the ejection fraction (EF), the patients were divided into two groups:

1. with normal EF >50% (n-45) and

2. with reduced EF <40% and EF 41-49% ( n-5). The Fibrosis-4 (FIB-4) Calcula-
tor was used to quantify the amount of fibrosis in the liver (pathological values
above 1,3).

Results: There was a significant difference in the size of EF (mean£SD) be-
tween the two groups of patients 59,2+4,73% (n-45) vs. 39,4+7,94% (n-5), p<0,001.
There was no significant difference in the age of the two groups with normal and
reduced EF. Diabetics with normal EF had twice the duration of diabetes, but due
to the small number of patients with reduced EF (n-5), no significant difference was
found (13,0£6,6 y vs. 7,3%5,25 y, NS). No relationship between the size of EF and
HbA, _resp. BMI (all patients are in metabolic decompensation and obese). A nor-
mal level of LDL-chol was found in 60% of diabetics in both groups. A significant
difference in the level of uric acid was demonstrated between the two groups with
normal and reduced EF - 369,3£105,13 vs. 491,6x75,31, p<0,01. The same signifi-
cant difference was found for creatinine - 88,02£31,00 vs. 139,6+30.15, p<0,001,
as well as for eGFR - 78,55+20,38 vs. 50,64+12,07, p<0,001. In 27,7% of patients
with normal EF FIB-4 was over 1,3, while in patients with reduced EF FIB-4 was over
1,3 in 60%, p<0,02.

Conclusion: 10% of patients with Diabetes mellitus type 2 have heart failure
in our material. The role of uric acid, creatinine, eGFR and liver fibrosis in the devel-
opment of HF in patients with Diabetes mellitus type 2 is very strong and significant.
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Ouenka Ha HeankoxonHa yepHOgpobHa cmeamosHa
boaecm c pasAauyHU guazHOoCMuUYHU MemMogu npu

Bb3pacmHu cbc 3axapeH guabem mun 1
Cepgapoba M., AumoBa P., TogopoBa A., YakvpoBa H., TankoBa L].

KauHuka no Auabemoaozus, Kamegpa no eHgokpuHoAo2ua, MeguuuHCKu hakyamem,
MeguuuHcku YHuBepcumem, Codpus

Llea: Lleama Ha Hacmoawomo npoyuBaHe e ga ce onpegeAu yecmoma-
ma Ha HeaAKOXOAHa yepHogpobHa cmeamosHa 6oaecm (HACB) u ga ce HanpaBu
OUeHKa Ha guazHOCMUYHama Mo4YHOCM Ha pa3AuyHu HeuHBazuBHU memogu 3a
omkpuBaHe u koauvecmBeHo uzmepBaHe Ha HACH npu Bb3pacmHu Auua cbe
3axapeH guabem mun 1 (3ATT).

Mamepuaa u memogu: 118 nayueHmu cbvc 3AT T Ha cpegHa Bb3pacm 40,6
* 11,8 20quHu, cpegeH ITM 24 (22-27) ke/m?, cpegHa gaBHocm Ha guabema 12
(5-23) 2ogunu u cpegen HbA, 8,0% (7,0-9,5) ca BkaoueHu 6 Hacmoawomo cpe-
3060 npoyuBaHe. YepHogpobHu eHzumu (AAAT, ACAT, ITT, AD), cepymHu Aunugu
(mpuaauuepugu), aAbymuH u mpombouumu ca uzmepeHu npu Bcuyku nayueHmu.
M3uucaeHu ca HeuHBa3zuBHu uHgekcu 3a yepHogpobHa cmeamo3sa u pubpo3a. 3a
omkpuBare Ha HACBH ca u3znoazBaHu mpaH3zueHmHa eaacmozpadpua (FibroScan
502 TOUCH, Echosense) u yxampazByk (Hitachi, Aloka). Mpu 45 auua om u3caeg-Ba-
Hama koxopma c FibroScan, omzoBapawu Ha pa3zauuHa cmeneH Ha YepHOgPOOHa
cmeamo3a (S0-S3), egHoBpemeHHo e npoBegeHo exozpadcko u3zcaregBaHe Ha ve-
peH gpob 3a ycmaHoBaBaHe Haauvuemo u cmeneHma Ha cmeamosa.

Pesyamamu: Onpegeau ce 2paHuvHa cmolHocm Ha CAP (koHmpoaupaH
ameHtoupaH napamemdbp) 3a Haauduemo Ha HACBH nbpBa cmeneH 6 u3zcaegBa-
Hama nonyaauua 233 dB/m (r=-0,48, p=0,001, (AUC 0,782 [95% Cl: 0,622-0,934],
p=0,003). Yecmoma Ha uepHogpobHa cmeamo3a B u3caregBaHama kKoxopma,
ycmaHoBeHa ¢ mpaH3zueHmHa eaacmozpadug, gegpuHupaHa ¢ CAP >233 dB/m,
e 49,5% (n=58). Pesyamamume noka3zBam Haaudue Ha 30% darwuBo noAOXKU-
MeAHU exo2padpcku gaHHU 3a HaAuvue Ha YyepHogpobHa cmeamo3a CNPAamo KOAU-
yecmBeHomo u3zcaegBaHemo ¢ Fibroscan ¢ koecpuuueHm Ha Kopeaauua r=-0,45,
(p=0,002). Kakmo kamezopuume Ha uHgekca FLI (r = 0,48, p<0,0001), maka u Ha
HSI (r = 0,35, p<0,0001) kopeaupam ¢ uzmepBaHemo Ha CAP npu 3AT1. AHaAu3
Ha nAow, hog kpuBama gedpuHupa 2paHuvHa cmolHocm Ha FLI om 18 ¢ uyBcmBu-
meAHocm 7 1% u cneuyudguyHocm 76% 3a ugeHmucduyupaHe Ha HaAUYHA YepHOQ-
pobHa cmeamo3a 6 u3zcaregBaHama nonyaauua Bb3pacmuyu uHguBugu cbe 3ATT
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(AUC 0,765 [95%ClI: 0,677-0,852], p<0,0001). INpu okoro noroBuHama om nauu-
eHmume C UHCMpymeHmaaHo guazHocmuuupaHa HACB ce HabaogaBam Hopman-
HU HuBa Ha yepHOgpobHU eH3umu. Aopu B8 no-HanpegHaau cmaguu Ha HACB (S2-
S3) uma 3HaYumMeAHa Yyacm om nauyueHmMu C HOPMaAHU YepHOgPOOHU mapKepu.

3akaoyenue: OnpegeraHemo Ha CAP u FLI u3eaexga ca obewaBawu gu-
a2HOCMUYHU MemMOogu 3a CKPUHUH2 U KoaudecmBeHo onpegeAaaHe Ha cmeneHma
Ha HACB npu Bb3pacmHu auua cbe 3ATT.

f Non-Alcoholic Fatty Liver Disease with
gnostic Tools in Adult Patients with

tes

ova R., Todorova A., Chakarova N., Tankova T.
, Department of Diabetology, Faculty of Medicine, MU, Sofia

Aim: The aim of this study was to estimate the prevalence and evaluate
the diagnostic accuracy of different non-invasive diagnostic tools for detection and
quantification of hepatic steatosis in adults with type 1 diabetes (T1D).

Material and methods: A total of 121 adult patients with TTD with a mean
age of 40,6 £ 11,8 years, a mean BMI of 24 (22-27) kg/m?, mean duration of dia-
betes of 12 (5-23) years and mean HbA,_of 8,0% (7,0-9,5) were recruited to the
current cross-sectional study. Liver enzymes (ALAT, ASAT, GGT, ALP), serum lipids (tri-
glycerides), albumin and platelets were measured in all patients. Liver steatosis and fi-
brosis non-invasive scores were calculated. Transient elastography (TE, FibroScan 502
TOUCH, Echosense) and ultrasound (US, Hitachi, Aloka) were used to detect NAFLD.
To 45 subjects of the studied cohort with FibroScan measurement corresponding to
different stages of liver steatosis (S0-S3), an ultrasound examination of the liver was
simultaneously performed to estimate the presence and stage of steatosis.

Results: CAP cut-off value for NAFLD Grade 1 was found to be 233 dB/m for
the studied cohort (r=-0,48, p=0,001, (AUC 0,782 [95% Cl: 0,622-0,934], p=0,003).
Based on TE, defined by CAP> 233 dB/m, NAFLD prevalence was found to be 49,5%
(n=58). The results showed 30% false positive ultrasound evidence of the presence of
hepatic steatosis compared to the quantitative Fibroscan test with a coefficient of cor-
relation of r=-0,45, (p=0,002). Both FLI (r=0,48, p<0,0001) and HSI categories (r=0,35,
p<0,0001) correlated with CAP measurement in T1D. Area under the curve analysis
found that a cut-off value of FLI greater than 18 identify the presence of liver steatosis
with a sensitivity of 71% and specificity of 76% in the studied population of adults
with T1D (AUC 0,765 [95%Cl: 0,677-0,852], p<0,0001). About half of the patients
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with instrumentally diagnosed NAFLD presented with normal levels of liver enzymes.
Even in more advanced stages of NAFLD (S2-S3), there is a significant number of
patients with normal liver markers.

Conclusion: CAP measurement and FLI seem to be promising diagnostic
modalities for screening and NAFLD quantification in adult population with T1D.

Op2aHokuHu u maxHama Bpb3ka c ocHoBHU mema-
boaAumHu nokasameau npu HeankoxoAaHa yepHo-
gpobHa cmeamosHa boaecm

Kapam¢puroBa B.”, HegeBa U.", lame6a A.", MameBa A.?, BeaukoBa L]}

KameHoB 3.7

'KAUHUKa o eHgoKpuHoAo2ua U Borecmu Ha obmaHama, YMBAA , AaekcaHgpoBcka”,
Meguuurcku pakyamem, MY, Cocpus; 2KauHuka no 2acmpoermeponozus, YMBAA ,C8. N16.
Puacku“, MeguuuHcku pakyamem, MY, Cocpus; *KauHuuHa umyHonozun, YMBAA , Ao3eHeu”,
MeguuuHcku cpakyamem, Cogputicku YHuBepcumem ,C8. Kaumenm Oxpugceku”, Cocpus

BwvBegeHue: HeankoxoaHama vepHogpobHa cmeamo3Ha boaecm (HAYCB)
BrkatouBa cnekmbp om 3aboaaBaHun, npako cBbp3aHu ¢ memaboAUMHUA CUHQ-
pom u uHcyauHoBama pe3zucmeHmHocm, kKamo Yyecmomama U cpeg hauueHmu-
me CbC 3axapeH guabem mun 2 npugobuBa enugemuuHu pa3zmepu. PazauuHu
HeuHBa3uBHU mapkepu 3a npegcka3zBaHe Ha cpubpo3ama, pucka om npozpecus
go uupo3a uAu mexkku memaboAumHu HapyweHua ce uzcaregBam ycuaeHo C uea
NnpoguAaKMuUKa, MOHUMOpPUPAHE U AeYEHUE.

Lleau: Aa ce uzcaegBam cepymHume HuBa Ha Pemunoa-cBbp3Baw, npome-
uH 4 (RBP4), AymukaH u XemepuH u ga ce oueHu Bpb3ikama um ¢ memaboAumHu-
me HapyweHua npu hayueHmu cbe 3amabcmaBare u HAYCB.

Mamepuaau u memogu: V13cregBaHuam KAUHUYEH KOHMUH2eHm obxBawa-
we 79 nauueHmu ¢ HAYCB u 3amabecmaBare, om koumo 41 6e3 BvberexugpamHu
HapyweHua u 38 c npequabem. CepymHume HuBa Ha RBP4, AymukaH u XemepuH
ca u3mepeHu ¢ nomowyma Ha eH3umHo cBbp3aH umyHocopbeHmen aHaaus (ELISA).

Pezyamamu: YcmanoBuxa ce no-Bucoku HuBa Ha RBP4 u AymukaHn npu
nauueHmume ¢ HAYCB, 3amabcmaBane u npeguabem 6 cpaBHeHue ¢ 2pynama
¢ HAYCH u 3amabcmaBaHe 6e3 Bbaaexugpamuu HapyweHua (78,55+35,74 vs.
65,30+32,25 mcg/ml, p=0,041), (0,117£0,074 vs 0,080£0,048 mcg/ml, p= 0,010).
He ce ycmaHoBu Bpwb3ka mexxgy HuBama Ha uzcaegBaHume nokazameau u apme-
puaAHama xunepmoHus, 3a pa3Aauka om gucaunugemuama. RBP4 e cbc 3Hauumo
no-Bucoka cpegHa cmolHOCM Npu hauueHmu ¢ gucaunugemus (78,42+28,89mcg/
ml, p=0,013) u memaboaumeH cuHgpom (76,93 33,7 mcg/ml p=0,019).

bwazapcko ApyxecmBo no EHgokpunorozua 87



Pezromema/Abstracts

3akaroyerue: NauueHmume ¢ HAYCB, 3amabcmaBare u npeguabem umam
no-Bucoku HuBa Ha RBP4 u AymukaH 6 cpaBHeHue ¢ auuama ¢ HAYCB u 3amabcmabBa-
He 6e3 BbaaexugpamHu HapyweHua. RBP4 u Aymukan ce cBbp3Bam ¢ noBuweH puck
3a Bb3HukBaHe Ha npeguabem npu nauueHmu ¢ HAYCB, 3a pazauka om XemepuH.

s and Their Relationship to Basic Meta-
ters in Non-Alcoholic Fatty Liver Disease

edeva ., Gateva A.”, Mateva >, Velikova T.°, Kamenov Z."
gy and Metabolic diseases, University Hospital ,Alexandrovska“,
dical University, Sofia; ?Clinic of Gastroenterology, University Hospital
ical Faculty, Medical University, Sofia; *Department of Clinical Immunol-
ital Lozenetz, Medical Faculty, Sofia University ,St. Kliment Ohridski”

Introduction: Non-alcoholic fatty liver disease (NAFLD) includes a spectrum
of diseases directly related to the metabolic syndrome and insulin resistance, and its
incidence among patients with type 2 diabetes mellitus is reaching with epidemic
proportions. Various non-invasive markers to predict fibrosis, the risk of progression
to cirrhosis or severe metabolic disorders are being intensively investigated for pre-
vention, monitoring and treatment.

Aim: To investigate the serum levels of Retinol-binding protein 4 (RBP4),
Lumican and Chemerin and evaluate their association with metabolic disorders in
patients with obesity and NAFLD.

Materials and methods: The studied clinical contingent included 79 patients
with NAFLD and obesity, of which 41 without carbohydrate disorders and 38 with
prediabetes. Serum levels of RBP4, Lumican and Chemerin were measured using
enzyme-linked immunosorbent assay (ELISA).

Results: Higher levels of RBP4 and Lumican were found in patients with NA-
FLD, obesity and prediabetes compared to the group with NAFLD and obesity with-
out carbohydrate disorders (78,55£35,74 vs. 65,30£32,25 mcg/ml, p=0,041), (0,117%
0,074 vs 0,080+0,048 mcg/ml, p= 0,010). No relationship was found between the
levels of the studied parameters and arterial hypertension, in contrast to dyslipidemia.
RBP4 had a significantly higher mean value in patients with dyslipidemia (78,42+28,89
mcg/ml, p=0,013) and metabolic syndrome (76,93+33,7 mcg/ml p=0,019).

Conclusions: Patients with NAFLD, obesity and prediabetes have higher lev-
els of RBP4 and Lumican compared to individuals with NAFLD and obesity without
carbohydrate disorders. RBP4 and Lumican are associated with an increased risk of
developing prediabetes in patients with NAFLD, unlike Chemerin.
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MautyuHa memaboaumHa gucpyHkuyug npes
bpemeHHocmma u kapguo-memaboaumeH puck

TogopoBa K.
KAauHuka no EHgokpuHoAo2ua u 6orecmu Ha oomaHama, YMBAA ,A-p Teopau CmpaHcku”
(Makyamem MeguuuHa, MeguuuHcku yHuBepcumem, INaeBer

BwvBegeHue: bpemeHHOoCmMMa e nepuog Ha (PU3UOAO2UYHA XOPMOHAAHA U
XyMOpaAHa aganmauus, upe3 koamo ce obe3znevaBa pazBuBawua ce naog c He-
obxogumume xpaHUMeAHU U eHepaulHu cybcmpamu u nogaomBa maluuHua op-
2aHU3bM 3a paxkgaHe U KbpmeHe. B gpye acnekm, bpemeHHocmma ce onpegean
Kamo cneuuduueH ,npo3opey” npe3 koimo moxe ga ce Bugu 6bgewomo 3gpa-
Be Ha malikama u HelHOMO geme.

Lleama Ha Hacmoawua HayyeH gokaag e ga npegcmabu BauaHuemo Ha xop-
MOHaAHO obycroBeHume agunozeHHuU, guabemoz2eHHU U amepo2eHHU hakmopu,
cBbp3aHu ¢ maluuHUMe memaboAumHu 3aboaaBaHua npe3 bpemeHHOCMMa U aHa-
Au3upa cBbp3aHua ¢ max malyuHO-NOCMHaMaAeH Kapguo-memaboAumMeH puck.

Mamepuar u memogu: HanpaBeH e oboweH npeaaeg Ha HayyHama Aume-
pamypa u ca aHaAu3upaHu gaHHume om npoydBaHua Npu ekcnepumMeHManHU >Ku-
BomHu, GpemeHHU >XeHu u mexHume geua B Hacoka uzacHaBaHe Ha gbA20CPOYUHU-
me nocAeguuu om BAuAHUEMO HA NAMOAO2UYHO-NPOMEHEeHama UHMpaymepuHHa
memaboAumHa cpega Bbpxy 6bgewomo malduyuHo u gemcko 3gpabe.

Pesyamamu: MemaboaumHama guccyHkuua npe3 bpemeHHOCmma ce
cBbp3Ba ¢ HebAazoNpuAMHU MalyuHU U NepUHamMaAHU YCAOXKHEHUS, gonpuHacawu
3a Bucoka 3aboaeBaemocm u cmbpmuocm. CheuuduyHu madyuHu 3aboaaBaHun
Kamo 3amabcmaBaHe, noAukucmo3eH oBapuareH CUHgPOM U 2ecmayuoHeH guabem
npuduHaBam HapyweHua 6866 BbeaexugpamHua u AunugeH memaboauzbm no Bpeme
Ha bpemeHHocm u ca npegnocmaBka 3a noBuweH NPUMOK Ha HYMPUEHMU KbM pa3-
BuBawua ce naog. Hapyweruama 6 cbgoBua naaueHmapeH eHgomea, gbAXKawu ce
Ha cbwume 3aboaaBaHun, gonpuHacam 3a HamaAaBaHe Ha NpuMoOKa Ha XpaHUMEeAHU
BewecmBa u npuvuHaBam demanHo HegoxpaHBaHe. Taka HapyweHuama 6v6 B6b-
mpeymobHOMOo XxpaHeHe ca onpegeAawu 3a Bb3HukBaHe Ha paHHU memaboAumHu
npomeHu 8 gemcka Bb3pacm, koumo ca puckoBu 3a 6bgew, obeumem u mun 2
3axapeH guabem B no-kbceH nepuog om >kuBoma Ha HoBopogeHomo geme.

3akatoyeHue: AemairHomo u3zydaBaHe Ha puckoBume gpakmopu, cBbp3aHHU
¢ BbmpeympobHO npomeHeHama memaboAumHa cpega npegocmaBa Bb3MOXKHOC-
Mu 3a MAXHOMO NpodpurakmupaHe B Hacoka Ha HamaraBaHe Ha HebAazonpuamHume
um Bb3geticmBua Bbpxy 6bgewomo 3gpabe Ha malkama u HeHOMO geme.
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ic Dysfunction During Pregnancy
olic Risk

tabolic Diseases, UMBAL , Dr. Georgi Stranski”
niversity, Pleven

Introduction: Pregnancy is a period of physiological hormonal and humor-
al adaptation, through which the developing fetus is provided with the necessary
nutritional and energy substrates and prepares the mother,s organism for childbirth
and breastfeeding. In another aspect, pregnancy is defined as a specific ,window”
through which the future health of the mother and her child can be seen. The pur-
pose of this scientific report is to present the influence of hormonally determined
adipogenic, diabetogenic and atherogenic factors associated with maternal met-
abolic diseases during pregnancy and analyze the associated maternal-postnatal
cardio-metabolic risk.

Material and methods: A general review of the scientific literature was made
and data from studies in experimental animals, pregnant women and their children
were analyzed in order to clarify the long-term consequences of the influence of the
pathologically altered intrauterine metabolic environment on future maternal and
child health.

Results: Metabolic dysfunction during pregnancy is associated with adverse
maternal and perinatal complications contributing to high morbidity and mortality.
Specific maternal diseases such as obesity, polycystic ovarian syndrome and ges-
tational diabetes cause disturbances in carbohydrate and lipid metabolism during
pregnancy and are a prerequisite for an increased flow of nutrients to the develop-
ing fetus. Disturbances in the vascular placental endothelium due to the same dis-
eases contribute to a decrease in the flow of nutrients and cause fetal malnutrition.
Thus, disturbances in intrauterine nutrition are decisive for the occurrence of early
metabolic changes in childhood, which are risky for future obesity and type 2 diabe-
tes mellitus in a later period of the newborn child,s life.

Conclusion: The detailed study of the risk factors related to the intrauterine al-
tered metabolic environment provides opportunities for their prevention in the direction
of reducing their adverse effects on the future health of the mother and her child.

Key words: metabolic dysfunction, pregnancy, metabolic and cardiovascular risk
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op-uHgyuupaH XunopocpamemuyeH paxum -
u cAayyaq

6 U.", bopucoBa A-M.", Fukumoto S.2, Shimizu Y.3, UBanoBa P.*,
ueB T.°

uKka no eHgokpuHoaozug, YHuBepcumemcka 6oaHuua Cocpuameg, MeguuuHcKu hakya-
Codputicku yHuBepcumem ,CBemu KaumeHm Oxpugcku”; 2Department of Molecular
rinology, Fujii Memorial Institute of Medical Sciences, Tokushima University, Tokushima,
3Shimizu Clinic Akasaka, Minato-ku, Tokyo, Japan; *Kamegpa no Namoaozaus,
pcumemcka 6oAHuua ,ArekcaHgpoBcka”’, MeguuuHcku yHuBepcumem, Cocpus;

uka no cbgoBa u eHgoBackyaapHa xupypaus, YHuBepcumemcka 6oAHuuA

a Ekamepuna“, Meguuuxcku ynuBepcumem, Cocpusa

Paxumbm / Ocmeomarauuama ca yecmo HapyweHue 8 Ca-P memaboau-
3bM, Kamo ce pa3zauvaBam xunokaauemuyHa u XxunogocgamemuvHa ocmeoma-
Aauua. Had-yecma e xunokaauemuyHama ocmeomanauus, koamo e cBbp3aHa ¢
gecpuuum Ha BumamuH D ocHoBHO nopagu cmuaa Ha >kuBom. Xunodgocgame-
MUYHUAM Mun ocmeomanauua e HacaegcmBeHa uau mymop-uHgyuupaHa (Tumor-
induced osteomalacia, TIO) u e cBbp3aHa ¢ HamareHa peabcopbuua Ha pocham
(P) 8 npokcumarHume 6BOpeUHU KaHaAuema u pe3ucmeHMHOCM KbM edpekmume
Ha BumamuH D. XpoHuuHama xunogocgamemua Bogu go paxum / ocmeomana-
yua. leHom 3a FGF23 e omkpum npe3 2000 2. u Ha ma3u ba3a ca ugeHmudu-
UupaHuU HAKOAKO muna XunodpocgamemuveH paxum ¢ Bucoko cepymHo HuBo
Ha FGF23. Had-uecmo BpogeHama xunogochamemuyHa ocmeomarauua ce gba-
KU Ha X-cBbp3aHa mymauua (XLH) Ha PHEX 2ena (phosphate-regulating gene with
homologies to endopeptidases on the X chromosome) m.e. pboccham peayaupawua
2eH C XOMOAOXKHOCM Ha eHgonenmuga3jume Ha X-xpomo3omama. X-cBbp3aHama xu-
nogpochamemun u Tymop-uHgyuupaHama ocmeomarauua ca Hal-yecmume npuyu-
HU 3a XunogpocgpamemudeH BumamuH D peucmeHmeH paxum / ocmeomarauus.

KAunuyHu cayyvau: 3a nepuog om 25 2oguHu (1997-2023 2.) ca guazHo-
cmuuupaHu u npocaegeHu 12 B6oAHU ¢ xunogocgamemuyeH paxum. Om obwo
12 6oaHu B usrama epyna npu noroBuHama ce nogo3zupa Tymop-uHgyuupaHa
ocmeomarauua (TIO) u 2oguHu akmuBHo ce mbpcu Aokaau3auua Ha nNvpBuyHuA
mymop npu Bceku 6oaeH. LLle ce npegcmaBam 3 cayuaa Ha mbxke ¢ TIO, npu gBa

Clinical Cases with Rare Diseases
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oM Koumo ce AokaAu3zupa mymop cbe cBpbxnpouzBogcmBo Ha FGF23 u ce npo-
Bege ycnewHo onepamuBHo AeueHue. pe3 cregBawume 2oguHu 6oAHUME ca C
HopmaAHa kaauueBo-ocdopHa obmaHa u KAauHU4YHO 3gpabu. ToBa ca nbpBume
cAyyvau B bbazapua ycnewHo aekyBaHu npu moBa pagko 3aboaaBane.

Hypophosphatemic Rickets -

-M.", Fukumoto S.?, Shimizu Y.}, Ivanova R.*, Zahariev T.°
University Hospital Sofiamed, Faculty of Medicine, St. Kliment

ia, Bulgaria; 2Department of Molecular Endocrinology, Fujii

ical Sciences, Tokushima University, Tokushima, Japan;

inato-ku, Tokyo, Japan; “‘Department of Pathology, Alexandrovska
cal University, Sofia; °Clinic of Vascular and Endovascular Surgery,
Hospital, Medical University, Sofia

Rickets / Osteomalacia are frequent disturbances in Ca-P metabolism, dis-
tinguishing between hypocalcemic and hypophosphatemic osteomalacia. The
most common is hypocalcemic osteomalacia, which is associated with vitamin D
deficiency mainly due to lifestyle. The hypophosphatemic type of osteomalacia is
hereditary or tumor-induced (TIO) and is associated with reduced reabsorption of
phosphate (P) in the proximal renal tubules and resistance to the effects of vitamin
D. Chronic hypophosphatemia leads to rickets / osteomalacia. The gene for FGF23
was discovered in 2000, and on this basis, several types of hypophosphatemic rickets
with high serum levels of FGF23 have been identified. Most often, congenital hypo-
phosphatemic osteomalacia is due to an X-linked mutation (XLH) of the PHEX gene
(phosphate-regulating gene with homologies to endopeptidases on the X chromo-
some), i.e. the phosphate regulating gene with homology to endopeptidases on the X
chromosome. X-linked hypophosphatemia and tumor-induced osteomalacia are the
most common causes of hypophosphatemic vitamin D resistant rickets/osteomalacia.

Clinical cases: For a period of 25 years (1997-2023), 12 patients with hypo-
phosphatemic rickets were diagnosed and followed up. Out of a total of 12 patients
in the whole group, Tumor-induced osteomalacia (TIO) was suspected in half, and
localization of the primary tumor was actively sought for years in each patient.
Three cases of men with TIO will be presented, in two of which a FGF23 overpro-
ducing tumor was located and successful surgical treatment was performed. In the
following years, the patients have a normal calcium-phosphorus metabolism and
are clinically healthy. These are the first cases in Bulgaria successfully treated for this
rare disease.
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CuHgpoMm Ha bepapguHeAu-Ceun: AHGAU3 Ha Yyemupu
nocaegoBameAHu KAUHUYHU cAyuas

Acb086 1.', bocomuroB U.>, MuxneBa B.?, [angeBa C.', HatgeHo8 1O.,

boanoB M.", AackaroBa N.2, KamenoB 3.’
'KAuHuka no EHgokpuHoAo2ua y borecmu Ha obmaHama, YMBAA , ArekcaHgpoBcka”,

Codpua, MY, Copus; 2KauHuka no EHgokpuHoAo2ua u boaecmu Ha oomaHama, BMA, Codpua

BwvBegenue: CuHgpombm Ha bepapguHeau-Ceun (BCC), uzBecmen owe
kamo BpogeHa 2eHepaAu3zupaHa Aunogucmpodus, e pagko aBmo3omHo-peuecu-
HO 3ab0Aa8aHe, Xxapakmepu3upawo ce C NoYmu NbAHO omcbcmBue Ha NOGKOXKHU
ma3HuHu. CuHgpombm e cBbp3aH C pazAudHU MemaboAUMHU HapyweHUA U MOXKe
ga goBege go cepuo3HU YCAOXKHEeHUn, Kamo uHcyauHoBa pe3ucmeHmHocm, gu-
cAUNUgeMUA U XenamomezaAusa. Ta3u cepua cAyyau uma 3a ueAa ga npegcmabu
u aHaauzupa gBa cayuaa Ha BCC, kamo ce HabaezHe Ha KAUHUYHUME npoaBu u
npegu3BukameacmBama, cBbp3aHu ¢ moBa 3aboaaBaHe.

Lleau: Ta3zu npoyuBaHe umawe 3a ueA ga onuwe KAUHUYHUME Xapakmepuc-
MUKU, 2eHemMuYHUMe geekmu, memaboAumHumMe HapyweHua u hogxogume 3a
A€YeHUe Npu Yemupu hayueHmKu ¢ guazHo3a bepapgureau-Ceun cuHgpom. Ype3
nogpobHO aHaAu3upaHe Ha mMe3u CAyYau, ce cmpemum ga nogyepmaem Bax-
HOCMMa Ha paHHama guazHOoCMuKa, hogxogawume cmpameauu 3a ynpabaeHue
u Bb3moxkHUMe obaacmu 3a 6bgewu uzcaegBaHus.

Mamepuaru u memogu: MeguuuHCcKama gokymeHmauua Ha Yemupu hauyu-
eHMKU, npemuHaAu npe3 KauHukama no EHgokpuHoaoz2ua Ha YMBAA ,Aaekcan-
gpoBcka” u KauHuka no EHgokpuHoaoz2ua Ha BMA, Cogusa ¢ guazHo3za BCC baxa
npeaaegaHu pempocnekmuBHo. CvbpaHu u aHaAu3zupaHu 6axa cbomBemHume
KAUHUYHU gaHHU, BkAalouumeaHo Bb3pacm npu HayaAo Ha CUMNMOMUME, HaAUYHU
CUMNMOMU, (PU3UKAAeH npez2aeg, pe3yamamu om AabopamopHu u obpa3zHu usz-
caegBaHua U memogume Ha AedeHue.

Pezyamamu: Hemupume cayyan ce xapakmepu3upaxa C munuyHU Npu3Ha-
uu Ha bCC, BkatouumenHo obwa 3a2yba Ha NOGKOXKHU Ma3HUHU, akpOMe2aAoUugHU
yepmu, MyckyaHa xunepmpodua u xenamomezaaua. AabopamopHume u3caegBa-
Hua nokazBaxa meykka Xxunepmpuaauyepugemun, UHCYAuHoBa pezucmeHmHocm
U YyepHogpobHa cmeamo3a. AedeHUemo HaAOXKU MYAMUgUCUUNAUHAPEH NOgXOg,
BratouBaw, xpaHUMeAeH pexkum, papmakomepanua u npocnekmuBHO npocaega-
BaHe Ha memaboAumHume napamempu.

3akarodeHue: Ta3u cepua caydau nogyepmaBa KAUHUYHaAMa Xemepo2eHHOCM
u memaboAumHume HapyweHus, cBbp3aHu cbe cuHgpoma Ha bepapguHeau-Ceun.
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PaHHomo pa3zno3zHaBaHe u moyHama guazHocmuka Ha BCC ca om cvwecmBeHo
3HaueHue 3a BbBexkgaHemo Ha Nogxogawu cMpamezuu 3a AeYeHue, C UeA npe-
gomBpamaBaHe Ha ycAo>KHEHUS, Kamo memaboAudHUA cuHgpom u cBbp3aHume
C He2o Komopbugumemu. Heobxogumu ca gonbAHUMEAHU CMyguu, 3a ga ce u3-
acHAM ocHOBHUMeE nogAeXKawu MOAEKYAAPHU MexaHu3mu, ga ce uzcaegBam no-
MeHUUaAHU map2emHu mepanuu u ga ce nogobpu obwama npo2Ho3a u kayecm-
B0 Ha »xuBom 3a 3aceazHamume om moBa pagko 3aboraBaHe.

ip Syndrome: Analysis of Four Consecu-
ses

v 1.2, Mihneva V.?, Gandeva S.", Naydenov Y.,

va I.2, Kamenov Z.'
University Hospital ,Alexandrovska”, Medical University, Sofia;

Military Medical Academy, Sofia

Introduction: Berardinelli-Seip syndrome (BSS), also known as congenital
generalized lipodystrophy, is a rare autosomal recessive disorder characterized by a
near-complete absence of subcutaneous adipose tissue. The syndrome is associated
with various metabolic abnormalities and can lead to severe complications such as
insulin resistance, dyslipidemia, and hepatomegaly. This case-series aims to present
and analyze two cases of BSS to enhance our understanding of the clinical manifes-
tations and challenges associated with this disorder.

Aims: This study aimed to describe the clinical features, metabolic abnormal-
ities, and management approaches in four individuals diagnosed with Berardinel-
li-Seip syndrome. By examining these cases in detail, we aim to highlight the impor-
tance of early diagnosis, appropriate management strategies, and potential areas for
future research.

Materials and Methods: The medical records of four patients diagnosed with
BSS that were hospitalized in the Clinic of Endocrinology of University Hospital
,Alexandrovska” and Clinic of Endocrinology of Military Medical Academy - Sofia
were retrospectively reviewed. Relevant clinical data, including age at onset, pre-
senting symptoms, physical examination findings, laboratory results, imaging stud-
ies, and treatment modalities, were collected and analyzed.

Results: The four cases presented with typical features of BSS, including gen-
eralized loss of subcutaneous fat, acromegaloid appearance, muscular hypertrophy,
and hepatomegaly. Laboratory investigations revealed severe hypertriglyceridemia,
insulin resistance, and hepatic steatosis. Management involved a multidisciplinary
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approach, including dietary modifications, pharmacotherapy, and regular monitor-
ing of metabolic parameters.

Conclusion: This case-series emphasizes the clinical heterogeneity and met-
abolic abnormalities associated with Berardinelli-Seip syndrome. Early recognition
and accurate diagnosis of BSS are crucial for implementing appropriate manage-
ment strategies to prevent or manage complications such as metabolic syndrome
and its associated comorbidities. Further research is warranted to elucidate the un-
derlying molecular mechanisms, explore potential targeted therapies, and improve
the overall prognosis and quality of life for individuals affected by this rare disorder.

AuncozeHeH be3BkyceH guabem ¢ komnaekcHa
emuoAo2ug

ErenxoBa A."**4, Y3ynoBa N."**4, Dei3ysrobBa A.?, 3axapueBa C."*%*
'Kamegpa no EHgokpuHoArozua, MeguuuHcku YHuBepcumem, Cogus;
’EkcnepmeH ueHmMbp 3a pegku eHgokpuHHU 6oaecmu, Copus; *EBponelicka mpexa 3a

pegku eHgokpuHHu 6oaecmu (ENDO-ERN) “YCBAAE ,Akag. MBaH lNeHueB”

BwvBegenue: AuncozeHHama popma Ha b6e3B8kyceH guabem (BA) ce pa3Bu-

Ba B pe3yamam Ha npekomepeH npuem Ha me4yHocmu npu 3ana3eHa Bazonpecu-

HoBa cekpeuua (nbpBuuHa noauguncun). CUHgPOMBM MOXKE ga Ce gbAXKU Kakmo

Ha HapyweHua B xXunomaramuyHUMeE MexaHU3MU, peayaupawiu »ka>kgama, maka u

Ha mpeBoxkHo-genpecuBHU CbCMOAHUA UAU CEPUO3HU ncuxuyecku 3aboaaBaHus.

Kaunuyen cayyaii: NpegcmaBame 48-2oguwieH mbyk, npuem 6 KAUHUKama

HU C aHamHe3a 32 NOAUGUNCO-NOAUYPUYEH CUHGPOM oM OKOAO 13-2oguwHa 6b3-

pacm, u3aBuA ce caeg CuAeH NCUXOeMOoUUOHaAeH cmpec. B npogbaxkeHue Ha oko-

A0 20 20guUHU nauueHMbM e Noggbp>kKaa guype3a OKOAO 5-6 A 32 geHOHOoWwUe,
cbcmoaHuemo He e ymouHaBaHo u AekyBaHo. B nepuoga 2005-2008 20g., creq

nopeguua om cbbumus (YepenHo-mo3buyHa mpaBma ¢ kpamkompadHa 3a2yba Ha

Cb3HaHUE, OCMbP emouUuoHaAeH cmpec, npekapaHa BapuueAHa u 2punHa UHEK-

uua) Hacmbwnuao BAowaBaHe Ha cbcmoaHuemo, ¢ yBeauuyaBaHe Ha guype3ama go

10-15 A/24u. TTocmaBeHa e guazHO3a UHCUNUgeH guabem u e 3an0YHAMO AeveHue

C ge3monpecuH ¢ nokauBaHe Ha go3ama go 1,2 m2 gHeBHo. Meceu, N0-KbCHO na-

| UUEeHMDbM NOAYYUA AymbaaHa 0OAKa, gu3ypuydHu onaakBaHug, xemamypusa u ge-
| O6puaumem. [Mpuem e B yporoauuHo omgeneHue ¢ AeBocmpaHHa XugpoHegpo3a
| u ypocencuc om E.coli. CocmoaHuemo e oBragaHo caeg mpaHcypempaaHa guaa-
mauua Ha ypemepa u napeHmepasreH aHmubuomuyeH Kypc. AedeHuemo C ge3-

monpecuH e npeycmaHoBeHo. B caegBawume 20guHU hayueHMbM NocMeneHHO
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e ycnaa BoaeBo ga HamaAu npuema Ha meyHOCMU, NOggbp>KalKu guype3a OKOAO
5-6 A. Onumume 3a HamaraBaHe Ha npuemume mevHocmu nog 4 A/24 4 Bogu go
obwo Hepa3znoAokeHue, 2aaBoboaue u 3amaaHocm. Ha 6a3ama Ha aHamHecmuy-
HUMe gaHHU u pezyamamume om u3zBbpweHume B kauHukama u3caegBaHua (om-
puuameaAeH KaupbHc Ha cBobogHama Boga B xoga Ha npoba »xagyBare, HuBomo
Ha konenmuH 6 kpaa Ha mecma; HopmaAHa Haxogka om MPT-u3caegBaHe Ha Xu-
nomaaamo-xunogu3Ha o6Aacm) ce npue guazHo3ama gunco2eHeH UHCUNUgeH gu-
abem. V3katouu ce xunonumyumapu3zbm. YcmaHoBu ce HapyweHa 2Aukemun Ha
2AagHoO u gucaunugemusn. penopbua ce 6aBHo HamaraBaHe Ha gHeBHuA npuem
Ha MeyHoCcMu go 4 A, KOHCYAmMauua ¢ ncuxuambvp 3a AeveHue Ha mpeBo>kHomo
pazcmpoldcmBo u mepanua ¢ MEMGPOPMUH U guemuyeH pexkum 3a npeguabem-
HOMO CbCMOAHUE.

3akAroyeHue: [MamozeHe3ama Ha guUNCO2EHHUA UHCUNUgEH guabem moxke
ga 6bge komnaekcHa. B npegcmaBeHua cayual Bogewo uzzaexkga e mpeBoxxHOmMo
pazcmpoucmBo, Ho 3a BArowaBaHemo Ha cbecmoaHuemo BepoamHo gonpuHacam
yepenHo-Mo3byHama mpabma, npekapaHume ocmpu BupycHU UHPEKUUU U HEAEKY-
BaHomo npeguabemHo cbcmosaHue. YmouHaBaHemo Ha popmama Ha 6e38kycHuA
guabem e katouoBo 3a AeueHuemo. NpegnucBaHemo Ha gezmonpecuH 6v6 Bucoku
go3u NpuU hauueHmMu C guncozeHeH bA Kpue puck om cepuo3HU HexXeAaHu CbOu-
musa. TepaneBmuuHuam ycnex npu me3u nauueHmu ce 6a3upa Bbpxy KoHMpoaupa-
HUA NPUEM Ha MEYHOCMU U AeYEHUEMO Ha NogAeKawume HapyweHus.

betes Insipidus with Complex Etiology

nova I."%*#, Feyzullova A.?, Zaharieva S."***
ology, Medical University, Sofia; 2Expert Center for Rare Endocrine
Network on Rare Endocrine Conditions (ENDO-ERN)

chev”

Introduction: Dipsogenic diabetes insipidus (DI) develops as a result of ex-
cessive fluid intake with preserved vasopressin secretion (primary polydipsia). This
syndrome can be due to disorders in the hypothalamic thirst-regulating mecha-
nisms, as well as anxiety-depressive disorders or serious mental illnesses.

Clinical case: We present a 48-year-old man admitted to our clinic in May
2023, with a history of polydipsia-polyuria syndrome since about 13 years of age,
which appeared after severe psychoemotional stress. For about 20 years, the pa-
tient maintained diuresis of about 5-6 liters/day, the condition was not specified
and treated. In the period 2005-2008, after a series of events (craniocerebral trauma
with short-term loss of consciousness, acute emotional stress, varicella and influenza
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infections), the condition worsened, with an increase in diuresis to 10-15 L/24h.
A diagnosis of diabetes insipidus was made and treatment with desmopressin was
started, increasing the dose to 1,2 mg daily. A month later, lumbalgia, dysuria, he-
maturia and fever appeared. The patient was admitted to the urology department
with left-sided hydronephrosis and E.coli urosepsis. The condition was controlled
after transurethral dilatation of the ureter and parenteral antibiotic treatment. Des-
mopressin treatment was discontinued. In the following years, the patient managed
to gradually reduce fluid intake, maintaining diuresis around 5-6 L/d. Attempts to
reduce fluid intake below 4 L/24 h lead to general malaise, headache and dizziness.
Based on the patient’s history and the results of the tests performed in the clinic
(negative free water clearance during the water deprivation test, the copeptin levels
at the end of the test and normal MRI-examination), the diagnosis of dipsogenic di-
abetes insipidus was accepted. Hypopituitarism was ruled out. We found impaired
fasting glycemia and dyslipidemia. Slow reduction in daily fluid intake to 4 L, psychi-
atric consultation for treatment of the anxiety disorder, and metformin therapy and
a dietary regimen for the prediabetic condition were recommended.

Conclusion: The pathogenesis of dipsogenic diabetes insipidus can be complex.
In the presented case, the anxiety disorder seems to be the leading cause, but the
craniocerebral trauma, acute viral infections and untreated pre-diabetic condition prob-
ably contribute to the worsening of the condition. Determining the form of diabetes
insipidus is crucial for the treatment. Prescribing high-dose desmopressin in patients
with dipsogenic DI carries a risk of serious adverse events. Therapeutic success in these
patients is based on controlled fluid intake and treatment of underlying disorders.

TepaneBmuyHu npeqgusBukameancmBa npu
nayueHmka ¢ Xxuno2oHagomponeH Xuno20HAGU3bM

PobeBa P."*%* laBpauroBa M.?, EnenkoBa A."*%* 3axapueBa C."%%*
'Kamegpa no EHgokpuHoArozua, MeguuuHcku YHuBepcumem, Cocpus;

’EkcnepmeH ueHmbp 3a pegku eHgokpuHHU 6oaecmu, Codpus; *EBponelicka mpexa
3a pegku eHgokpuHHU 6oaecmu (ENDO-ERN); *YCBAAE ,Akag. MBaH NMeHueB”

BwvBegenue: CuHgpombm Ha Prader-Willi (PWS) ce gbaXKu Ha HapywieHa ekc-
npecua Ha HacAegeHu no DawuHa AuHuAa 2eHu B 15 xpomo3zoma (15g11.2-q13.1).
3aboaaBaHemo ce xapakmepu3upa ¢ HeoHamaAHa XunomoHUA U HapyweHo Xpa-
HeHe, nocaegBaHo om xunepgaz2ua u 3HavYumeAHo nokauBaHe Ha meAaecHOMO
meanao B8 paHHa gemcka Bb3pacm. XapakmepHu ca owe Huckuam pbcm u noBe-
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geHuyeckume HapyweHua. M 3a gBama noaa e obuyaliHo 3aKbCHEHUEMO HA NOAO-
Bomo pa3zBumue, HO AedueHUEMO Ha XUNO20Hagu3ma MoXKe ga 6bge 3ampygHeHo
npu 6oaHume ¢ PWS nopagu cenbvcmBawua komopbugumem.

Kaunuyen cayyad: MNpu nayueHmka CbC CycnekmHa KAUHUYHA KapmuHa 3a
PWS /xunomoHua 6 HeoHamaaHua nepuog, boaecmHo 3amabcmaBaHe 8 gemcka
u 3para Bb3pacm, HUCBK pbecm/ u BmopuvuHa ameHopea ce ycmaHoBaBa xunozo-
HagomponeH xuno2oHagu3bm. Ha 17-2oguwHa Bb3pacm e 3anouHama mepanus
€ opaAHuU koHmpauenmuBu, kKamo Ha mo3u oH nauueHmMKama noay4vaBa goabo-
ka BeHo3Ha mpombo3a. AeueHuemo e npeycmaroBeHo u 6oaHama e uzcregBaHa
3a HapyweHua B koazyrauuama, kamo e ycmaHoBeHo HocumeacmBo Ha BpogeHa
mpombourua. Ob6cbgeHo e npogbakaBaHe Ha mepanuama ¢ mMpaHCgepMaAeH ec-
MpPaguOA U MUKPOHU3UPAH NPO2eCMepPOH, HO AeYeHUEeMO He e NPUAOXKEHO hopa-
gu guazHoCcmuuupaHe Ha AumdonpoaugepamuBHo 3aboraBaHe HAKOAKO meceua
no-kbcHo. Caeg nocmuezaHe Ha pemucua omHoBo e 06cbgeHa XopMoHaAHa mepa-
nug, Koamo He e BkAatoueHa nopagu mpombo3a Ha BeHa to2yaapuc. [ToHacmoawem
nauueHmkama npoBexxga aHmukoazyaaHmHa mepanua u e 6 mpalHa ameHopes.

3akAaroyeHue: AKmyarHUmMe mexkgyHapogHU KoHceHcycu npenopbuBam xop-
MOHO-3amecmumeAHa mepanua (X3T) npu nayueHmMKU CbC 3akbCHeHue Ha NoAoBo-
mo pazBumue u meHcMpyaAHu HapyweHusa. [MoAzume om npuao)keHuemo Ha X3T
NPU MAQQU >KEHU C XUNO20HAgomMponeH Xuno2oHagu3ibm ob6ukHoBeHo 3HaYuUmeAHo
HagBuwaBam puckoBeme. Bbnpeku moBa, xopmoHaaHa mepanua He BuHaz2u Moxke
ga ce NPUAOXKU Npu >XeHu ¢ mHokecmBo cbnbmecmBawu 3a6ora8aHun. MNMpegum-
cmBama u puckoBeme om npurazaHemo Ha X3T caegBa ga 6bgam npeueHeHU UH-
guBugyaaHo Ha ba3a puckoBua npodua npu Bcaka omgeaHa nauueHmka.

Challenges in a Patient with
otropic Hypogonadism

vrailova M.?, Elenkova A."*3* Zacharieva S."*>*
crinology, Medical University, Sofia; *Expert Center for

ses, Sofia; *European Network on Rare Endocrine Conditions
TE ,Acad. Ivan Penchev”

Introduction:Prader-Willisyndrome (PWS)is determined byimpaired expression
of paternally inherited genes on chromosome 15 (15q11,2-q13,1). The disease is
characterized by neonatal hypotonia with poor feeding, followed by hyperphagia
and significant weight gain in infancy. Short stature and behavioraldisorders are also
typical. Delayed sexual development is common in both sexes, but the treatment of
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hypogonadism might be complicated in patients with PWS because of the associated
comorbidities.

Clinical case: A patient with a suspicious clinical picture for PWS (hypotonia
in the neonatal period, morbid obesity in childhood and adulthood, and short stature)
complained of secondary amenorrhea due to hypogonadotropic hypogonadism. At
the age of 17 years, therapy with oral contraceptives was started, against which
the patient developed deep vein thrombosis. Treatment was discontinued, and the
patient was examined for coagulation disturbances; thus, inherited thrombophilia
was revealed. Continuation of therapy with transdermal estradiol and micronized
progesterone was discussed, but treatment was not initiated due to a diagnosis
of lymphoproliferative disease several months later. After remission, hormone
replacement therapy (HRT) was recommended again. However, it was not started
because of jugular vein thrombosis. The patient is currently on anticoagulant therapy
and in persistent amenorrhea.

Conclusion: Current international guidelines recommend initiating and
continuing HRT in patients with delayed sexual development and menstrual
disturbances. The benefits of HRT in young women with hypogonadotropic
hypogonadism usually greatly outweigh the risks. However, hormone therapy
cannot always be applied in women with multiple comorbidities. The HRT benefits
and hazards should be assessed individually based on each patient,s risk profile.

CuHgpom Ha Boucher-Neuhauser u nanuaapeH mupe-
ougeH kapuuHom: kauHuueH cayyau

HazoaoBa 1.2, MumkoB M."?, HouueB b."3, OpbeyoBa M."*

'Kamegpa EHgokpuHoAo2ua u 6oaecmu Ha obmaHama, MeguuuHcku gpakyamem, MY, ao-
BguB; *’KauHuka no EHgokpuHoAo2ua u 6oaecmu Ha obmaHama, YMBAA ,[Meameq”, MaoBguB;
*KAauHuka no EHgokpuHoAoz2ua u 6borecmu Ha oomaHama, YMBAA ,Kacneaa”, INaoBguB;
4“KauHuka no EHgokpuHoAo2ua u 6orecmu Ha obmaHama, YMBAA ,CB. Teopau”, INMaoBguB

BwvBegenue: Cungpombm Ha Boucher-Neuhauser e 6aBHo npoezpecupaw,o
HeBpogezeHepamuBHo 3ab0A96aHe, Koemo ce xapakmepu3upa ¢ mpuagama Xu-
No20HagoMpoNeH XUNO20HAgU3bM, NUZMEHMHA ge2eHepauua Ha pemuHama u
uepebearapHa amakcua. OmgeAHUmMe KOMNOHeHMU Ha cuHgpoma ce u3zaBaBam 6
pa3AudHU emanu om >kuBoma Ha 3acezHamume nauueHmu, nopagu KOemo pa-
Hama guazHo3a e mpygHa. Cuuma ce, ye yHacaegaBaHemo e aBmo3omHo-peue-
cuBHo u Hal-1yecmo ce gbAXKU Ha mymauua 8 PNPLA6 2eHa. 3aboraBaHemo 3aca-
2a egHakBo gBama noaa kamo AauncBam gaHHU OMHOCHO Yecmomama my.
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KauHuyen cayyad: INMauueHmka Ha 28 2oguHu 6 gobpo obwo cbecmoaHue

6e3 gamuaHoCcm 3a eHgokpuHonamuu. PogeHa om nbvpBa HOpmaaHO npomekaa

bpemeHHocm. BbB Bpb3ka c onaakBaHua om 3ampygHeHo HowHo BuxkgaHe u npo-

epecuBHa 3a2yba Ha nepudepHo 3peHue Ha 14 2oguwHa Bb3pacm e nocmabBeHa

guazHO3a NU2MeHmMHa ge2eHepayua Ha pemuHama. 4 20guHU NO-KbCHO hauyueHm-

Kama e HacoudeHa KbM KAUHUKa no EHgokpuHoAaozua no noBog aunca Ha Bmopuy-

HU noAoBu b6eae3u u nbpBuuHa ameHopea. XopmoHaAHama oueHka ycmaHoBu xu-

No20HagomMponeH xuno2oHagu3bm B cbuemaHue ¢ Y3 gaHHU 3a XunonAacmuyHu

aluyHUUU U MamKa Npu HOPMaAeH >XeHcku kapuomun (46, XY). Peaucmpupa ce

HopmaAaHa MPT Haxogka 3a MO3bUYHUA NApeHXUM U Xunou3zHama »ae3a. VIHuyuu-

pa ce 3amecmumeAHO AeveHue NO OMHOoWeHUe Ha 20HagHa pyHkuua. MNocaegHu-

am KOMNOHEHM Ha CUHgpOMa ugpebeAapHa amakcua e guazHoCcmuuupaH Ha 27

2oguwHa Bv3pacm. AuazHozama cuHgpom Ha Boucher-Neuhauser 6ewe nocma-

BeHa caeg eeHemuueH aHaau3 u nomBbpykgaBaHe Ha xemepo3u20MHO HOCUMEA-

cmBo Ha namozeHHua PNLPA6-c.3403C>T BapuaHm. B xoga Ha npocaegaBaHemo,

NpuU pymuHHO exoepadpcko uzcregBaHe Ha wua ce Bu3zyaauzupa Bucoko puckoB

Bb3en 6 A6 A00 Ha wumoBugHa »kAe3a Kamo yumoao2uvHUAM aHaAu3 ycmaxdoBu
________ gaHHU 3a maauzHumem. NpoBegeHo Ge xupypau4yHO AeveHue C Xucmoaoz2udeH

pe3yamam nanuAapeH mupeougeH KapuuHOM.

3akaroyenue: Cnekmbpbm Ha eHomunHu u3aBu npu cuHgpoma Ha
Boucher-Neuhauser e wupok, Ho go momeHma 6 HayuHama Aumepamypa He e
onucaHo cbyYemaHue C gugepeHuupaH mupeougeH KapuuHom. Ha mo3u eman
auncBam gokazameacmBa 3a npuyuHHo-cAegcmBeHa 83aumoBpb3ka mexxgy mu-
peougHuUMe HeonAa3Mu U 2eHeMUYHUME HapyweHusa, obycaaBawu cuHgpoma.

user Syndrome and Papillary Thyroid
ical Case

v M.”2, Nonchev B."3, Orbetsova M."*
ogy and Metabolic Diseases, Faculty of Medicine, Medical University
ology and metabolic diseases, University Hospital ,Pulmed”, Plovdiv;
d metabolic diseases, University Hospital ,Kaspela”, Plovdiv;

d metabolic diseases, University Hospital ,Sv. Georgi”, Plovdiv
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Introduction. Boucher-Neuhauser  syndrome is a slowly progressive
neurodegenerative disorder, characterized by the triad of hypogonadotropic
hypogonadism, chorioretinal dystrophy, and cerebral ataxia. The individual components
of the syndrome appear at different stages of the life of affected patients, which is why
early diagnosis is difficult. Inheritance is thought to be autosomal recessive and is
most commonly due to a point mutation in the PNPLA6 gene. The disease affects
both sexes equally, with no data on its frequency.

Clinical case: We present a 28-year-old female, born froma a first normal
pregnancy, with no family history of endocrinopathies. Chorioretinal dystrophy was
diagnosed at the age of 14 due to complaints of difficult night vision and progressive
loss of peripheral vision. 4 years later, the patient was referred to an Endocrinology
clinic due to the absence of secondary sex characteristics and primary amenorrhea.
Hormonal evaluation revealed hypogonadotropic hypogonadism combined with
US findings of hypoplastic ovaries and uterus, and normal female karyotype (46,
XY). A normal MRI of the brain and pituitary gland was found. Gonadal function
replacement therapy was initiated. The last component of the syndrome, cerebellar
ataxia, was diagnosed at the age of 27. The diagnosis of Boucher-Neuhauser
syndrome was made after genetic analysis and confirmation of heterozygous
carriage of the pathogenic PNPLA6-c.3403C>T variant of the gene. During follow-
up, a high-risk nodule in the left lobe of the thyroid gland was visualized during
a routine ultrasound examination of the neck, and cytological analysis revealed
evidence of malignancy. Surgical treatment was performed with the histological
result of papillary thyroid carcinoma.

Conclusion: The spectrum of phenotypic manifestations in Boucher-
Neuhauser syndrome is wide, but no association with differentiated thyroid
carcinoma has been described in the scientific literature to date. To that moment,
there is no evidence of a causal relationship between thyroid neoplasms and the
genetic disorders causing the syndrome.

KapuuHom Ha napamupeougHume >kae3u -
pagka, Ho Bbamo)kHa npuyuHa 3a nbpBuyeH

Xunepnapamupeougusbm

LuHko6 A., [TempoBa A., lnko6a U., UBanoBa P., NyuqeB U.,
lanyeB I., KoBayeBa P.

Kamegpa no eHgokpuHoAo2ug, MeguuuHcKu hakyamem,
MeguuuHcku yHuBepcumem, Cocpusn
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NapamupeougHuam kapuuHom (I'K) e cpeg Hal-pegkume eHgOKpUHHU My-
MOPU U ce Hamupa npu no-marko om 1% om nauueHmume ¢ nbpBuueH xunepna-
pamupeougu3zbm (MXTT). AuaezHo3ama e komnaekcHa. KAuHu4yHa cycnekuua 3a
MK uma npu Haauyue Ha BucokocmeneHHa xunepkaAuuemus, 3HayumeaHo noBu-
weHue Ha cepymHomo HuBo Ha napamxopmoHa ([TX), pagmep Ha mymopa Hag 3
CM UAU NaAnupaw, ce mymop, aHz2a>kupaHe Ha AOKO-pe2uoHaAHU AUMPHU Bb3Au,
KocmHu 60oAku. OKOHYameAHama gua2Ho3a e XxucmoaAo2uyHa. AeyeHuemo u3uc-
kBa pagukaAHa ekcuu3ua Ha Mymopa C AUMPHA gucekuua u Npu 0CMambyHO UAU
peuuguBHo AokaaHO 3aboanaBaHe ce npuaaza BbHWHO obAbuBaHe. [MpozHo3ama
He e gobpa, ocobeHo npu noaBa Ha gareuHu memacma3zu. Npuro>keHuemo Ha
Xumuomepanua, mapa2emHa mepanua UAU UMyHOMepanua 3a MOMeHma e C He3a-
goBoaumenHa epekmuBHocm. MoAekyAapHOMO U 2eHeMUYHO Munu3upaHe Ha
mymopa npu Bceku KoHkpemeH nauueHm moxke B 6bgewe ga gage no-gobpu
Bb3MokHOCMU 3a KOHMPOA Ha 3aboaaBaHemo. Viaocmpupame npobaema ¢ gBa
CAyyan, guazHocmuuupaHu u onepupaHu 8 YCBAAE, cbc 3HauumeAHo pasaudva-
Bawa ce kauHuuHa u3zaBa u xog Ha 3aboasBaHemo. Bogewuam cumnmom npu
nauueHm 1 Bewe wulHa AumageHonamua, gokamo xunepkaauuemuama bewe
ymepeHa <3,5 mmol/l, a MTX - 46 pmol/l (1,6-6,8). TunuuHa cybekmuBHa cumn-
momamuka auncBawe. Hamepu ce xunoexozeHHo obpa3yBaHue 2 cm nog goAHuUA
NoAlOC Ha AeBua mupeougeH gaa u MHOXKecmBo pazHoKaAubpeHu AuMgHU Bb3Au
CbC CXOgHa cmpykmypa u namoao2uyeH kpbBomok 6 HuBa IV u VI om cbwama
cmpaHa. MNauyueHm 2 6ewe guazHoCMuUUUpaHa cayvalHo ¢ BucokocmeneHHa Xu-
nepkaauuemusn >4,0 mmol/l u MTX 78 pmol/l, cbwo 6e3 uzaBena munuyHa cumn-
momamuka. 3ag reBua mupeougeH gaa ce Hamepu Xxunoexo2eHHo obpa3zyBaHue
KbM 6 cm U mpu AumgpHU Bb3era nog 1 cm. ABeme nayueHmku 6axa onepupaHu
C XucmoaozuvHa guazHo3a 1K u paHHuU onepamuBHu pe3yamamu, ompa3zaBawu
uHguBugyaaHume KAUHUYHU ocobeHocmu Ha 3aboraBaHemo.

Cancer — a Rare but Posdible Cause of
erparathyroidism

a D., Yankova I., Ivanova R., Punchev I,

tcheva R.
rinology, Madical Faculty, Medical University, Sofia
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The parathyroid cancer (PC) is one of the rarest endocrine tumors and is
found in less than 1% of the subjects with primary hyperparathyroidism (PHPT). The
diagnosis is complex. A clinical suspicion for PC is raised if severe hypercalcemia,
high parathyroid hormone (PTH), tumor over 3 cm or palpable mass, enlarged
loco-regional lymph nodes, or bone pain are observed. The definitive diagnosis is
histological. The treatment requires attempt for radical excision of the tumor and
lymph node dissection. External beam radiation therapy s applied in persistent
or recurrent inoperable local disease. The prognosis is not good, especially with
metastatic disease. The chemotherapy, tyrosine kinase therapy or check-point
inhibition have not shown much promise to date. The molecular and genetic analysis
of the tumor in each patient may provide better options for disease control in the
future. We illustrate the subject with two PC subjects diagnosed and operated at the
University Hospital of Endocrinology, with different clinical presentation and disease
course. The presenting sign in Subject 1 was a palpable neck lymph node. The work-
up yielded moderate hypercalcemia <3,5 mmol/l and PTH 46 pmol/l (1,6-6,8). She
did not report typical clinical sighs and symptoms. The ultrasound exam revealed a
hypoechoic mass caudal to the left thyroid lobe and multiple variable-sized lymph
nodes with similar US pattern and abnormal blood flow in the ipsilateral levels IV and
VI. The disease in Subject 2 was diagnosed accidentally after asymptomatic severe
hypercalcemia (>4,0 mmol/l) and serum PTH 78 pmol/l were found on routine lab
tests. The US exam showed a 6 cm mass behind the left thyroid lobe and three
level VI lymph nodes under 1 cm in size. Both subjects underwent surgery, PC was
confirmed histologically and the early surgical outcomes were in accord with the
individual clinical features of the disease in each of them.
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MoBegeHue npu HagbbbpeyHuMe uHYUgeHManomu
cnopeg nocAegHume npenopbku om 2023 2oguHa

3axapueBa C."%%*

'Kamegpa no EHgokpuHoaozua, Meguuurcku YHuBepcumem, Codus;
2EKcnepmeH ueHmbp 3a pegku eHgoKpuHHu 6oaecmu, Codus;
*EBponelicka mpexa 3a pegku eHgokpuHHU 6oaecmu (ENDO-ERN);
*YCBAAE ,Akag. NBaH NeHueB”

Hagbb0peuHume uHUUgEHMaAOMU ca popmayuu om T ¢cm UAU NO-20Aemu,
CAyYallHO omKpumu npu obpa3zHa guazHocmuka npoBegeHa no noBog Ha HeeH-
goKpuHHU 3aboaaBaHua. Yecmomama Ha HagbbbpeuHume UHUUgEHMAAOMU Ce
e yBeauyura 10 nbmu npe3 nocaegHume 2 gecemuaemusn, kamo noBeyemo ca
guazHocmuuupaHu npu no-8b3pacmHu xopa. Npu Bcaka HoBoomkpuma Hagbb-
OpeuHa maca mpabBa ga ce omeoBopu Ha 2 Bbnpoca: gaau e maAu2HeHa u gaAu
e xopmoHaaHo akmuBHa. OmezoBopbm Ha gBama Bbnpoca e egHakBo BaxkeH 3a
onpegeAaHe Ha AedyeHuemo, MbU Kamo me3u mymopu moz2am ga goBegam go
3HauumeAHa 3aboreBaemocm U gopu CMbpMHOCM, ako ca 3AokavecmBeHu UuAu
XOpMoHaAHO akmuBHu. 3arokavecmBeHu mymopu ce omkpuBam no-yecmo npu
mAaagu nauueHmu. CycnekmHu 3a HagbbbpeueH KapuuHom ca: hayueHmu ¢ gBy-
cmpaHHU HagbbbpeuHu mymopu, aHamHe3a 3a gpy20 3aokadecmBeHo 3aboaaBa-
He, KomntombpHa momozpadua (KT) nokazBawa mymopHa maca ¢ pazmep Hag 4
CM, C HeonpegeAeHu obpa3zHU Xxapakmepucmuku, nAbmHocm Hag 10 XbHcuago-
Bu eguHuuu (XE) 6e3 koHmpacm u cbe 3abaBeHo ommuBaHe npu KOHMpPAcMHO
ycuaBaHe. Bvnpeku ve uzaBeHama xopmoHaaHa cBpbxcekpeuusa e HeobuuvalHa
npu HagbbOpeuHu uHyugeHManomu, crabo uzpazeHa aBmoHomHa cekpeuun Ha
KOpMU30A MOXKe ga bbge guazHocmuuupaHa npu 30% go 50% om nauueHmume.
Tol kamo aBmoHomHama cekpeuua Ha kopmu3oa e cBbp3zaHa ¢ noBuweHa cobp-
geuHo-cbgoBa 3aboreBaemocm u memaboAumHu HapyweHus, npu Bcuuku nayu-
eHmu ¢ HagbbbpeyHu UHYUgEeHMaAoMu ce npenopbyBa mecm 3a homuckaHe Ha
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KOpmu30Aa C gekcamemas3oH. B nocaegHume npenopbku om 2023 2. 3a nogxoga
KbM HagbbbpeuHume uHYUgeHMaAOMU, cneyuaAHo BHUMaHUe e 06 bpHaMOo Ha CAY-
yaume c aBmoHomHa kopmu3zonroBa cekpeuua u ca HanpaBeHu BaxkHU gonbAHEHUA.
BvBexxga ce HOBo noHamue ,memaborumeH aBmoHomeH Kopmu30A08 cuHgpom”
3a nauueHmume ¢ aBmoHomHama kopmu3oaoBa cekpeuua u memaboAUMHU Hapy-
weHus. NMNoBegeHuemo npu HagbbbpeuHume uHyugeHmanomu Bapupa 6 3abucu-
Mocm om emuoAo2uama, cbnbmcmBawume 3aboaaBaHua u npegnoyumaHuama
Ha nauueHma. HagbbbpeuHume mymopu, 3a KOUMO Ce N0go3upa, Ye ca 3A0Ka-
yecmBeHU UAU ca XOpMOHaAHO akmuBHuU (cuHgpom Ha KywuHe, nbpBuueH argoc-
mMepoHU3bM U (heoxpomouumonm), ce AekyBam onepamuBHo ¢ agpeHarekmomus.
XopmoHaAaHO HeakmuBHume u Bugumo gobpokavecmBeHu npu obpazHama guae-
Hocmuka ageHomu mpabBa ga 6bgam npocaegaBaHu om eHgOKPUHOAOR.

Management of Adrenal Incidentalomas According
to the Latest 2023 Guidelines

Zacharieva S."%**

'Department of Endocrinology, Medical University, Sofia;
’Expert Center for Rare Endocrine Diseases, Sofia;

*European Network on Rare Endocrine Conditions (ENDO-ERN);
*USHATE ,Acad. Ivan Penchev”

Adrenal incidentalomas are tumors larger than 1 cm that are discovered by
chance during imaging diagnostics performed for non-endocrine diseases. The in-
cidence of adrenal incidentalomas has increased 10-fold over the past 2 decades,
with the majority being diagnosed in older adults. With any newly discovered adre-
nal mass, 2 questions must be answered: whether it is malignant and whether it is
hormonally active. The answer to both questions is equally important in determining
treatment, as these tumors can lead to significant morbidity and even mortality if
they are malignant or hormonally active. Malignant tumors are more often found
in younger patients. Suspicious signs for adrenal carcinoma are bilateral adrenal
tumors, history of other malignancy, tumor size greater than 4 cm on computer
tomography (CT), indeterminate imaging features, radiologic density greater than
10 Hounsfield units (HE) on native CT and delayed contrast washout after contrast
enhancement. Although marked hormonal hypersecretion is unusual in adrenal inci-
dentalomas, mild autonomous cortisol secretion can be diagnosed in 30% to 50%
of all patients. As this condition is associated with increased cardiovascular morbid-
ity and metabolic disturbances, a dexamethasone suppression test is recommen-




ded in all patients with adrenal incidentalomas. In the latest 2023 recommendations
for the management to adrenal incidentalomas, special attention is paid to cases
with autonomous cortisol secretion and important additions were included. A new
term ,metabolic autonomous cortisol syndrome” is introduced for patients with au-
tonomous cortisol secretion and metabolic disorders. Management of adrenal inci-
dentalomas varies depending on etiology, comorbidities, and patient,s preference.
Adrenal tumors suspected of being malignant or proven hormonally active (Cushing
syndrome, primary aldosteronism and pheochromocytoma) are treated surgically
with adrenalectomy. Hormonally inactive and apparently benign adenomas on im-
aging should be followed-up by an endocrinologist.

LupkaguaHeH pumbm Ha apmepuaAHOmMo
HAAsS2aHe Npu hayueHmMu ¢ peoXpoMOUUMOM:
gaHHuU om 24-yacoBo xoanmep-moHumopupate B

eguH ekcnepmeH ueHmMbp

ErenkoBa A."***, Bacuae6 B."*** 3axapueBa C.">3*
'Kamegpa no EHgokpuHoroz2ua, MeguuuHcku YHuBepcumem, Cocpus;
“EkcnepmeH ueHMbp 3a pegku eHgokpuHHU 6orecmu, Codpus;
*EBponeticka mpexka 3a pegku eHgokpuHHU 6oaecmu (ENDO-ERN);
*YCBAAE ,Akag. MBaH NMeHueB”

Bwv6Begenue: BmopuuHume xunepmoHuu 4ecmo ce Xxapakmepu3upam C Ha-
pyweH geHOHOWEH NPOPUA HA apmepuarHOmMo HaaazaHe (AH), koimo om cBoa
cmpaHa e cBbp3aH ¢ noBuweH cbpgeuHo-cbgoB puck. ApmepuaaHama xunepmo-
Hua (AX) npu nayueHmume C PEOXPOMOUUMOM YECMO € KPU3UCHA, C HapyuweH
(pu3zuOAO2UYEH HOWEH Chag Ha apmepuasHOMO HaAf2aHe, NOHAKO2a MaAU2HEHA
UAU pe3ucmeHmHa Ha koHBeHuuoHaAHama aHmuxunepmeH3zuBHa mepanus.

Llea: N36vpwuxme pempocnekmuBHo npoyuBaHe 3a oueHka Ha npego-
nepamuBHua uupkaguaHeH npouA Ha AH npu nauueHmu ¢ XUuCMoOAO2U4HO NO-
mBbpgeH peoxpomouyumonm, guazHocmuuupaHu, AekyBaHu u npocaegaBaHu 6
Hawua ekcnepmeH ueHmMbp.

Mamepuar u memogu: AaHHuUmMe om 244y-xoAmep-MOHUMOpUpPaHe Ha 77
nauueHmu ¢ oeoxpomMouumom baxa aHaAauzupaHu Ype3 uznoa3zBaHe Ha nogxoga-
WU cmamucmuyecku memogu. YyacmHuuyume 6 npoyuBaHemo 6axa pazgeaeHu 6
2 2pynu: AUUA C KOHMpoAupaHa (n=28) u c HekoHMpoaupaHa AX (n=49), kKoumo
He ce pa3audaBaxa 3Ha4umo no Bb3pacm, CboOMHOWEHUE NO NOA, YpuHHUME
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HuBa Ha kKamexoAamuHume U MemaHegpuHume u aHmuxunepmeH3zuBHama cu
mepanua. Cnopeg 244y-npocur Ha AH yvyacmHuuume 6axa Kamez2opu3upaHu
Kamo: eKcmpemHU gunepu (cucmoaAeH HouweH gun >20%), gunepu (gun 10-20%),
HOH-gunepu (gun <10%) u padszepu (gun <0%).

Pesyamamu: [MauueHmume c HekoHmpoaupaHa AX umaxa no-Bucoku
cmoUHocmu Ha gHeBHOMO U HOWHO CUCMOAHO U UAaCMOAHO HaAf2aHe u No-20-
Aama gaBHocm Ha xunepmoHuama (6,41 vs. 4,48 2oguHu; p=0,026). NpoueHMbM
Ha HoH-gunepume 6 gBeme 2pynu He ce pazaudyaBawe cmamucmuyecku (39,3%
vs. 44,9%; p=0,632). HabalogaBaxme gecemokpamHo noBeue pad3epu cpeg na-
yueHmume C HEKOHMpoAUpaHa xunepmoHusa (34,7% vs. 3,5%; p=0,002), gokamo
8 2pynama c KoHMpoAupaHa xunepmoHua npeobragaBaxa gunepume (42,9% vs.
18,4%; p=0,02) u ekcmpemHume gunepu (14,3% vs. 2%; p=0,036). YcmaHoBuxme
craba HecamuBHa KopeAauua Mexxgy CUCMOAHUA HOWEH chag ¢ ypuHHume HuBa
Ha HopagpeHaAuHa (rs=0,378, p=0,043) u HopmemanedpuHa (rs= 0,325, p=0,021).
Tpugecem u mpuma nauueHmu 6axa npocnekmuBHO NpocAegeHu cAeg ychnewHa
ekcmupnauua Ha mymopa. HabaogaBaxme Bv3cmanoBaBaHe Ha pu3zuoro2uyHuA
How,eH cnag npu 45% om max.

U36ogu: boawuHcmBomo om nauyueHmume (80%) ¢ dpeoxpomouumom
ce npegcmaBam ¢ BucokopuckoB geHOHOWeEH NPOMUA Ha apMmepPUaAHOMO Ha-
Af2aHe, Koemo MoyKe ga obacHuU noBuweHua puck om ocmpu CbpgeyHocbgoBu
U Mo3b4YHOCHgoBU ycroxkHeHun, cBbp3aH ¢ moBa pagko 3aboaaBaHe. Auncama
Ha Bb3cmarHoBaBaHe Ha HOpMaAHUA HOWEH chag Ha apmepuasHOMO HaAna2aHe
npu Hag 50% om nayueHmMumMe cAeg ychewHa ekcmuphauua Ha mymopa moxke
ga ce obacHu ¢ geicmBuemo Ha MHOXKecmBo pakmopu Kamo KbCHa guaz2Ho3a,
HanpegBaHe Ha Bb3pacmma, HoBonoaBuAu ce kKomopbugHOCMU U acouuupaHu
cbpgeydHo-cbgoBu puckoBu gpakmopu.

Circadian Rhythm of Arterial Pressure in Patients
with Pheochromocytomas: Data From 24-hour Blood
Pressure Monitoring in Single Specialized Center

Elenkova A."*3#, Vasilev V."?3#% Zaharieva S."*%*
'Department of Endocrinology, Medical University - Sofia;
2Expert Center for Rare Endocrine Diseases - Sofia;

*European Network on Rare Endocrine Conditions (ENDO-ERN);
*USHATE ,Acad. Ivan Penchev”




Introduction: Secondary hypertension is often characterized by a disrupted
diurnal profile of arterial pressure, which is associated with increased cardiovascular
risk. Arterial hypertension in patients with pheochromocytomas (PC) is often par-
oxysmal, with altered physiological nocturnal blood pressure (BP) fall, sometimes
malignant or resistant to conventional antihypertensive treatment.

Aim: We conducted a retrospective study to assess the preoperative diurnal
BP profile in patients with histologically confirmed pheochromocytomas who were
diagnosed, treated and followed-up in our expert center.

Material and methods: Data of 24h-BP-monitoring of 77 patients with pheo-
chromocytomas were analyzed using appropriate statistical tests. Study population
was divided into 2 groups: subjects with controlled (n=28) and uncontrolled AH
(n=49) without significant difference in their mean age, sex ratio, urine catechol-
amine and metanephrine levels and antihypertensive therapy. According to their
24h-BP profile subjects were categorized as: extreme dippers (with nocturnal sys-
tolic blood pressure (SBP) dip >20%), dippers (dip of 10-20%), non-dippers (dip
<10%), and risers (dip <0%).

Results: Patients with uncontrolled AH had significantly higher awake and
asleep systolic and diastolic BP and longer duration of hypertension (6,41 vs. 4,48
years; p=0,026). The investigated groups had comparable proportions of non-dip-
pers (39,3% vs. 44,9%; p=0,632). We observed tenfold higher percentage of risers
among patients with uncontrolled AH (34,7% vs. 3,5%; p=0=002). In contrast, the
group with controlled AH presented with higher percentage of dippers (42,9% vs.
18,4%; p=0,02) and extreme dippers (14,3% vs. 2%; p=0,036). We found a weak
negative correlation between SBP dip with urine noradrenaline (rs=0,378, p=0,043)
and normetanephrine levels (rs= 0,325, p=0,021). Thirty-three patients were pro-
spectively evaluated after successful pheochromocytoma removal. We registered
restoration of the physiological nocturnal dip in 45% of them.

Conclusions: The majority (80%) of patients with pheochromocytomas pres-
ent high-risk circadian BP profiles which can explain the increased risk for acute
cardiovascular and cerebrovascular complications associated with this rare disease.
The lack of restoration of normal nocturnal BP dip in more than 50% of all PC pa-
tients after successful surgery could be explained by the impact of multiple factors
such as delayed diagnosis, older age, newly diagnosed comorbidities and associat-
ed cardiovascular risk factors.
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BmopuyHa HagbbbpeyHa HegocmambyHoCmM
OpbeyobBa M.

KauHuka no EHgokpuHoAoz2ua u 6oaecmu Ha obmaHama, YMBAA ,CB. leopau”,
Kamegpa no EHgokpuHoaozua, MeguuuHcku ¢pakyamem,
Meguuuxcku yHuBepcumem, IMroBguB

BmopuuHama HagbvbpeuHa HegocmambuHocm (BHH) e pagko, nomen-
uuaaHo >kuBomoszacmpawaBawo cbCcmMoaHue, gbAXKAWO Ce Ha HapyweHue Ha
xunodu3zHama »Ae3a om BcakakbB xapakmep (npocmpaHcmBo-3aemaw, npougec,
mpaBma, aBmouMyHHU UAU 2eHEMUYHU aHoMaAuu), Bb3npenamcemBawo cekpeuu-
ama Ha AKTX. NpoyuBaHua Hamupam yecmoma Ha BHH mexgy 41 u 94%. BHH
noka3Ba paznpocmpaHeHue om 150-280 Ha MUAUOH gywUu C NO-4eCMO 3aca2aHe
Ha >keHckua noA. Koeamo BHH ce pa3BuBa egHoBpemeHHo ¢ gpyau gedpuuyumu
Ha Xunogu3apHU XOPMOHU Npu namoaAozudeH o6pa3z om AMP, nbpBama npuuuHa,
koamo mpabBa ga ce uma npegBug, ca xunogpuzapHu mMymopu, ocobeHo makpo-
ageHomu. Cpeg XOpmoOHaAHUMeE geuuumu, NPUYUHEHU OM MaKpOageHOMU Ha
xunodpuzama, AKTX-gecbuuumbm, obave, e eguH om HalU-pAgKO cpewaHume.
AumcpouumapeH uau aBmoumyHeH xunou3um e gpyaa 4ecmo cpeuwaHa npuyu-
Ha 3a KOMOuHupaH gedouuyum Ha AKTX u ocmaHaAume XOpMOHU Ha Xunodu3zama.
Aedpuuumbm Ha AKTX e Hal-1yecmo cpewaHomo XopmoHaAHO pazcmpoudcmBo 6
me3u cAyvau u ce gokazBa B npeobragaBawama um yacm. BHH moxxe ga 6bge
umyHocBbp3aHo HexxeAaHo CbOUMuUe Npu AedeHue ¢ UMYHHU ,checkpoint” uHxu-
6umopu (ICl). Hat-uecmama npuvuHa 3a uzoaupaH AKTX gecpuuum e ampozeH-
HOMO NOMuUCKaHe Ha ocma Xunomaaamyc-xunogu3a-HagobobpeuHa »ae3a (XXH),
NPUYUHEHO OM NPOgbAXKUMEAHA ekcho3uyua Ha 2atokokopmukougu (IK). TMauu-
eHmume, npuemawu gbA20CPOYHO NEPOPAAHU, UHXAaAAMOPHU, UHMpaHa3aAHU,
BvmpecmaBHu uau AokaaHu TK, mpabBa BuHazu ga 6vgam oueHaBaHu 3a Bb3mo-
>KeH Xxunokopmuuu3bm. Pagka, HO uHmepecHa npuyuHa 3a BHH ca xomo3uzomHu
uAU cbcmabBHu xemepo3u2omHU Mymauuu cbe 3az2yba Ha gyHkuyua Ha POMC
eeHa, Bogewu go paHHa HagbbOpeuHa HegocmambuyHOCM, 3amAabcmabaHe u
NpoMeHeHa nu2MmeHmauus.

Peguua npoyuBarua nokazBam noBuweHa cMbpmHOCM NpU hauueHmMu ¢
gebuyum Ha KOPMU30A, gbAKawa ce Ha CbpgeuHo-cbgoBu, MemaboAUMHU, HEO-
NAACMUYHU U UH(peKUuuo3HU 3aboraBaHus.

3amecmumeAHama mepanua npu BHH He u3uckBa npuao>keHue Ha mMuHe-
paAKkopmukougu, mbl Kamo ocma peHUH-aH2UOMeH3UH-aAgOCMePOH € 3ana3eHa.
3amecmumeAHama mepanus ¢ 'K noka3zBa 2orama BapuabuaHocm 666 Buga, go-
3ama, Yyecmomama u npogbAKumeaHocmma. Kamo ce uma npegBug, ue moxxe




ga e HaAuue ocmambyHa cekpeuua Ha AKTX u 3anazeHo oyHKUUOHUpaHe Ha XXH
0C, no-Hucku go3u 'K, ocobeHo cregobeg, moXke ga ca gocmambyHU Kamo 3amec-
MumeAHO AeveHue npu nauueHmume ¢ BHH 6 cpaBHeHue ¢ me3u ¢ nvpBuuHa
HagbbOpeyHa HegocmambyHocm. BvBexxgaHemo Ha HoBa dpopmyaa ¢ mogudu-
uupaHo ocBoboxgaBaHe ¢ no-huzuoro2uUeH yupkageH NPoPUA Ha KOPpMU30Aa e
cBbp3aHo CbC cu2HUUKAHMHO BAazonpuamHo noBauaBaHe Ha mearecHOMO Me-
ano, HbA, u uncyaunoBama uyBecmBumeanocm npu BHH.

Secondary Adrenal Insufficiency
Orbetzova M.

Clinic of Endocrinology and Metabolic Diseases, ,Sv. Georgy” University Hospital ,
Department of Endocrinology, Medical Faculty, Medical University of Plovdiv

Secondary adrenal insufficiency (SAI) is a rare potentially life-threatening
condition due to any disturbance involving the pituitary gland (space-occupying
lesions, trauma, autoimmune or genetic abnormalities) and interfering with ACTH
secretion. Studies have shown that the frequency of SAl is between 41 and 94%.
SAl shows a prevalence of 150-280 per million with a higher prevalence in wom-
en. When SAI coexists with other pituitary hormone deficiencies and pathological
MRI, the first cause to be considered should be tumours, especially pituitary mac-
roadenomas. Among hormone deficiencies caused by pituitary macroadenomas,
ACTH deficiency is one of the least common. Lymphocytic or autoimmune hy-
pophysitis is another common cause of combined deficiency of ACTH and other
pituitary hormones. ACTH deficiency is the most common hormone disorder in
these cases, and has been shown in a very high proportion of them. SAIl could be
an immune-related adverse event following treatment with immune checkpoint
inhibitors (ICls). The most common cause of isolated ACTH deficiency is iatro-
genic suppression of the hypothalamic-pituitary-adrenal (HPA) axis caused by
long-term glucocorticoid (GC) exposure. Patients taking long-term oral, inhaled,
intranasal, intra-articular, or topical GCs, should be assessed for possible hypocor-
ticism. A rare but interesting cause of SAl is the homozygous or composed hetero-
zygous loss-of-function mutations of POMC gene, leading to early onset adrenal
insufficiency, obesity, and altered pigmentation.

Several studies have demonstrated an increased mortality in patients with
cortisol deficiency attributable to cardiovascular, metabolic, neoplastic and infective
diseases.
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Replacement therapy in SAl does not require mineralocorticoid administra-
tion because the renin-angiotensin-aldosterone axis is preserved. GCs replacement
therapy shows wide variability in the type, dose, frequency, and timing of treatment.
Considering that a residual ACTH secretion and HPA-axis function may be present,
lower GC doses, especially in the afternoon, might be sufficient to replace patients
with SAl when compared to primary Al. The introduction of a new modified release
formulation with a more physiological cortisol circadian profile has been associated
with significant improvement in body weight, HbA, and insulin sensitivity in SAL.

MoHumMopupaHe u Ae4YeHUe Ha NayueHmMu cbc
CUHGPOM Ha TbpHbp — akmyaAHO cbcmogHue u

cbBpemeHHuU npenopbku

PobeBa P."*3* EaeHkoBa A."*>* 3axapueBa C."***
'Kamegpa no EHgokpuHoroz2ua, MeguuuHcku YHuBepcumem, Copus;
’EkcnepmeH ueHMbp 3a pegku eHgokpuHHU borecmu, Codoua
*EBponeticka mpexka 3a pegku eHgokpuHHU 6oaecmu (ENDO-ERN);
YCBAAE ,Akag. MBaH MeHueB”

BwvBegenue: NauueHmkume cbC cuHgpom Ha TepHbp (CT) ce omauvaBam
¢ noBuweHa 3aboreBaemocm om cbpgeuHo-cbgoBu, memaboaumHu u aBmo-
UMUHHU 3a60A98aHuUg, Koamo moxke ga gonpuHaca 3a no-8ucoka cmbpmHocm npu
me3u >keHu. 3amoBa cbBpemeHHUME MexXxgyHapogHU KOHCeHCYcu npenopbyBam
cucmemHo npocaegaBaHe u akmuBeH ckpuHUH2 3a peguua eHgOKPUHHU U HeeH-
gOKpPUHHU cbcmosaHua npu 6oaHume ¢ TC.

Lleau: Emo 3awo, Hacmoawomo u3caregBaHe uma 3a UeA ga npoyuu Xa-
pakmepucmukume Ha eHgoKpUHHama u HeeHgoKpUHHa KOMOpPbugHOCM, Kakmo u
cbomBemHume nogxogu 3a HabAlogeHue u mepanua npu bbA2apcKu NauUeHMKuU
coe CT.

Mamepuaa u memogu: aHaAU3UpPaHU ca gaHHUMe Ha Koxopma om 45 >KeHu
cbe CT Ha Bb3pacm (18-53 2oguHu). O60bweHuU ca gaHHUMEe 3a cbnbmcmBawu-
me 3aboaaBaHua 6 cbwama 2pyna. CpaBHeHu ca KAUHUYHUME U XOPMOHAAHU NO-
KazameAu mexkgy nauueHmkume cbc CT u uHguBugu ¢ gpyau NpuYuHU 3a Npex-
geBpemeHHa oBapuarHa HegocmambyHOCM.

Pezyamamu: MauueHmume cbc CT ce omauvaBam ¢ Bucoka yecmoma Ha
cbpgeuHo-cbgoBu 3aboaaBaHun (24,4%), BbeaexugpamHu HapyweHua (17,7%),
gucaunugemus (50,0%), mupeougHu (55,6%) u gpyau HapyweHua. Yecmomama




Ha memaboAumHume u cbpgeyHo-cbgoBume HapyweHua moxe ga 3aBucu om Ka-
puomuna Ha nauueHmkume, Bb3pacmma Ha guazHocmuuupaHe Ha CbCMoAHUe-
MO, KAKMO U OM NPUAO>KEHUEMO Ha XOPMOHO-3amecmumeaHa mepanua (p<0,05).
KomopbugHocmma npu nauueHmkume ¢ TC e no-Bucoka 0mKOAKOMO nNpu >KeHu
C gpyau npuduHu 3a npexkgeBpemeHHa oBapuarHa HegocmamubYyHOCM.

3akaroyeHue: AuazHo3zama Ha CT e 3abaBeHa npu yacm om ObA2apcKu-
me nauueHmku. CT ce cBbp3Ba ¢ Bucoka yecmoma Ha cbnbmcmBawu eHgo-
KPUHHU U HEeHJOKPUHHU 3aboAaBaHun, nopagu kKoemo e HeobXOgUMO HAaCOUYEHO
mbpceHe Ha KomopbugHocmu npe3 ueaua >kuBom Ha nauueHmkume. YMeCmHo
e CMPUKMHOMO NPUAOXKEHUE Ha CbBpemeHHUMe MeXXgyHapogHU aA20pummu 3a
npocaegaBare npu TC B pearAHama KAUHUYHa Npakmuka ¢ o2Aaeq HaBpemeHHa gu-
azHocmuka. NMpocaegaBaHemo Ha nauueHmku cbe CT caegBa ga ce uzBovpwBa
OM MYAMUQUCUUNAUHAPHU eKunu.

Monitoring and Treatment of Patients with Turner
Syndrome - Current Status and Recommendations

Robeva R"?***, Elenkova A."*%*, Zacharieva S."*3*
'Department of Endocrinology, Medical University, Sofia;
2Expert Center for Rare Endocrine Diseases, Sofia;

*European Network on Rare Endocrine Conditions (ENDO-ERN);

*USHATE ,Acad. Ivan Penchev”

Introduction: Patients with Turner syndrome (TS) have an increased inci-
dence of cardiovascular, metabolic, and autoimmune diseases, possibly contribut-
ing to higher mortality in these women. Therefore, current international guidelines
recommend systematic follow-up and active screening for many endocrine and
non-endocrine conditions in TS patients.

Aims: Therefore, the present study aims to investigate the characteristics of
endocrine and non-endocrine comorbidity and the relevant monitoring and therapy
approaches in Bulgarian patients with TS.

Material and methods: Characteristics of a cohort of 45 women with TS
aged (18-53 years) were analyzed. Data on concomitant diseases in the same group
were summarized. Clinical and hormonal parameters were compared between pa-
tients with TS and individuals with other causes of premature ovarian failure.

Results: Patients with TS had a high incidence of cardiovascular diseases
(24,4%), carbohydrate disturbances (17,7%), dyslipidemia (50%), thyroid (55,6%)
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and other disorders. The frequency of metabolic and cardiovascular disorders might
depend on the karyotype of the patients, the age of diagnosis of the condition, as
well as the application of hormone replacement therapy (p<0,05). Comorbidity in TS
patients was higher than in women with other causes of premature ovarian failure.

Conclusion: The diagnosis of TS is delayed in some Bulgarian patients. TS
is associated with a high frequency of concomitant endocrine and non-endocrine
diseases; therefore, a targeted search for comorbidities is necessary throughout
the lifespan of patients. The strict application of current international algorithms for
TS monitoring in actual clinical practice is essential for timely diagnosis. Multidisci-
plinary teams should perform follow-ups of patients with TS.

The role of Inositols in Reproduction

Maurizio Nordio
Department of Experimental Medicine, University ,Sapienza”, Rome, Italy

It is worldwide known that fertility, at least in industrialized countries, is rap-
idly decreasing. This is mainly due to factors that are able to greatly interfere with
our endocrine system and, as a consequence, with the ability to produce oocytes
and spermatozoa of sufficient quality. Among those numerous factors, inositols
have certainly a pivotal role. They are a number of ubiquitous glucose-derived com-
pounds (nine stereoisomers) with a number of important activities. The most studied
are MYO-inositol (MYO) and D-chiro-inositol (DCI). The first is mainly involved in
the reproductive system, both in male and female patients. In fact, MYO is consid-
ered a physiological second-messenger of FSH and of TSH. The latter has a role as
insulin-sensitizer agent. Each tissue has its own specific MYO to DCl ratio (as an ex-
ample, in the ovarian tissue the physiological MYO/DCI ratio is 100:1), being 40:1
the physiological plasma ratio.

As far as the reproductive system is concerned, it is well known that MYO
is able to ameliorate cycle disturbances and oocyte quality, therefore is widely
successfully used in many affected female patients, especially those having PCOS.
Since this specific situation is often characterized by a concomitant metabolic alter-
ation (namely insulin resistance), DCl is usually added, due to its ability to increase
insulin sensitivity. However, as stated earlier, a specific MYO to DCI ratio must be
granted, otherwise it is possible that the administration of higher DCI amounts and
for a longer period of time, may interfere with the ovary, causing detrimental effects
rather than ameliorating the situation. In fact, recent data from our Department
demonstrate that time and dose are two pivotal elements to be considered, when




prescribing DCI therapy. Notably, the administration of DCI at the dose of 1200 mg,
caused detrimental effects to a small group of female volunteers, in terms of cycle
regulation, testosterone and asprosin plasma concentration.

In conclusion, inositols are considered as important and safe tools in the
hands of physicians that are aware of their potentials and of their limitations, espe-
cially as far as female patients are concerned.

PoAama Ha uHo3umoAaume B penpoggku,uslma
Maypuyuo Hopguo

Kamegpa no EkcnepumerHmanHa meguuuHa, YHuBepcumem ,Canuerua”, Pum, Mimaausa

B cBemoBen mawab e uzBecmHo, ye paxkgaemocmma, noHe 6 uHgycmpu-
aAu3zupaHume cmpaHu, 6bp30 HamaaaBa. ToBa ce gbaxku 2aaBHO Ha pakmopu,
koumo ca 6 cbcmoaHue 3HaYumeAHo ga noBAauaam Ha eHgoOKpuHHama cucme-
ma u kamo caegcmBue, Ha cnocobHocmma 3a npou3zBogcmBo Ha aluekaemku u
chepmamo3ougu ¢ gobpo kavecmBo. Cpeg me3u MHO200poUlHU pakmopu UHO-
3UuMmoAUMeE CbC cu2ypHOcm umam katodoBa poaa. Te ca mHoxkecmBo yobukBumep-
HU CbeguHeHus, npou3BogHu Ha 2Al0K03ama (geBem cmepeou3zomepa), € peguua
BaxxHu getcmBua. Had-uzcaegBanume ca MYO-inositol (MYQO) u D-chiro-inositol
(DCI). MopBuam e cBop3aH 2raBHo ¢ penpogykmuBHama cucmema, Kakmo npu
MbXKeme, maka u npu >keHume. BcowHocm MYO ce cuuma 3a pu3zuorozuyeH
BmopuveH nocpegHuk Ha FSH u TSH. Bmopuam uzpae poaama Ha UHCYAUH-CEH-
cubuauzupaw, azeHm. Bcaka mbkaH uma cBoe cneuuguyHo cbomHoweHue MYO/
DCI (Hanpumep, 8 mbkaHma Ha adyHUUUME (PU3UOAO2UYHOMO CbOMHOWeEeHUe
MYO/DCI e 100:1), a puzuoA02UMHOMO NAA3MEHO CbomHoweHue e 40:1.

[Llo ce omHaca go penpogykmuBHama cucmema, gobpe uzBecmHo e, ue
MYO e 8 cbcmoaHue ga nogobpu cmywieHuama 6 meHcmpyaaHua yukbvA (ML) u
kauecmBomo Ha aduekremkume, nopagu Koemo ce u3noA3Ba WwupoKo npu >KeHu
¢ penpogykmuBHu HapyweHusa, ocobeHo me3u ¢ PCOS. Tol kamo me3u cneuu-
(PUYHU CbCMOAHUA YeCcmOo ce xapakmepu3jupam cbC cbnbmcmBawu memabo-
AUMHU HapyweHua (no-chneyuaAHO UHCYAuHoBa peucmeHmHocm), obukHoBeHo
ce gobaBa DCI, nopagu cnocobHocmma my ga noBuwaBa uHcyauHoBama uyBem-
BumeaHocm. Bbnpeku moBa, kakmo bewe nocoveHo, mpabBa ga ce nocmuzHe
cneuuduyuHo cbomHoweHue MYO/DCI, 8 npomuBeH cayual e Bb3MOXKHO Npu-
AazaHemo Ha no-Bucoku koauvecmBa DCI u 3a no-gbabe nepuog om Bpeme ga
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noBauae cpyHkuuama Ha aduyHuuume, npuduHaBaliku BpegHu Bmecmo 6Aazonpu-
amHu edpekmu. BcbwHocm, Hald-HoBu gaHHU om Hawama kamegpa noka3zBam,
ye Bpememo u gozama ca gBa ocHoBHU eremeHma, koumo mpabBa ga ce umam
npegBug, koezamo ce npegnucBa mepanua ¢ DCI. TpabBa ga ce ombeaexxu, ye
8 maaka 2pyna om gobpoBoaku npuaazaHemo Ha DCI 8 go3a 1200 mg Bogu go
BpegHu epekmu No omHoweHue pe2ysupaHemo Ha ML], nAa3meHama KOHUEeH-
mpayua Ha MecmocmMepPOH U acNPO3UH.

B 3akAr0ueHue, uHo3umoAume moz2am ga 6 bgam BaxkHu u 6e3onacHu cpeg-
cmBa B8 pvueme Ha Aekapume, ako ca gobpe 3ano3Hamu ¢ mexHume Bb3M0XKHOC-
MU U o2paHuYeHun, ocobeHo omHaca

TbMHamMa cmpaHa Ha cnopma — Mmbkkama amaemu-
yecka mpuaga

Kameno@ 3.
KAuHuka no eHgokpuHoAozug, YHuBepcumemcka 6oAHuua ArekcaHgpoBceka,
Meguuurcku YHuBepcumem, Codpusa

(Du3zuyeckama akmuBHoCcM uma 02pOMHO BAa2ONPUAMHO 3HauveHue 3a
3gpaBemo Ha yoBeka. Ho kakmo [Napauea3 nuwe npegu 5 Beka ,Camo go3a-
ma pazepaHudaBa ompoBama om rekapcmBomo” u B aekapcmBomo ,gpuzude-
cka akmuBHocm” om 3HauveHue e go3ama. [NpekomepHomo cnopmyBaHe kpue
Ccepuo3eH puck om u3UYecKu UAU ncuxuvecku mpaBmamu3bm, 3a0ynompeba
¢ aHaboAHU, aHgpO2EeHHU cmepougu, XpaHUmeAHu pazcmpolicmBa, noBuweHue
Ha cbpgeuHo-cbgoBua puck u gp. Te3u npobaemu Had-vecmo ocmaBam ckpumu
nog 6Aacbka Ha Megaaume, a 3a NnpuduHume 3a npoBareHume cnopmMHu Kapuepu
pPAgKO ce nuwe.

Mwbokkama amaemudecka mpuaga 6ewe gegpuHupaHa gocma No-KbCHO Oom
»keHckama. Ta e cuHgpom om 3 B3aumocBbp3aHu cbcmoaHun, Had-Yecmo cpewa-
HU NpU IOHOWU U mMAagu Bb3pacmHu mbXke amaemu (u3gpbXkauBocm u mexke-
cmu) u BkAtouBa KAUHUYHO 3HaYUMUMeE pe3yamamu om:

1. eHepaueH geuyum/HUCKa eHepaulHa HaAUYHOCM C UAu 6e3 HapyweHo
XpaHeHe/xpaHumeAHo pazcmpoicmBo

2. (PYHKUUOHAAEH XunomaAamu4eH Xuno2oHagu3bm

3. ocmeonopo3a UAU HUCKa KOCMHa MUHepaAHa NAbMHOCM C uAu 0e3
cmpecoBu gppakmypu

EHepaueH gepuyum/Hucka eHepauliHa HaAUMHOCM ce omHaca go HuBomo




Ha eHepaueH cmamyc, Kbgemo ca HacmbnhuAu egHa uAau noBeye om caregHume
KOMNeHcamopHU memaboAumHuU aganmauuu: nomuckaHe Ha 6a3zaaHama obmaHa
(Hopmaau3upaHa 3a pazmepa Ha MAAOMO UAU Macama 06e3 ma3HuHu), 3a2yba Ha
meAecHo meaao, cBbp3aHo ¢ HOB XpOHUYHO HUCHK set point 3a peayaayua Npu Hu-
cbk ITM u/uau nomuckaHe Ha memaboAUMHU XOPMOHU, Kamo MpulogmupoHUH
U AenmuH, ompa3zaBawu NPOgbAXKUMEAHUA 0OMKA3 OM Npuem Ha goCmambyHO
eHepaua 3a NoggbpikaHe Ha eHepaulHumMe pa3xogu. M myk cmaBa gyma 3a KoH-
muHuym - B 3gpaBocroBHua my kpal eHepauuHUAM Npuem e gocmambueH, 3a ga
omzoBopu Ha KoMBUHUpaHUMEe HY>XXgu om ynpaxkHeHua u Bcuyuku ocmaHaau u-
3UO0AO2UYHU Npouecu - KocmHomo 3gpaBe e agekBamHo 3a Bv3pacmma, noaa u
ynpaxkHeHUamMa, a 20HagHama oc PyHKYUOHUpa HopmaaHo. B HezgpaBocaroBerua
Kpal Ha KoHMuHyyma, BcaegecmBue eHepaueH gecpuuum HacmbnBa npozpecub-
Ho BArowaBaHe Ha penpogykmuBHomo 3gpaBe u Kocmume - xuno2oHagomponeH
XUNO20HAgU3bM, OAU20CNEPMUSA, HAMaAeHO Aubugo u ocmeonopo3a.

B ma3u Aekuua we O6bgam pa3zaregaHu MepmuHoAO2UAMa, hamozeHe3ama,
gaAu ce Kacae 3a cmpaHudeH egpekm om cnopma UAU (hu3UOAO2UYHA aganmauua Ha
20HagHama oc¢, CKPUHUHZbM, guazHOCMUYHUAM Npouec u Bb3MoskHoCMuUMe 3a Aeve-
Hue u BpbwaHe KbM CNopma Ha chnopmucmMuUMe C MbXKkama amaemuvecka mpuaga.

The Dark Side of Sport — the Male Hletic Triad

Kamenov Z.
Clinic of Endocrinology, Alexandrovska University Hospital, Medical University, Sofia

Physical activity has an enormous beneficial effect on human health. But as
Paracelsus wrote 5 centuries ago ,Only the dose distinguishes the poison from the
medicine” and in the medicine ,physical activity” it is the dose that matters. Exces-
sive exercise poses a serious risk of physical or mental trauma, anabolic, androgenic
steroids abuse, eating disorders, increased cardiovascular risk, etc. These problems
most often remain hidden under the glitter of medals, and the causes of failed sport-
ing careers are rarely written about.

The male athletic triad was defined much later than the female. It is a syn-
drome of 3 interrelated conditions most common in adolescent and young adult
male athletes (endurance and weight training) and includes the clinically relevant
outcomes of:

1. energy deficiency/low energy availability with or without disordered eat-
ing/eating disorder
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2. functional hypothalamic hypogonadism

3. osteoporosis or low bone mineral density with or without stress fractures

Energy deficiency/low energy availability refers to the level of energy status
where one or more of the following compensatory metabolic adaptations have
occurred: suppression of basal metabolic rate (normalized for body size or fat-free
mass), loss of body weight associated with a new chronically low set-point for reg-
ulation at low BMI, and/or suppression of metabolic hormones such as triiodothy-
ronine and leptin reflecting prolonged denial of sufficient energy intake to maintain
energy expenditure. Again, we are talking about a continuum - at the healthy end,
energy intake is sufficient to meet the combined needs of exercise and all other
physiological processes - bone health is adequate for age, sex and exercise, and the
gonadal axis is functioning normally. At the unhealthy end of the continuum, pro-
gressive deterioration of reproductive and bone health occurs as a result of energy
deficiency - hypogonadotropic hypogonadism, oligospermia, decreased libido and
osteoporosis.

This lecture will review the terminology, pathogenesis, whether it is a side ef-
fect of sport or a physiological adaptation of the gonadal axis, the screening, diagnos-
tic process, and treatment and return to sport for athletes with the male athletic triad.




Pezromema/Abstracts

AcmyaaHu npenopbku 3a AedeHue Ha ocmeonoposa

IMonuBanoB I1., TemeaxkoBa H.
YMBAA , ArekcaHgpoBcka”, Cogpun

Ocmeonopo3ama e cepuo3Ho XpoHU4HO 3aboraBaHe ¢ Bucoka u Hapa-
cmBawa yecmoma, 20AaMa AUYHA MeXXecm U couuaAHa 3Havumocm. Huckama
uHgopmupaHocm 3a npobaema, KbCHama guazHo3a, Hemo4YHomMo npocaegaBate
U HEKOMNEMEeHMHOMO AedyeHue ca MaAka yacm om mHoxkecmBomo npobaemu,
Koumo cbnbmcmBam KoHmpoaAa Ha moBa 3aboaaBaHe.

Llea Ha HacCMoAWOMO U3AO0XKEHUEe e ga aHaAu3upame akmyaAHume npeno-
PbKU 3a AedeHue Ha ocmeonopo3ama 666 MpaHuun, Beaukobpumanua u CALLL
MpaBum cpaBHeHue N0 omHOWeHUe Ha OUEeHKa Ha hpakMypHUA PUCK, UHgUKAUUU
3a cCmapmupaHe Ha AedeHUemo, megukameHmu Ha u3zbop, NPOgbAXKUMEAHOCM Ha
mepanuama u KOMNAeKCHa 2puxka - KaauueB u BumamuH A 6aaraHc, nogxogauw,
guemuueH pexkum u gBuzameaHa npoepama, npeBeHuua Ha nagaHuama.

Mamepuaa u memogu: 3a ueAma aHaAuzupaxme OogUUUAAHUME JOKYMEH-
mu Ha HauuoHaaHama 2pyna 3a ocmeonopo3a Ha Beaukobpumanua, DpeHcku
Npenopbku 3a MeHaXkupaHe Ha hocmmeHonay3aAHama ocmeonopo3a, Kakmo u
cAeg kacmpayua no noBog kapuuHomu, AMepukaHckama acouuauua Ha KAUHUY-
HUMeEe eHgOKPUHOAO3U, AMepuKaHCKUA KOAEX Ha Aekapume, AMepukaHCKua Ko-
Aex no akywepcmBo u 2uHekorozua. O6cbxkgame u uzBogume Ha Bogewu op-
2aHU3auUU U CNeyuaAucmu No OMHOWeHUe Ha XpaHeHemo u kocmHomo 3gpabe.

Pezyamamu: AeveHuemo Ha ocmeonopo3ama e 6a3upaHO Ha oueHkKa Ha
ppakmypHuAa puck. Pazaudua uma no omHoweHue Ha npaza Ha T-ckop u cmpa-
mudpuuupaHemo Ha pucka. [Mpenopbkume 6 EBpona ca cxogHu u uzbopbm Ha
AeveHue Ha nbpBa AuHua ce H6a3zupa Ha ecpekmuBHOCm, ueHa/ehekm, cmpaHuy-
HU edpekmu - moBa ca bupocpoHamume. CpegcmBo Ha uz60p ca aHaboAHUMEe
cpegcmBa 6 cayuaume Ha gBe uau noBeue BepmebparHu ppakmypu. Tazu me-
panug, KaKmo u AedeHuemo ¢ AeHocymab uzuckBa 3agbakumenHo nocaegBaw,o
AeveHue ¢ bupochoHamu 3a pazAudeH nepuog - MUHUMYM 6 go 12 meceua
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UAU NO-gbA20. AKUEHM e nepuoguyHama npeoueHka Ha pucka, obycaabawa npo-
gbAXKUMEAHOCMMA Ha AeYeHUemo.

B 3akAroyeHue ce cnupame Ha npakmukama 6 bbA2apua no omHoweHue Ha
CKPUHUH2, guazHO3a U AeYeHUe Ha hauueHmume ¢ 0CMeonopo3a, C aHaAu3 Ha npe-
namcmBuama, koumo onopovaBam AedeHuemo. Aowomo kauecmBo Ha DXA usz-
caregBaHusma e noBog 3a HeobocHoBaHo AeveHUe UAU cMaHama mMy. Apye cbuecm-
BeH npobAem e npogbA)KUMEAHOCMMa Ha mepanuama u nocAregoBameaHocmma
Ha u3noA3BaHume megukameHmMU, KaKmo U Auncama Ha mepaneBmuyeH naaH 3a
nauueHmume ¢ ppakmypu. Heobxogumo e usrocmHo uzguzare Ha HUBomo Ha 2pu-
»kama 3a hauueHmume C oCmeonopo3a OM paHHa npeuu3Ha guazHOCMUKa go KOM-
NAEKCHO U goCmambUHO AeveHue Ha 3aboaaBaHemo u agekBamHo npocaegaBane.

Current Recommendations for the Treatment
of Osteoporosis

Popivanov P., Temelkova N.
UMBAL , Alexandrovska”, Sofia

Osteoporosis is a serious chronic disease with a high and increasing inci-
dence, great personal burden and social significance. Low awareness of the prob-
lem, late diagnosis, inaccurate follow-up and incompetent treatment are a small part
of the many problems that accompany the control of this disease.

The purpose of this presentation is to analyze the current recommenda-
tions for the treatment of osteoporosis in France, Great Britain and the United
States. We make a comparison in terms of fracture risk assessment, indications for
starting treatment, medications of choice, duration of therapy and comprehensive
care - calcium and vitamin D balance, appropriate diet and exercise program,
prevention of falls.

Material and methods: For this purpose, we analyzed the official documents
of the National Osteoporosis Group of Great Britain, French recommendations for
the management of postmenopausal osteoporosis, as well as after castration for
carcinomas, the American Association of Clinical Endocrinologists, the American
College of Physicians, the American College of Obstetricians and Gynecologists.
We also discuss the findings of leading organizations and specialists regarding nutri-
tion and bone health.

Results: Osteoporosis treatment was based on fracture risk assessment. Differ-
ences exist regarding the T-score threshold and risk stratification. The recommenda-




tions in Europe are similar and the choice of first-line treatment is based on effective-
ness, cost/effect, side effects - these are the bisphosphonates. Anabolic drugs are
the drug of choice in cases of two or more vertebral fractures. This therapy, as well
as treatment with Denosumab, requires mandatory follow-up treatment with bisphos-
phonates for a varying period - a minimum of 6 to 12 months or longer. Emphasis is
on the periodic reassessment of risk, determining the duration of treatment.

In conclusion, we dwell on the practice in Bulgaria regarding screening, diag-
nosis and treatment of patients with osteoporosis, with an analysis of the obstacles
that impair treatment. The poor quality of DXA studies is a reason for unjustified
treatment or its change. Another significant problem is the duration of therapy and
the sequence of medications used, as well as the lack of a therapeutic plan for pa-
tients with fractures. It is necessary to completely raise the level of care for patients
with osteoporosis from early accurate diagnosis to complex and sufficient treatment
of the disease and adequate follow-up.

Kog e npuyuHama 3a gepuyum Ha BumamuH D -
puckoBume ¢akmopu, ce3oHa uau HenpuemaHemo my?
(Mpeaneg Ha boaHuvYeH Mamepuaa)

BbopucoBa A-M., MoaroBa E., Braxo6 Y., TpugponoBa b., MekoBa P.
KAuHuka no eHgokpuHoaozug, YHuBepcumemcka 6oaHuua Cocpuameq,
MeguuuHcku pakyamem, Cocputicku yHuBepcumem ,CBemu Kaumenm Oxpugcku”, Cogpua

HuBomo Ha Bumamun D 8 6ba2apckama nonyaauua 3aBucu om pa3auvHu
puckoBu hakmopu u guHamukama 6 ce3oHume, HO U OM Mpaguuyuume 3a peay-
ASpPEeH npuem Ha mo3u BumamuH.

Llea: Aa ce uzcaegBa Bpb3ikama mexkgy gecpuyuma Ha Bumamurd D ¢ Ha-
AUYHUMe puckoBu hakmopu, poasma Ha ce3oHa u peayarapHocmma 6 cybcmu-
myuuama ¢ Bumamun D.

Mamepuaar u memogu: V13cregBaHu ca Ha cayvaeH npuHuun 199 6oAHU,
Koumo pea2yaapHo ca nocmbvnuau B KauHuka no eHgokpuHoaozua, YMBAA Co-
cpuameq. Npegnoyumanu ca 6oAHU ¢ Auabem, MemaboAumeH cuHgpom (c u 6e3
Auabem) u omgeAaHu BOAHU C mMuUpeougHa hamoAO2UA, KAMO 3agbAXKUMEAHOMO
ycaoBue e ga uma uzcaegBaro HUBo Ha Bumamur D [25(OH)D]. MNMogbparu ca gBa
ce3oHa: 3uma - aHyapu, peBpyapu, mapm u Aamo - om 15 oHuU go 15 cenmem-
Bpu. boAaHume ca paznpegeaeHu no noa, Bv3pacm.

Pesyamamu: 74,5% om u3zcaegBaHume 60AHU ca ¢ BMI >25 kg/m?, kamo

bwvazapcko ApyxecmBo no Engokpunorozua 121



HAma 3Hauyuma pazauka 3uma: aamo (T-1,115, p >0,1). C Auabem u lNpeguabem
ca 65,3%, ¢ XunepmoHua - 58,8%. 3a uaraama 2pyna cpegHoma HuBo Ha eGFR
- 81,24 ml/min; eGFR <60 ml/min umam 15,6%, koemo e nogobHo 3a obwama
nonyaauua. Cbc cmomawHo-upeBHu pecn. yepHogpobHuU 3aboaaBaHun ca 43% u
yecmomama um HapacmBa npe3 aamomo, a 15% npuemam aHmugenpecaHmu.
XKeHume ca 2 nomu noBeue om mbxxkeme - Aamomo 2,7 nbmu, 3umama - 1,6
nbmu. [pe3 3umama ce xocnumaau3upam 2aaBHo 30-70-2oguwHUME, a Npe3 Aa-
momo - 40-80-zoguwHume. HuBomo Ha BumamuH D o0bwo 3a gBama ce3oHa u
OMQgeAHO 3a 3uma u Aamo e Hucko: 23,49+10,861 ng/ml, 3uma - 19,68%8,65 ng/
ml, Aamo - 27,04+£11,48 ng/ml, T-5,258, p <0,001. Pa3npegeaeHue Ha GoAHUME
cnopeg HuBomo Ha Bumamun D: HopmaaHo (=30 ng/ml) - 54 (27,1%); Hegocma-
mbuHo (10-30 ng/ml) - 125 (62,8%); Aecpbuuum (<10 ng/ml) - 20 (10,1%). EgBa 58
(29,1%) 60AHU npuemam BumamuH D, ocmaHaaume 141 (70,9%) - He. boAHume,
Koumo He npuemam Bumamun D (141, 70,9%) ce geaam Ha gBe 2pynu - HUKO2a
He npuemaau - 38 (27%) u Henpuemaau om ,meceuu” - 103 (73%). Om 2pynama
60AHU Ha npuemawume BumamuH D - 11 (19%) npuemam no 1000 IU/gHeBHO u
47 (81%) no 1000-40001U/gHeBHo. HabalogaBa ce napagokcareH nogem 6 go3a-
ma Ha BumamuH D npe3 aAamomo.

3akAroyeHue: Haauue ca HAKOAKO puckoBu hakmopu, Koumo onpegeAam
Hucko HuBo Ha BumamuH D. Ce3oHHocmma oka3Ba uzBecmuo BauaHue. Had-8a-
»KHama npuvuHa 3a geduuum Ha BumamuH D ocmaBa Auncama Ha cucmemHa
cybcmumyuua cpeg HaceAeHUEMoO, Koemo Apko ce ompaszaBa 6 xocnumaauzupa-
Hume 60AHU - 71% He npuemam u om max 27% HWKOTA He ca npuemaau Buma-
muH D. MNpeg meguyuHckama obwHocm cmou mBbpge BaxkHa 3agava - Bb3nu-
maHue u cb3zgaBaHe Ha mpaguuuu 8 cyobcmumyuuama ¢ Bumamux D, koemo we
uma BaxkHu 3gpaBocaoBHU nocaeguuu 3a HaceAeHUemo.

What is the Cause of Vitamin D Deficiency -
the Risk Factors, the Season or Not Taking it ?
(Review of hospital material)

Borissova A-M., Mollova E., Vlahov |., Trifonova B., Mekova R.

Endocrinology Clinic, University Hospital Sofiamed, Faculty of Medicine,
Sofia University ,St. Kliment Ohridski”, Sofia

The level of vitamin D in the Bulgarian population depends on various risk fac-
tors and seasonal dynamics, but also on the traditions of regular intake of this vitamin.
Objective: To investigate the relationship between vitamin D deficiency and




the available risk factors, the role of the season and the regularity of vitamin D sub-
stitution.

Material and methods: 199 patients who were regularly admitted to the Clinic
of Endocrinology, UMBAL Sofiamed were studied randomly. Preference is given to pa-
tients with Diabetes, Metabolic Syndrome (with and without Diabetes) and individual
patients with thyroid pathology, and the mandatory condition is to have a tested level
of vitamin D [25(OH)D]. Two seasons are selected: winter - January, February, March
and summer - from June 15 to September 15. Patients are divided by gender and age.

Results: 74,5% of the examined patients have a BMI >25 kg/m?, with no
significant difference between winter and summer (T-1.115, p >0,1). With Diabe-
tes and Prediabetes are 65,3%, with Hypertension - 58,8%. For the entire group,
the average level of eGFR was 81,24 ml/min; eGFR <60 ml/min had 15,6%, which
was similar to the general population. With gastrointestinal resp. liver diseases are
43% and their frequency increases in the summer, and 15% take antidepressants.
Women are 2 times more than men - summer 2,7 times, winter - 1,6 times. In
the winter, mainly the 30-70-year-olds are hospitalized, and in the summer - the
40-80-year-olds. The level of vitamin D in general for both seasons and separately
for winter and summer is low: 23,49+10,861 ng/ml, winter - 19,68+8,65 ng/ml,
summer - 27,04+11,48 ng/ml, T-5,258, p <0,001. Distribution of patients according
to the level of vitamin D: Normal (>30 ng/ml) - 54 (27,1%); Insufficient (10-30 ng/
ml) - 125 (62,8%); Deficiency (<10 ng/ml) - 20 (10,1%). Only 58 (29,1%) patients
take vitamin D, the remaining 141 (70,9%) do not. Patients who do not take vitamin
D (141, 70,9%) are divided into two groups - never took it - 38 (27%) and did not
take it for ,months” - 103 (73%). From the group of patients taking vitamin D - 11
(19%) take 1000 IU/day and 47 (81%) take 1000-40001U/day. There is a paradoxi-
cal rise in the dose of vitamin D in the summer.

Conclusion: There are several risk factors that determine a low vitamin D
level. Seasonality has some influence. The most important cause of vitamin D de-
ficiency remains the lack of systemic substitution among the population, which is
clearly reflected in the hospitalized patients - 71% do not take and of them 27%
have NEVER taken vitamin D. The medical community faces a very important task -
education and creating traditions in vitamin D substitution that will have important
population health implications.
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BuoxumuyeH koHmpoA npu 78 nayueHmu ¢ XpoHu4eH
Xunonapamupeougu3bm 3a hepuoga 2006-2020 2. -
kvge BcbwHOCm cme?

boanoB M.", 3amgpupoBa A.", bakaroB A.", Kapam¢puroBa B.", lameBa A.’,
Acbo6 1., 3axapueBa E.", Amanaco6Ba K.', LlleunkoBa I.’, LjakoBa A.?,

KameHoB 3."
'KAUHUKa no eHgokpuHoAo2ua u boarecmu Ha memaboau3ma, YMBAA , ArekcaHgpoBcka”,

Kamegpa BbmpewHu 6oAecmu, MeguuuHcku hakyamem,
Meguuurcku ynuBepcumem, Cocpus;

’LlenmpanHa kauHuYHa Aabopamopua kbm YMBAA , ArekcangpoBcka”,
Meguuurcku ynuBepcumem, Cocpusa

Xunonapamupeougu3imbm (xunol1T) e omHocumeAHO pAgKo eHgOKPUHHO
3aboaaBaHe, koemo ce pa3zBuBa ocHoBHO caeg xupypauuHu uHMepBeHyuu Bbpxy
wumoBugHama >kAe3a. 3amecmumeAHOMOo AedeHue ¢ Kaauul u akmuBeH Buma-
MUH A moxe ga nocmaBu mpygHocmu npeg KAUHUUUCMa.

Llen na npoyyBaHemo: ga ce onuwe HUBOMO Ha BUOXUMUYEH KOHMPOA
npu nayueHmMu ¢ xpoHudeH xunol 1T 3a nepuoga 2006-2020 2. u ga ce nombpcam
pa3AUKU meXkgy nocmonepamuBHua u uguonamuyHua xunol1T.

Mamepuaa u memogu: poBegeHo e pempocnekmuBHo cpe3oBo npoyu-
BaHe, BkatouBaw,o KAUHUYHU cAyyau om nocaegHume 15 2oguHu om 6a3ama gan-
HU Ha yHuBepcumemcka eHgoOKpUHHA KAUHUKA. baxa u3kAtoueHu cayvaume C Xu-
nokaAuuemus, koumo He ca cBbp3aHu ¢ napawumoBugHua xopmoH. [NpeaaegaHu
6axa ucmopuama Ha 3aboaaBaHemo Ha hayueHmume, Kakmo u npugpyskaBawu-
me 3aboAa68aHua u npuemaHume megukameHmu. OmuemeHu 6axa cmolHocmume
Ha u3caegBaHume cepymeH Kaauul (obw, aAbymuH-kopuzupaH u GoHu3upat; sCa,
corrCa, iCa+ ) u gpocpamu (P), mazHe3ull, KpeamuHUH, aAKaAHa pocdamasa, Kak-
mo u om 24-yacoBa kaAuyuypua u pocpamypun. 3a onpegeaaHe Ha UHMaKMHUA
napamxopmoH (iPTH) e bua uznoa3zBaH erekKmpo-xemu-AymuHecueHmeH memog
(Elecsys, Roche Diagnostics). INpeaaegaHu 6axa u npoBegeHume yampazBykoBu
u3zcaegBaHua Ha wulHa u abgomuHaaHa obaacm.

Pezyamamu: Cegemgecem u ocem nauueHmu omezoBopuxa Ha Kpumepuu-
me Ha npoyuBaHemo, wecmgecem u geBem om koumo 6axa >eHu. [ToBeuemo
om max ca buau Ha Bb3pacm mexxgy 30 u 60 2oguHu (cpegHa Bb3pacm 50,6 £14,5
20guHUu). AABYMUH-Kopu2upaHuam KaAuul e 6ua 8 npuyeaHume cmoUlHocmu nNpu
20,5% om nauueHmume, GoHuU3upaHuam KaAuul - 6 36,5%, cepymHume gpoca-
mu - 6 46,3%, cepymHuam mazHe3ul - 6 87,9%. Ako yuemupume napamembpa




ca 83emu 3aegHo, no-maAako om 20% om nauueHmume ca buau 8 mapezemHume
uHmepBaau. Xunepkaauuypua e buaa HaauuHa npu 11,8%, kamo 57,1% om nauu-
eHmume ca umaAu HegppoAaumuasa u 27,3% ca umaau Xb3 3-4 cmeneH. foaam gaa
Om nayueHmMume ca umaAau 6bbpeuHo 3acazaHe. [lpegnoyumaHume 3amecmu-
MeAHU MmegukameHmu ca buau kaauyueB kapboHam u kaauumpuoa. CpaBraBaiku
nauueHmMu C NOCMXUpPYp2uYeH u HexupypauyeH xunol'1T, 3HayumeAHuU pa3AuKu ce
omKpuxa camo no omHoweHue Ha Bb3pacmma, obwua cepymeH Kaauul, cepym-
HuAa ma2He3uu u TSH.

3akayenue: Hawemo u3caregBaHe e nbpBomo no poga cu y Hac npe3 no-
cregHume gBe gecemuaemus. To onucBa cbBpemeHHama KAUHUYHA U BuoXumuy-
Ha KapmuHa Ha XxpoHu4HuAa xunol 1T npu nauueHmMu, HaCOYeHU 3a cheuuaAu3upaHa
nomow, Yecmo ce peacucmpupam mBbpge HUCKU gO3U Ha cyhAaemeHmauuama,
Bogewu go xunokaauuemua u xunepgocamemua. CAabomo npugbprkaHe Kbm
mepanuama om cmpaHa Ha hauueHma MoXe ga e egHa om ocHoBHUMe NpuyuHU
3a moBa. Npu uguonamuuHua xunol 1T ce HabAogaBaxa no-Hucku HuBa Ha cepy-
MHUA KaAuul u mazHe3ul. MNauueHmume, mexHume cemelicmBa u AekyBawume
Aekapu mpabBa ga 6bgam no-gobpe UHPOpPMUPaHU 3a akmyaAHUME NPenopbKU
B AeueHuemo Ha xpoHuuHua xunol1T u Bb3moxkHumMe nocregcmBua om He3ago-
BoAumeAHUA KOHMPOA NO OMHOWeHUe Ha 3aboreBaemocmma U cMbpmHOCMMa
Ha 3ace2Hamume nauueHmu.

Biochemical Control of 78 Patients with Chronic
Hypoparathyroidism Referred Between 2006 and 2020
— Where do we Actually Stand?

Boyanov M., Zamfirova D.", Bakalov D.", Karamfilova V.", Gateva A.", Assyov

Y., Zaharieva E.’, Atanassova K., Sheinkova G.", Tsakova A.>,, Kamenov Z."

!Clinic of Endocrinology and Metabolism, University Hospital Alexandrovska; Department of Inter-
nal Medicine, Faculty of Medicine, Medical University, Sofia; 2?Central Clinical Laboratory, Univer-
sity Hospital Alexandrovska; Department of Clinical Laboratory and Clinical Immunology, Medical
University, Sofia

Hypoparathyroidism (hypoPT) is a relatively rare endocrine disease, mainly
due to thyroid surgery. The classical supplementation with calcium and active vita-
min D may represent a challenge to the clinician.

Objective: to describe the level of biochemical control in patients with chron-
ic hypoPT and to look for differences between postsurgical and non-surgical cases
referred between 2007 and 2021.
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Materials and Methods: This was a retrospective cross-sectional study with
data review from the database of a tertiary endocrine clinic from the last 15 years.
Cases with hypocalcemia not related to PTH were excluded. The patients’ medical
history was reviewed as well as concomitant diseases and medications. Serum cal-
cium (total, albumin-corrected and ionized; sCa, corrCa, iCa + ) and phosphates (P),
magnesium, creatinine, alkaline phosphatase together with 24hr urinary calcium and
phosphate were measured. The intact parathyroid hormone (iPTH) was determined
by electro-hemi-luminescence (Elecsys, Roche Diagnostics). Thyroid and abdominal
ultrasound (US) were both performed.

Results: Seventy-eight patients met the study criteria - 69 were females.
Most of them were between 30 and 60 years (mean age 50,6 £14,5 years). Albu-
min-corrected calcium was in target in 20,5% of the patients, ionized calcium - in
36,5%, serum phosphate - in 46,3%, serum magnesium - in 87,9%. When all four
parameters were taken together, less than 20% were in target. Hypercalciuria was
registered in 11,8% while 57,1% of the patients had nephrolithiasis and 27,3% had
CKD grade 3-4. Thus a high proportion of patients with kidney involvement was
identified. Calcium carbonate and calcitriol were the preferred replacement choic-
es. Comparing patients with post-surgical and non-surgical hypoPT significant differ-
ences were found only for age, total serum calcium, serum magnesium and TSH.

Conclusion: Our study is the first of its kind in our country during the last two
decades describing the contemporary clinical and biochemical picture of chronic
hypoPT in patients referred for specialized care. Low supplementation doses lead-
ing to hypocalcemia and hyperphosphatemia were a common finding. Low patient’s
adherence may be just one possible explanation. Non-surgical cases tend to have
even lower calcium and magnesium levels. The patients, their families and treating
physicians should be better informed about up-to-date management of chronic hy-
poPT and the possible impact of suboptimal treatment on morbidity and mortality
of the affected subjects.




KakBo ce kpue 3ag noBuweHug napamupeougeH
XOPMOH ?

Baaxo8 U., TpugponoBa b., MekoBa P., HukoroBa A., BugunoB K.',

UBanobBa P.2, MameBa I3, bouyeb I1.°, bopucoBa A-M

KAuHuka no eHgokpuHoaoz2us, YHuBepcumemcka 6oaHuua Copuameg, MeguuuHCKU gpakya-
mem, Cocputicku yHuBepcumem ,CBemu Kaumenm Oxpugcku”; '"KauHuKa no 2pbgHa
xupypaus, YHuBepcumemcka 6oaHuua Cocpuameg, MeguuuHcku pakyamem, Codgpulicku

yHuBepcumem ,CBemu Kaumenm Oxpugcku”; 2’Kamegpa no namoaozusa, MY, Cocus; *KauHu-

Ka No HYykAeapHa meguuuHa, Agxkubagem Cumu kauHuk YMBAA Tokyga, OHkoaozusn, Cocpua

MapawumoBugHama >kAe3a cuHmes3upa U cekpemupa hapamupeougeH
xopmoH (PTH), koimo uepae ocHoBHa poaa B noggbp>kaHemo Ha MuHepaAHama
XOMeocmasa, Kakmo U Ha KOCmHua muHepareH memaboauzbm. PTH noBuwaBa
uzBauvaHemo Ha Kaauul om kocmma, yBeauvaBa mybyaHama peabcopbuua Ha
KaAuul U ekckpeuuna Ha pocpam 6 6v606peuume, a upe3 cmumyaupare Ha 1a-OH
vitamin D hydroxilase 8 666peuume noBuwaBa npouzBogcmBomo Ha 1,25(0OH)2D
om cuHme3upaHua 6 yepHua gpob 25(OH)D.

Llea: Aa ce omgudepeHuupam u xapakmepu3upam pa3AuyHuUme 3aboas-
BHaus, cBbp3aHu ¢ noBuweHue Ha PTH 6 mamepuaa Ha KAuHuKa NO eHgOKPUHO-
Aro2un, YMBAA Codpuameqg 3a cpok om 3 20guHU, KAKMO U ga ce oueHu mepaneod-
MUYHUAM NOgOXJg NPU pa3zAuYHUME HapyweHus.

Mamepuan: 13caregBaHu ca 167 6oAHU ¢ noBuweH PTH, 145 (87,3%) >keHu
u 21 (12,7%) mobxKe, Ha cpegHa Bb3pacm 62,01£12,73 2. (36-85 2). boaAHume ca
pa3geAeHu Ha Yyemupu 2pynu:

1. MovpBa 2pyna (MopBuuer xunepnapamupeouguzvm /TXIMT/, n-77);

2. Bmopa 2pyna (BmopuueH xunepnapamupeougu3zbm /BXI1T/ ¢ gecouyum Ha
BumamuH D, n-31)

3.Tpema 2pyna (BXIT ¢ Xb3 3-4 cmagud, n-39);

4. YemBvpma 2pyna (BXIT ¢ Xb3 5 cmagud, n-20).

Memogu: CmaHgapmHu OUOXUMUYHU U XOPMOHAAHU u3cAegBaHua Ha mu-
HepaAHama obmaHa, yampacoHozpadgua Ha wulHa obaacm, Spect-CT, mbHKOUR-
A€Ha NYHKUUOHHa buoncus 3a B3emaHe Ha mamepuan (cmub).

Pezyamamu: Hau-8vb3pacmHu ca 6oaHume ¢ BXIT ¢ Xb3 npeg-guaausa, a
HaU-mAagu 6oAHUmMe ¢ Xb3 Ha xpoHuoguaau3a 8 cpaBHeHue ¢ ocmaHaaume 2py-
nu, p<0,001. 3Hauumo Hal-Bucok e cepymHua Kaauul npu 6oaHume c MNXMT cpe-
wy gpyeume mpu 2pynu, p<0,001. CepymHomo HuBo Ha pocgopa e 3Ha4uUMO
HaU-HUcko npu 6oAHume ¢ MNXIMT u 3HaYumo Had-Bucoko npu 6oaHume ¢ BXIT
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Ha xpoHuoguaau3a, p<0,001. Cbwama 2pyna uma u 3Ha4umo Hau-Bucoko HuBo Ha
aAkaAHa pochamasa cpewy boaHume c [NXIT, p<0,001. boaHume c INXT1T umam
3Ha4yumo no-Bucoko HuBo Ha PTH cpewy 6oAHUmMe ¢ gecpuuum Ha BumamuH D,
p<0,001. PTH e 3Hauumo Had-Bucok npu 6oaHume ¢ BXIT Ha xpoHuoguaau3za 6
cpaBHeHue ¢ ocmaHaaume 2pynu, p<0,001. B cbwama 2pyna eGFR e 3Hauumo
HaU-HUCBHK cpewy gpyaume 2pynu, p<0,001. 3Hauvuma npaka obpamHa Bpb3ka
mexxkgy HuBama Ha 25(OH)D u PTH uma npu 6oaHume ¢ BXTT ¢ Xb3 npeg-gua-
Au3a u npu gecpuuum Ha Bumamur D. Hama 3aBucumocm Ha PTH om HuBomo Ha
25(OH)D npu gBeme 2pynu 6oaHu - ¢ MXIT u Ha XpoHUOgUaAu3a nopagu Hey-
yacmuemo Ha BumamuH D 6 namozeHe3zama Ha gBeme 3aboaaBaHun. 3Hauuma
kopeaauua Ha eGFR / PTH e Haauue npu 6oaHume ¢ BXTIT ¢ Xb3 npeg-guaau3a u
makaBa auncBa npu 6oaHume ¢ IMXIT u npu gecpuyum Ha Bumamun D. Tepane6-
MuYyHUAM NOgX0g e pa3AudeH B yuemupume 2pynu: onepamuBHO AeyeHue pecn.
ckAepo3upaHe npu Hag 50% om 6oaHume c [NXI1T, 5% - BXTIT ¢ Xb3 npeg-gua-
AU3HO, 35% - BXIT ¢ Xb3 Ha xpoHuoguaau3a. [Mpu 6oAHUMe ¢ gepuyum Ha Bu-
mamuH D 6 100% cynaemenmauua. Npu 23% (38/167) om 6oaHume e npoBegeHa
guazHoCcmuyHa buoncua nog exozpagpcku KOHMPOA € ueA noaydaBaHe Ha cmuB
U Ha ma3u 6a3a e 83emo mepaneBmuyHo peweHue: 71% (n-27) om 6oAHUME -
onepamuBHo AeueHue; 15,8% (n-6) om 6oAHUMe - ckaepo3upane; 13,2% (n-5) om
6oAHUMe - KoHcepBamuBHO AeuveHue.

3akaoyeHue: Xunepnapamupeougu3mbm u3juckBa komnaekcHuU u3caegBa-
HuAa, koumo BkatouBam GuoxumuuHu, yampacoHoezpadug, TIb nog exoepadcku
KoHmMpoa 3a B3emaHe Ha mamepuan (cmuB), obpa3zHu. Bcuuko moBa uzuckBa Ha-
Auyue Ha BucoKko cneyuaAu3zupaH ekun ¢ gocmambueH onum, Kakmo 3a guazHo-
cmukama, maka u 3a AedeHuemo Ha me3u 3aboaaBaHus.

What is Behind the Increased Parathyroid Hormone?

Vlahov Y., Trifonova B., Mekova R., Nikolova A., Vidinov K.", Ivanova R.?,
Mateva G.?, Botshev P.’, Borisova A-M.

Endocrinology Clinic, University Hospital Sofiamed, Faculty of Medicine, St. Kliment Ohridski
University of Sofia; 'Clinic of Thoracic Surgery, University Hospital Sofiamed, Faculty of Medicine,
St. Kliment Ohridski University of Sofia; 2Department of Pathology, Medical University, Sofia;

*Clinic of nuclear medicine, Acibadem City Clinic UMBAL Tokuda, Oncology, Sofia

The parathyroid gland synthesizes and secretes parathyroid hormone (PTH),
which plays a major role in maintaining mineral homeostasis as well as bone mineral
metabolism. PTH increases calcium uptake from bone, increases tubular calcium




reabsorption and renal phosphate excretion, and by stimulating 1a-OH vitamin D
hydroxylase in the kidney increases production of 1,25(OH)2D from hepatically
synthesized 25(OH )D.

Aim: To differentiate and characterize the various diseases associated with an in-
crease in PTN in the material of the Clinic of Endocrinology, UMBAL Sofiamed for a peri-
od of 3 years, as well as to evaluate the therapeutic approach for the various disorders.

Material: 167 patients with elevated PTH were examined, 145 (87,3%) wom-
en and 21 (12,7%) men, with an average age 62,01£12,73 years (36-85 years). The
patients are divided into four groups: 1. First group (Primary hyperparathyroidism /
PHPT/, n-77); 2. Second group (Secondary hyperparathyroidism /SHPT / with vita-
min D deficiency, n-31) 3. Third group (SHPT with CKD stage 3-4, n-39); 4. Fourth
group (SHPT with CKD stage 5, n-20).

Methods: Standard biochemical and hormonal studies of mineral exchange,
ultrasonography of the cervical region, Spect-CT, fine needle puncture biopsy under
ultrasound control for material collection (washout).

Results: The oldest were the patients with SHPT with CKD pre-dialysis, and
the youngest were the CKD patients on chroniodialysis compared to the other
groups, p<0,001. The serum calcium was significantly higher in the patients with
PHPT compared to the other three groups, p<0,001. The serum level of phosphorus
was significantly lowest in patients with PHPT and significantly highest in patients
with SHPT on chroniodialysis, p<0,001. The same group also had a significantly
higher level of alkaline phosphatase compared to patients with PHPT, p<0,001. Pa-
tients with PHPT have a significantly higher level of PTH compared to patients with
vitamin D deficiency, p<0,001. PTH was significantly higher in patients with SHPT
on chronodialysis compared to the other groups, p<0,001. In the same group, eGFR
was significantly lowest versus the other groups, p<0,001. There is a significant di-
rect inverse relationship between the levels of 25(OH)D and PTH in patients with
SHPT with CKD pre-dialysis and vitamin D deficiency. There is no dependence of
PTH on the level of 25(OH)D in both groups of patients - with PHPT and SHPT
of chroniodialysis due to the non-participation of vitamin D in the pathogenesis of
both diseases. A significant correlation of eGFR / PTH is present in patients with
SHPT with CKD pre-dialysis, and it is absent in patients with PHPT and group with
vitamin D deficiency. The therapeutic approach is different in the four groups: op-
erative treatment resp. sclerosing in more than 50% of patients with PHPT, 5% -
SHPT with CKD pre-dialysis, 35% - SHHT with CKD on chroniodialysis. For patients
with vitamin D deficiency in 100% supplementation was made. In 23% (38/167) of
the patients, a diagnostic biopsy was performed under ultrasound control in order
toobtain lavage, and on this basis a therapeutic decision was made: in 71% (n-27) of
patients - surgical treatment; 15,8% (n-6) of patients - sclerosis procedure; 13,2%
(n-5) of patients - conservative treatment.
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Conclusion: Hyperparathyroidism requires complex investigations, which
include biochemical, ultrasonography, fine needle puncture biopsy under ultrasound
control for material collection (washout), imaging. All this requires the presence of
a highly specialized team with sufficient experience, both for the diagnosis and the
treatment of these diseases.

MbpBuyeH xunepnapamupeougusbm —
cbbpemeHHa kapmuHa Ha 100 hayueHma om

NOCAEgHOMO gecemuAaemue

boaHo6 M.’, bakaroB A.", Kapam¢puroBa B.”, lameBa A.”, Acbo8 4.,

3axapuebBa E.", AmanacoBa K.', LlleunkoBa I.", LjakoBa A.>, Kameno@8 3."
'KAUHUKa No eHgokpuHoAo2ua u borecmu Ha memaboau3zma, YMBAA , ArekcaHgpoBcka”,
Kamegpa BbmpewHu 6orecmu, MeguuuHcku hakyamem, MeguuuHcku yHuBepcumem,
Codpus; *LlenmpanHa kauHuuHa Aabopamopus kbm YMBAA ,, AnekcaHgpoBcka”, MY, Cocpun

MopBuuHuam xunepnapamupeougu3bm (MXI1T) e eHgokpuHHO 3ab60AaBa-
He, YuaAMo KAUHUYHA KapmuHa npe3 nocAegHume gecemuaemusa ce u3zmecmBa
KbM NO-A€KU U Be3CUMNMOoMHU hopmu.

Llea Ha npoy46aHemo: ga ce onuwe KAUHUYHamMa KapmuHa u ocHoBHume
AabopamopHu u ob6pa3zHuU Haxogku npu 2pyna nauueHmu c [NXI1T, guaezHocmuuu-
paHu npe3 nocregHume 10 2oguHu.

Mamepuaau u memogu: 136bpweHo e pempocnekmuBHo cpe3oBo npo-
yuBaHe c npezaeg Ha gaHHU om 6a3ama gaHHU Ha cheuuaAu3upaHa eHgoKpUHHa
KAUHUKa 3a nocaegHume 10 2oguHu. baxa u3kaloueHu Hal-yecmume BmopuyHu
npuyuHu 3a noBuweH [TX. PazeregaHu 6axa ocHOBHUME KAUHUYHU CUMNMO-
MU U nNpu3Hauu Ha XunepkaAuuemus, Kakmo u cbnbmcmBawu 3aboaaBaHua u
AekapcmBa. PeucmpupaHu 6axa cepymeH Kaauul (obw, arbymuH-kopuz2upaH u
toHu3zupaH; sCa, corrCa, iCat), dpocpamu (P), macHe3ull, KpeamuHUH, aAKaAHa
docpamaza, 6ema-kpocaanc. VMIHmakmHuam napamupeougeH XopmoH (iPTH)
u 25(OH)-BumamuH D baxa onpegeAaaHu upe3 ereKmpOXeMUAYMUHecUueHUuua
(Elecsys, Roche Diagnostics). CbbpaHu ca buau u 24-yacoBu ypuHHu npobu 3a Kaa-
uul u cpocpamu. Kamo nbpBu memog 3a AoKaAu3aUUOHHA guazHOCMUKa € NOA3-
BaH yampazByk Ha wuama (Y3W). INpu noumu noroBuHama om yyacmHuuume e
bura ocbwecmBeHa mbHKOU2AEHa achupauuoHHa buoncus (FNAB) ¢ yumoaoaua u
cmuB om ueaama 3a iPTH. EgHa uemBbpm om max e oueHeHa upe3 egHOPOMOHHa
emucuoHHa momoepadua (SPECT-CT). baxa cvbpaHu gaHHU 3a KOCmHama NAbm-
Hocm (om DXA), 3a dopakmypu u kambHuU B8 6vbbpeuume (om 6v6bpeurHu Y3N).

Pezyamamu: Cmo nauyueHmu omezoBapam Ha Kpumepuume Ha u3caegBa-




Hemo - 95 ca »keHu. [MoBeyemo om max ca buau B 5-mo u 6-mo gekaga. Cpeg-
Huam um KopuzaupaH sCa e 2,73 mmol/l, iCa+ - 1,39 mmol/l, P - 0,88 mmol/I,
iPTH - 14,5 pmol/l u 25(OH)D - 54,0 nmol/l. Hopmaaen sCa e peaucmpupaH npu
20 yuyacmHuuu (20%), gokamo HopmaaeH sP - npu 67,0%. C Y3/ Ha wuama 6
81% ca AOKaAU3UpaHU egUHUYHU Ae3uu (napamupeougeH ageHOM) — 3ag UAU NO(Q
AeBua goaeH noAtoc Ha wumoBugHama »ae3a 6 33 cayyvaa (33%) u KoHmparame-
paAaHo 6 gpyau 33%. FNAB Ha nogo3pumeaHama Ae3ua e u3zBvpweHa npu 51%
om yvyacmHuuyume B npoyuBaHemo. Llumoaoz2uama nomBbpgu Haauduemo Ha
napamupeougHu kaemku 8 22 cayyaa (43,1%), 6b3Au Ha wumoBugHama >Ae3a
c pesyamam Bethesda Il 8 21 cayuaa (41,2%), 6v3au ¢ peyamam Bethesda |l
8 2 cayuan (3,9%) u HegocmamwbueH acnupam (Bethesda I) 8 5 cayuan (9,8 %).
SPECT-CT om 27 nauyueHmu ugeHmudpuyupa 68 11 cayuyaa cycnekmHa AaBa napa-
wumoBugHa >xAe3a, gacHa - 6 6 cayvan, KaKmo U mpu eKmonuUYHU AOKaAu3auuu.
AanHume 3a KMIT ca HaAu4HU npu 66 nauueHmku u noka3zBam no-Bucoka yecmo-
ma Ha ocmeonopo3a, omkoAkomo 68 obwama nonyaauua Ha cbwama Bv3pacm;
ppakmypume obaye He ca no-yecmu. AaHHU om exozpaduama Ha 6vbbpeuume
ca HaAUYHU Npu 77% u pazkpuBam xpoHuveH nueroHedpum 6e3 KambHU npu 8
nauueHmu u 6bbpeuHokameHHa borecm - npu 37 nauueHmu.

3akaroyeHue: Hawemo u3caegBane e nbpBomo no poga cu y Hac npe3 no-
cregHume gBe gecemuaemus. Bounpeku ye noBeuemo nayueHmMU ca OAU20- UAU
aCUMNMOMHU, AeKama go YmMepeHa XunepkaAuemua e MHO20 yecma. 3acazaHemo
Ha 6bOpeuume u kocmume e u3HeHagBawo yecmo, kamo HamareHusm eGFR u
HUCKama KOCmHa maca ca ho-paznpocmpaHeHu, omkoAkomo 8 obwama nonyaauus.
Had-munuuHomo mecmononoxxeHue Ha [MXI1T e eguHuyHa napamupeougHa Ae3ua 6
goAHume »ae3u. 3noazBaHemo Ha SPECT-CT u3eaexkga HamaaaBa u ce 3ameHa om
FNAB c usmepBarus Ha iPTH npu npomuBaHe Ha u2zaama u gonbaBawo uumoao2uy-
Ho u3zcAegBaHe. Bbnpeku ve obwama kapmuHa Ha [XIT ce ugmecmBa Kbm no-Aeku
U acumnmomHu (u BepoamHo no-paHHU) hopmu Ha 3aboAaaBaHemo, Kracuveckama
KAUHUYHa u3aBa Bce owe moxe ga ce cpewHe B exxegHeBHama npakmuka.

Primary Hyperparathyroidism — a Contemporary
Picture Based on 100 Patients From the Last Decade

Boyanov M.', Bakalov D.", Karamfilova V., Gateva A.”, Assyov Y.,

Zaharieva E.', Atanassova K.", Sheinkova G.’, Tsakova A.?, Kamenov Z.
!Clinic of Endocrinology and Metabolic Diseases, University Hospital Alexandrovska;
Department of Internal Medicine, Faculty of Medicine, Medical University Sofia, Sofia;
’Central Clinical Laboratory, University Hospital Alexandrovska; Department of Clinical
Laboratory and Clinical Immunology, Medical University, Sofia
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Primary hyperparathyroidism (PHPT) is an endocrine disease, the clinical picture
of which has slowly shifted to milder and asymptomatic forms during the last decades.

Objective: to describe the clinical presentation and the main laboratory and
imaging findings in a group of patients with PHPT diagnosed during the last 10 years.

Materials and Methods: This was a retrospective cross-sectional study with
data review from the database of a tertiary endocrine clinic from the last 10 years.
Secondary causes for elevated PTH were excluded. The major clinical symptoms and
signs of hypercalcemia / HPT were reviewed as well as concomitant diseases and
medications. Serum calcium (total, albumin-corrected and ionized; sCa, corrCa, iCa+),
phosphates (P), magnesium, creatinine, alkaline phosphatase, beta-crosslinks were
measured. The intact parathyroid hormone (iPTH) and 25(OH)-vitamin D were deter-
mined by electro-hemi-luminescence (Elecsys, Roche Diagnostics). 24 urinary probes
for calcium and phosphate were collected. Neck ultrasound (US) was used as the
localization study of choice. Almost half of the participants underwent fine-needle as-
piration biopsy (FNAB) with cytology and needle-washouts for iPTH. One fourth was
assessed by Single-Photon Emission Tomography (SPECT-CT). Data on bone density
(from DXA), fractures and renal stones (from renal US) were collected.

Results: One hundred patients met the study criteria - 95 were women.
Most of them were in their 5th and 6th decades. The median corrected sCa was
2.73 mmol/l, iCa+ - 1,39 mmol/Il, P - 0,88 mmol/I, iPTH - 14,5 pmol/l and 25(OH)
D - 54,0 nmol/l. Normal sCa was registered in 20 participants (20%), while normal
sP - in 67,0%. The neck US located single lesions (parathyroid adenoma) in 81%
- behind or below the left inferior pole of the thyroid gland in 33 cases (33%) and
contra-laterally in another 33%. FNAB of the suspicious lesion had been performed
in 51% of the study subjects. The cytology confirmed the presence of parathyroid
cells in 22 cases (43,1%), Bethesda Il thyroid nodules in 21 cases (41,2%), Bethesda
[ll nodules in 2 cases (3,9%) and insufficient samples (Bethesda ) in 5 cases (9,8%).
SPECT-CT from 27 patients identified a suspicious left parathyroid in 11 cases, a
right one - in 6 cases, as well as three ectopic locations. BMD data were available
in 66 female patients and showed a higher prevalence of osteoporosis than in the
general age-matched population; fractures however were not more frequent. Data
from renal ultrasound were available in 77% and revealed chronic pyelonephritis
without stones in 8 patients and renal stone disease - in 37 patients.

Conclusion: Our study is the first of its kind in our country during the last two
decades. Although most patients were oligo- or asymptomatic mild to moderate-
hypercalcemia was very common. Renal and bone involvement were surprisingly
frequent, with reduced eGFR and low bone mass being more prevalent than in the
general population. The most typical location was a single parathyroid lesion within
the lower glands. The use of SPECT-CT seems to decline and is replaced by US-guid-




ed FNAB with needle washout measurements of iPTH and cytological examination.
Although the general picture of PHPT is shifting towards milder and asymptomatic
(and probably earlier) forms of the disease, the classical clinical presentation can still
be found in everyday practice.

KocmHa MuHepaaHa nAbmHocm npu nayueHmu ¢
nbpBuyeH xunepnapamupeougusbm

SukoBa U., LLlunkoB A., KoBayeBa P.
Kamegpa no EHgokpuHoAozua, MeguuuHcku hakyamem,
MeguuuHcku yHuBepcumem, Codpus.

MopBuyHuam xunepnapamupeougu3bm (MXI1T) e yecma npuyuHa 3a Bmo-
puYHa ocmeonopo3a Npu >XeHu caeg meHonay3a. KocmHomo yBpexxgaHe ce xa-
pakmepu3upa C NO-20AAMO 3acA2aHe Ha KopmukaAHama, OMKOAKOmMO mpabeky-
AapHama Kocm, 3a pa3Auka om nocmmeHonay3aAHama ocmeonopo3a.

Lleama Ha Hacmoawomo npoyuBaHe e ga ce cpaBHu yecmomama Ha Hucka
KoCmHa muHepaAHa nAbmHocm (KMIT) npu navuueHmu c u 6e3 INXIT.

Mamepuaau u memogu: 3a nepuoga om mad 2018 2. go gekemBpu 20212.
8 KauHukama no mupeougHu u memaboAumHu KocmHu 3aboraBaHua Ha YCBA-
AE ,Akag. MBaH lMeHueB” ca npemuHaau 292 nauueHmu (256 >keHu u 36 MbXKe,
cp.Bb3pacm 58,3 £ 12,0 2.) ¢ gokazaHn [NXIT. IMpu Bcuuku max baxa uzcaegBaHu
cepymHu HuBa Ha Ca, PO4, PTH, 25(OH)D u kocmHu mapkepu (CTX u ALP). 13-
mepeHa bewe KMIT Ha aymbaaHu npewaeHu L1-L4 (AlT), gucmaaHa mpema Ha pa-
guyc (AP), begpeHa wulka (bLL) u 06w, npokcumareH pemyp (Th) ¢ gBolHoeHep-
2uliHa peHmeeHoBa abcopbuuomempua (DXA). Pesyamamume 6axa cpaBHeHu ¢
me3u Ha KOHMpPOAHa 2pyna om 89 Auua CbC cXogHU Bb3pacm u NOA.

Pezyamamu: YcmaHoBuxme no-20Aama yecmoma Ha ocmeonopo3ama npu
uzmepeHa KMIT AT u KMIT AP npu nauuenmume ¢ INXIT cnpamo 3gpaBume KoH-
mpoAu (46,2% vs 19,3%, p<0,001 u 50,5 % vs 21,1%, p<0,001, cbomBemHo). Yec-
momama Ha ocmeonopo3a u HamareHa KMI bewe Hal-20Aama npu uzmepBaHe Ha
AP. Omkpuxme ocmeonopo3a Ha AP 8 13,6% u ocmeoneHua 8 72,7% om nayueH-
mume c [NXIT u HopmaaHa KMIT Al KMIT AP kopeaupawe HezamuBHo ¢ PTH, Ca
u ALP npu nayuenmume c NXIT, Ho He u npu 3gpaBume koHmMpoau. CTX KopeAu-
pawe HezamuBHo ¢ KMIT u Ha yemupume mouku camo npu nauueHmume c IXT1T.

3akaroyeHue: Huckama KMI1 e 3Hayumo no-yecma npu nauueHmume C
MXIT, omkoakomo npu 3gpaBume koHmpoau. MNMpu navyuenmume c MNXIT ce yc-
maHoBa6a no-zonama yecmoma Ha ocmeonopo3a u Hucka KMIT npu usmepBaHe
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Ha AP, omkoAkomo npu uzmepBaHe Ha gpyaume KocmHu 30HU. Huckama KMI'
cbomBemcmBa Ha buoxumuuHa akmuBHocm Ha 3aboaaBaHemo.

Bone Mineral Density in Patients with Primary
Hyperparathyroidisym

Yankova I., Shinkov A., Kovatcheva R.

Department of Endocrinology, Faculty of Medicine, Medical University of Sofia

Primary hyperparathyroidism (PHPT) is a common cause of secondary
osteoporosis in postmenopausal women. In contrast to postmenopausal osteoporosis
the bone damage is characterized by greater involvement of the cortical than the
trabecular bone.

The aim of the present study was to compare the prevalence of low bone
mineral density (BMD) in patients with and without PHPT.

Materials and methods: From May 2018 to December 2021, 292 patients
(256 women and 36 men, mean age 58,3 £ 12,0 years) were confirmed with PHPT at
the Department of Thyroid and Metabolic Bone Diseases of the University Hospital
of Endocrinology. Serum Ca, PO4, PTH, 25(OH)D levels and bone metabolic
markers (CTX and ALP) were measured in all of them. BMD of lumbar spine L1-L4
(LS), distal third of radius (DR), femoral neck (FN) and total proximal femur (TF)
were measured by dual-energy X-ray absorptiometry (DXA). Eighty-nine age and sex-
matched subjects served as a control group.

Results: We found a higher prevalence of osteoporosis at LS and DR in the
PHPT group compared to the controls (46,2% vs 19,3%, p<0,001 and 50,5% vs
21,1%, p<0,001, respectively). The prevalence of osteoporosis and osteopenia were
highest when DR was measured. Osteoporosis was found in 13,6% and osteopenia
-in 72,7% of the patients with PHPT and normal LS BMD when DR was measured.
DR BMD correlated negatively with PTH, Ca and ALP in patients with PHPT, but not
in the controls. CTX correlated negatively with BMD at all four bone sites only in the
patients with PHPT.

Conclusion: Low BMD is more common in the patients with PHPT than in
the controls. Patients with PHPT have a higher rate of osteoporosis and low BMD at
DR than at other bone sites. Low BMD corresponds to the biochemical activity of
the disease.
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borecmu Ha LLjumoBugHa xAe3a

omokcuko3a

Thyroid Diseases

u borecmu Ha obmaHama,
Hu 6oarecmu, MY BapHa

Tupeomokcuko3ama e cbopHo noHamue, BkarouBawo 2epyna 3aboraBaHun
C pa3AuyHa emuoAo2uq, Xxapakmepu3upawo ce ¢ noBuweHu HuBa Ha uupkyAupa-
wume MupeougHU XOPMOHU. Xunepmupeougu3mbm ce OmHaca KOHKpemHo 3a
yBeauueH cuHmes3 u cekpeuua Ha wumoBugHU XOPMOHU, gbAXKaw, ce Ha baze-
goBa 6oarecm (bb), mokcuueH ageHOM, KaKmo U Ha Xunodu3eH ageHoOM, NPOgy-
uupaw, mupeoug-cmymuaupaw, xopmoH (TCX). CbcmoaHuama Ha mupeomMoKCU-
Ko3a 6e3 xunepmupeougu3zbm BrkatouBam pazauvHume hopmu Ha mupeougum,
cmpyma oBapuu, Gog-uHgyuupaHa u ek3oeeHHa mupeomokcuko3a. bazegoBama
6orecm e aBmoumyHHo 3aboaaBaHe, koemo ce npegu3zBukBa om uupkyaupawu
aBmo-aHmumeaa, HacouyeHu cpewy TCX-peuenmopume no noBbpxHocmma Ha
mupeouumume. NpegcmaBaaBa Hal-yecmama npuyuHa 3a Xunepmupeougu3bm,
C XPOHUYHO-NpO2pecupawo NpomuyaHe, CKAOHHOCM KbM obocmpaHe uAu peuu-
guBu caeg npoBegeHo AeueHue. EkcmpamupeougHume npoaBu Ha 6orecmma
o6xBawam mupeoug-acoyuupaHa ogpmasmonamus (TAO), npemubuareH mukce-
gem, mupeougHama akponaxus u gpyau, Koumo He ce cpewam npu ocmaHaAume
hopmu Ha mupeomokcuko3a. AuazHo3ama ce nocmafa 63 ocHoBa Ha KAUHUYHa-
ma KapmuHa, gaHHUMe oM XOPMOHAAHU U UMYHOAO2UYHU pe3yamamu, Kakmo u
obpazHume uzcaregBaHua. CvBpemeHHama mepanua BkarouBa megukameHmMOo3HO
AeveHue C mupeocmamuuu (muoHamugu) u gecpuHUMUBHO AedeHue - xupypauu-
HO UAU paguologmepanus. YcnopegHo ce npuaazam b6ema-6aokepu, cegamub-
HU MeguKMeHMU, aHMuUoKCUgaHmMu, Npu Me>KKu (opmu Kopmukocmepougu, aH-
MuKOa2yAaHMU NPU PUMbBbMHU HapyweHus.
Llea e Bbv3cmanoBaBaHe u 3agbpkaHe Ha eymupeougHO CbCMoAHUEe U
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mpalHa UMyHoAO2uYHa pemucus. [o-yecmume cmpaHUYHU epekmu Ha mupeoc-
mamuyHama mepanus ce u3pa3zaBam 6 nomuckaHe Ha 2paHyronoe3zama 6 kocm-
HUA MO3bK, aAep2udHU peakyuu, Muonamua, 2aCMpoUHMEeCMUHAAHU - XxapaKkmep-
HU NPEgUMHO 3a MemMUA-Mepkanmoumuga3oa (MMI), kakmo u xenamomoKCU4HO
gedcmBue Ha nponuamuoypauuia (MTY). CuBpemeHHume npenopbKu 3a Aeve-
Hue Ha TAO ce 6a3zupam Ha uHgyBugyaaHua nogxog, Kamo om mpume mepaned-
muuHu Bb3moxkHOCMU 3a AedyeHue Ha bb, npexogHo BaowaBaHe ce HabaogaBa
Kamo Hegocmambk Ha paguologAaedeHuemo, Koemo moxe ga bbge uzbeaHamo
¢ npomekmuBeH KopmukocmepougeH Kypc. Bb3moxkHocmume 3a AeveHue npu
geua ca cbwume kamo npu Bb3pacmHu, HO puckoBeme u noAume om Bceku
memog ca pa3zauvHu. HoBume npenopbvku Ha EBponelickama mupeougHa aco-
uuayua om 2022 2oguHa 3a AedeHue Ha bb 8 gemcka Bb3pacm BkarouBam kamo
nbpBa AUHUA Ha AedyeHUe npogbAkumMereH Kypc ¢ MM, ¢ npegnovumaHe 3a
mumpupaHe Ha go3ama npeg KOMbuHupaHua memog Ha AedeHue ¢ AeBomupo-
KCUH, Kakmo u B8b3gbpykaHue om ynompeba Ha [TY. Kamo okoHYyameAHO Aeye-
Hue ce npenopbyBa MomaAHa mupeougekmomua UuAu paguoliogmepanua C UeA
NbAHA abAauua Ha wumoBugHama >kAe3a ¢ hocaegBawo 3amecmumerHo Aeye-
Hue. Mo Bpeme Ha bBpemeHHOocm AeveHuemo ¢ MM e npomuBonokaszaHo. [Npu
Heobxogumocm cbwomo ce npoBexkga camo caeg 162.c. Npu gokazaHu cmpaHuy-
HU ecpekmu om npoBexkgaHama mepanua ¢ [N1TY. OnmumarHuam cpok 3a Xupyp-
2uvHa Hameca e Bmopuam mpumecmdbp. B HanpegHara Bb3pacm ce npegnoyu-
ma NPOgbAXKUMEAHOMO MUPEOCMamMuUYHO AedYeHUe UAU paguologmepanuama.
Npegu3zBukameacmBo B exxegHeBHama npakmuka e pazno3HaBaHemo Ha gBama
muna megukameHmMo3Ho-UHgyuupaHa mupeomokcuko3a, BcaegcmBue Ha npuem
Ha AmMuogapoH. AuazHocmuuyupaHemo um e om cbuwecmBeHo 3HauyeHue, Mbl
kamo gBeme hopmu nogaexkam Ha pa3audeH mepaneBmuueH nogxog.

Treatment of Thyrotoxicosis

Hristozov K.
Clinic of Endocrinology and Metabolic Diseases, Medical University, Varna

Thyrotoxicosis is a collective term including a group of diseases of different
etiology, characterized by elevated levels of circulating thyroid hormones. Hyperthy-
roidism refers specifically to increased synthesis and secretion of thyroid hormones
due to Graves’ disease (GD), toxic adenoma, and pituitary adenoma producing
thyroid-stimulating hormone (TSH). The state of thyrotoxicosis without hyperthy-
roidism includes the various forms of thyroiditis, struma ovarii, iodine-induced and
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exogenous thyrotoxicosis. Grave’s disease is an autoimmune disease that is trig-
gered by circulating autoantibodies directed against TSH receptors on the surface
of thyrocytes. It represents the most common cause of hyperthyroidism, with a
chronic-progressive course, prone to exacerbation or relapses after treatment. Extra-
thyroidal manifestations of the disease include thyroid-associated ophthalmopathy
(TAQO), pretibial myxedema, thyroid acropachia, and others, which are not found in
other forms of thyrotoxicosis. Diagnosis is based on clinical presentation, hormonal
and immunological findings, and imaging studies. Current therapy includes medical
treatment with thyrostatics (thionamides) and definitive treatment - surgical or ra-
dioiodine therapy. Alongside, beta-blockers are recommended, as well as sedative
drugs, antioxidants, in severe forms of thyrotoxicosis - corticosteroids are adminis-
tered and in rhythm disorders - anticoagulants. The goal is to restore and maintain
an euthyroid state and permanent immunological remission. The more common
side effects of thyrostatic therapy are expressed in the suppression of granulopoiesis
in the bone marrow, allergic reactions, myopathy, gastrointestinal - characterized
mainly by methyl-mercaptoimidazole (MMI), and hepatotoxic action of propylth-
iouracil (PTU). Current recommendations for the treatment of TAO are based on
an individualized approach, and transitory deterioration has been observed as a
disadvantage of radioiodine therapy, as one of the three therapeutic options for the
treatment of GD, which can be avoided with a protective corticosteroid course.
Treatment options in children are the same as in adults, but the risks and benefits of
each method are different. New European Thyroid Association recommendations
from 2022 year for the treatment of childhood GD include a prolonged course of
MMI as first-line treatment, with a preference for dose titration over the combina-
tion method of therapy with levothyroxine, and refraining from the use of PTU. As
definitive treatment, total thyroidectomy or radioiodine therapy is recommended
with the goal of complete thyroid ablation with subsequent replacement therapy.
During pregnancy, treatment with MMI is contraindicated. If necessary, the same
should be performed after the age of 16 week of gestation and only in case of prov-
en side effects of the ongoing PTU therapy. The optimal time for surgical interven-
tion is the second trimester. In elderly people it is preferred prolonged thyrostatic
or radioiodine therapy. A challenge in daily practice is the recognition of the two
types of drug-induced thyrotoxicosis due to Amiodarone intake. Their diagnosis is
essential because the two forms are based on different therapeutic approach.
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CynpecuBHo neyeHue c AneBomupokcuH -
cbBpemeHHuU npenoprvku
HownueB b.

YMBAA ,Kacneaa”, Kamegpa eHgokpuHoaoz2ua, MeguuuHcku yHuBepcumem, INroBguB

Lleama Ha cynpecuBHOMO AeveHUe C MUPEOUJHU XOPMOHU € ga HamaAu
cmumyAupawua edpekm Ha mupeomponHua xopmoH (TCX) Bbpxy cyHkuuama,
npoAupepavuama u pacmeska Ha mupeougHume POAUKYAAPHU KAemMKU. 3a hocmu-
2aHe Ha cynpecuBeH edpekm Bbpxy TCX ca Heobxogumu no-Bucoku om obuvalHu-
me go3u AeBomupokcuH - 2,0 go 2,2 mk2/K2/gH (npu nauueHmu 6e3 pe3ugyasHa
mupeougHa gyHkuug). MHguBugyaaHume Hy>kgu obaye wupoko Bapupam 6v06
Bpb3ka ¢ mearecHama maca, npugpyrkabBawu rekapcmBa, buoHaAUYHOCM Ha Megu-
KameHma u gp. B ucmopuuecku naaH cynpecuBHo AeveHue ce e npoBexkgaro npu
HOQO3HU 2ywu C UeA pegykuua Ha obema Ha Bb3aume u cmpymama.

CovBpemeHHUMe KOHceHCcYcHU cmaHoBuwa obaye He nogkpenam mo3u
Nogxog nopagu Aunca Ha ybegumeAHU NOA3U Ha ¢poHa Ha puckoBeme om npe-
go3upaHe Ha megukameHma. NoHacmoawem cynpecuBHa mepanua ce npoBexkga
2AnaBHO npu nauueHmMu C gudpepeHuupaH mupeougeH kapuuHom (ATK) caeg xu-
pypauyHo AeveHue. MHoxxecmBo HayuHu u3caegBaHua nomBbprkgaBam bOaazo-
NpuamMHUA Npo2HOCMUYeH edpekm Ha XpoHuyHama TCX cynpecua npu nauyueHmu
c ATK, koumo ca Bucok puck om peyuguBu u memacmaszupaHe. ['lpu HUCKOPUCKO-
Bume cayvau obave noggbprkaHemo Ha nomucHam TCX He Hocu cbwecmBeHu
noa3u. Om gpyea cmpaHa AeBomupokcuHbm uma meceH mepaneBmuueH uHgekc
U ampo2eHHama mupeomoKcuko3a, npegu3zBukaHa om npuema Ha cynpacdu3u-
OAO2UYHU gO3U MuUpeougHU XOPMOHU MOXKe ga uUma peguua HebAazonpuamHu
nocAeguuu Kamo ocmeonopo3a, pakmypu u cbpgedHo-cbgoBu 3aboraBaHus,
BrAIOUUMEAHO NpegcbpPgHO MbXKgeHe. He Ha nocaegHO macmo aedeHuemo ¢ Bu-
coku go3u AeBomupokcuH e cBbp3aHO C puck Om MeHMaAHU npomeHu u Baowe-
HO KavyecmBo Ha >xuBom. Emo 3awo cynpecuBHama mepanua npu ATK mpab6a
ga ce npoBexxga BHumameaHo caeg nbpBoHauarHa oueHka Ha puckoBama 2pyna
Ha nayueHma U guHamuyHa npeougeHKa Ha pucka 6 xoga Ha npocaegaBaHemo.
KeaaHama cmeneH Ha TCX cynpecua ce onpegeAa Kakmo om cheuuguyHume xa-
pakmepucmuKku Ha 6oArecmma maka u om KAUHUYHUA KOHmMeKcm. AHaAu3bm Ha
puckoBume cpakmopu (HanpegHara Bb3pacm, meHonay3a, ocmeonopo3a, Cbpgeu-
HO-cbgoBu 3ab00A98aHuUg) e om cbuwecmBeHo 3HaveHue 3a npegomBpamaBaHe Ha
HexxearaHUMe nocaegcmBua Ha cynpecuBHOMO AeYHUE C MUPEOUgHU XOPMOHU.
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pression Therapy -
dations

t of Endocrinology, Medical University, Plovdiv

The goal of thyroid hormone suppression therapy is to reduce the stimula-
tory effect of thyroid-stimulating hormone (TSH) on the function, proliferation, and
growth of thyroid follicular cells. Higher than usual doses of levothyroxine - 2,0
to 2,2 mcg/kg/day (in patients without residual thyroid function) are required to
achieve a suppressive effect on TSH. However, individual needs vary widely in rela-
tion to body mass, concomitant medications, drug bioavailability, etc. Historically,
suppression treatment was carried out in nodular goiters with the aim of reducing
the volume of the nodules and goiter. However, current guidelines do not support
this approach due to lack of convincing benefits against the risks related to the
drug overdose. Currently, suppression therapy is conducted mainly in patients with
differentiated thyroid carcinoma (DTC) following surgical treatment. Many studies
confirm the favorable prognostic effect of chronic TSH suppression in DTC patients
who are at high risk of recurrence and metastasis. However, in low-risk cases, main-
taining a suppressed TSH does not bring substantial benefits. On the other hand,
levothyroxine has a narrow therapeutic index, and iatrogenic thyrotoxicosis induced
by the intake of supraphysiological doses of thyroid hormones can have a number
of adverse effects such as osteoporosis, fractures, and cardiovascular disease, in-
cluding atrial fibrillation. Last but not least, treatment with high doses of levothyrox-
ine is associated with a risk of mental health changes and impaired quality of life.

Therefore, suppression therapy in DTC should be conducted carefully after
an initial assessment of the patient,s risk category and a dynamic reassessment of
risk during follow-up. The desired degree of TSH suppression is determined by both
the specific disease characteristics and the clinical context.

Analysis of risk factors (advanced age, menopause, osteoporosis, cardiovas-
cular disease) is essential to prevent adverse effects of thyroid hormone suppres-
sion therapy.
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AasepHa mepmoabaauyug Ha gobpokayecmBeHu
Bb3Au Ha wumoBugHama >kaesa — pesyamamu om

6-mece4yHo npocnegaBaHe

KoBaueBa P., LlluukoB A., AuroBa A., AukoBa U, AumumpoBa U.,

Cmouno6a M., UBaHnoBa P.
Kamegpa no EHgokpuHonozug, YCBAAE , Akag. M16. INeHueB”, Cogpus,
MeguuuHcku YHuBepcumem, Codpusa

BwvBegenue: [Npe3 nocaegHume 20 20guHU AazepHama mepmoabiauun
(ATA) nog exozpadpcku KOHMpPoA ce ymBvpgu kamo ocHoBeH muHuuHBazuBeH
Memog 3a AedyeHue Ha gobpokavecmBeHu Bb3Au Ha wumoBugHama >xAe3a ¢
gbA20CpOYHa pegykuua Ha obema Hag 50% (37 - 81%) u Bucoka ygoBaemBope-
HOCM OM cmpaHa Ha hauueHma.

Llea Ha Hacmoawomo npoyuBaHe e ga oueHu edpekmuBHocmma u 6e30-
nacHocmma Ha ATA npu nauueHmu C HOgO3Ha CMpyma, hpocaegeHu 6 meceua
CAeg AevyeHUemo.

Mamepuaa u memogu: 3a nepuog om 3 20guHu ca uzBbpweHu 58 ATA npu
53 nauueHmu. NpegBapumeaHo e oueHeHa mupeougHama yHkuua u e u3zBobp-
wieHa MbHKOU2AeHa NYHKUUOHHA buoncua ¢ uumoAo2u4Ho u3caegBaHe 3a gokas-
BaHe Ha gobpokavecmBeHua xapakmep Ha Bb3Aaume. Ob6embm Ha mapz2emHume
Bb3AU e onpegeaeH exozpadpcku No hopmyaama 3a eAuncoug U3xXogHo, Ha 3-u
u 6-u meceu. ATA e uzBobpwena ¢ 1 uau 2 onmuyHu BaakHa u 1064 nm Nd-YAG
U3MOYHUK Ha Aa3ep npu ukcupaHa mowHocm 3 W. boakama no Bpeme Ha npo-
uegypama e oueHeHa no Bu3zyaaHa ckaaa (VAS, 1-100 mm) u ca omuyemeHu cmpa-
HUYHUMe edpekmu. Bcuuku nayueHmu ca nognucaAu UHPOPMUPAHO Cb2Aacue 3a
npoBe>kgaHe Ha AeyeHuemo.

Pezyamamu: Npu 41 nauueHmu (31 xeHu) Ha cpegHa Bb3pacm 46x11 20-
guHu ca AekyBaHu 46 Bb3eaa u ca npocAegeHu Ha 3-u u 6-u mecey, caeg ATA.
TupeougHama ¢yHKuuAa npu 37 om max e HOpMaAHa, a 4 nauueHmu ca C xunep-
mupeougu3bMm hog mupeocmamuyHa mepanua. Vi3xogHuam obem Bapupa om
3,1 go 51,54 ml, cpegHo 12,61£10,66 ml. YcmaHoBu ce 3HauumMo HamaAaeHue Ha
obema Ha 3-u u 6-u meceu, creg ATA (6,31£6,26 ml u 5,14+5,58 ml pecnekmuBHo,
p<0,001), c npoueHm Ha pegykuyua cbomBemuo 52+15,7 u 60,9+17. CpegHama
NPOgbAXKUMEAHOCM Ha AedeHuemo e 33,6124 muHymu. boakama Bapupa om 5
go 86 mm, meguaHa 35 mm. HabalogaBaxa ce paHHU AeKU U NpexogHU CMpaHu-
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yHU edpekmu kamo 6oAKa, pebpuaumem, gecmpykmuBHa mupeomoKkcuko3a u
npomeHu B 2aaca. INpu mpuma nayueHmMu HaCMbNU KbCHa pynmypa Ha Bb3eaa ¢
obpamHo pa3zBumue u pe3zopbuua 3a 1 go 3 meceua.

3akaoyenue: ATA npegcmabBaaBa yacm om cbBpemeHHume Bb3MOXKHOC-
mu 3a muHuuHBa3zuBHo AeyeHue Ha gobpokavecmBeHu Bb3AuU Ha wumoBugHama
XAe3a, C Koemo ce nocmuza epekmuBeH gbA20CPOUYEH KOHMPOA NPU MUHUMAAHU
CmpaHuYHU epekmu u 3anazeHo kadecmBo Ha kuBom Ha nauueHmume.

ation of Benign Thyroid Nodules -
w-up Results

., Lilova L., Yankova I., Dimitrova I., Stoinova M.,

y, University Hospital of Endocrinology
edical University of Sofia

Introduction: In the last 20 years the laser thermoablation (LTA) under ul-
trasound guidance was established as a main miniinvasive treatment method for
benign thyroid nodules with a long term volume reduction over 50% (37-81%) and
high patient satisfaction.

Objective: To assess the effectiveness and the safety of LTA in patients with
nodular goiter followed up to six months after the treatment.

Materials and methods: Fifty three patients with 58 nodules were treated
with LTA during the last 3 years. In all patients thyroid function was analyzed and
fine-needle biopsy with cytology was performed to prove the benign character of
the nodules. The volume of the targeted nodule was calculated by the formula for
ellipsoid before the treatment, at 3-month and 6-month follow-up. LTA was realized
with 1 or 2 optic fibers and 1064 nm Nd-YAG source with fixed power of 3 W. The
pain during the procedure was assessed with visual acuity scale (VAS, 1-100 mm)
and side effects were described. All patients signed an informed consent.

Results: From the whole group, 41 patients (31 female), mean age of 46£11
years, with 46 thyroid nodules were followed up to 6 months after LTA. Thirty sev-
en of them were euthyroid and 4 - hyperthyroid under thyreostatic treatment. The
basal volume varied from 3,1 to 51,54 ml (mean 12,61+£10,66 ml). A significant
volume reduction was found at 3-month (6,31£6,26 ml) and 6-month (5,14£5,58 ml)
follow-up (p<0,001) and the percent of volume reduction was 52+15,7 and 60,9+17,
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respectively. The mean treatment time was 33,6124 minutes and the related pain
varied from 5 to 86 mm, median 35 mm. The prevalent side effects were mild and
transient as pain, fever, destructive thyreotoxicosis and voice change. In 3 patients
we observed late nodule rupture which resolved completely for 1 to 3 months.
Conclusion: LTA is an effective and safe method for miniinvasive treatment of
benign thyroid nodules with a long term control and preserved patient’s quality of life.

YcnewHomo npomuyaHe Ha bpemeHHocmma 3aBucu
OM AUNCAMA UAU HOAUYUEMO HA mupeougHu pucko-
Bu ¢akmopu owe B Hauaromo u

bopucoBa A-M., TpugponoBa b., AakoBcka A., MuxatiroBa E.”, BykoB M.
KAuHuka no eHgokpuHoaozug, YHuBepcumemcka 6oaHuua Copuameg, MeguuaHcku gakya-
mem, Cocputicku yHuBepcumem ,CBemu Kaumenm Oxpugcku”, Copusn;

'"MAA bogumeg, Cocpusn

Aobpe uzBecmHo e BAauaHuemo Ha wumoBugHama >xAe3a Bbpxy hepmu-
AUMema, Kakmo u Bbpxy npomuyaHemo Ha bpemeHocmma, kamo ca uzcaegBaHu
MHO200pOUHU paKkmopu.

Llea: Aa ce npomuBonocmaBam komnaekc om puckoBu dakmopu, cBbp-
3aHU C MupeougHa namoAo2un, 3a OUEeHKa Ha pucka 3a ycnewHusa 3aBvpwek Ha
HOPMAAHO HacmbnuAa GpemeHocm.

Mamepuana: Ype3 cpe3zoBo, myamuuyeHmpoBo, nonyrayuoHHoO Ga3zupaHo
npoyuBare ca uzcaegBaHu 547 6pemeHHU XXeHu, cpegHa Bb3pacm 30£5 20guHu,
paznpegeAeHu N0 Mpumecmpu:

nbpBu mpumecmsbp (MT)-110 (20,1%),

Bmopu mpumecmbp (BT)-276 (50,5%),

mpemu mpumecmdbp (TT)-161 (29,4%).
Bcaka OpemeHHa >keHa e nonbAHUAA aHKema CbC cbgelicmBuemo Ha MegUUUHCKO
AUUE Om ekuna ,Auue B auue” ¢ uea KopekmHo cbbupaHe Ha gaHHU Om aHamHe-
3ama 3a bpemeHHOCM, npuem Ha KombuHupaHu BumamuHu u muHepaau (BkA. Gog)
UAU gpyau megukameHmu no BugoBe u go3a, HaauuHU uAu B muHaromo 3aboanBa-
Hua Ha wumoBugHama >Ae3a uau gpyeu. B 49,5% (271/547) om cayyaume moBa
ca kombuHupaHu BumamuHu ¢ muHepaau (BkatouumeaHo Gog). Had-uecmo moBa
ca mazHe3ul, poaueBa kuceauHa u xeaa3o (57,1%), a ocmaHaaume AekapcmBa
ca gaBaHu camo Ha omgeAHU BpemeHHU C ueA 3ana3BaHe Ha bpemeHHocmma u
ycnewHomo U 3aBbpwBaHe - cnazmoAumuuu, NPo2eCMUHU, aHMuUKoa2yAaHmu.
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Om aHaAu3a ca u3kAlUYeHU bpemeHHUMeE npuemawu NPO2ECMUHU, Kakmo U Ae-
BomupokcuH pecn. mupeocmamuyHo AedeHue 3a uzBecmHo 3aboraBaHe Ha wu-
moBugHama >ae3a - 77 (14,1%) om bpemeHHume >keHu. bpemeHHume »keHu ca
pa3geAeHu Ha gBe 2pynu:

MopBa - be3 mupeougHu puckoBu pakmopu (TPD -),
n-271 - 1. be3 mupeougHo 3aboaaBaHe - Hacmoawo u B muHaromo; 2. be3 pamun-
Ha obpemeHeHocm ¢ mupeougHu 3aboaaBaHus; 3. be3 AekapcmBa 3a mupeougHu
3aboaaBaHua uau onepauus uau 131Mog-reueHue; 4. be3 npuem Ha AekapcmBa ¢
BAauaHue Bbpxy LLPK; 5. be3 noBuweHu mupeougHu Am; 6. be3 exozpadpcku gaH-
HU 3@ HEXOMO2EeHHOCM UAU Xunoexo2eHHocm Ha wumoBugHama »ae3a; 7. C equH
naog u 6e3 IVF-AeueHue.

Bmopa 2pyna - c TPD+, n-276.

Memogu: B cympewHa BeHo3Ha kpbB ca onpegeaenu (TSH, FT,, TPOAb
upe3 ECLIA method) 8 geHa Ha B3emaHe Ha kpbBma. TSH e aHaausupaH ¢ ECLIA
sandwich method (reference range 0,27-4,2 mlU/L); free thyroxine (FT,) with a
competitive ECLIA method (reference limits 9,3-17,0 ng/L) u TPOAb ¢ competitive
ECLIA method (reference limits <34 IU/mL). INMpoBegero e yxmpazBykoBo u3zcaeg-
BaHe Ha wumoBugHama >kae3a (Digital Color Doppler Diagnostic Scanner, C5 Ex
(Shenzhen Landwind Medical Industry, China). Hag 98% om gomakuHcmBama 6
BbA2apua uznoazBam GogupaHa coa.

Pezyamamu: AGcoalomHuam 6pod u npoueHm Ha GpemeHHUmMe Nno 2py-
nu u mpumecmpu e, kakmo caegBa - MwvpBa 2pyna - IMNT [30,9% (34/110)], BT
[42% (116/276)], TT [75,1% (121/161)]. Pazaukama me>xkgy T u TT 8 nbpBa 2py-
na e 3Havuma (30,9% vs. 75,2%, T-3,789, p <0,001). Bmopa 2pyna - T [69,1%
(76/110)], BT [57,9% (160/276)], TT [24,8% (40/161)]. Pagaukama me>xxgy MNT u TT
86 Bmopa 2pyna e 3Hauyuma (69,1 % versus 24,8%, T-5,778, p <0,001).

U3609: Auncama Ha TPMD npu 6pemeHHUMe »eHu, ycmaHoBeHo upe3 Bep-
DaneH, XOpMOHaAeH U exozpagpCcku CKpUHUH2 Om eHgOKPUHOAO2 OWwe Npu ycma-
HoBaBaHe Ha bpemeHHocmma, ocuaypaBa ¢ MHO20 20Aama BepoamHocm B 3Havu-
Ma CmeneH ycnewHo npomuyaHe u npukatouBaHe Ha moBa cbcmosaHue. TPOD (-)
npu 6pemeHHumMe >eHu, ocueypabBa 2,5 nbmu no-2orama Bb3MOXKHOCM ycnewHo
ga npomuya moBa cbcmosaHue (30,9% cpewy 75,2%), gokamo npu TPD (+) 6
paHHUA nepuog 2 Nbmu no-maaka e Bb3moxxHocmma 6pemeHocmma ga 3a6bpwiu
ycnewHo (69,1% cpewy 24,8%).
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The Successful Course of Pregnancy Depends on the
Absence or Presence of Thyroid Risk Factors Already
at the Beginning

Borissova A-M., Trifonova B., Dakovska L., Michailova E.", Vukov M.

Endocrinology Clinic, University Hospital Sofiamed, Faculty of Medicine,
Sofia University ,St. Kliment Ohridski”, Sofia;
"MDL Bodimed, Sofia

The influence of the thyroid gland on fertility as well as on the course of preg-
nancy is well known, and numerous factors have been studied.

Aim: To contrast a complex of risk factors associated with thyroid pathology
against the absence of such factors to assess the risk for the successful termination
of a normally occurring pregnancy.

Material: We investigated 547 pregnant women, mean age 30+5 years, me-
dian 30 years (min 18 - max 47 years). The examined pregnant women were distrib-
uted by trimesters as follows: first (FT)-110 (20,1%), second (ST)-276 (50,5%), third
(TT)-161 (29,4%). Each pregnant woman filled in a questionnaire with the assistance
of a specially designated medical person from the ,face to face” team in order to
correctly collect data on pregnancy history, intake of combined vitamins and minerals
(including iodine) or other medications by type and dose, available thyroid or other
diseases. Basically in 49,5% (271/547) of the cases these were combined vitamins
with minerals (including iodine) taken alone or together with other medications. The
most common drugs were magnesium, folic acid and iron (57,1%), while other drugs
were given to individual pregnant women in order to preserve the pregnancy and
bring it to a successful conclusion - spasmolytics, progestins, anticoagulants. Pregnant
women taking progestins, as well as levothyroxine or thyrostatic treatment for known
thyroid disease - 77 (14,1%) of pregnant women were excluded from the analysis.
Pregnant women are divided into two groups: First - without thyroid risk factors (TRF -),
n-271 - 1. Without thyroid disease - present and in the past; 2. No family history of
thyroid diseases; 3. No drugs for thyroid diseases or surgery or 13 1lodine-treatment;
4. No medication with an impact on thyroid function; 5. No increased thyroid An-
tibodies; 6. Without ultrasound data of inhomogenicity or hypoechogenicity of the
thyroid gland; 7. With one fetus and without IVF treatment. Second group - with TRF
(+), n-276. Over 98% of households use iodized salt in Bulgaria.

Methods: Serum was quantified on a Cobas e601: TSH analyzer with the
ECLIA sandwich method (reference range 0,27-4,2 mlU/L); free thyroxine (FT,)
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with a competitive ECLIA method (reference limits 9,3-17,0 ng/L) and TPOAb with
a competitive ECLIA method (reference limits <34 1U/mL). An ultrasound examina-
tion was performed with a Digital Color Doppler Diagnhostic Scanner, C5 Ex (Shen-
zhen Landwind Medical Industry, China).

Results: The absolute number and percentage of pregnant women by group
and trimester is as follows - First group - FT [30,9% (34/110)], ST [42% (116/276)],
TT [75,2% (121/161 )]. The difference for FT and TT is significant in First group
(30,9% vs. 75,2%, T-3,789, p <0,001). Second group - FT [69,1% (76/110)], ST
[57,9% (160/276)], TT [24,8% (40/161)]. The difference for FT and TT is significant
in Second group (69,1 % versus 24,8%, T-5,778, p <0,001).

Conclusion: The absence of TRF in pregnant women, established through
verbal, hormonal and ultrasound screening by an endocrinologist already at the
diagnosis of pregnancy, ensures with a very high probability, to a significant extent,
the successful course and termination of this condition. TRF (-) in pregnant wom-
en provides a 2,5 times greater chance of successful completion of this condition
(30,9% vs. 75,2%), while TRF (+) in the early period is 2 times less likely to end the
pregnancy successfully (69,1 % versus 24,8%).

cmBomo Ha >kuBom u noBaugaBawu-
npu bva2apcku nayueHmu c

upaHa oppbumonamusg

6 A., Ko6ayeBa P.

un, YCBAAE ,Akag. MBaH MNMerueB”,Cocpus,
, Cocpusn

BwBegenue: Tupeoug-acoyuupaHama opbumonamusa (TAO) 3acaea 3Hauvu-
meAHo kauecmBomo Ha >»xuBom (Qol) Ha nayueHmume. 3a oueHkama my ca u3-
noa3BaHu pa3zauuHu BbnpocHuuu, Kamo Had-ymBubpgeH B KAUHUYHaMa NpakmMuka
e cneuuduyHuam 3a 3aboraBaHemo BbnpocHuk, pazpabomer om EBponedcka-
ma 2pyna 3a uzyuaBane Ha TAO (GO-Qol).

Llea: Hawama uea 6e ga oueHum QoL npu nauueHmu ¢ pa3AuyHuU opmu
Ha TAO, kakmo u ga nombpcum npegukmopu Ha QolL.

Mamepuaa u memogu: Hacmoawemo npoyuBaHe e ¢ KpOC-CEKUUOHEH gu-
3a0H u BrkatouBa 221 nocaegoBamearu nauueHmu ¢ TAO (77,4% ><eHu, cpegHa
Bb3pacm 52 £ 11,6), HacoueHU KbM Hawama KAuHuka 8 nepuoga 2017-2021. Mpu
Bcuuku nauueHmu 6e cHema nogpobHa aHamHe3a, nocaegBaHo oM XOPMOHAAHU
U UMUYHOAO2UYHU u3cAaegBaHua u gemadaHa ougeHka Ha ouHua cmamyc. Qol 6e
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onpegeaHo upe3 GO-Qol, cbcmoaw, ce om gBe ckaau - egHama, om KOUMO
cBbp3aHa cbe 3pumeaHama cyHkuua (Qol-VF), a gpyeama - ¢ npomeHume 6106
BbHwHuUA Bug (QoL-AP). Pesyamamume 6axa u3uucaregHu no popmyasa u npeg-
cmaBenu 6 npoueHmu.

Pezyamamu: MNavueHmume c Aeka TAO umaxa 3Hauumo no-Bucoku pe3ya-
mamu u Ha gBeme ckaau Ha BbnpocHuka 6 cpaBHeHue ¢ nauueHmMume ¢ ymepe-
HO-MeXKKa go medkka u 3acmpawaBawa 3peHuemo TAO (82,0% cpewy 54,6%
u 27,3% 3a Qol-VF; 70,1% cpewy 54,4% u 36,9% 3a QolL-AP). NauueHmume c
akmuBHa TAO umaxa 3Ha4YuMO No-HUCHK pe3zyamam Ha Qol-VP (56,6% cpewy
76,6%) u QoL-AP (53,1% cpewy 67,5%) cnpamo nauueHmume ¢ HeakmuBHa TAO.
AuHelHUAM pez2pecuoHeH aHaAu3 noka3a, Yye npomeHAauBume c Hal-20Aama npe-
gukmuBHa cmolHocm no omHoweHue Ha QoL-VF ca: uHgekCbm Ha KAUHUYHA aK-
muBHocm, gunaonuama, 3pumeAHama ocmpoma u mexxecmma Ha cuMnmomume
(R2=0,44), gokamo noAbM, UHgeKCbM Ha KAUHUYHA akmuBHocm, gunaonuama u
nponmo3ama Hal-gobpe npozHo3zupaxa Qol-AP (R2=0,39).

3akarouyerHue: BauaHuemo Ha TAO Bbpxy Qol 3aBucu om mexxecmma u ak-
muBHocmma Ha 3aboaaBaHemo. KauHuuHume npegukmopu Ha BAoweHomo Qol
mpabBa ga 6bgam B3emu nog BHumaHue npu u3zbopa Ha oONMUMaAHa gONbAHU-
meAHa mepanus, uMmawa 3a ueAa ga nogobpu Qol Ha nauyueHmume.

Evaluation of Quality of Life and its Influencing Fac-
tors in Bulgarian Patients with Graves’ Orbitopathy

Stoynova M., Shinkov A., Kovatcheva R.
Department of Endocrinology, University Hospital of Endocrinology
,Acad. Iv. Penchev”, Sofia, Medical University of Sofia

Introduction: Graves’ orbitopathy (GO) profoundly affects patients’ quality
of life (Qol). For its assessment different questionnaires have been used, but the
most established in the clinical practice is the disease-specific questionnaire created
by the European Group on GO (GO-Qol).

Objective: Our aim was to assess Qol in patients with different forms of GO
and to search for predictors of QoL. Material and methods: This was a cross-section-
al study involving 221 consecutive unselected GO patients (77,4% females, mean
age 52+11,6 years) referred to our clinic in the period 2017-2021. Detailed medical
history was obtained from all patients, followed by hormone and immunological
testing and comprehensive ocular status. Qol was assessed by GO-Qol, consisting
of two scales - one related to visual functioning (QoL-VF) and the other - to physi-
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cal appearance (QoL-AP). The results were calculated by formula and expressed as
percentages.

Results: Mild GO patients had significantly higher scores on both scales of GO-
Qol compared to moderate-to-severe and sight-threatening GO patients (82,0% vs
54,6% and 27,3% for QoL-VF; 70,1% vs 54,4% and 36,9% for QoL-AP). Patients with
active GO had significantly poorer QoL-VP (56,6% vs 76,6%) and QoL-AP (53,1% vs
67,5%) in comparison to patients with inactive GO. The stepwise linear regression
analysis showed that the variables with major predictive value for QoL-VF were: CAS,
diplopia score, visual acuity and the severity of the symptoms (R2=0,44), whereas
gender, CAS, diplopia score and proptosis best predicted QolL-AP (R2=0,39).

Conclusion: The impact of GO on patients’ QoL depends on the severity and
activity of the disease. The clinical predictors of the impairment of QoL should be
taken into account when considering the optimal adjunctive treatment approaches
aiming to improve patients’ QolL.

ka Ha ko-mopbugHocmume npu
eougum Ha Hashimoto

ucoBa C.', AeBmepoBa b.>, OpbeyoBa M.’

a u boaecmu Ha obmaHama, YMBAA ,CB. leopau”,

ua, MeguuuHcku pakyamem; 2Kamegpa no buoopzaHuiHa
kyamem; *Kamegpa no 3gpaBeH MEHUGXKMBHM U UKOHOMUKA
yamem no obwecmBeHo 3gpabe, MY, NMroBgub

Bw6BegeHue: Tupeougumbm Ha Hashimoto (TH) 68 cBemoBern mawab e
Had-paznpocmpaHeHomo aBmoumyHHo 3aboaaBaHe Ha wumoBugHama >kae3a
B8v6 Bcaka Bb3zpacm, yecmomama My HenpekbcHamo ce yBeauuaBa. IMpu TH ca
gokaagBaHu peguua cbnbmcmBawu 3aboraBaHua ¢ BbBAaudaHe Ha eHgOKPUHHU
U HEeHJOKPUHHU Op2aHu.

Llea: Aa ce onpegeasm yecmomama u Bugbm Ha Ko-mopbugHocmume
- aBmMoOUMyYHHU eHgOKPUHHU U HeeHgOKpuHHU, HeaBmoumyHHu, 6 m.4y. memabo-
AUMHU U MaAu2HeHU npu HenogbpaHa uzBagka om nayueHmu ¢ TH kamo ce ouge-
HU Bpb3kama um ¢ noAa, Bb3pacmma, PYHKUUOHAAHOMO CbCMoAHUe u akmuB-
Hocmma Ha aBmoumyHHua npouec Ha wumoBugHama >ae3a.
Mamepuaa u memogu: PaHgomu3upaHo KpocC-CEKUUOHHO npoyuBaHe npu
447 nauueHmu 6 3para Bv3pacm ¢ TH - 372 xeHu (83,2%) u 75 mbxke (16,8%),
xocnumaau3upaHu 6 Kaunuka no EHgokpuHoao2ua u 6oaecmu Ha obmaHama, YM-
BAA ,CB. Teopau”. Ouenaban e cpynkuuoHareH (FT,, FT,, TSH), umyHnorozuyen
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(anti-TPOAB, anti-TgAB, TRAB) u exoepadgpcku cmamyc Ha wumoBugHa >kAe3a u ca
u3zBbpweHu WuUpok cnekMbp KAUHUKO-AAbopamopHU u3caegBaHua 3a oueHka Ha
06wWo CbcmoAaHue U HaAuvue Ha cbnbmemBawu 3a6o0AaBaHus.

Pesyamamu: YcmaHoB8aBame mHo2000pazue om cbnbmcmBawu aBmo-
UMUHHU U HeaBmoumyHHU Ko-mopbugHocmu npu 379 (84,8%) om nauueHmume,
Kamo He ce HabAlogaBam 3Hayumu noroBo obycroBeHu pa3zauvua 8 yecmomama
um (83,6% npu >xeHume, 90,7% npu mbxkeme). Camo B 2pynama cbc cbnbm-
cmBawu xemamoAo2uyHU 3aboaaBaHua npeobragaBam mbxkeme (20%) cnpamo
»keHume (11%), p=0,032. CowecmByBam Bb3pacmoBo obycroBeHu pazauuua 6
yecmomama Ha ko-mopbugHocmume mexxgy omgeAaHume gekagu - om 18 2. go
Hag 75 2. (p<0,01). C yBeauuaBaHe Ha Bvb3zpacmma BepoamHocmma om pasz-
Bumue Ha Ko-mopbugHOoCcmMu Kamo uaro HapacmBa, pazauku ce omkpuBam npu
cbpgeyHo-cbgoBume (p<0,01), 2cacmpoeHmeporoz2uuHume (p=0,025), HedpoAro-
2u4yHuUme u ypoao2udHume (p<0,01), HeBporozuuHume (p<0,01), peBmamoroauu-
Hume (p<0,01), oHkoAo2uuHUMEe (p<0,01), xemamono2uyHume (p=0,037), ouHume
(p<0,01) u akywepo-2uHekoro2udHUMe (p=0,03) 3aboaaBaHua. B yarama uzBag-
Ka He ce ycmaHoBaBam cueHugukaHMHuU pa3auku B obwama Ko-mopbugHocm
cnopeg (pyHKUUOHaAHUA mupeougeH cmamyc (85,9% npu eymupeougeH, 80,2%
npu xunomupeougeH u 86,7% npu xunepmupeougeH). TakuBa ca Haauue npu
cbhbmemBawume aBmoumyHHU HeeHgoKpuHHU (p<0,01) u KoHkpemHo pebma-
moao2uyHu (p=0,08) 3aboaaBaHua. Had-zorama e uecmoma Ha peBmamoao2udHu
3aboaaBaHua npu nauueHmume ¢ xunepmupeougeH (33,3%), caegBaHu om me3u
¢ XxunomupeougeH (16,7%) u eymupeougeH (9,9%) cmamyc.

3akaoyenue: NpoyuBaHemo e NnUOHEPHO 3a cmpaHama Kamo obem Ha u3-
Bagkama u cnekmbp Ha aHaAu3ume, xapakmepu3upawu Ko-mopbugHocmume npu
TH, kamo goka3zBa wupokomo um paznpocmpaHeHue u gaBa HaCoKU 3a CKPUHUH2
u npocaegaBare B kauHuyHama npakmuka ¢ o2aeg noBuwabaHe kauecmBomo Ha
ob2pukBaHe Ha 3aboAreAume.

Characteristics of Co-Morbidities in Patients with
Hashimoto's Thyroiditis

Troev D.”, Tomov D.?, Kisova S.", Levterova B.?, Orbetzova M.’

!Clinic of Endocrinology and Metabolic Diseases, ,Sv. Georgy” University Hospital,
Department of Endocrinology, Faculty of Medicine; Department of Bioorganic Chemistry,
Faculty of Pharmacy; *Department of Health Management and Health Economics,

Faculty of Public Health, Medical University, Plovdiv
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Pezromema/Abstracts

Introduction: Hashimoto,s thyroiditis (HT) is the most common autoimmune
thyroid disease worldwide at any age, its incidence is constantly increasing. A num-
ber of co-morbidities involving endocrine and non-endocrine organs have been re-
ported in HT.

Aim: To determine the frequency and type of co-morbidities - autoimmune
endocrine and non-endocrine, non-autoimmune, incl. metabolic and malignant in
an unselected sample of HT patients, assessing their relationship with sex, age, func-
tional status and autoimmune activity of the thyroid gland.

Material and methods: Randomized cross-sectional study in 447 adult pa-
tients with HT - 372 women (83,2%) and 75 men (16,8%), hospitalized in the Clinic
for Endocrinology and Metabolic Diseases, ,Sv. Georgy” University Hospital. The
functional (FT,, FT,, TSH), immunological (anti-TPOAB, anti-TgAB, TRAB), and ultra-
sound status of the thyroid gland were evaluated and a wide range of clinical and
laboratory tests were performed to assess the general condition and the presence
of associated diseases.

Results: We found a variety of autoimmune and non-autoimmune co-morbid-
ities in 379 (84.8%) of the patients, with no significant sex-related differences in their
frequency (83,6% in women, 90,7% in men). Only in the group with concomitant
hematological diseases men (20%) predominated over women (11%), p=0,032.
There were age-related differences in the frequency of co-morbidities among the
age decades - from 18 years to over 75 years (p<0,01). With increasing age, the
probability of developing co-morbidities generally increased, differences were found
as concerns cardiovascular (p<0,01), gastroenterological (p=0,025), nephrological
and urological (p<0,01), neurological (p<0,01), rheumatological (p<0,01), oncolog-
ical (p<0,01), hematological (p=0,037), eye (p<0,01) and obstetric-gynecological
(p=0,03) diseases. In the entire sample, no significant differences in total co-mor-
bidity were found according to the functional thyroid status (85,9% in euthyroid,
80,2% in hypothyroid and 86,7% in hyperthyroid status). Such were present in the
associated autoimmune non-endocrine (p<0,01) and specifically rheumatological
(p=0,08) diseases. The frequency of rheumatological diseases was highest in pa-
tients with hyperthyroid (33,3%), followed by those with hypothyroid (16,7%) and
euthyroid (9,9%) status.

Conclusion: The study is pioneering for the country in terms of sample vol-
ume and spectrum of analyzes characterizing co-morbidities in HT, proving their
widespread distribution and providing guidelines for screening and follow-up in clin-
ical practice with a view to increasing the quality of care for patients.
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TupeougHa gucpyHkuyuga npu nayueHmu caeg
xemonoemuyHa cmoBonokaembyHa mpaHcnAGHMaAuyug
UBanoba N.", Nlempob 4.2, CugepoBba M.’

'KauHuka no EHgokpuHoAo2ua u 6boaecmu Ha ob6maHama,
2KAauHuka no Xemamoaozua, OmgeAaeHue no mpaHchAaHmMauuu,
YMBAA ,CBema MapuHa”, MeguuuHcku yHuBepcumem, BapHa

BwvBegenue: XemonoemuuHama cmBoroBokaembuHa mpaHcnAaHMauua
(XCKT) Hamupa Bce no-wupoKo NpuAoXKeHUe Kamo edpukacHa mepanua npu AUM-
cponpoaucpepamuBHu u 3a0kavecmBeHu xemamoAo2udHuU 3aboaaBaHun, gpyeu
uHguAMpamuBHU HEMAAUZHEHU CbCMoOAHUA, Kopua2upaHe Ha BpogeHu umyHoge-
huUUMHU HapyweHua u 2pewku Ha obmaHama Ha BewecmBama. Om cBoemo
BvBesxgaHe B8 npakmukama npegu noBeuye om 50 2oguHu, XCKT eBoatoupa om
mepanua Ha omyaaHuemo go memog Ha u3bop 3a gecpuHumuBHO AeveHue.
OuakBaHo, c nogobpaBaHemo Ha nocmuz2Hamume pe3yamamu cAeg MpaHCNAAH-
mauuume ce yBeauvaBa u Bpoam Ha nauueHMumMe C gbA20CPOYHA hpexxuBae-
mocm. B pamkume Ha npocaegaBaHemo um ce ycmaHoBaBam peguua eHgoKpUHHU
HapyweHua. HampynBam ce gaHHU, npegumMHO Npu heguampuyHama nonyaauus,
3a noBuweHa yecmoma Ha Xunomupeougu3bm, XUNO020Hagu3bMm, gucAUNUgeMUU,
memaboAumeH CUHgPOM.

Lleau: PeaucmpupaHe u npocaegaBaHe Ha mupeougHama ¢yHKUUA U
Bb3mMoxkHUMeE omKAOHUA cAeg npoBekgaHe Ha arozeHHa cmBoaoBokaembuHa
mpaHcnAaHmayua npu Bv3pacmHu nauueHmu.

Mamepuaau u memogu: B eguH om gBama 2oaremu ueHMbpa 3a cmBoAo-
Bo-kAembuHU MpaHcnAaHmauuu 6 bbA2apua op2aHu3upaxme CKpUHUH2 Ha mupe-
ougHama oyHuuA npu havueHmu 6e3 npegxogHa makaBa namoaozus. Npu yacm
om nayueHmume makvB 6e uzBobpweH pempocnekmuBHo, upe3 aHaAu3 Ha b6a3a-
ma gaHHu 8 KauHukama no Xemamoaozus.

Pezyamamu: Ha nbpBama 2oguHa om npocaegaBarHemo Ha 30 nayueHma
npexkuBaau arozeHHa XCKT u gaau cBoemo cbeaacue 3a yyacmue 8 npoyuBa-
Hemo, ycmaHoBuxme HoBonoaBuau ce: cybkAUHUYEH XUnOMUpPeougu3bmM Npu 5
Auua (16,6%), nogumuBHU aHMuMuUpeonepoKcugazHu U aHMUMUPEO2A0OYAUHO-
Bu aHmumeaa npu 4 auua (13,3%), Hucbk T3-cuHgpom npu 4 auua (13,3%).

3akaoyenue: [NoryyeHume pe3zyamamu buxa umaau nomeHuuaa 8 paHHo-
mo omkpuBaHe Ha nauueHmume ¢ BmopuyHo Npugobuma mupeougHa guCHYHK-
uua caeg XCKT, 8 noBuweH cbpgeuHo-cbgoB u memaboAumeH puck, a om mam u
8 pazpabomBaHemo Ha gonbAHUMEAHU cmpamezuu 3a hpeBeHuyuA.
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n in Patients after Hematopoietic
ntation

erova M.’
etabolic Diseases, *Clinic of Hematology, Transplantation
pital, Medical University, Bulgaria. Varna

Introduction: Hemopoietic stem cell transplantation (HSCT) is being widely
used as an effective therapy for lymphoproliferative and malignant hematological
diseases, other infiltrative nonmalignant conditions, correction of inborn errors of
immunodeficiency and metabolic disorders. Since its introduction into clinical prac-
tice more than 50 years ago, HSCT has evolved from a therapy of despair to the
method of choice for definitive treatment. As anticipated, the number of patients
with long-term survival has increased as outcomes after transplantation have im-
proved. During patient follow-up, a number of endocrine disorders are identified.
Evidence is accumulating, mainly in the paediatric population, of an increased inci-
dence of hypothyroidism, hypogonadism, dyslipidaemia and metabolic syndrome.

Objectives: To register and monitor thyroid function and possible abnormal-
ities after allogeneic stem cell transplantation in adult patients.

Materials and Methods: In one of the two major stem cell transplantation
centers in Bulgaria, we organized screening of thyroid function in patients without
pre-existing thyroid pathology. In some of the patients such a screening was per-
formed retrospectively by analyzing the database in the Hematology Clinic.

Results: At the first year of follow-up of 30 patients who underwent alloge-
neic HSCT and consented to participate in the study, we found newly diagnosed:
subclinical hypothyroidism in 5 individuals (16,6%), positive antithyroid peroxidase
and antithyroglobulin antibodies in 4 individuals (13,3%), low T3 syndrome in 4
individuals (13,3%).

Conclusion: The results could have potential in early detection of patients with
secondary acquired thyroid dysfunction after HSCT, in increased cardiovascular and
metabolic risk, and thus in the development of additional prevention strategies.
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Mocmepu 3a ycmuo npegcmabaxe

us 1

13,00-13,45 uaca

TupeougHa memacmasza kamo nbp6a uzaba Ha kayuHom
Ha MAEYHa XAe3a

Apezamcka A.", Yono6 B.2, AumoB P.>*, YobankoBa E.°, HoHye8 b."*

'Kamegpa EHgokpuHoAao2ug, MeguuuHcku gpakyamem, MeguuuHcku yHuBepcumem, MaoBguB
2Kamegpa O6wa u KAUHUYHA namoaoz2uf, MeguuuHcku gakyamem, MeguuuHcku yHuBepcumem
MaoBguB; *Kamegpa CneuuaaHa xupypaus, MeguuuHcku gpakyamem,

Meguuutcku ynuBepcumem MaoBguB; “Kaunuka no xupypaus, YMBAA Kacneaa, [MaoBgub;

SKauHuka no EHgokpuHoAozua u 6borecmu Ha obmanama, YMBAA Kacneaa, MNaoBguB

Bwv6Begernue: Memacmasume 68 wumoBugHama >xae3a om gpyau nbpBuuHu my-
Mopu ce pegku u npegcmaBaaBam camo om 1 go 3,4 % om 3r0kavecmBeHume mupe-
ougHu Ae3uu. TupeougHume mMemacmaszu om KapuuHOM Ha MAeYHa kae3a obuyalHo
ca KAUHU4YHO HenpoaBeHu u ce ycmaHoBaBam cayualHo uau 8 xoga Ha pymuHHOMO
npocaegaBaHe npu nayueHmu c uzBecmto 3aboaaBane. VI3oaupaHomo memacmamuy-
HO aH2akupaHe Ha wumoBugHama >kAe3a makap U MHO20 pAagko moxke ga bbge equH-
cmBeHama kAuHu4Ha u3zaBa Ha NbpBuyeH KAPUUHOM HAa MAEYHAMa >KAe3a.

KauHuyen cayyai: TpegcmaBame cayual Ha 72-20guwiHa »KeHa, npu Koamo
Bb6 Bpb3ka c onaakBaHua om 60Aka, nogyBaHe B gacHa wulHa obracm u H6bpP30
npozpecupaw,o HapyweHue B 2o8opa ce ycmanoBaBa nape3a Ha gacHa 2aacHa Bpb3-
ka. MNpu nocregBawomo yampazBykoBo uzcaegBaHe Ha wua ce Bu3zyaauzupa xu-
noexozeHHa xemepozeHHa maca B gecHua mupeougeH gaa C eKCmMpakanCyAHO pas-
npocmpaHeHue, obxBawawa KapomugHama apmepua u UHUAMPUPAWA OKOAHUME
wulHU cmpykmypu. B ueHmpaneH u geceH aAamepaAeH wueH KomnapmumeHm ce
ycmanoBuxa yBeauveHu aumgpHu Bb3au ¢ yampazBykoBu xapakmepucmuku 3a me-
macmamuyHo aH2axkupaHe. LlumoaozuuHuam aHaau3 om npoBegeHama mubHKOUR-
A€Ha acnupauuoHHa buoncua nomBbpgu 3ar0kavecmBeHuna xapakmep Ha npoueca,
a HeczamuBHume HuBa Ha mupeo2A0byAuH U KaAuumoHuH 6 cmuB om GuoncuuHama
u2aa omxBbpAauxa gugpepeHuupaH u MmegyaapeH nbpBuyeH mupeougeH KapuuHOM.
MauueHmkama ce Haco4u 3a xupypauuHa uimepBeHuug, Ho nopagu macuBHama Ao-
KaAHa uHBazua cayyaam be npeueHeH kamo HeonepabuaeH. [MocaregBawuam pa3wu-
pPeH UMUYHOXUCMOXUMUYEH aHaAu3 om B3emama GuoncuyHa npoba noka3a NOAOXKU-
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meAHo ouBemaBaHe 3a Mama2A0OUYAUH U e-KagXepuH U 3aegHO C NOAOXKUMEAHama
eKkcnpecua Ha ecmpo2eHHU U npozecmepoHoBu peuenmopu Haco4Yu KbM YymepeHo
uHBazuBeH gykmaaeH KapuuHOM Ha MAevHa >KAe3a. lNMpoBegeHa 6e mamozpadpus, Koa-
mo nomBbpgu Haauduemo Ha 4-canmumempoBa popmauun 8 gacHa maedHa xae3a.
MpegBug cmagua Ha 3aboraBaHemo u nomeHuuarHume >xuBomo3zacmpawabawu
AOKAAHU YCAOXKHEHUA nayueHmkama 6e HacoueHa KbM cneyuaAu3zupaH OHKOAOUYEH
ueHmMbp 3a nocregBawu mepaneBmuyHu npouegypu.

3akarodeHue: KauHuuHO npoaBeHume mupeougHu memacmasu ca pagkocm
U He mo2am ga ce pa3epaHudam om nwpBuueH mupeougeH kapuuHom Bb3 ocHoBa
eguHcmBeHO Ha KAUHUYHU U exozpapcku Xxapakmepucmuku. buoncuuHume memogu-
KU U UMYHOXUCMOXUMUYHUAM aHaAu3 mo2am ga gonpuHecam 3a gupepeHuupaHemo
Ha MemacmuyHUMe MuUpPeougHU Ae3uu Kakmo u 3a ycmaHoBaBaHemo u Aokaau3upa-
Hemo Ha nbpBuyHomo 3r0kauecmBeHo 3aboraBaHe.

Thyroid Metastasis as the First Presentation of Breast Cancer
Argatska A.”, Chonov V.2, Dimov R.>*, Chobankova E.>, Nonchev B."’

'Department of Endocrinology, Medical Faculty, Medical University of Plovdiv; 2Department of
General and Clinical Pathology, Medical Faculty, Medical University of Plovdiv; *Department of Special
Surgery, Medical Faculty, Medical University of Plovdiv; * Clinic of Surgery, Kaspela University Hospital,
Plovdiv; >Clinic of Endocrinology, Kaspela University Hospital, Plovdiv

Background: Thyroid metastasis from other primary tumors is uncommon phe-
nomenon and accounts for only about 1,4-3% of malignant thyroid lesions. Breast
cancer metastases in the thyroid are rare, most often clinically silent and incidentally
discovered during routine follow-up of patients with known malignant disease. Isolated
thyroid gland metastatic involvement although uncommon might be the only clinical
manisfestation of undiagnosed primary breast cancer.

Clinical case: A 74-year-old woman presented with 2-month history of right
sided neck pain and swelling together with progressive dysphonia and was diagnosed
with right vocal cord paralysis. The ultrasound neck examination revealed a hypoechoic
heterogenous mass in the right thyroid lobe with extrathyroid extension encompassing
the right carotic artery. Enlarged lymph nodes with metastatic ultrasound features were
detected in the central and right lateral neck compartment. Fine needle aspiration biop-
sy showed cytological evidence of malignancy and the negative thyroglobulin and calci-
tonin lymph node washouts ruled out both differentiated and medullary thyroid cancer.
The patient was referred to surgery but due to the extended local invasion the thyroid
mass was unresectable. The subsequent thorough immunohistochemical analysis of the
obtained biopsy sample demonstrated positive mammaglobulin and e-cadherin stain
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together with PR and ER positive expression confirming ductal breast carcinoma. These
findings justified further mammography revealing a 4-cm mass in the right mammary gland.
Considering the advanced stage of the disease and the potential life-threating local comp-
lications the patient was referred to oncology center for further therapeutic procedures.

Conclusion: Clinically evident thyroid metastasis are a rare entity that cannot be
differentiated from a primary thyroid cancer based on clinical and sonographic features
alone. Biopsy procedures and immunohistochemistry may help distinguish metastatic
thyroid lesions and contribute for the establishment and localization of the primary ma-
lignant disease.

Tupeomokcuko3ama Kamo npegpa3noAazawy pakmop 3a
pa3z6umue Ha BmopuuyHa capkoneHua

ToweBa I, CugepoBa M."?

Bmopa kamegpa no BbmpewHu 6oaecmu, YC no EHgokpuHoaozua u 6oaecmu Ha oGmaHama,
MeguuuHcku ynuBepcumem, Bapha, 2KauHuka no EHgokpuHoaozusa u 6orecmu Ha obmaHama,
YHuBepcumemcka 6oaHuua ,CB. MapuHa”, BapHa

BwvBegenue: Tupeomokcuko3zama e namoaAo2uq, cBbp3aHa ¢ pegykuua Ha me-
2n0. CoBpemerHHama meguuuHa obpbwa Bce no-2oaamo BHUMaHUE Ha gpy20 CbCcmon-
HUe, XapaKkmepu3upawo ce C HamareHo ,kadecmBo” u koaudecmBo Ha MyckyaHama
mbkaH - capkoneHuama. AumepamypHume gaHHU 3a pazBumuemo Ha capkoneHus
Npu Xunepmupeougu3bm ca 0OCKbgHU go auncBawu.

Lleama Ha npoyuBaHemo e ga ce oueHu Bpb3kama mexkgy mupeomoKcuko3a-
ma u BepoamHocmma 3a pazBumuemo Ha BmopuyHa capkoneHus.

3agayu: Aa ce ycmanoBu yecmomama Ha BmopuyHa capkoneHua cpeg >keHume
¢ HoBoguazHOCMUUUpaHa MUPeoMOoKCUKo3a U ga ce onpegeau npazoBama Bv3pacm,
Hag KoAamo puckbm 3a capkoneHua HapacmBa. Cpeg Auuama, ugeHmuuUUpaHU CbC
capkoneHua, ga ce Nombpcam KopeAauyuu mexkgy AabopamopHume nokazameau, om
egHa cmpaHa, U guazHOCMu4YHUMe KOMNOHEHMU 3a CapKoneHua - om gpyaa.

Mamepuar u memogu: I'poBege ce cpe3zoBo npoyuBare cpeg 90 nbaAHOAEM-
HU >KeHu, pa3geAeHu Ha 2 2pynu: 2pyna A (3gpaBu koHmpoau) u 2pyna b (>keHu ¢
mupeomokcuko3a). V3caegBaHu 6axa aHmponomempuyHu napamempu u Aabopa-
MOpPHU NOoKa3ameAu. 3a guazHoCMuyuupaHe Ha capkoneHuama ce ougHuxa cuAama
Ha 3axBam, ckopocmma Ha XOgeHe U UHgekCbMm 3a MUCKYAHa maca Ha kpalHuuume
(ASM/m?). MocaegHUAM nokazamea, Kakmo U 0CmaHaAume KOMNOHEHMU Ha meAec-
Hua cbemab, ce uzcaegBaxa upe3 buoeaekMpuUeH umnegaHc aHaAu3amop.
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Pezyamamu: O6wpo 17 om u3caegBaHume >KeHu gua2HOCMUUUPAHU CbC cap-
KoneHus, kamo 16 om max ca om 2pyna A, m.e. C MUPEOMOKCUKO3a. AONbAHUMEAHO
capkoneHuama bewe KAacuuyupaHa kKamo mexka cpeg 3 om 3ace2Hamume >KeHu, U
mpume cAydana ¢ mupeomokcuko3a. 3uucau ce npazoBama Bv3pacm 3a BmopuvHa
capkoneHua npu »keHa C MUpeomMoKCuUKo3a, a umeHHo 54 2oguHu, kamo moBa e 11 2o-
guHu no-paHo om u3zaBama Ha nbpBuuHa capkoneHua. B aHaAuzume no nogepynu, He
ce ycmaroBuxa Bpb3ku mexkgy AabopamopHUmMe noka3zameAu U pa3npegeseHuemo Ha
meAecHUA cbcmab, KaKmo U C guazHOCMUYHUME KOMNOHEHMU 3a CapKoneHuA.

3akAroyeHue: Xunepmupeougu3zmbm MOXKe ga 3acez2He Myckyaamypama Ka-
yecmBeHo u koAauvecmBeHo, go cmeneH Ha pa3Bumue Ha BmopuyHa capkoneHus,
Kamo npegpa3noaAaeza 3a ho-paHHama u u3aba cpeg 3acezHamume.

Thyrotoxicosis as a Predisposing Factor for the Develop-
ment of Secondary Sarcopenia

Tosheva G.’, Siderova M."?
'Second department of internal diseases, ES Endocrinology and metabolic diseases, Medical university-

Varna, 2Clinic of Endocrinology and metabolic diseases, University hospital ,St. Marina”, Varna

Introduction: Thyrotoxicosis is a pathology associated with weight reduction.
Modern medicine pays more and more attention to another condition characterized
by reduced ,quality” and quantity of muscle tissue - sarcopenia. Literature data on the
development of sarcopenia in hyperthyroidism are sparse to absent. The aim of this
study is to evaluate the association between newly diagnosed thyrotoxicosis and the
probability of the development of secondary sarcopenia.

Tasks: To determine the incidence of secondary sarcopenia among women with
newly diagnosed thyrotoxicosis and to determine the threshold age above which the
risk for sarcopenia increases; to examine possible correlations between the laboratory
parameters, on the one hand, and the diagnostic components for sarcopenia - on the
other, among the women, identified with sarcopenia.

Material and methods: A cross-sectional study was conducted among 90
adult women, classified into 2 groups: group A (healthy controls) and group B (wom-
en with thyrotoxicosis). Anthropometric and laboratory parameters were measured.
Grip strength, gait speed and appendicular skeletal muscle mass/m? (ASM/m?) were
assessed to diagnose sarcopenia. ASM/m?, as well as the other body composition
components, were performed using a bioelectrical impedance analysis.
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Results: 17 of all the studied women were diagnosed with sarcopenia, and 16 of
them were from group A - with thyrotoxicosis. Additionally, sarcopenia was classified
as severe among 3 of the affected women, all of whom had thyrotoxicosis. The cut-off
age for secondary sarcopenia for a woman with thyrotoxicosis was calculated to be
54 years, or it is 11 years earlier than the onset of primary sarcopenia. In the subgroup
analyses, no correlations were found between the laboratory parameters and body
composition distribution, nor with diagnostic components for sarcopenia.

Conclusion: Hyperthyroidism can affect the musculature qualitatively and quan-
titatively, to the extent of the development of secondary sarcopenia, thus predisposing
to its earlier development among those affected.

Yecmoma Ha capkoneHuama 6 6bAzapcka nonyaayua u
6pb3ka c HuBama Ha IL-6 npu nayueHmu Hag 65 2o0guHu
CbC u 6e3 capkoneHuA

laneBa U.', bone6a X.', BeauxkoBa L.>, UBaHoBa N.?

'KAUHUKa no eHgoKpuHoAO2ua U 6orecmu Ha obmaHama, MeguuyuHcku uHcmumym Ha MBP, Codpus;
2KAuHU4YHa umyHoaozus, Yb Aoseneu, Codpusa

Bw6Begenue: CapkoneHuama e cbcmosaHue, cBbp3aHo ¢ npoepecuBHo Hama-
AEHUE Ha MYCKYyAHama maca u cuaa ¢ HanpegBaHe Ha Bb3pacmma u HOCU AUYHa,
CcouuaAHa u ukoHomudecka mexxecm, yBeauvaBa pucka om nagaHe u pakmypu,
HapyweHa cnocobHocm 3a uzBupwbBaHe Ha exxegHeBHUMe geliHocmu u noBuweHa
cmbpmHocm. MHoxxecmBo pakmopu ce acoyuupam ¢ pazBumuemo Ha capkoneHus
u BrkarouBam HeBpoaozuuHu - 3a2yba Ha gBuz2ameaHu HeBpoHu, 3a2yba Ha MYCKYAHU
gBuzameAHu eguHUUU; €HJOKPUHHU NpomeHu u yumokuHoB gucbaraHc, cBbp3aHo-
mo ¢ Bb3pacmma cucmemHo Bb3naseHue, upeBHa gucbuo3a, HapyweHua B mukpo-
uupkyaauuama, npomeHu 6 HauyuHa Ha >kuBom, cBbp3aHu noHuxkeHa gBuzameaHa
akmuBHocm U AOWO XpaHeHe, MemaboAUMHU HapyweHua — NPeguMHO 3amAbCcma-
BaHe u uHcyauHoBa pezucmeHmHocm. XpoHU4YHOMO npoBb3naaumeAaHo cbcmonaHue
(HuckocmeneHHo Bb3naseHue), Koemo 3acaza memaboAuMHUMeE npouecu, Hapywa-
Balku hyHKUUOHUPaHEeMO Ha CKeAemHama MyckyAHa mbKaH, ce cuuma 3a eguH om
ocHoBHUMe namozeHemuuHuU mexaHu3mu B8 pazBumuemo Ha capkoneHuama.

Lleau: Hacmoawpomo u3caegBaHe ueAau ga oueHu Yecmomama Ha capkone-
HUA NPU hauyueHmMu, XocnumaaAu3upaHu 8 eHgoKpPUHOAO2UYHA KAUHUKA, KAKmMO U ga
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onpegeAu 3HayeHuemo Ha uHmepAeBkuH 6 (IL-6) kamo npoBb3naaumeneH mapkep
NpuU hauueHmMu C goka3aHa capkoneHua u nauueHmu 6e3 capkoneHua Ha Bb3pacm
Hag 65 20guHu.

Mamepuaru u memogu: 13caegBatemo BkatouBa 90 gywu, om Koumo 75
ca Ha Bb3pacm mexgy 65-89 20guHU CbC U Oe3 capkoneHua U KOHMpPOAHa 2pyna om
15 gywu Ha Bb3pacm mexgy 40-64 20guHu 6e3 capkoneHus, om Koumo 63% >eHu
u 37% mbxKe. Hecmomama Ha capkoneHua e onpegeAeHa chopeg Kpumepuume Ha
EBponelickama pabomHa 2pyna 3a capkoneHua npu Bb3pacmHu xopa (EWGSOP2)
Kamo MUCKYAHama cuAa e ougHeHa nocpegcmBom pbueH guHamomembp, aneHgu-
KyAaapHama ckeaemHa myckyaHa maca (ASMM, kg) upe3 bGuoumnegaHCeH aHaAu3 C
u3uvucAaBaHe Ha UHgEKC Ha aneHgukyAaapHa myckyaHa maca (ASMMI, kg/m?), a du-
3udeckomo cbCcmoaHue upe3 npoBexkgaHe Ha pyHkuyuoHaaHU mecmoBe 3a oueHka
Ha ckopocm Ha npugBuykBaHe u Bpeme 3a 5-kpamHo uznpabBaHe om cmoa. HuBama
Ha IL6 ca onpegeAeHu upe3 eH3umHO-cBbp3aH umyHocopbeHmen aHaau3 (ELISA), co-
2AaCHO UHCMpYKUuume Ha npou3zBogumeas.

Pezyamamu: B o6xB8aHamama 2pyna yecmomama Ha capkoneHuama e 17,3%,
koemo cbomBemcmBa Ha cBemoBHume meHgeHuyuu 68 paznpocmpaHeHuemo Ha 3a-
6oanBaHemo. HamareHa MyckyAaHa cuaa kamo npegukmop 3a BepoamHa capkoneHus
ce HabatogaBa npu 6Au30 32% om nauueHMumMe, a HamaAeHo pu3zuvecko npegcma-
BaHe, oueHeHo upe3 ckopocm 3a npugBuxkBaHe Ha 4 - mempoBa gucmaHyua - npu
Hag 64% om nauyueHmume. CpegHume HuBa Ha IL6 cpeg nauyueHmume CbC capkone-
Hua ca 8,198 pg/ml (£7,340), a 8 2pynama ¢ HamaAreHa MyckyaHa cuaa - 5,622 pg/ml
(£ 3,095); npu nauueHmMume Hag 65 20guHu 6e3 gaHHU 3a capkoneHua - 4,682 pg/ml
(£ 4,213), a cpeg maagama KOHMpoOAHa 2pyna - 5,193 pg/ml (£ 1,468).

3akaoyeHue: HuBama Ha Bb3naaumeaHua uumokuH IL-6 ca noBuweHu npu na-
uueHmu B HanpegHaaa Bb3pacm cbc capkoneHua cnpamo nayueHmume 6 cbwama
Bv3pacmoBa 2pyna 6e3 capkoneHua u noka3zBam meHgeHuua Kbm no-Bucoku cmodu-
HOCMU NpU hauueHMU C HaMaAeHa MYCKyAHa CuAa, npu koumo Bce owe He moxke ga
ce gepuHuUpa HaAuyue Ha capkoneHus.

Frequency of Sarcopenia in Bulgarian Population and
Relationship with IL-6 Levels in Patients Over 65 Years of
Age with and Without Sarcopenia

Ganeva ., Boneva Zh.', Velikova C.?, Ivanova 1.2

'Clinic of Endocrinology and Metabolic Diseases, Medical Institute of the Ministry of Interior, Sofia;
2Clinical Immunology, UH Lozenets, Sofia
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Introduction: Sarcopenia is a muscle disease associated with a progressive de-
crease in muscle mass and strength with advancing age. The condition is associated
with personal, social and economic burden, with increased risk of falls and fractures,
impaired ability to perform daily activities and increased mortality. Multiple factors are
associated with the development of sarcopenia and include neurological - loss of mo-
tor neurons, loss of muscle motor units; endocrine changes and cytokine imbalance,
age-related systemic inflammation, intestinal dysbiosis, microcirculation disorders, life-
style changes associated with reduced physical activity and poor nutrition, metabolic
disorders - mainly obesity and insulin resistance. The chronic proinflammatory state
(low-grade inflammation), which affects metabolic processes, disrupting the functioning
of skeletal muscle tissue, is considered one of the main pathogenetic mechanisms in the
development of sarcopenia.

Objectives: The present study aims to evaluate the incidence of sarcopenia in
patients hospitalized in an endocrinology clinic, as well as to determine the significance
of IL6 as a pro-inflammatory marker in patients with proven sarcopenia and patients
without sarcopenia aged over 65 years.

Materials and methods: The study included 90 people, of whom 75 were aged
between 65-89 years with and without sarcopenia and a control group of 15 people aged
between 40-64 years without sarcopenia, of whom 63% were women and 37% were
men. The incidence of sarcopenia was determined according to the criteria of the Euro-
pean Working Group on Sarcopenia in the Elderly (EWGSOP2) with muscle strength as-
sessed using a hand-held dynamometer, appendicular skeletal muscle mass (ASMM, kg)
by bioimpedance analysis with calculation of appendicular muscle mass index (ASMMI
, kg/m?), and the physical condition by conducting functional tests to assess movement
speed and time for standing up 5 times from a chair. IL6 levels were determined by en-
zyme-linked immunosorbent assay (ELISA) according to the manufacturer,s instructions.

Results: In the covered group, the frequency of sarcopenia was 17,3%, which
corresponds to the global trends in the prevalence of the disease. Decreased muscle
strength as a predictor of probable sarcopenia was observed in nearly 32% of patients,
and decreased physical performance, assessed by speed for moving in a 4-meter dis-
tance, in over 64% of patients. The mean levels of IL6 among patients with sarcopenia
were 8,198 pg/ml (£7,340), and in the group with reduced muscle strength - 5,622 pg/
ml (£ 3,095); in patients over 65 years of age without evidence of sarcopenia - 4,682
pg/ml (£ 4,213), and among the young control group - 5,193 pg/ml (£ 1,468).

Conclusion: Levels of the inflammatory cytokine IL-6 are elevated in elderly
patients with sarcopenia compared to age-matched patients without sarcopenia, and
show a trend towards higher values in patients with reduced muscle strength in whom
the presence of sarcopenia cannot yet be defined.
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CuHgpom Ha KywuH2 - guazHOCMuYeH aAZopuUMbM U
uHoBauuu 6 rAeueHuemo

Kocmo@6a-LjankoBa M., AumumpoBa P., CugepoBa M., Xpucmo3o8 K.

KauHuka no EHgokpuHoAaoz2ua u 6oaecmu Ha obmaHama, YMBAA ,CB8ema Mapuxa”,
MeguuuHcku yHuBepcumem, BapHa

BwvBegenue: CuHgpombm Ha KywuHe e cBbp3aH ¢ XpoHUYHA eKcho3uuua Ha
Bucoku yupkyaupawu HuBa Ha 2AIOKOKOpMUKOUgU, KOEMO ce acouuupa CbC 3HAYU-
meaHa 3aboreBaemocm u cmbpmHocm. PaHHama guazHOCMuUKA U AedYeHue ca om
cbwecmBeHo 3HaveHue 3a npegomBpamaBaHe Ha cbnbmMcmBawume ycAoXKHeHuUA.

Lleau: Aa ce npegcmaBam guazHocmuyHume u mepaneBmuuHu npegu3Buka-
meacmBa npu nauueHm cbc cuHgpom Ha KywuHe.

Mamepuaau u memogu: TayueHm Ha 41 2oguHu nocmbnBa B8 KAuHuka no
EHgokpuHoao2ua no noBog HoBoguazHocmuuupaH 3axapeH guabem mun 2. 3anou-
Ham e 6a3aaHO-60AyceH uHcyauHoB pexxkum B8 kombuHauua ¢ MemdgpopmuH. NMopagu
CbMHEHUE 3a eHgo2eHeH Xunepkopmuuu3bm Ha nayueHma ca npoBegeHu gonbAHU-
MEeAHU XOPMOHaAHU u3jcaegBaHua u oyHKUUuoHaAHU mecmoBe, Koumo HaAoXKuxa go-
NbAHUMEAHU uHBa3uBHU u 06pa3zHu uzcaegBaHua.

Pezyamamu: YcmaHoBeHu ca gaHHu 3a cuHgpom Ha KywuHe npu HuBo Ha
agpeHokopmukomponeH xopmoH (AKTX) 81,8 pg/ml, Ho 6e3 namoAo2u4HU NpomeHU
8 obAracmma Ha xunogpuzama om npoBegeH agpeHo-mazHUMeH pe3oHaHc (AMP). 3a
guazHocmuuHo ymouHaBaHe e ocbwecmBerna nocaregBawa yearomeaecHa KOMNIO-
mbpHa momozpadua (KT), koamo He HacouBa Kbm ekmonuuyHa cekpeuua Ha AKTX
U/UAU KOPMUKOMPONUH-pUAU3UH2 XOpMOH. He ce Bu3yaauzupa u mymopHa opma-
uus, ekcnpecupawa comamocmamuHoBu peuenmopu, om u3BbpweHa NO3UMpPOH-
Ho-emucuoHHa momoepadpua ¢ Gab68-DOTA-TATE. Bbnpeku moBa gBycmpaHHama
Kamemepu3ayua Ha CUHYC Nempo3yc UHgepuop pazkpuBa HaAuYeH 2pagueHm mex-
gy HuBama Ha AKTX om aeBua cuHyc (>1250pg/ml) cnpamo nepudpepuama (80,8pg/
ml). ObcbgeHa e guazHo3a 6oaecm Ha KywuHe ¢ BepoameH uHgoAeHMeH ageHoM
Ha xunodguzama. Kamo mepaneBmuueH nogxog 3a nomuckaHe Ha HagbbOpeuHama
cmepougozeHe3a e BkAloueH eH3umHUAM UHXUGUMOpP KemMOKOHa30A. VMIHmepeceH e
hakmbm, ye creg onepamuBHa uHmepBeHuua 3a HoBonoaBura ce om KoHMpoAe-
HAMP kucmuuHa cpopmauyua 8 obaacmma Ha xunogpuzama, hayueHMbMm e ¢ NPexog-
HO KAUHUYHO nogobpeHue. B kpalHa cmemka mepaneBmuuHuam omezoBop ocmaBa
He3zagoBoaumeaeH. Nepcucmupa npozpecupawiama acmeHo-aguHamus, AADUAEH KOH-
MPOA Ha apmepuasHama XxunepmoHua u 3axapHua guabem. B gonbaHeHue Ha moBa ce
ycmaHoBaBa u ocmeonopo3a ¢ KomnpecuoHHU opakmypu Ha HUBo Th11 u Th12.

160 XII Hayuonaren Konzpec no engokpuroaozus, 2023



XIl HayuoHaAeH KOHepec no eHgOKPUHOAO2USA

Kamo mepaneBmuuHa axmepHamuBa e u3Bbpwera paguomepanua 8 obaacmma Ha
xunouzama c obwa o2HuwHa go3a 12Gy u BnocaegcmBue navuueHMbM e HacoueH
3a gBycmpanHa cenekmuBHa emboAU3auUA HA CYnpapeHaAHU apmepuu.

3akaroyeHue: HagbvbpeuHama cynepceaekmuBHa apmepuasHa emboauzauua
e aAmepHamuBeH memog Ha Xupyp2u4HO Ae4eHUe NPU KOMNAUUUpPaHU, HeonepabuAHu
uAu omkazBawu agpeHarekmomua hayueHmu.

Cushing’s Syndrome - Diagnostic Algorithm and Innova-
tions in Treatment

Kostova-Tsankova M., Dimitrova R., Siderova M., Hristozov K.
Clinic of Endocrinology, St. Marina University Hospital, Varna, Medical University of Varna

Introduction: Cushing’s syndrome is associated with chronic exposure to high circu-
lating levels of glucocorticoids, which is associated with significant morbidity and mortality.
Early diagnosis and treatment are essential to prevent accompanying complications.

Aims: To present the diagnostic and therapeutic challenges in a patient with
Cushing’s syndrome.

Materials and Methods: A 41-year-old patient was admitted to the Endocrinol-
ogy Clinic for newly diagnosed type 2 diabetes mellitus. A basal-bolus insulin regimen
in combination with Metformin was started. Due to suspected endogenous hypercorti-
cism, the patient underwent additional hormonal studies and functional testing, which
imposed further invasive and imaging studies.

Results. There was evidence of Cushing’s syndrome with an adrenocorticotropic
hormone (ACTH) level of 81,8 pg/ml, but there was no pathologic changes in the
pituitary region on magnetic resonance imaging (MRI). For diagnostic clarification it
was performed whole-body computer tomography (CT), which was not suggestive of
ectopic secretion of ACTH and/or corticotropin-releasing hormone. No tumor forma-
tion expressing somatostatin receptors was also visualized from a positron emission
CT performed with Ga68-DOTA-TATE. However, bilateral catheterization of the sinus
petrous inferior revealed an available gradient between ACTH levels from the left sinus
(>1250pg/ml) versus periphery (80,8pg/ml). It was discussed as a diagnosis Cushing’s
disease with probable pituitary indolent adenoma. The enzyme inhibitor ketoconazole
was included as a therapeutic approach to suppress adrenal steroidogenesis. Interest-
ing fact is that the patient had transient clinical improvement after surgical intervention-
for a newly diagnosed cystic pituitary formation that appeared on surveillance MRI.
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Ultimately, the therapeutic response remained unsatisfying. Symptoms like progressive
astheno-dynamia and also labile control of arterial hypertension and diabetes mellitus
persisted. In addition, osteoporosis with compression fractures at level Th11 and Th12
is also found. Pituitary radiotherapy with a total focal dose of 12Gy was performed as
a therapeutic alternative. The patient was subsequently referred for bilateral selective
suprarenal artery embolization.

Conclusion: Suprarenal superselective arterial embolization is an alternative
method of surgical treatment for patients who are complicated, inoperable, or refuse

adrenalectomy.

Bpb3ka mexqgy 2araHuH-nogo6eH nenmug (GALP) u
MecmoCmepoH NPU XKeHU CbC CUHGPOM Ha
NOAUKUCMO3HU AlyHUYu?

HazoroBa 1.3, MumkoB M."3, Opbeyo6a M., TepzueBa A.?

'Kamegpa no eHgokpuHoAaozua u Goaecmu Ha obmaHama, MeguuuHcku chakyamem, MeguuuHcku
yHuBepcumem, MroBguB; 2’Kamegpa no kauHuuHa Aabopamopus, Makyamem no hapmakorozus,
MY, MaoBguB;*Kauruka no eHgokpuHoAoz2ua u 6oaecmu Ha obmaHama, YMBAA ,[Meameg”,

MaoBguB; *KauHuka no eHgokpuHoAo2ua u 6oaecmu Ha obmaHama, YMBAA ,CB8. Teopau”, MNaoBguB

BwvBegenue: CuHgpombm Ha noAukucmoszHume atuHuuu (CIKS) e wupoko
paznpocmpaHeHO xemepoz2eHHO 3aboaaBaHe, xapakmepu3upawo ce ¢ oByramop-
Ha gucyHKUUA, XunepaHgpo2eHU3bM U MemaboAumHu omkAoHeHua. XKeHume cbe
CIK4 obukHoBeHo ce npegcmaBam ¢ HapyweHa 2oHagomponuHoBa cekpeuusa ¢
no-Bucoka AymeuHu3upaw, XopmoH (AX) nyacamuBHocm u HapyweHo CboOmHoweHue
AX- poaukyrocmumyaupaw, xopmoH (DCX). faraHuH-nogobHuam nenmug (GALP) e
xunomaaamuyeH HeBponenmug, koiimo yyacmBa 8 koHMpoAa Ha XpaHeHemo, mema-
6oAu3zma u penpogykuyuama.

Llea: Aa ce onpegearam cepymHume HuBa Ha GALP u ga ce u3caegBa Bpb3ka-
ma My C XOpMOHaAHUMe U MemaboAuUMHU napamempu npu navueHmku cwe CIKS.
MauueHmu u memogu: NpoyuBaHemo BkaouBa 87 >xeHu cbe CIIKA u coomBem-
cmBawu um no Bv3pacm u MTM koHmMpoAHa 2pyna om 42 KAUHUYHO 3gpaBu >keHu.
M3caegBaHu 6axa yupkyaupawu HuBa Ha AX, DCX, obw, mecmocmepoH (T), 2A00y-
AUH, cBbp3Baw, noroBume xopmoHu 2A006yauH (SHBG), mupeocmumyaupawy, XOPMOH
(TCX), npoAakmuH, UHCYAUH Ha 2AagHO, gexugpoenuaHgpocmepoH cyadpam (AXEA-C)
u GALP no Bpeme Ha poAuKkyaapHa pa3za Ha MeHCMpYaAeH UukbA. V3uucaeHu
baxa c6o6ogeH aHgpozeHeH uHgekc (FAI), xomeocmaszHua mogeA Ha uHcyauHoBa
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pesucmenmHocm (HOMA-IR) u uHgekc Ha meaecHa maca (MTM).

Pezyamamu: HuBama Ha AX, coomHoweHuemo AX/DCX u HOMA-IR, 6axa
cueHupukaHmHo no-Bucoku B 2pynama cvc CIIK4 cpaBHeHu ¢ koHmMpoAHama
(p=0,001; p<0,001 u p=0,018 cbomB.). GALP nokaza nozumuBHa cuz2HudukaHmMHa
kopeaauua ¢ T (r=0,22; p=0,011) u FAI (r=0,392; p=0,001) u HeczamuBHa c PRL (r=-
0,195, p<0,05) u SHBG (r=-0,191; p=0,030).

3akarouenue: lNoBuweHume HuBa Ha GALP npu CI1K4 u acouuayuama my ¢ mec-
mocmepoHoBume KoHUeHmMpauuu npegnoAazam, vye mou BepoamHo geticmBa kamo no-
CpPegHUK Npu 20HAagoMPONUH-peAuli3uH2 XOpMOH-MmeguupaHomo noBuweHo ocBobox-
gaBaHe Ha AX kamo eqguH om ocHOBHUMEe namozeHemuuHU mexaHu3zmu npu CIIKS.

Association Between Galanin-Like Peptide (GALP) and
Testosterone in Women with Polycystic Ovary Syndrome?

Nyagolova P."?, Mitkov M."3, Orbetzova M."*, Terzieva D.?

'Department of Endocrinology and Metabolic Diseases, Faculty of Medicine, Medical University,
Plovdiv;’Department of Clinical Laboratory, Faculty of Pharmacology, Medical University, Plovdiv;
3Clinic of Endocrinology and metabolic diseases, University Hospital ,Pulmed”, Plovdiv;

“Clinic of Endocrinology and metabolic diseases, University Hospital ,Sv. Georgi“, Plovdiv

Introduction: Polycystic ovary syndrome (PCOS) is a highly prevalent hetero-
geneous disease characterized by ovulatory dysfunction, hyperandrogenism, and met-
abolic alterations. Women with PCOS commonly display dysregulated gonadotropin
secretion with higher luteinizing hormone (LH) pulsatility and perturbed LH- follicle-stim-
ulating hormone (FSH) ratios. Galanin-like peptide (GALP) is a hypothalamic neuropep-
tide that has been implicated in the control of feeding, metabolism and reproduction.

Aim: The aim of the study was to evaluate the serum level of GALP and its rela-
tionship to hormonal and metabolic parameters in patients with PCOS.

Patients and methods: The study included 87 women with PCOS, and a control
group of 42 clinically healthy women, corresponding in age and BMI to the patients
with PCOS. Circulating levels of LH, FSH, total testosterone (T), sex-hormone binding
globulin (SHBG), thyroid stimulating hormone (TSH), prolactin, fasting insulin, dehy-
droepiandrosterone sulfate (DHEA-S) and GALP were measured during follicular phase
of the menstrual cycle. Free androgen index (FAI), homeostasis model assessment of
insulin resistance (HOMA-IR) and body mass index (BMI) were calculated.

Results: LH levels, LH/FSH ratio, and HOMA-IR were significantly higher in the
PCOS group compared to controls (p=0,001, p<0,001, and p=0,018 respectively). GALP
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showed a positive significant correlation with T (r=0,22; p=0,011) and FAI (r=0,392;
p=0,001) and negative one with PRL (r=-0,195, p<0,05) and SHBG (r=-0,191; p =0,030).

Conclusion: Increased GALP levels in PCOS and its association with total testos-
terone might show that GALP can act as a mediator in increased GnRH-mediated LH
release, which is one of the underlying pathogenetic mechanism in PCOS.

MamureH cuHgpom Ha nbpBuuHo ,npa3Ho cegao” Ha 6a3a
UHcyduyueHUUA Ha ceAapHama guadgppazma u mymauusn 6
2eH CHD7

babagxanoBa E.", [TlempoB C.', U6aHoB X.2, OpbeyoBa M.’
'KauHuka no EHgokpuHoAoz2ua u 6orecmu Ha obmaHama, YMBAA ,,CB8. Teopau”,
Kamegpa no eHgokpuHoaozus; 2Kamegpa no Neguampua u meguyuHcKka 2eHemuka,

MeguuuHcku gpakyamem, MeguuuHcku yHuBepcumem, MNroBguB

BwvBegeHue: CuHgpombm Ha ,npa3zHomo cegao” (ESS) uau ,apaxHougoue-
Ae” ce gedpuHupa Kamo xepHuupaHe Ha cybapaxHougHomo npocmpaHcmBo 6 sella
turcica, acouuupaHo ¢ ygwvaxkaBaHe Ha uHgyHgubyayma u cnaeckBaHe Ha numy-
umapHua napeHxum. CuHgpombm ce kaacudguuupa kamo nvpBuue (PES) u Bmopu-
ueH (SES) 6 3aBucumocm om HaAauuuemo Ha npegxoxkgaw,a hamoAo2ua Ha Xunogu-
3ama. B Aumepamypama uma eguHuYHU onucaHua Ha pamuaeH ESS.

Kaunuyen caydai: lpegcmaBame pagbk KAUHUYEH caydal Ha 35-20guwiHu
egHoAalYHU DAU3HAUU C aHamHe3a 3a UHepmuAumem, XOPMOHaAHA KOHCmMeAauun
Ha XUNOCOMamoOMPONU3bM U XUNO20HAagomMponeH Xunoz2oHagu3bm. [MauueHmume
ce npe3eHmMuUpam C KAUHUYHU gaHHU 3a Xunocmua, mepamo3oocnepmua. Om npo-
BegeHa mazHUMHO-pe3oHaHcHa momoepadpua (MPT) Ha xunomaaamo-xunodgu3apHa
obaacm ce ycmaHoBaBa nvpBuuHa ,empty sella”. Npu uzcaegBaHe Ha naHeA 3a Xu-
no2oHagomponeH xuno2oHagu3bm npu gBama npobaHga ce pa3zkpuBa BapuaHm Ha
eeH CHD7 c.2615 T > C (p.lle-872Thr). Mymauuu 8 2en CHD?7 ce pa3aaexxgam kamo
NpuUYUHa 3a HaAUYUEemMo Ha ueHmpaAeH xunoz2oHagu3bm u BepoamHa, Bce owe Hego-
Ka3aHa emuoaAoz2us 3a PES.

Auckycua: Tenom CHD7 e BaxeH pakmop 8 oHmozeHezama Ha GnRH-npo-
gyuupawume u oAgpakmopHume HeBpoHu. NamoezernHu BapuaHmu Ha 2eH CHD7Y ce
omkpuBam B8 10% om cayvyaume Ha BpogeH xuno2oHagoMpPoONeH XUNO20HaAguU3bM U
ca goka3aHa npudyuHa 3a CHARGE cuHgpom (koanoboma, cbpgeuHu gedpekmu, ampe-
3uf Ha xoaHume, uzocmaBaHe 6 pacmexxa u pazBumuemo, 2eHUMaAHa xunonaasus,
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2Ayxoma) u cuHgpom Ha Kallmann (xuno2oHagomponeH xunoz2oHagu3bm 6 cbuema-
HUEe C XUNnOCMUA UAU aHocmus). Acouuauuama mexkgy ESS u uguonamuueH xunozo-
HagomMponeH Xuno2oHagu3bm e pagko cpewaHa. B aumepamypama ce omkpuBam
CaMo 3 KAUHUYHU CAyYan Ha CbuemaHue Ha CUHgPOM Ha NPa3HOMO CEJAO U OADak-
Mo-2eHUMaAHa gucnAazus.

3akaroyerHue: B npegcmaBerua kauHudeH caydal ce ycmarHoBaBa cpamunreH
CUHgpOMm Ha NbpBuyHO Npa3Ho cegao, pa3zBua ce Ha Ba3a uHcyuUUEHUUA Ha ceAap-
Hama guadgpazama u mymauua 8 2zen CHD?7. Bbnpeku ye BapuaHmume 6 2en CHD7
4ecmo ca cnopaguyHu, Npu HocuMeAume ce npenopbuBa 2eHemuyHa KOHCyAmMauus,
nopagu nomeHyuaAHo aBmo3omHo-goMuHaHMHO yHacaegaBaHe u cAyyvau Ha HENbA-
Ha neHempaHmHocm.

Familial Syndrome of Primary ,,empty sella Developed
on the Basis of Insufficiency of the Sellar Diaphragm and
Mutation in the CHD7 Gene

Babadzhanova E.", Petrov S.", Ivanov H.?, Orbetzova M.’
'Clinic of Endocrinology and Metabolic Diseases, ,Sv.Georgy” University Hospital , Department of Endocri-

nology; 2 Department of Pediatrics and Medical Genetics, Medical Faculty, Medical University of Plovdiv

Introduction: Empty sella syndrome (ESS) or ,,arachnoidocele” is defined as her-
niation of the subarachnoid space into the sella turcica. It is associated with elongation
of the infundibulum and flattening of the pituitary parenchyma. The syndrome is clas-
sified as primary (PES) and secondary (SES) depending on the presence of previous
pituitary pathology. There are only a few descriptions of familial ESS in the literature.

Clinical case: We report a rare clinical case of 35-year-old identical male twins
with history of infertility, hormonal constellation of hyposomatotropism and hypogo-
nadotropic hypogonadism. The patients present with hyposmia, teratozoospermia.
Magnetic resonance imaging (MRI) of the hypothalamic-pituitary region revealed prima-
ry ,empty sella”. The examination of hypogonadotropic hypogonadism genetic panel
revealed a CHD7 gene variant ¢.2615 T > C (p.lle-872Thr) in both probands. Mutations
in CHD7 gene are considered to be the cause of central hypogonadism and a possible,
yet unproven, reason for the development of PES.

Discussion: CHD?7 gene is an important factor in the ontogenesis of GnRH-pro-
ducing and olfactory neurons. Pathological variants of CHD7 gene are found in 10%
of the cases of congenital hypogonadotropic hypogonadism and are a proven cause
of CHARGE syndrome (coloboma, heart defects, choanal atresia, growth and develop-
mental delay, genital hypoplasia, deafness) and Kallmann syndrome (hypogonadotropic
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hypogonadism, combined with hyposmia or anosmia). The association between ESS
and idiopathic hypogonadotropic hypogonadism is extremely rare. To our knowledge,
only 3 clinical cases of combination of empty sella syndrome and olfacto-genital dyspla-
sia are found in the literature.

Conclusion: It is presented a rare clinical case of familial primary empty sella
syndrome, which developed on the basis of combination between insufficiency of the
sellar diaphragm and a mutation in CHD7 gene. Although variants in CHD7 gene are
often sporadic, genetic counseling is recommended due to potential autosomal domi-
nant inheritance and reports of incomplete penetrance.

KAuHUYeH cAyuyal Ha cumyc ambuzyyc — gupepeHyuarHa
guazHo3a Ha HagbbLOpeueH ageHOM

beyeBa E., OpbeyoBa M.

KauHuka no EHgokpuHoao2ua u boaecmu Ha obmaHama, YMBAA ,C8. Teopau”,
Kamegpa no EHgokpuHoaozus, MeguuuHcku Dakyamem, MeguuuHcku YHuBepcumem, MaoBguB

Bwv6BegeHue: AHomaauu 6 HOpmMaAHOMO pPa3NOAOXKEHUE HAa op2aHume ca nyb-
AukyBaHu 2aaBHO Npu neguampuyHa Nnonyaauua Kamo onucaHuama npu B8v3pacmHu
Auu@ ca ockbgHu. Cayvau Ha cumyc uHBep3yc (NbAHO 0OpbWAHe Ha BbmpewHume op-
2aHu: paznoaoxkeHume B8 AaBama noaoBuHa Ha maromo GuBam omgacHo u o6pamHo)
ca ¢ yecmoma npubauzumenHo 0,01% om HaceaeHuemo Ha CALLl, gokamo 3a cumyc
ambueyyc (Bapuauua Mmexkgy HOPMaAHO U 02AegaAHO pa3noAoXKeHue Ha BbmpewHume
opzaHu) B 3para Bb3zpacm uma nybaukyBaHu camo HAKOAKO caydau. ToBa ce gbAaXKu Ha
(hakma, ye me3u CbCMoAHUA Ce acoyuupam ¢ mexku BpogeHu cbpgeuHu 3ab0aa6a-
HUA, UMyHeH gedouuum u ypeBHa Henpoxogumocm, goBexkgawu go paHeH AemaaeH
u3xog. Cumyc ambuayyc ce nogpa3geaa Ha gBe 2onemu 2pynu - A8 uzomepu3bm (Cu-
myc ambua2yyc C NOAUCNAEHUSA) U geCeH U30Mepu3bm (Cumyc ambuayyc C achAeHus).

KauHuyen cayyad: TpegcmaBame mbyk Ha 65 2., xocnumaau3upaH 3a guazHo-
cmuyHo u mepaneBmuyHo ymouHaBaHe no noBog cbmMHeHuUe 3a ageHOM Ha gacHa
HagbbOpeuHa xAe3a npu exoepapcko u3zcaegBaHe Ha KOpemHU opeaHu. B uznbaHe-
HUEe Ha gugpepeHyUaAHO-gua2HOCMUYHUA aA20pUMBM NpuU cAaydalHo Bu3yasusupaHu
HagbbOpeuHu ageHomu ca uzBbpuweHu ueareHacoueHU KAUHUKO-AabopamopHu, Bkato-
4yumeAHo XopmoHaAHu u3zcaegBaHua. YemarnoBaBam ce HopmaaHu HuBa Ha AKTX u
KOPMU30A NpuU 3ana3eH geHoHoweH pumbm, 24-yacoBa kopmu3oaypua 6 pedepeh-
meH 06xBam, HopmaaHu HuBa Ha kpbBHa 3axap, ypesa, KpeamuHuH, 4epHOgPOOHU
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mpaHcamuHa3zu, eaekmpoaumu, CYE u nvaHa kpbBHa kapmuna. Om u3zBopweHa KAT
Ha KOpPEeMHU Oop2aHu ¢ KoHmpacm ce omkpuBam u3zmeHeHua 6866 BbmpewHume op-
2aHU, XapakmepHu 3a cumyc ambuayyc - yepeH gpob ¢ npomeHeHa apXumeKmoHuUKa
kKamo A98 A0b6 u A0byc Kaygamyc ca omgeAeHu; naHKpeac C HOPMaAHU pa3mepu u
napeHxum Ha 2aaBama u npouecyc yHuyHamyc, Kamo maAo U onawka He ce Bu3zyaau-
3upam; cmomax momaaHo paznoAoxeH 6 gacHo kamo xpaHonpoBogbm ce BkaouBa
B kapguama 3ag geceH yepHogpobeH gaA; HagbbbpeuHu >xAe3u - AaBa ¢ HOpMaAHU
pa3mMepu U hapeHXum, gacHa He ce Bu3zyaau3upa. Ha macmomo Ha geceH HagbbOpek
ce omkpuBam myamunaeHu cAe3ku, Hal-2oaamama 66/51 MM € XOMO2eHEH NapEeHXUM.
Ha npegxogHu peHmezeHoz2papuu Ha 2pbgeH Kow He ce HabAlogaBa gekcmpokapgus.

3akaroueHue: Cayyaam ce npegcmaBa nopagu U3KAIOYUMEAHO PAGKOMO pas-
npocmpaHeHue Ha cumyc ambuz2yyc ¢ noAucnaeHusa npu Auua B 3pasa Bvb3pacm u
B8v06 Bpb3ka c gudpepeHuUarHO-guazZHOCMUYHUA NOGX0g NPU HagbbOpeUHU ageHoMU.
Npu obwupHa cnpaBka B8 gocmbnHama Aumepamypa He omkpuBame onucaHue Ha
cAyyall 3a KbCHO guazHOCMuUUUpaHe Ha cumyc ambuzyyc no noBog cycnekuyua 3a
€HJOKPUHHA NamoA02uA - ageHOM Ha gacHa HagbbbpeyuHa »kae3a.

A Clinical Case of Situs Ambiguus - Differential Diagnosis
of Adrenal Adenoma

Becheva E., Orbetzova M.

Clinic of Endocrinology and Metabolic Diseases, ,Sv. Georgy” University Hospital,
Department of Endocrinology, Medical Faculty, Medical University of Plovdiv

Introduction: Publications on abnormalities in the normal arrangement of or-
gans concern mainly cases with pediatric population, and descriptions in adults are
scarce. Cases of situs inversus (complete reversal of internal organs: those located on
the left side of the body are on the right and vice versa) occur at a frequency of approxi-
mately 0,01% in the US population, while for situs ambiguus (variation between normal
and mirror position of internal organs) in adults only a few cases have been published.
This is because these conditions are associated with severe congenital heart diseases,
immune deficiency and intestinal obstruction leading to early death. Situs ambiguus is
subdivided into two large groups - left isomerism (situs ambiguus with polysplenia) and
right isomerism (situs ambiguus with asplenia).

Clinical case: We present a 65-year-old man hospitalized for diagnostic and ther-
apeutic clarification due to suspicion of adenoma of the right adrenal gland during ultra-
sound examination of abdominal organs. Pursuant to the differential diagnostic algorithm
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for incidentally visualized adrenal adenomas, targeted clinical and laboratory tests, in-
cluding hormonal tests, were performed. From the conducted laboratory tests preserved
cortisol rhythm with normal ACTH and 24-hour urine free cortisol, normal levels of blood
sugar, urea, creatinine, liver transaminases, electrolytes, ESR and full blood count were
registered. A CT scan of abdominal organs with contrast revealed changes in the internal
organs typical of situs ambiguus - a liver with altered architectonics such as the left lobe
and the caudate lobe are separated; pancreas of normal size and parenchyma of head
and processus uncinatus, with body and tail not visualized; stomach totally located on
the right with the esophagus joining the cardia behind the right liver lobe; adrenal glands
- left with normal size and parenchyma, right is not visualized. At the site of the right ad-
renal gland, multiple spleens were found, the largest one 66/51 mm with homogeneous
parenchyma. No dextrocardia was seen on previous chest x-rays.

Conclusion: The case is presented due to the extremely rare occurrence of
situs ambiguus with polysplenia in adults and in relation to the differential diagnostic
approach in adrenal adenomas. Upon extensive reference in the available literature, we
did not find a description of a case of late diagnosis of situs ambiguus on the occasion
of suspicion of endocrine pathology - adenoma of the right adrenal gland.

q2

MpouHpAamamopHU noKa3ameAu Npu >KeHU CbC
3amAbcmabaHe ¢ u 6e3 memaboAumeH CUHgpPoOMm

KoaeBa-TromwngxueBa A.', AeneBa 1.2, OpbeyoBa M.’
'KAUHUKA No eHgokpuHoAoz2ua u borecmu Ha obmanama, YMBAA ,,CB. lfeopau”,
Kamegpa no EngokpuHoAroz2ug, MeguuuHcku pakyamem, MY, INroBguB
2Kamegpa no kauHuuHa rabopamopusa, Makyamem no Mapmauyus, MY, MNMaroBgub
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Bwv6BegeHue: bpoam Ha neBkouumume (ABK) u mpombouumume (TPLI), HuBama
Ha nukouyHama kKuceauHa (IK) u XAA-xorecmepoaa (XAAX) ca ¢ WUpoOKO NpUAOXKeHUe
8 pymuHHama kauHu4Ha npakmuka. CbomHoweHuemo NK/XAAx ce Bb3npuema kamo
HoB Buomapkep 3a oueHka Ha B3aumoBpb3ikama mexkgy uupkyraamopHume uHpAaMa-
MOPHU U aHMUUHpAaMamopHU buoakmuBHu moAekyau. Peguua npoyuBaHua gokas-
Bam, ue noBuweHuam 6pod Ha ABK ce cBbp3B8a kakmo ¢ no-Bucok puck om pa3zBumue
Ha cbpgeuHo-cbgoBu 3aboaaBaHua (CC3), maka u c no-HebAaazonpuamHa npoz2Ho3a
creg maxHama u3aBa. INpegnoaaza ce, yue ABK/XAAx u TPLI/XAAx npegcmaBaaBam
NPOUHPAAMAMOpPHU NPO2HOCMUYHU mapkepu 3a pazBumuemo u uzxoga om CC3.

Llea: Aa ce oueHU NpouHPAAMamMOpHUA CMamyc NpuU »KeHU CbC 3aMAbCMA-
BaHe c u 6e3 memaboaumen cuHgpom (MC), uznoazBaiku 6pot ABK u TPL] u cmodu-
Hocmu Ha MK, XAAx, ABK/XAAX, TPLI/XAAX, TK/XAAX.

Mamepuanr u memogu: NpoyuBaHemo e npocnekmuBHO, mun cAy4Yal-KOH-
mpoaa, BkatouBawo 52 xxeHu cbe 3amabecmaBade u MC u 22 cpaBHumu no Bb3pacm
u I'TM xeHu cbe 3amabcmaBane 6e3 MC. MNpu Bcuuku yyacmHuuku e uzBbpweHa
oueHKa Ha cAegHUMeE KAUHUYHU U AabopamopHU noka3ameAu - mez2A0, pbem, obu-
KoAKa Ha maaus (T) u xaHw (X); 6pot ABK u TPLI; uzxogHu HuBa Ha kpbBHa 3axap (K3
0,) u umyHopeakmuBeH uHcyaut (MPU 0,), MK, XAAx; cucmoaHo (CAH) u guacmoaHo
apmepuaAHo HaAazaHe (AAH).

U3zqucarenu ca: I'TM, T/X, HOMA-ungekc, ABK/XAAX, TPLI/XAAx u TTK/XAAX.
C nomowma Ha SPSS, Bepcua 21.0 3a Windows, e uzBvpwen cpaBHumeaeH u kope-
AQUUOHEH aHaAu3.

Pesyamamu: B cpaBHeHue c obe3Hume >xeHu 6e3 MC, me3u ¢ MC nokas-
Bam 3Ha4yumo no-Hucku HuBa Ha XAAX u no-Bucoku cmoluHocmu Ha K3 07, PN 0/,
HOMA-ungekc, ABK, MK, ABK/XAAx, TPLI/XAAx, TTK/XAA (p<0,05). Hamupa ce meH-
geHuua Kbm no-Bucoku cmotHocmu Ha TPLL (p=0,06) u AAH (p=0,08) 6 2pynama Ha
»keHume cbc 3amabecmaBade u MC. YcmaHnoBaBa ce noaokumeaHa kopeAauus Ha
ABK ¢ TPL] u TPLI/XAAx 8 2pynama Ha MC-Hocumeakume. OcBen moBa ce peauc-
mpupa obpamHo-nponopuyuoHasHa 3aBucumocm mexxkgy TPLL u XAAX u noAo>kumea-
Ha Kopeaauusa Ha INK/XAAx ¢ meanao, UTM, T, ABK/XAAx u TPLI/XAAX.

3akaroyenue: Hawwume gaHHu goka3zBam, ye HaAuuuemo Ha MemaboAUMHU Ha-
pyweHua npu »KeHu cbC 3amabcmaBaHe moxxe ga 6bge npuduHa 3a Bb3HUKBaHemMo
Ha NPOUHAAMaMOpPHO, KapguomemaboAumHo HebAazonpuamHo cbcmosaHue. [lo-
CAEgHOMO MOXKe AeCHO ga bbge ycmaHoBeHo upe3 uznoazBaHemo Ha peguua gobpe
u3zBecmHu, wupoko paznpocmpaHeHu noka3zameau, BkaouBawu 6pol AeBkouumu u
MpomMbouUMU, NUKOYHA KuceAuHa u XAA-XoAeCmepoA U MeXHU CbOMHOWEHUA.
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Proinflammatory Parameters in Obese Women with and
Without Metabolic Syndrome

Koleva-Tyutyundzhieva D.", Deneva T.2, Orbetzova M.’
'Clinic of Endocrinology and metabolic diseases, ,Sv. Georgy” Univertsity Hospital,
Department of Endocrinology, Faculty of Medicine, Medical University of Plovdiv

2Department of Clinical laboratory, Faculty of Pharmacy, Medical University of Plovdiv

Introduction: White blood cell (WBC) and platelet counts, uric acid (UA) and
high-density lipoprotein cholesterol (HDLc) are widely available parameters in the rou-
tine clinical practice. The UA/HDLc ratio has been accepted as a novel biomarker for
evaluating interactions between circulating inflammatory and anti-inflammatory bioac-
tive molecules. Many studies have reported that an elevated WBC count is associated
with both higher risk and poor prognosis of cardiovascular diseases (CVD). WBC/HDL
and PLT/HDLc have been supposed to be proinflammatory predicting markers of CVD
development and output.

Aim: To evaluate the proinflammatory status in obese women with and without
metabolic syndrome (MS) using the counts of WBC and platelets, as well as the values
of UA, HDLc, and the following ratios - WBC/HDLc, PLT/HDLc, UA/HDLc.

Materials and methods: A prospective, case-control study, including 52 obese
women with MS and 22 age- and BMI-matched obese women without MS was con-
ducted. In all the participants the following clinical and laboratory parameters were as-
sessed: weight, height, waist (W) and hip (H) circumferences; WBC and platelet counts;
fasting levels of blood glucose (GLU 0,) and immunoreactive insulin (IRl 0’), UA, HDLc;
systolic (SBP) and diastolic blood pressure (DBP). BMI, WHR, HOMA-index, WBC/
HDLc, PLT/HDLc and UA/HDLc were calculated. Using SPSS, version 21.0 for Win-
dows, we performed both comparative and correlation analysis.

Results: As compared to obese women without MS, those with MS showed sig-
nificantly lower levels of HDLc and higher levels of GLU 0/, IRl 0/, HOMA-IR, WBC, UA,
WBC/HDLc, PLT/HDLc and UA/HDLc (p<0,05). A trend of higher values of PLT (p=0,06)
and DBP (p=0,08) was found in the group of the obese women with MS. WBC count
was established to correlate positively with PLT and PLT/HDLc ratio in the MS carriers.
Furthermore, an inverse relationship between PLT counts and HDLc and a positive cor-
relation of UA/HDLc ratio with weight, BMI, W, WBC/HDLc, PLT/HDLc were registered.

Conclusion: Our data proved that the presence of metabolic disturbances in
women with obesity might cause a proinflammatory, cardiometabolically unfavourable
state. The latter can easily be confirmed by certain well-known, widely used parameters
including counts of leucocytes and platelets, HDL-cholesterol and uric acid.
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Acouyuauyua mexgy mogyaamopu Ha geiicmbuemo Ha
IL-18 u MemaboAumMHU U UH(PAAMAMOPHU MapKepu npu
nauyueHmu c npeguabem, 3axapeH guabem mun 2 u
3axapeH guabem mun LADA

3axapueba E.", [ame6a A.", Acb08 4.", Kapam¢puroBa B.", BeaukoBa L],

KameHo8 3.'.
'YMBAA AnekcaHgpoBcka, Kaunuka no EHgokpuHoaozun, MeguuuHcku cpakyamem, MeguuuHcku YHuBep-
cumem, Cogpus; 2MeguuuHcku dpakyamem, Cocputicku yHuBepcumem ,,CB. Kaumerm Oxpugceku”, Cocpun

BwvBegeHue: 11-18 ce acouuuupa ¢ XpOHUYHOMO CYOKAUHUYHO Bb3nareHue npu
3axapeH guabem mun 2 (3A2), Ho e noBuweH u Npu navueHMu ¢ AameHmeH aBmoumy-
HeH guabem (LADA). IL-18 cBbp3Baw, npomeut (IL-18BP) u pazmBopumume cppakuuu
Ha IL-18 peuenmop 1 (IL-T8RT) mogyaupam geticmBuemo Ha uHmepAeBkuHa.

Llea: Aa ce nombpcu Bpb3ka mexxgy HuBomo Ha IL-18BP u pazmBopumus IL-
18R1 npu npeguabem, 3A2, LADA ¢ memaboAumHu u uHhAamMamopHU Noka3amead,
KaKmo U HAKOU XPOHUYHU guabemHu YCAO>KHEeHUS.

Mamepuaau u memogu: B npoekma 6axa BkatoueHu 72 nauueHma cbve 3A2, 20
nauueHma c LADA, 45 gywu ¢ npeguabem u 48 koHmpoau. [pu max npegBapumeaHo
ca oueHeHU memaboAumHua cmamyc u Bb3naaumeaHu mapkepu kamo IL-1beta, IL-18,
IL-6, C- peakmuBeH npomeut (CRP). IL-18BP u IL-18R1 6axa uzcaegBaHu upe3 ELISA.

Pezyamamu: HabaogaBaxme noBuwero cepymHo HuBo Ha IL-18BP npu 3A2
u LADA (4584,4+2784,7pg/ml, 4395,9£2239.1pg/ml, p<0,05) cnpamo npeguabem
(2811,7£1840,4pg/ml) u koHmpoaume (1842,9£578,3pg/ml), kamo koHueHmMpa-
yuama My Kopeaupa NOAOXKUMEAHO C 2Aukemuama Ha 2aagHo (CC=0,218, p<0,05).
IL-18R1 kopeAaupam noaoxkumeaHo ¢ mezaaomo (CC= 0,186, p<0,05, ocobeHo npu
3A2 (CC= 0,325, p<0,001). Makap u ga He ce pa3zauvaBam 3HauyumeAHO Npu mema-
6oAaumeH cuHgpom (p>0,05), KoOHCMamupaxme kopeArauuu ¢ noBuweHume npu xpo-
HUYHO cybkAuHU4YHO Bb3naseHue IL-18 (CC =0,243, p<0,05 ), u CRP (0,362, p<0,05)
npu 3A2. CxogHu pe3yamamu HabatogaBame u 3a IL-18R1 ¢ IL-6 (CC=0,253, p<0,05)
u CRP (CC=0,543, p<0,001). Omuemoxme no-Hucka kKoHueHmpauua Ha IL-18RT om
cmamucmuvecka 3Ha4umMoCm cpeg Auuama ¢ guabemua pemuHonamus (29,69+2,62
vs. 27,92+1,16pg/ml, p=0,02). Makap u He npu guabemuuu, IL-18BP e noHuxxe-
HO npu no-Bucoka cmeneH XpoHUYHO ObLOpeuHo 3aboaaBaHe (Xb3) 6 obwama no-
nyaauua (4343.6£2593,3 pg/ml vs. 3344,7£2372,6 pg/ml) u auyama c npeguabem
(4240,9£2114,0 vs. 1990,1+£8793 pg/ml, npu | cnpamo Il cmenen XB3, p<0,001). B
nocAegHama 2pyna uma u 3Havuma pasauka 3a IL-18R1:31,1+4,5 vs. 29,2+3,1pg/ml, p
= 0,007, coomBemHo | cpewy Il cmeneH Xb3.

3akaroueHue: Xunepzaaukemuama ce acouuupa ¢ no-8ucoko HuBo Ha IL-18BP,
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He3aBucumo om memaboaumHua cuHgpom, Ho IL-18BP u IL-18R1 ce npomeHam u 8
pamkume Ha cybkauHuuHomo Bb3nareHue npu 3amabecmaBaHe. [MoHuXkeHUemMo Ha
mapkepume npu guabemnama pemuHonamusa u no-Bucoka cmenex Xb3, makap u npu
Auua 6e3 guabem, nocmaBam Bbnpoca 3a pucka om npozpecus Ha MukpocbgoBume
YCAOXKHeHUA ¢ HamareHomo HuBo Ha gBama nokazameasa 8 kauecmBomo um Ha pe-
2yAamopu Ha umyHHUa omzaoBop.

Association of IL-18 Action Modulators with Inflammatory
and Metabolic Markers in Patients with Prediabetes, Type
2 Diabetes and Latent Autoimmune Diabetes

Zaharieva E.", Gateva A.", Assyov Y.!, Karamfilova V.", Velikova T.?, Kamenov Z."
)4

'Alexandrovska University Hospital, Clinic of Endocrinology, Faculty of Medicine, Medical University

Sofia; 2Medical Faculty, Sofia, University St. Kliment Ohridski, Sofia

Introduction: 1L-18 is associated with chronic subclinical inflammation in type 2
diabetes (T2D), but is also elevated in patients with latent autoimmune diabetes of the
adults (LADA). IL-18 binding protein (IL-18BP) and the soluble fraction of IL-18 receptor
1 (IL-18RT) modulate the interleukin’s action.

Aim of the study: To assess the relationship between the level of IL-18BP and
soluble IL-18R1 in prediabetes, T2D and LADA with metabolic and inflammatory mark-
ers, as well as some chronic diabetic complications.

Methods: Totally 72 patients with T2D, 20 with LADA, 45 with prediabetes and
48 controls were recruited. They have been previously evaluated for IL-1beta, IL-18, IL-6
and C-reactive protein (CRP). IL-18BP and IL18R1 were measured through ELISA.

Results: \We registered elevated IL-18BP in T2D and LADA (4584,4+2784,7pg/ml,
4395,94£2239,1pg/ml, p<0,05) in comparison to prediabetes (2811,7+£1840,4pg/ml) and
controls (1842,9+578,3pg/ml). Its concentration correlated with fasting glycemia (CC=0,218,
p<0,05). IL-18R1 correlated with weight (CC= 0,186, p<0,05, especially in T2D (CC= 0,325,
p<0,001). Despite not significantly different with the presence of metabolic syndrome
(p>0,05), in T2D we found correlations of IL-18BP with 1L-18 (CC=0,243, p<0,05) and CRP
(0,362, p<0,05). Similar results were observed for IL-18R1 - with IL-6 (CC=0,253, p<0,05) and
CRP (CC=0,543, p<0,001). A significantly lower level of IL-18R1 was found in patients with
diabetic retinopathy (29,69£2,62 vs. 27,92+1,16pg/ml, p=0,02). Despite not in diabetic pa-
tients, the IL-18BP concentration was higher in higher stages of chronic kidney disease (CKD)
in the whole population (4343,6+£2593,3 pg/ml vs. 3344,7+2372,6pg/ml) and in prediabetes
(4240,9£2114,0 vs. 1990,1£8793 pg/ml, in | vs. Il stage CKD, p<0,001). The latter was also
demonstrated for IL-18R1 in prediabetes (31,1£4,5 vs. 29,2+3,1pg/ml, p=0,007).
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Conclusion: Hyperglycemia is associated with elevation of IL-18BP independent-
ly of the metabolic syndrome, but IL-18BP and IL-18R1 change with other markers of
subclinical inflammation in obesity. Their reduced concentration in diabetic retinopathy
and higher stages of CKD, implicate their role in progress of microvascular complica-
tions as regulators of the immune response.

MHcyaunoBa nomneHa mepanua - co6cmbBen onum

SAueBa XK., XagxueBa E.,, CugepoBa M., Xpucmo3086 K.

KauHuka no EHgokpuHoaozua u 6orecmu Ha obmanama, YMBAA ,,CB. Mapuna”, BapHa
Bmopa kamegpa no BbmpewHu 6orecmu, Makyamem Meguuuta, MY, BapHa

Bwv6Begenue: Pa3Bumuemo Ha mexHoAo2uume 8 obaacmma Ha 3axapHua gua-
6em (3A) gaBa Bb3morkHocm Ha Bce noBeye nayueHMU 3a oNMUMaAeH KOHMPOA Hag
6orecmma um. BvBexxgaHemo Ha HenpekbCcHamama Nogko>kHa uHcyauHoBa uHgy-
3ua (uHcyauHoBa nomneHa mepanua, VIMT), upe3 koamo ce nocmuz2am MakCUMAAHO
OAU3KU gO pu3zuoro2udHUME uHcyAuHOoBU HuBa B opzaHu3zma, npegcmaBaaBa BaxkeH
Hanpegbk 68 ynpaBaeHuemo Ha mun 1 3A (T13A).

Lleau: Aa ce npegcmaBu onumbm 3a nepuog om 1 20guHa Ha eguHuveH Kau-
HUYEH ueHMbBbpP 3a 3axapeH guabem no omHoweHue Ha npemuHaBaHe om 6a3a-60-
AYyCHa uHcyauHoBa mepanua ¢ nucaaku kom UIIT.

Mamepuaru u memogu: BkaoueHu ca auua ¢ T13A Ha Bb3pacm Hag 18 20-
guHu, npemuHaau npe3 KauHukama no EHgokpuHoaozua Ha YMBAA ,,CB8ema MapuHa”,
ep. BapHa, 3a cmapmupane Ha UIT 6 nepuoga m. 07. 222. - m. 06. 232. OueHeHu
ca npomeHume B nokazameaAu kamo obwa gHeBHa go3a (OAA) Ha ba3zareH UHCYAUH,
meAecHO Me2A0, Yecmoma Ha gokymeHmupaHume xunozaukemuu om npoBexkgaH ca-
MOKOHMPOA U HUBo Ha 2AuKupaH xemozaobuH (HbA, ) caeg cmapmupane Ha UMT. O6-
obweHu ca u gaHHume om npoBexxgaHo NPOYHAKUMEAHO 2ALOKO3HO MOHUMOpPUPaHe
(NIM) Ha ¢oHa Ha UTIT. Npu yacm om nayueHmMumMe e aHaAu3upaH egpekKmbm om
npemuHaBare kbm UINT no omHoweHue Ha noka3ameau om [1TM kamo Bpeme 68 map-
2em (time in range, TIR) u koecpuuueHm Ha BapuabuaHocm (coefficient of variation, CV).

Pezyamamu: 3a nocoueHun nepuog npe3 KauHukama no EHgokpuHoaozus npe-
MuHaxa obwo 8 nayueHma c T13A (6 >keHu, 75%) 3a cmapmupare Ha UTIT Ha cpegHa
Bb3pacm 38,63+11,2720g. u cbC cpegHa npogbAkumeaHocm Ha 3A 16,88+8,4120q.
B gBa om cayyaume noBogbm 3a 3anouBaHe Ha UIT Gewe naaHupaHe Ha Ope-
MeHHocm, a B ocmaHaaume - AabUAHO npomuyaHe Ha 3aboaaBaHemo c HaAuuue
Ha Yyecmu xunozaukemuu. M3uucaena bewe u3zxogHa cpegHa cmouHocm Ha HbA,
7,65%£0,89% npu cpegHa OAA 6a3areH uHcyauH 21,25+£10,08E. INpu nauyueHmume ¢
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HaBbpweHu 6 meceua om nocmaBaHemo Ha uHcyauHoBama nomna omyemoxme no-
HuxxeHue Ha HbA, c go 2,5% om u3xogHua npu no-Hucka cpegHa OAA Ha 6a3zaaHua
UHCUAUH U AUNCA Ha 3Havuma npomaHa B8 meaecHomo mezno. [Mpu mpuma om nauu-
eHmMume b6axa HaAUYHU nokazameAu om u3xogHo 1M ¢ omuemeHo BnocaegcmBue
noBuweHue Ha TIR u no-Hucbk CV Ha gpoHa Ha UITT.

3akaoyernue: C npemuHaBaHe kbm VIMNT nocmuzHaxme no-goobp 2AUKEMUYEH
KOHMPOA, omyemeH ype3 cmounocmma Ha HbA, , npu no-Hucka BapuabuaHocm Ha
kpbBHama 2Atok03a u Ha poHa Ha no-Hucka OAA 6a3zaaHO nogaBaH UHCYAUH.

Insulin Pump Therapy - Own Experience

Yaneva Zh., Hadzhieva E., Siderova M., Hristozov K.
Clinic of Endocrinology and Metabolic Diseases, St. Marina University Hospital, Varna

Second Department of Internal Diseases, Faculty of Medicine, Medical University, Varna

Background: Advances in diabetes technology represent an opportunity for
growing numbers of people to achieve optimal disease control. The introduction of
continuous subcutaneous insulin infusion (insulin pump therapy, IPT) as an attempt to
most closely mimic physiologic insulin secretion is a major progress in type one diabe-
tes mellitus (TTDM) management.

Aim: To present one year,s experience of a single clinical Diabetes Center with re-
gard to switching from multiple daily insulin injections to IPT. Materials and methods: The
study group consisted of patients with TIDM over 18 years of age who visited the Clinic
of Endocrinology in UMHAT ,Saint Marina”, Varna, during the period from July 2022 to
June 2023 for initiating IPT. We assessed changes in total daily dose (TDD) of basal insulin,
body weight, frequency of documented hypoglycemia assessed by self-monitoring of blood
glucose and hemoglobin A, (HbA ) level after transitioning to IPT. Data from continuous
glucose monitoring (CGM) during IPT were also summarized. In some patients we exam-
ined the effect on time in range (TIR) and coefficient of variation (CV) after switching to IPT.

Results: During the indicated period, a total of 8 patients with TIDM (6 women,
75%), at a mean age of 38,63£11,27 years and with a mean duration of DM of 16,88+8,41
years, visited the Clinic of Endocrinology for initiation of IPT. In two of them, the reason for
starting IPT was planning a pregnancy, and in the others - a labile course of the disease
with frequent hypoglycemic episodes. Mean baseline HbA, value of 7,65+0,89% was cal-
culated at a mean TDD of basal insulin of 21,25+10,08E. In the patients with completed
6 months since the placement of insulin pump, we reported a decrease in HbA, by up to
2,5% from the baseline with a lower mean TDD of basal insulin and no significant change in
body weight. In three of the patients, data from baseline CGM were available with reported
subsequent increase in TIR and a lower CV on the background of IPT.
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Conclusion: By switching to IPT, we achieved better glycemic control, assessed
by HbA,_level, with lower blood glucose variability and lower TDD of basal insulin.

DeHuAkemoHYpua — memaboAumeH KOHMPOA npu
nayueHmu Ha 6v3pacm Hag 18 2oguHu

AuyeBa M., lMonoBa A.

KAUHUKa no eHgoKkpuHoAoz2ua u boaecmu Ha obmaHama 3a AeyeHue Ha MmemaboAUMHU HapyweHus,
YMBAA ,Lapuua Moanna - ICYA” EAA, Codbus, Meguuuncku Dakyamem, MY, Codua

BwvBegenue: MDeHunkemoHypuama e pagko BpogeHo memaboAumHo 3ab60Aa-
BaHe ¢ eH3umeH gedpuuum, Bogew, go gedpekm B memaboAu3ma Ha amMuUHOKUCEAU-
Hume, B8 peyamam Ha koemo 8 opzaHuzma ce HampynBa peHuAaraHuH, Kolmo e
mokcuyeH u Bogu go yBpexkgaHua Ha HepBHama cucmema. B ocHoBama Ha Aeue-
Huemo e cna3zBaHemo Ha cmpukmMeH guemuueH pexkum, begeH Ha (peHuAaAaHUH,
agekBameH karopueH BHoC, uma pa3pabomeHu U cneyuaAu3zupaHu guemuyHU XpaHu
(AXCMLI) u megukamenmu (CanponmepuH, INe2Baauaza). Aobpuam KOHMpPoOA e om
ocobeHa BaxxHocm 3a »keHume B nepuoga Ha 6pemeHHocm (DA 120-360 MKMOA/A),
3a ocueypaBaHe Ha npaBuaHomo pa3zBumue Ha nAroga u uz6aeBaHe Ha m.Hap. MmalyuH
(DKY-cuHgpom. B KauHuKa no eHgokpuHoAo2ua u boaecmu Ha obmaHama 3a AeveHue
Ha memaboAaumHume HapyweHua (KEBOAMH) om 2010 2. go momeHma ce npocae-
gaBam 37 nauueHmu C heHUAKEMOHYpUA.

Llea: KauHuKo-mepaneBmuueH aHaAu3 Ha npemuHaAume npe3 KAuHukama nauu-
eHMU, oueHKa Ha memaboAumMHUA KOHMPOA, dhakmopume, oka3zBawu my BauaHue.

Ipyna nayuenmu u memogu: Om 20102 go mOMeHmMa npe3 KAUHUKama ca
npemuHaAu 37 nayueHmu Hag 182. ¢ peHuakemoHypua. Npu Bcuuku e cHema Xxpa-
HUMeAHa aHamHe3a, npoBegeHu ca aHmMponomempuyHU uzmepBaHua u cmaHgapmHu
XemMamoAO2UYHU U buoxumuyHu u3caegBarus, Bkatouumenro u peHuraraHuH (DA).

Pezyamamu: NoBeuemo nauyueHmu (n=24) ca ¢ gobbp KOHMPOA Ha PEHU-
AaAaHuH (120-360MKMOA/A). To-20Aamama yacm (n=21) cnazBam npenopbyaHua um
guemuueH pexxum u ca cynaemeHmupaHu ¢ AXCML] u/uau mepanua cbc Canpon-
mepuH. Npu nayueHmume ¢ HeonmumareH memaboaumeH KoHMpPoA (n=13) ocHoB-
HU NPUYUHU ca omKAOHeHuUa B8 guemuyHua pexkum u npekpameH npuem Ha AXCMLI.
Mpe3 nepuoga Ha npocaegaBaHe uma peaauzupaHu 4 6pemeHHocmu, 3aBbpwiuau C
paxkgaHe Ha »kuB nAog, mpu om KOuUMoO Ha geua Cc HOpmaaHO BbvmpeympobHo u
nocaegBawo pazBumue, egHa, 3aBbpwiuna ¢ pakgaHe Ha geme C heHUAKEMOHYpuUA
u mauvuH OKY-cuHgpom.

U36ogu: NoBeuemo nauueHMu ¢ heHUAKeMoHYpua ca gobpe uHopMUpPaHU U
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noggbpykam HopmarHu HuBa Ha (DA 3a ocueypaBaHe Ha kauecmBo Ha kuBom u HamaaeH
puck om ycaoxkHeHua. Aobpuam koHmpoa Ha DA, ocobeHo no Bpeme Ha bpemeHHOCM,
e 68 ocHoBama Ha HopmaaHomMoO BbmpeympobHo pazBumue Ha nAoga u 3a uzba28aHe Ha
maduuH (DKY-cuHgpom. Heobxoguma e nepuoguyHa ougHka Ha HympumuBHua cmamyc,
moHumopupaHe Ha (DA, cucmeMHO guemoaeyeHue, nogkpena u obyueHue.

Phenylketonuria - Metabolic Control in Patients over 18 Years of Age

Dicheva M., Popova D.
Clinic of endocrinology and metabolic diseases for treatment of metabolic disorders,
University Hospital Queen Giovanna-ISUL, Sofia, Medical Faculty, Medical University, Sofia

Introduction: Phenylketonuria is a rare congenital metabolic disease with an en-
zyme deficiency leading to a defect in the metabolism of amino acids, resulting in the accu-
mulation of phenylalanine in the body, which is toxic and leads to damage to the nervous
system. The basis of the treatment is the observance of a strict dietary regimen, poor in
phenylalanine (Phe), adequate caloric intake, there are developed and specialized dietary
foods and medications (Sapropterin, Pegvaliase). Good control is of particular importance
for women during pregnancy (Phe 120-360 umol/l), to ensure the proper development of
the fetus and avoid the so-called maternal PKU-syndrome. From 2010 to the present, 37
patients with phenylketonuria are being monitored at the Clinic for Endocrinology and Met-
abolic Diseases for the Treatment of Metabolic Disorders (CEMDTMD).

Purpose: Clinical-therapeutic analysis of the patients who were observed at the clin-
ic, assessment of metabolic control, factors affecting it. Group of patients and methods:
From 2010 until now, 37 patients over the age of 18 with phenylketonuria have been ob-
served at the clinic. All had a dietary history taken anthropometric measurements and stan-
dard hematological and biochemical tests, including phenylalanine (Phe), were performed.

Results: Most patients (n=24) had good phenylalanine control (120-360umol/L).
The majority (n=21) followed their recommended dietary regimen and were supple-
mented with specialized dietary foods and/or Sapropterin therapy. In the patients with
suboptimal metabolic control (n=13), the main reasons were deviations in the dietary
regime and discontinued intake of specialized dietary foods. During the follow-up peri-
od, there were 4 pregnancies that ended in the birth of a live fetus, three of which were
of children with normal intrauterine and subsequent development, one ended in the
birth of a child with phenylketonuria and maternal PKU-syndrome.

Conclusions: Most patients with phenylketonuria are well informed and maintain
normal Phe levels to ensure quality of life and reduced risk of complications. Good con-
trol of Phe, especially during pregnancy, is the basis for normal intrauterine development

176 Xl HayuoHnaren Konzpec no engokpunoAozus, 2023



XIl HayuoHaAeH KOHepec no eHgoKpPUHOAO2USA

of the fetus and for avoiding maternal PKU-syndrome. Periodic assessment of nutritional
status, Phe monitoring, systemic dietary therapy, support and education are required.

Xunomaaamo-xunou30-20HagHa 0C NPU XKEHU CbC
3axapeH guabem mun 1

UruebBa-Tepoba M.”, OpbeyoBa M.", Paiiue6a P.?, AeneBa T.?

TKauHuka no EHgokpuHoaozusa u 6oaecmu Ha obmaHama, YMBAA ,CB8. Teopau”, Kamegpa no
EngokpuHoaoz2un, MOD, MY, TMaoBguB; 2 Kamegpa CouuarHa MeguuuHa u ObwecmBeHo 3gpabe,
DO3, MY, MNMroBgub; *LlenmpaaHa KauHuuHa rabopamopus, YMBAA ,CB. Teopau”, D, MY, NroBguB

BwvBegenue: lHmeH3upuUUUPAHOMO UHCYAUHOAEUEHUE NPU >KEHU CbC 3axapeH
guabem mun 1 (3AmT1), yeraw,o nocmuz2aHe Ha onmMumaAHU KpbBHo-3axapHuU HuBa,
npegomBpamaBa Bb3HukBaHemo u pa3zBumuemo Ha XPOHUYHUME YCAOXKHEHUA Ha
guabema. Nogko>KHO NPUAOXKEHUAM UHCYAUH, obaye, ce noema om cucmemHama
uupKyAauua u u3aaza nepudpepHume movkaHu, BkAloHUMeAHO alyHUKa, Ha hoBuweHu
uHcyAauHoBu HuBa, 6aazonpuamcmBaliku aHgpo2eHHama cuHmes3a mam u pazBumue-
MO Ha XunepaHgpO2eHU3bM.

LleA: XopmoHaAHa oueHKa Ha XunomaAamo-Xunogu3o-20HagHama oc NpU >KeHU CbC
3Am1 u coomBemHu no Bb3pacm u VITM kauHuuHO 3gpabu xxeHu B penpogykmuBHO ak-
muBHa Bb3pacm u Bpb3kama Ha XOPMOHaAHUME C HAKOU MemaboAUMHU NoKa3ameAu.

Mamepuana u memogu: NpoyuBaHemo o6xBawa 37 xeHu cbec 3AmMT u 83 KAu-
HUYHO 3gpaBu >XKeHu, CAyKewu 3a KOHMPOAHa 2pyna. NMpu Bcuuku ydyacmHuuku ca
u3caegBaHu aHMPONOMEMPUYHU U HAKOU BUOXUMUYHU Noka3ameAu - KpbBHa 3axap
Ha 2AagHo (FBG), 2aukupan xemo2a06uH (HbA, ), mukpoarbymuHypusa (U-ALB), kakmo
u 6azaaHu HuBa Ha AymeuHu3upaw, xopmoH (LH), hoAukyrocmumyaupaw, XOpmoH
(FSH), ecmpaguoa (E2), mecmocmepoH (T), noaroBu-xopmoHu cBbp3zBaw, 2A06yAuH
(SHBG), gexugpoenuaHgpocmepoH cyagpam (DHEA-S), aHgpocmeHguoH (A4), AH-
mu-MioaepoB xopmoH (AMH), npoaakmut (Prl), mupeocmumyaupaw, xopmoH (TSH).
3uucaeHu ca ITM, omHoweHue LH/FSH, cBo6ogeH aHgpozeHeH uHgekc (FAI), kaa-
KyaupaH cBobogeH (cFT) u buoHaauueH mecmocmepoH (BioT).

Pezyamamu: YcmaroBuxme, ye 68 2pynama cbc 3AmT ca cueHUUKAaHMHO
no-Bucoku cnpamo KoHmpoAHama 2pyna HuBama Ha LH (U=953,50, p=0,001) u om-
HoweHuemo LH/FSH (U=953, p=0,001), kakmo u T (U=706, p=0,000), FAI (U=940,
p=0,003), cFT (U=897, p=0,043), BioT (U=837,50, p=0,024) u A4 (U=480,50, p=0,004).
XeHume cbc 3Am1 ca cbc cmamucmuvecku 3Ha4Yumo no-Bucoku HuBa u Ha AMH
(U=465,50, p=0,040) cnpamo 3gpaBume koHmpoaAu. Aunc8am 3Ha4uMu pa3AuKuU MeX-
gy gBeme 2pynu >keHu no omHoweHue HUBa Ha DHEA-S (p=0,336), SHBG (p=0,456),
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FSH (p=0,085) u E2 (p=0,394). Bcuuku 120 >eHU ca C gaHHU 3a HOpPMONPOAAKMU-
Hemua U HOpMaAHa mupeougHa (PyUHKUUA, NPU AUNCAa Ha cmMamucmuyecku 3Haudu-
Mu pazauku B HuBama Ha cbomBemHume xopmoHu (U=1602, p=0,548, U=1249,50,
p=0,104, pecn.). Aokazaxme cbwo, Ye Hubama Ha HbA, . ca 6 npaBa koperauus c LH
(rho=0,437, p=0,007) u LH/FSH (rho=0,391, p=0,017), a FBG kopeAupa noAo>Kumea-
Ho ¢ cFT (rho=0,372, p=0,023) u A4 (rho=0,393, p=0,018).

3akarovenue: )XerHume cvbe 3Am1 B penpogykmuBHo akmuBHa Bb3pacm ca ¢
no-Bucoka yecmoma Ha Buoxumu4Ha XunepaHgpoz2eHemua cnpamo cbomBemHu no
Bv3pacm u TM kauHu4HO 3gpaBu >KeHu, a 2AUKUpaHUAM XeMO2A00UH U KpbBHama
3axap Ha 2aagHo ca cBbp3aHu C HAKOU OM noka3zameAume Ha XunepaHgpOo2eHU3bM.

Hypothalamic-Pituitary-Gonadal Axis in Women with
Type 1 Diabetes Mellitus

llieva-Gerova M.", Orbetzova M.", Raycheva R.?, Deneva T.?

! Clinic of Endocrinology and metabolic diseases ,Sv. Georgy”, University Hospital, Department of
Endocrinology, Faculty of medicine, MU, Plovdiv;

2 Department of Social Medicine and Public Health, Faculty of Public Health, MU, Plovdiv;

3 Central Clinical Laboratory, University Hospital ,Sv. Georgy”, Faculty of Pharmacy, MU, Plovdiv

Introduction: Intensified insulin treatment in women with type 1 diabetes mellitus
(DMt1) provides strict metabolic control and thereby avoidance of the long term diabet-
ic complications. The subcutaneous insulin administration, however, omitting the first
passeffect of the liver, leads to increased insulin exposure of the peripheral tissues, includ-
ing the ovaries and thus promoting androgen synthesis and leading to hyperandrogenism.

Aim of the study: To perform a comperative hormonal analysis of the hypothalamic-pi-
tuitary-gonadal axis in women with DMt1 and age- and BMI-matched clinically healthywom:-
en, as well as to assess the association of these hormones with some metabolic indices.

Materials and methods: The study comprised of 37 women with DMt1 and 83
clinically healthy women serving as a control group. Anthropometric and some biochem-
ical variables were evaluated including fasting blood glucose (FBG), glycated hemoglobin
(HbA, ), microalbuminuria (U-ALB), basal levels of: luteinizing hormone (LH), follicle stimu-
lating hormone (FSH), estradiol (E2), testosterone (T), sex hormone biding globulin (SHBG),
dehydroepiadrostenedion sulfate (DHEA-S), Androstendion (A4), Anti-Miillerian Hormone
(AMH), Prolactin (Prl), Thyroid stimulating hormone (TSH). LH/FSH, free androgen index
(FAI), free testosterone (cFT) u bioavailable testosterone (BioT) were calculated.

Results: Women with DMt1 had significantly higher levels of LH (U=953,50,
p=0,001), LH/FSH (U=953, p=0,001), as well as T (U=706, p=0,000), FAI (U=940,
p=0,003), cFT (U=897, p=0,043), BioT (U=837,50, p=0,024), and A4 (U=480,50,
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p=0,004) compared to healthy controls. We observed statistically higher levels of AMH in
DMt1 group as well (U=465,50, p=0,040). The levels of DHEA-S, SHBG, FSH and E2 were
similar between the two groups (p=0,336, p=0,456, p=0,085, p=0,394, resp.). Euthyroid
function and normoprolactinaemia were reported in all participants with no significant
hormonal differences between the two groups (U=1602, p=0,548, U=1249,50, p=0,104,
resp.). In the DMt1 group a significant positive correlation was found between HbA,
and both LH (rho=0,437, p=0,007) and LH/FSH ratio (rho=0,391, p=0,017), whereas FBG
correlated with cFT (rho=0,372, p=0,023) and A4 (rho=0,393, p=0,018).

Conclusion: Women with DMt1 at reproductive age in our study presented
with higher frequency of biochemical hyperandrogenism compared to the age- and
BMI-matched healthy controls. Glycated hemoglobin and fasting blood glucose are
both related to some of the hyperandrogenic markers.

LleHmpaaeH uHcunugeH guabem kamo npoa6Ba Ha
€HgOKPUHHO 3acazaHe npu 6oaecm Ha Erdheim Chester

KymanoBa U.", Mumko6 M.’, iaueB 4.2

'KBb-EHgokpuHoao2ua, YMBAA ,IMeameg” TroBguB; 20OmgeaeHue no MeguuyuHcka OHkoA02US,
YMBAA ,IMToameg”, NMroBguB

BwvBegerue: bonecmma Ha Erdheim-Chester (ECD)/ He-AaHzepxaHcoBa xucmuo-
yumo3sa e pagko myamucucmemHo 3aboaaBaHe, npoaBaBawo ce 6 3para Bv3zpacm.
Mogaexxkawama npuduHa 3a uzaba Ha ECD e 3a0kavecmBeHo 3abo0aa8aHe Ha mueAao-ug-
HUmMe npoz2eHumopHu kKAemku. ECD e 06a6eHa 3a xucmuouumua Heonaazma om WHO
20162.. Kom 20142. 6 cBema ca 06aBeHu 500 cayyau. 3a bbazapua gokazaHume CAy-
vau ca 3. Kaacuuecku mecma Ha 3acfeaHe ca gbA2ume mpbbecmu Kocmu, KoXkama,
pempobyarbapHume mbkaHu, cbpue, 6bbpeyu, xunous3Ha >kAe3a u m.H. Acoyuupa-
HUMe CUMNMOMU U npomuyaHemo Ha 3aboaaBaHemo 3aBucam om macmomo u cme-
neHma Ha 3acazaHe. EHQoKpuHHOMO 3acazaHe e yecmo - 57,8% om nauueHume umam
NOHE eguH XOPMOHaAeH geuuum, pa3AuYHU XOPMOHAAHU gedpuuumu mo2am ga ca
HaAUYHU npu nocmaBaHe Ha guazHo3ama uAu ga ce uzaBam 6 xoga Ha 3aboraBaHemo.
3acaeaHemo Ha xunoduzama e yecma npoaBa Ha ECD. LleHmpaAHuam uHcunugeH gu-
abem e Hal-vyecmama eHgoKpuHHa maHugecmauua npu nbpBoHayasHo nocmaBaHe Ha
guazHo3zama - 25,3%. CvobweHa e u noBuweHa yecmoma Ha ueHmpaaeH u nbpBuueH
Xunomupeougu3ibm CNpamo obwama nonyaauus.

KauHuven cayyad: NpecmaBame 55-20guwieH nauueHm ¢ goka3aHa XUCMOAO-
2UYHO U Ype3 Memogu Ha obpa3zHama guazHocmuka (AMP u PET/CT) ECD ¢ myamu-
Ope2aHHO 3acazaHe U gaHHU 3a aH2akupaHe Ha xunodgpu3a u pempobyabapHu mbKaHu
(gecHocmpaHeH ek3ogmanm), mecmucu. AaBHocm Ha cumnmomume 8 meceua C Nbp-
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BoHauaaHa u3aBa Ha ek30hmanm, HapyweHo 3peHue Ha gacHO OKO U NOAUGUNCO-NOAU-
ypusa c guypesa 6-10A/244. Om npoBegeHama eHgOKpUHHa OUEHKa ce goKasa:

1. LleHmpaneH uHcunugeH guabem - Hucbk naazmeH KonenmuH, Bucok naazmeH
KaAKYAUpaH OCMOAQpuMem, HUCBLK YpPUHEH OCMOAapumem, gaHHU 3a pegykuusa Ha
mez2no ¢ > 3% B xoga Ha mecm c¢ »kagyBaHe u noBuwabaHe Ha ypuHHUA OCMOAapU-
mem ¢ > 50% caeg npunaoxxeHue Ha 0,2 me AecmonpecuH.

2. MovpBuuen xunomupeougu3zbvm ¢ 3aBuweHu mumpu Ha MAT u TPAT.

3. MbpBuueH xunozoHagu3bm. VIHUUUUPa ce 3amecmumeAHo AedeHue ¢ Aecmonpe-
cuH 2 no 0,05m2/gH u AeBomupokcuH 50 mke/gH ¢ ycnewHo oBaragaBaHe Ha noAugun-
co-noAuypuama, guypes3a<4a/24u.

3akaroyenue: [auuenmume ¢ ECD nogaexkam Ha peayaapHa eHgOKPUHHA OUEH-
Ka C 02Aeg 20AAMama vYecmoma Ha eHgoKpUHHO 3acazcaHe 6 xoga Ha 3aboarBaHemo.

Central Insipid Diabetes as a Manifestation of Endocrine
Involvement in Erdheim-Chester Disease

Kumanova 1., Mitkov M.", Iliev Y.?
'Department of Internal diseases and Endocrinology, UMHAT Pulmed Plovdiv;

’Department of Medical Oncology, UMHAT Pulmed, Plovdiv

Introduction: Erdheim-Chester disease (ECD)/ Non- Langerhans histiocytosis is
a rare multisystem disease debuting in middle age. The underlying cause for ECD is
neoplasia of the myeloid progenitor cells. ECD is declared a histiocytic neoplasm by
the World Health Organization in 2016. 500 cases have been reported in the literature
as of 2014. For Bulgaria, the confirmed cases are 3. Classic sites of involvement are the
long bones, the skin, the retrobulbar region, the heart, the kidneys, the pituitary gland
etc. The associated symptoms and the disease course depend on the site and degree
of involvement. Endocrine involvement is common - 57,8% of patients have at least
onehormonal deficiency, different hormonal deficiencies can develop at presentation
or in the course of the disease. Pituitary involvement is a frequent manifestation of ECD.
Central diabetes insipidus is the most common endocrine manifestation at disease pre-
sentation - 25,3%. Also, a high incidence of primary and central hypothyroidism is
reported compared to the general population.

Clinical case: We present a 55 year old patient with confirmed ECD with
multi-organ, pituitary and retrobulbar (right side exophtalmos), testicular involvement
by means of histological testing and imaging studies (MRI/PET/CT). The symptoms have
been present for 8 months with initial manifestation of exophtalmos, impaired vision
of the right eye and polydipsia-polyuria with urine output up to 6-10 | /24hours. Results
from the conducted endocrine evaluation:
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1. Central insipid diabetes - low Plasma Copeptin, high calculated plasma osmolarity,
low urine osmolarity, weight reduction >3% in the course of water deprivation test and
an increase in urine osmolarity >50% after 0,2 mg Desmopressin.

2. Primary hypothyreoidizm, high Anti-TPO Ab and Anti-TSHR Ab.

3. Primary hypogonadism. Supplementation with Desmopressin 0,05mg BID and Levothy-
roxine 50mcg OD was started with resolution of the polydipso-polyuria, diuresis <4l/24 hous.

Conclusion: Patients with ECD must undergo regular endocrine evaluation due
to the high prevalence or endocrine involvement in the course of the disease.

[MpeoueHka Ha AedeHUEmMO C pacmeXXeH XOpMoH 6
npexogHama 6s3pacm

LIuwkoB C.", gueBa X.', CugepoBa M.", Xxpucmo3086 K., lomoBa B.?

'KauHuka no EHgokpuHoAo2usa u 6oaecmu Ha obmaHama,
MopBa gemcka kauHuka ¢ AOVIA, YMBAA ,CBema Mapuna“, MeguuuHcku yHuBepcumem, BapHa

BwvBegenue: Pegkume eHgOKpUHHU 3aboAaBaHua ca cbCcmoaHua, Npu KOUMo
ce uzuckBa goxxuBomHa meguuuHcka 2puyka. CneuuduuHa 2pyna ce aBaBam nauu-
eHmume C xunonumyumapu3bm, Hacmbnua B8 gemcka Bv3pacm. INpexogHuam ne-
puog mexkgy roHowecmBomo u 3peaocmma, KoUmo MPYgHO MOXKe ga ce onpegeAu
camo 63 ocHoBa Ha xpoHoaoz2uuHama Bb3pacm, BkatouBa BaxkHu hu3zuoA02UYHU U
noBegeHuecku npomeHu. B mo3u nepuog porama Ha eHgoOKpuHoAO2a e KAlouoBa 3a
nognomazaHe Ha npaBuaHomo pa3zBumue u noggbp>kaHe Ha agekBamHo AedeHue.

Llea: Aa ce npegcmaBu cepua om nauyueHmu C Xxunonumyumapu3zbm 6 ne-
puoga caeg npexBbpAaHeMo um om neguampuvHa Kbm eHgOKPUHHA KAUHUKA 3a Bb3-
pacmHu U NpomMoKoAbm, u3znoa3BaH 3a maxHomo npocaegaBaHe.

Mamepuaau u memogu: 3a nepuoga om 20202. go Kpaa Ha 20222. ca 0606-
weHU ocHoBHUMe xapakmepucmuku Ha nauueHmume ¢ BpogeH u npugobum xu-
nonumyumapu3bm ycmanoBeH 6 gemcka Bb3pacm, npexBbpaeHu Kbm KauHuka no
eHgokpuHoAoz2ua Ha YMBAA ,,C8ema MapuHa“.

Pe3yamamu: 3a nocoveHua nepuog ca npexBobpaeHu 10 nauyueHma ¢ xunonu-
myumapu3bm, ocem om koumo ¢ BpogeH, Ha cpegHa Bb3pacm om 19,82. (18-302.),
Bcuuku AekyBaHu ¢ pacmeykeH xopmoH. C naHxunonumyumapu3bm ca noroBuHama
om nauueHmume (5/10) u gBama - ¢ gecbuuumu no gBe xunodguzapHu ocu. M3oaupaH
gedpuuum Ha PX ce HabaogaBa npu mpuma om nauueHmume, Kamo Npu mMax Aeye-
HUe-Mo e cnNpaHO cAeg gocmueaHe Ha 182. Bb3pacm. B gBa om cayvaume npuexme
mpaH3umopeH gecpuuyum Ha PX 8 gemcmBomo 68b3 ocHoBa Ha npoBegeH cmumyaa-
uuoHeH mecm c latokazoH. [MybepmemHomo pa3zBumue e 3aBbpweHo npu 7/10, He
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IMocmepu 3a ycmuo npegcmabBaue

e 3anoyHaao npu 1/10 u e He3zaBbpweHo npu 2/10 navuueHmu. YmcmBeHa uzocmaHaaocm e
HaAauue npu 1/10. B npomokoaa 3a npocaegaBare Ha makuBa auua ce BkatouBa oueHka Ha 3a-
MEeCMuUMeAHOMO AeveHue Ha 6 Meceua, oueHKa Ha meaecHua cbemaB u obpasHu uzcaegBaHua
B cAysaume ¢ nocmnpouegypeH Xunonumyumapusbm.

3akarodeHue: B npexogHuA nepuog nauueHmume ¢ Xunonumyumapu3bm Nogaexkam
Ha CMpuUKMHO npocAegaBaHe om eHgokpuHoaoe. [pegu3zBukamearcmBa, koumo ocmaBam
npeg eHgokpuHoAoza 3a makuBa nauueHmu, ca Heobxogumocmma om NpeougHKka Ha Aedve-
HUEMO C pacmeXXeH XOPMOH, UHMepnpemauuama Ha yHKUUuoHaAHUmMe uzcaegBaHus, Kakmo
u Bbnpocbm 3a hepmuaumema, KOUMo pagko ce komeHmupa 6 neguampuyHuMe KAUHUKU.

Reassessment of Growth Hormone Treatment in
Transition Age

Shishkov S.", Yaneva Zh.", Siderova M.", Hristozov K., lotova V.?
'Clinic of Endocrinology and Metabolic Diseases, *First pediatric clinic with intensive care, St. Marina

University Hospital, Medical University, Bulgaria. Varna

Introduction: Rare endocrine diseases are conditions requiring lifelong medical care.
A specific group is comprised by the patients with childhood-onset hypopituitarism. The transi-
tional period between adolescence and adulthood, which is difficult to define based on chrono-
logical age alone, involves important physiological and behavioral changes. During this time
frame, the role of the endocrinologist is essential in supporting proper development and main-
taining adequate treatment.

Aim: To present a series of patients with hypopituitarism in the period following their trans-
fer from a pediatric ward to an adult endocrine clinic and the protocol used for their follow-up.

Materials and methods: The main characteristics of patients with congenital and ac-
quired hypopituitarism diagnosed in childhood and transferred to the Endocrinology Clinic of
St. Marina University Hospital, are summarized for the period from 2020 to the end of 2022.

Results: Ten patients with hypopituitarism, eight of them congenital, were transferred
during the specified period with a mean age of 19,8 years (18-30 years), all of them treated
with growth hormone. Half of the patients (5/10) had panhypopituitarism and two patients had
deficits in two pituitary axes. Isolated growth hormone (GH) deficiency was observed in three
of the patients, and treatment was stopped in these patients after the age of 18 yr. In two of the
cases, we assumed transient GH deficiency in childhood on the basis of Glucagon stimulation
test. Pubertal development was complete in 7/10 patients, not started in 1/10 and incomplete
in 2/10. Mental retardation was present in 1/10. The protocol for follow-up of such patients
includes evaluation of replacement therapy at 6 months, assessment of body composition, and
imaging studies in cases with postprocedural hypopituitarism.

Conclusion: In the transition period, patients with hypopituitarism are subject to close
follow-up by an endocrinologist. Challenges for the endocrinologist in such patients include
the need to reevaluate growth hormone treatment, interpretation of functional studies, and the
issue of fertility, which is rarely assessed in pediatric clinics.
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KamenoBa B., NonoBa A.

KAuHuUKa no eHgokpuHoAozua u Borecmu Ha obmaHama 3a AedeHue Ha memaboAumHu
HapyweHun, YMBAA ,Llapuua MoaHHa”, ICYA

3axapHuam guabem mun 2 npegcmaBaaBa 90% om Bcuuku caydau Ha guabem u e ocHoB-
Ha npuvuHa 3a pazBumue Ha caenoma, 6bbpeyHa HegocmMambUYHOCM, OCMbP UH(APKM Ha
MUOKapga, UHCYam u amnymauuu. bposm Ha nauueHmume ¢ moBa 3a6oaaBaHe HapacmBa om
180 muauoHa npe3 1980 20g. go 537 mAH npe3 2021 20g. To npegcmaBaaBa 3HauumeneH gu-
HaHcoB moBap Bvbpxy 3gpaBHume cucmemu, koemo nopaxga Heobxogumocmma om edpek-
mMuBHO AeveHUe KakKmo Ha Xunep2AuKeMuama, maka u Ha hogaexkauw,omo 3amabcemaBaHe.

Llea: MpocaegaBaHe Ha ecpekmume Ha GLP-1 peuenmopHume a2oHUCMU pe2ucmpupaHu
8 bbAcapua Bbpxy 2AUKEMUYHUA KOHMPOA U MEAECHOMO Me2A0 NPU hayueHMU CbC 3aMABC-
maBaHe u 3axapeH guabem mun 2.

Mamepuaau u memogu: HanpaBeH e pempocnekmuBeH aHaau3 Ha 331 nayueHmu cbe
3axapeH guabem mun 2 u 3amabcmaBaHe, npemuHaau npe3 KauHuka no EHgokpuHoAo2uA
u boaecmu Ha obmaHama 3a AevyeHue Ha memaboAumHu HapyweHua kbm YMBAA |, Llapuua
Moawnna, ICYA” 3a nepuog om 12 20guHu, rekyBaru ¢ GLP-1 peuenmopHu azoHucmu. MNpu
Bcuuku ca npoBegeHu KAUHUYEH Npez2Aaeg, aHMponomempuyHu uimepBaHua u cmaHgapmHu
XemMamoAO2UYHU U BuoxumuuHu uzcaegBaHus.

Pe3yamamu: KauHU4HUAM aHaAU3 NOKa3a cmamucmuyecku 3Ha4umo nogobpeHue B 2au-
KeMU4YHUA KOHMPOA C pegykuua Ha 2AUKUpPaAHUA XeM0O2A00UH Ha 6-mu mecey, om Ha4yaAomo
Ha AedeHuemo cbe cpegHo ¢ 0,7 %, Ha kpbBHama 3axap Ha 2aagHo ¢ 1,57 MMOA/A U Ha no-
cmnpaHguaAHama kpbBHa 3axap ¢ 0,78 mmoa/A. Haauue e pegykuyua 6 merecHomo meeaao
cpegHo ¢ 10,1 k2 u Ha ITM ¢ 2,24 k2/kB. m ¢ Makcumym Ha 6-mu meceuy, om 3anouBaHe Ha
AeveHuemo 06e3 3Hayuma pa3Aauka npu gBama noaa. HanpaBeHo e cpaBHeHue mexxgy me-
paneBmuyHume egekmu Ha 6-mu mMeceuy, Om HayaAOMO Ha NPUAOXKEHUEMO Ha HaAUYHUME
GLP-1 peuenmopHu a2oHucmu.

U36ogu: Hawuam kauHudeH onum ¢ GLP-1 peuenmopHume azoHucmu nomBbpikgaBa
pe3yarmamume om npoBegeHume paHgomu3upaHu NAaueb0-KOHMPOAUPAHU KAUHUYHU NPO-
yuBanua, kamo gaBa uHpopmauyua 3a edpekmume Bbpxy 2AUKEMUYHUA KOHMPOA U MEAECHO-
MO Me2A0 NpU pazHOpPOgHa 2pyna nayueHmu 6 peaAHama KAUHUYHA Npakmuka. To nogkpena
npuaoxkeHuemo Ha GLP-1 peuenmopHume azoHucmu, kamo egpekmuBHo u 6e3onacHo Aeye-
HUEe Ha nauueHmMuU CbC 3axapeH guabem mun 2 u 3amabcmaBate.
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Clinical Observation on Effects of GLP-1 Receptor Agonists
in Patients with Obesity and Diabetes Mellitus Type 2

Kamenova V., Popova D.
Clinic of endocrinology and metabolic diseases for treatment of metabolic disorders,

University Hospital ,Queen Jiovanna - ISUL”

Diabetes mellitus type 2 accounts for approximately 90% of all diabetes cases all over the world
and is responsible for most of the cases of blindness, kidney failure, myocardial, brain infarctions
and amputations. The number of adult patients living with this disease increases from 180 million
in 1980s to 537 million in 2021. It represent a great burden on healthcare systems all around the
world, which makes very important the effective control of hyperglycemia and obesity.

Aim: Assessment of the GLP-1 receptor agonists registered in Bulgaria regarding their effects
on body weight and glycemic control in patients with obesity and diabetes mellitus type 2.

Patients and methods: Retrospective analysis of 331 patients hospitalized in Clinic of En-
docrinology and Metabolic Diseases for Treatment of Metabolic Disorders with obesity and
diabetes mellitus type 2 for the period 12 years is presented, For all of them clinical exam, an-
thropometry and standard hematologic and biochemical is performed.

Results: Clinical assessment showed statistically significant improvement of glycemic control
- reduction of glycated hemoglobin with 0,7%, of FPG with 1,57 mmol/l and of PPG with 0,78
mmol/l. Also a reduction in body weight with 10,1 kg and BMI with 2,24 kg/sq.m with maxi-
mum result on 6th month are observed. There is no significant difference between the genders.
A comparison between the effects of available GLP-1 receptor antagonists is performed.

Conclusions: This clinical observation confirms the results of randomized placebo-controlled
clinical trials assessing the effectivity and safety of GLP-1 receptor agonists and provides infor-
mation for effects on body weight and glycemic control in heterogeneous group of patients
in real clinical practice. It confirms the use of GLP-1 receptor agonists as an effective and safe
treatment in patients with obesity and diabetes mellitus type 2.

MguonamuuyeH XxunepargoCmepoHU3bM C aKUueCcopHa
CcAe3ka, UHmepnpemupaHa kamo ageHom Ha Conn

KoncyaoBa I1.", TogopoB I, OpbeyoBa M.’
'KAauHuKa no EHgokpuHoAo2ua u 6oaecmu Ha obmaHama YMBAA ,,CB. lfeopau”, Kamegpa no EHgo-
KpuHoAoe2us, MeguuuHcku pakyamem, MeguuuHcku yHuBepcumem, MaoBguB /2 Kaunuka no EHgo-

KpuHHa xupypaua, YCBAAE ,Akag. MBan MNMenueB”, Meguuurcku gpakyamem, MY, Cocpun

BwvBegeHue: AkuecopHama cAe3ka e aHamomuyHa pa3zHoBugHocm, koamo ce obpa-
3yBa no Bpeme Ha opeaHozeHe3ama Ha cAe3kama. TouHume mexaHu3mu He ca u3zBecmHu.
AKuecopHume cae3ku ce cpewam 6 npubauzumearo 10% om HacereHuemo u o6ukHoBeHo
ca c guamembp okoAo 1 cm. Hal-yuecmo cpewaHume popmu Ha nbpBudHua Xunepargocme-
POHU3bBM Ca uguonamuyHuam xunepargocmepoHuibvm (MIXA) u ageHombm Ha Conn. [Mpu
VXA e Haauue gBycmpaHHa u no-pagko egHocmpaHHa XxunepnAa3uua Ha 30Ha 2AOMepYA03a.
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XII HayuoHaneH KoHepec no eHgoKpuHoAo2US

Kaemkume npu ageHom Ha Conn moz2am ga 6bgam u om gBeme 30HU - 2A0MeEpYAO3a U (hac-
yukyAaama uAu XubpugHu.

KauHuyen cayyai: NpegcmaBa ce nauueHmka Ha 31 2., HacodeHa 3a guazHOCMUYHO
ymouHaBare no noBog apmepuasHa xunepmoHua, AekyBaHa ¢ 6ema-b6Aokep U KaAuU-Cbx-
paHaBaw, guypemuk, u ycmaHoBeHa npu npoBegeHa KAT Ha kopemHU op2aHu popmauun Ha
AaBa HagbbOpeuHa »kae3a ¢ pazmepu 5,6/4,4 cm. Peaucmpuparu ca HuBa Ha peHuH 12,19
mIU/L (4,4-46,1 mIU/L), Ha angocmepoH 415 ng/L (22,1-353 ng/L) u 3aBuweHo cbomHowe-
Hue aagocmepoH/peHuH - 34 ng/mlU. CympewHuUam KOPMU30A € C 20pHO2PaHUYHU cmoU-
Hocmu u ce HabagaBa meHgeHuua Kbm u3pabBHaBaHe Ha kopmu3zoroBua pumbm npu pe-
dpepeHmHu HuBa Ha AKTX u cBobogeH kopmu3zoa B8 24-yacoBa ypuHa. MemaHedgpuHume
8 24-yacoBa ypuHa ca 6 Hopma. He ce ycmarnoBaBam omkaoHeHun 6 GoHoepamama (K - 4,4
mmol/L), 6bb6peyHama u yepHogpobHama pyHKUUU U memaboAumHume noka3ameau. Mu-
HaAu 3aboaaBaHua - cnaeHekmomua npegu 20 2. no noBog mpaBma; muomekmomua npes3
2018 2.; npeekaamcun u paxkgaHe ¢ LlezapoBo ceuenue npe3 2022 2. C nocmaBeHa guazHo3a
ageHom Ha Conn nayueHmkama e HacoueHa 3a onepamuBHa uHmepBeHuua. Mpu npoBege-
Ha Aanapackoncka onepauua Ha AaBa HagbbOpeuHa >kaeza ce ycmaHoBaBam: HogyaepHa
xunepnaazua Ha HagbbOpeuHama kopa, npegcmaBeHa npegumHo om cBemAu KAemKu; 2aH-
2AuoHeBpoM; napeHxuM Ha cAe3ka C UUPKYAAMOPHU NPOMEHU, XUaAuHU3UpaHa Kancyaa u
nepuAueHaAHa macmHa mbkaH. B paHeH caegonepamuBeH nepuog apmepuaasHOMO HaAf2aHe
ce Hopmaau3zupa 6e3 Heobxogumocm om aHmuxunepmer3uBHa mepanua, kopmu3zoaoBuam
pumbm ce Bb3cmanoBu npu cxogHU ¢ u3xogHUmMe HopmaaHu HuBa Ha AKTX u kopmu3oaypus.

3akatouerue: NpoBegeHama xupypauyHa uHmepBeHuua peBu3zupa nbpBoHavyasHama gu-
azHo3a kamo MXA, a BuzyaauzupaHama npu KAT cpopmauun, cBbp3aHa ¢ AaB Hagbbbpek u
uHmepnpemupaHa kamo ageHom Ha Conn 8 cBemauHama Ha KAUHUYHaMa KapmuHa u Xop-

MOHaAHama KoHCcmeAauus, ce oka3zBa akuecopHa cae3ka.

Konsulova P.", Todorov G.2, Orbetzova M.’
! Clinic of Endocrinology and Metabolic Diseases, ,Sv. Georgy” University Hospital, Department of En-

docrinology, Faculty of Medicine, Medical University, Plovdiv /
2Endocrine Surgery Clinic, USHAT ,Acad. lvan Penchev”, Faculty of Medicine, Medical University, Sofia

Introduction: The accessory spleen is an anatomical variety that develops during organogen-
esis of the spleen. The exact mechanisms are not known. Accessory spleens occur in approxi-
mately 10% of the population and are usually about 1 cm in diameter. The most common forms
of primary hyperaldosteronism are idiopathic hyperaldosteronism (IHA) and Conn,s adenoma. In
IHA, there is bilateral and less often unilateral hyperplasia of the zona glomerulosa. Cells in Conn,s
adenoma can derive from both zones - glomerulosa and fasciculate or are hybrid.

Clinical case: A 31-year-old female patient is presented, referred for diagnostic clarification
due to arterial hypertension, treated with a beta-blocker and a potassium-sparing diuretic, and a
left adrenal mass 5,6/4,4 cm in size, found through a CT scan of the abdominal organs.
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We found renin levels of 12,19 mIU/L (4,4-46,1 mIU/L), aldosterone levels of 415 ng/L (22,1-
353 ng/L), and an elevated aldosterone/renin ratio - 34 ng/mlU. Morning cortisol was at the
upper limit of norm and there was a trend towards equalization of the cortisol rhythm at refer-
ence levels of ACTH and free cortisol in 24-hour urine. Metanephrines in 24-hour urine sample
were normal. No deviations were detected in the ionogram (K - 4,4 mmol/L), kidney and liver
functions and metabolic parameters.

Past diseases: splenectomy 20 years ago due to trauma; myomectomy in 2018; preeclampsia
and Cesarean delivery in 2022. With a diagnosis of Conn,s adenoma, the patient was referred to
operative intervention. Laparoscopic surgery of the left adrenal gland revealed: nodular hyperpla-
sia of the adrenal cortex, represented mainly by light cells; ganglioneuroma; splenic parenchyma
with circulatory changes, hyalinized capsule and perisplenic adipose tissue. In the early postoper-
ative period, the blood pressure normalized without a need for antihypertensive therapy, the cor-
tisol rhythm recovered with normal levels of ACTH and cortisoluria similar to the baseline ones.

Conclusion: The performed surgical intervention revised the initial diagnosis as IHA, while
the visualized on CT scan formation related to the left adrenal gland that was interpreted as
Conn,s adenoma in the light of the clinical picture and the hormonal constellation, was histo-
logically proven to be an accessory spleen.

36-20guwHa >XeHa ¢ hapamupeougHa Kucma -
KAUHUYEH CAyyvau

Hege6a N.", Acb06 4.?

TKamegpa Enugemuonozus u xueueHa, MeguuuHcku cpakyamem, MeguuuHcku yHuBepcumem,
Cogpus; 2YMBAA , ArekcangpoBcka”, Kamegpa BbmpewHu 6oaecmu, MeguuuHcku chakyamem,
MeguuuHcku yHuBepcumem, Codgpusa

BwvBegerue: NapamupeougHume Kucmu ca pagko cpewaHu obpazyBarua. Te cbcmabaa-
Bam no-maako om 0,5% om napamupeogHume Ae3uu. Pazgeaam ce Ha gBe ocHOBHU 2pynu:
pyHKUUOHUpaWU U HedpyHKUuoHUpawu. NMoBeyuemo om max ca He(PYHKUUOHUPAWU C Hec-
neuuduyHU pu3zukasHu, AabopamopHu u paguozpadcku beae3u.

Llea: Aa ce oueHam KAUHUYHUME, BuoxumuyHume u obpazHume xapakmepucmuku Ha
moBa cbcmoaHue, Kakmo U ga ce npocaegu edpekma om npoBegeHus mepaneBmuueH nog-
x0g. Mamepuaau u memogu: NpoBegeHu 6axa aAabopamopHu U cneuvuaAu3zupaHu UHCMPY-
meHmaaHu u3caegBanun, Bkatouumenro u TAB Ha cycnekmHama cpopmauua nog AaB noatoc
Ha wumoBugHama >kAe3a ¢ u3zcaegBare HuBo Ha IMTX B cmuB om uz2aama.

Pezyamamu: Tayuenmka ¢ onaakBaHua om cbpuebueHe, uznomaBaHe, HepBHocm om
0KoAO 2 meceua. Om npoBegeHa exoepagpua Ha wumoBugHa kAe3a C gaHHU 3a aHeXO2eHHa
hopmauua nog goaeH noatoc Ha AaB A006 Ha wumoBugHama xae3a ¢ pazmepu 14/16/24mm.
Om ArabopamopHu u3zaegBaHua ¢ gaHHU 3@ HOpMOKaAuemun, HopmaaHu HuBaHa IMNTX npu Aeka
HegocmambyHo Ha Bum. A: Kaauul obw, - 2,47 mmoa/A /2,15-2,60/, GoHu3zupaH-1,26 MMOA/A
/1,16-1,32/; T1TX-25,80 n2/ma /5,50-38,40/; ®ocop-1,21 mmoa/A /0,81-1,45/; MazHe3ul-0,84
mmon/A /0,65-1,10/; DT3-3,98 nmoa/a /3,20-6.80/; DT4-14 nmon/a /12-22/; TCX-3,8 /0,30-
4,2/, TAT-215 /go 115/; MAT-231 /go 34/; TPAB<0,80. lNpoBegeHa e TAB Ha popmavuama
achupupaHe Ha OKOAO 5MA- Gucmpa meyHocm u u3zcaegBare Ha cmuB.
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MTX om cmuB Ha ekcmpamupeougHama Ae3ua-1040 ne/ma /5,5-38,4/. Om uumonozudeH
pe3yamam - 1,2-acnupam npegcmaBeH om Au3upaHu epumpouumu. 3-mamepuaa, npegcma-
BeH om koaoug 6e3 kaembuHa npegcmaBumearocm. Om npoBegera SPECT-CT ¢ 99m-Tc-
MIBI 6e3 gaHHU 3a hokaaHa xunepdpukcayua 8 wua u meguacmuHym; SESTA-MIBI HezamuB-
Ha Ae3us nog AaB mupeougeH A06-npegBug pesyamama om TAB-BepoamHo napamupeougHa
Kucma. Meceu, no-kbcHo ¢ Y3 gaHHu 3a peuuguB Ha popmauusma c pazmepu 13/16/23mm;
MpoBegeHa noBmopHa acnupayua Ha OKOAO 5mMA KpbBeHucma meyHocm, omHoBo ycmaxo-
Beru Bucoku HuBa Ha NTX B uzcaregBaHua cmuB-TTX-156,10 nmoa/A ¢ nocaegBaw,o anAuyu-
paHe Ha TmA abcoatomeH aAKOXOA uHmpaHogaaHo. Om UUMOoAO2UYEH pe3yamam-nepudpep-
Ha KpbB. Tpugecem gHu creg npoBegeHama npouegypa om KOHMPOAHa exozpadpua C gaHHU
3a AekocmeneHHa pezpecun 8 pazmepume: 10/11/20mm.

3akarodeHue: [lapamupeougHume Kucmu ca pegku obpazoBaHus, cbcmabBasBawu <1% om
Bcuuku kucmuyHu Ae3uu 8 wudHa obaacm. TeHKou2AeHa acnupauus e nbpBo cpegecmBo Ha uzbop 6
mepaneBmuuHua nogxog. [Npu gaHHU 3a peuuguB, ckaepo3zupaHemo ¢ emaHoA e aamepHamuBeH
Ha onepamuBHomo AeveHue memog. To3u Nogxog Bewe NPUAOXKEH U NPU Hawama navueHmMka
Kamo koHcmamupaxme 20% pegykuua 8 pagmepume eguH meceu, cAeg NPUAOXKeHama npouegypa.

Nedeva 1., Assyov Y.2
"Medical University-Sofia, Bulgaria, Department of Epidemiology and hygiene; 2 Medical University, Sofia,
Bulgaria, Department of internal medicine; Clinic of Endocrinology, University Hospital ,Alexandrovska”

Introduction: Parathyroid cysts are rare entities. They account for less than 0,5% of parathy-
roid lesions. They are divided into two main groups: functioning and non-functioning. Most of
them are non-functioning with non-specific physical, laboratory and radiographic findings.

Objective: To evaluate the clinical, biochemical and imaging characteristics of this condi-
tion, as well as to follow the effect of the therapeutic approach.

Materials and methods: Laboratory and specialized instrumental studies were conducted,
including FNA of the suspicious formation under the left pole of the thyroid gland with exam-
ination of the level of PTH in the needle wash.

Results: Patient with complaints of palpitations, sweating, nervousness for about 2 months. From
a performed ultrasound of the thyroid gland with data on an anechoic formation under the lower
pole of the left lobe of the thyroid gland with dimension 14/16/24mm. From laboratory tests with
normal level of calcium, PTH and mild vitamin D deficiency: Calcium total-2,47 mmol/l /2,15-2,60/,
ionized-1,26 mmol/l /1,16-1,32/; PTH-25,80 pg/ml /5,50-38,40/; Phosphorus-1,21 mmol/l /0,81-
1,45/; Magnesium-0,84 mmol/l /0,65-1,10/; FT,-3,98 pmol/l /3,20-6,80/; FT 14 pmol/l /12-22/;
TSH-3,8 /0,30-4,2/, TAT-215 /up to 115/; MAT-231 /up to 34/; TRAB<0,80. FNA of the formation
was performed with aspiration of about 5 ml of clear liquid and examination of washout. PTH from
the washout of the extrathyroidal lesion-1040 pg/ml /5,5-38,4/. From cytological result - 1,2-aspi-
rate represented by lysed erythrocytes. 3-material represented by a colloid without cellular repre-
sentation. From performed SPECT-CT with 99m-Tc-MIBI without data of focal hyperfixation in neck
and mediastinum; SESTA-MIBI negative lesion under left thyroid lobe-probably parathyroid cyst.
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A month later with ultrasound data on recurrence of the formation with dimension of 13/16/23mm;
Repeated aspiration of about 5 ml of blood fluid was performed, again high levels of PTH were
found in the washout- PTH-156.10 pmol/l with subsequent application of 1 ml of absolute alcohol
intranodal. From cytological result-peripheral blood. Thirty days after the procedure from a control
ultrasound with data of slight regression in the dimension: 10/11/20mm.

Conclusion: Parathyroid cysts are rare formations, constituting <1% of all cystic lesions in the
neck region. Fine needle aspiration is the first choice in the therapeutic approach. In case of recur-
rence, sclerosing with ethanol is an alternative method to surgical treatment. This approach was also
applied to our patient as we found a 20% reduction in size one month after the applied procedure.

MpomeHu B naHkpeacHama 6ema KAembuHa (hyHKUUA
npu Ko6ug-19

Li6emko6a B., TogopoBa K.
KauHuka no EHgokpuHoaozua u 6orecmu Ha obmaHama, YMBAA , A-p Teopau CmpaHcku”
Makyamem MeguuuHa, Meguuurcku yHuBepcumem, MaeBen

BwvBegenue: NoBuweHama yecmoma Ha HoBonoaBuaa ce xunepaaukemua no Bpeme Ha 60-
AegyBane om COVID-19 gage ocHoBaHue ga ce npegnoaoxku, e SARS-CoV-2 Bupycobm, moxke
ga npuyuHu yBpega Ha UHCYAUH-Npogyuupawume naHkpeacHu 6ema (B) kaemku. To3u cpakm
nocmaBu HoB hokyc Ha uzcaegoBamencku uHmepec, cBbp3aH ¢ uzyvaBaHe Ha nomeHuyUaAHU-
me mexaHu3mu, Bogewu go Bb3HUKBaHe Ha Xxunepaaukemua uAu 3axapeH guabem (3A).

Lleau: Lleama Ha Hacmoawua 0630p e ga 6bgam pazzaegaHu 68 gemaiau Bb3moxkHUME
MeXaHU3MU Ha naHkpeacHa p-kaembuHa yBpega, 6 mopceHe Ha omzoBop Ha Bbnpoca gaau
SARS-CoV-2 moxxe ga omkAloUU 3axapeH guabem.

Mamepuaau u memogu: Ype3 o6cmoeH npe2aeg Ha HaAUYHaMa Aumepamypa 3a hepuoga
12.2019 - 05. 20232. 6 cucmemamu3upaH Bug ca 0606wWeHU HaAUYHUME gO MOMEHMaA gaH-
HU U pe3yamamu 3a gBynocouHama Bpb3ka mexgy KoBug u xunepaaukemuama.

Pezyamamu: AumepamypHume gaHHU couyam, ye KopoHa Bupycume moezam ga yBpe-
gam B-kAemKume Ha naHKpeaca NO gupPeKMEH UAU UHGUPEKMEH MEeXaHU3bm U ga NpuduHAM
npomeHu 6 uHcyauHoBama cuHmesa, cekpeuua u yyBcmBumearocm. OueHkama Ha mema-
GoAUMHUA cmamyc Ha naHkpeacHume [B-kaemku, uHgekmupaHu cbc SARS-CoV2 Bupyca,
noka3Ba npeobragaBaHe Ha 2AuKkoAUMUYHUA MemaboAumeH nbm, KOUMO gONbAHUMEAHO
gonpuHaca 3a BrowaBaHe Ha f-kaembuHama gucyHKyus.

3akatoyeHue: Bcuuku me3u HabatogeHua gaBam ocHoBaHue ga ce npueme, ude SARS-
CoV-2 uHgyuupa cneuuduyHU MOPEOAOUYHU U (PYHKUUOHAAHU NpomeHu B naHkpeacHume
B-kremku, koumo B gbAa2ocpoueH naaH, buxa gaau ompaxkeHue Bbpxy memaboAumHama Xo-
meocmasa Ha uHguBuga ¢ nomeHuuareH puck om 6bgewo pazBumue Ha 3axapeH guabem.

Changes in Pancreatic Beta Cell Function in Covid-19

Tsvetkova V., Todorova K.
Clinic of Endocrinology and Metabolic Diseases, UMHAT ,Dr. Georgi Stranski”
Faculty of Medicine, Medical University of Pleven
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Introduction: The increased incidence of new-onset hyperglycemia during COVID-19 ill-
ness, gave reason to assume that the SARS-CoV-2 virus may cause damage to insulin-producing
pancreatic beta (B) cells. This fact set a new focus of research interest related to studying the
potential mechanisms leading to the occurrence of hyperglycemia or diabetes mellitus (DM).

Objectives: In this review the possible mechanisms of pancreatic B-cell injury are discussed in
details searching the answer to the question of whether SARS-CoV-2 can causediabetes mellitus.

Materials and methods: A thorough review of the available literature for the period
12.2019-05.2023 is performed and the available data and results to date on the bidirectional
relationship between Covid-19 and hyperglycemia are summarized.

Results: Literature data indicate that Corona viruses can damage pancreatic $-cells by direct
or indirect mechanism and cause changes in insulin synthesis, secretion and sensitivity. Assess-
ment of the metabolic status of pancreatic p-cells infected with the SARS-CoV2 virus showed a
predominance of the glycolytic metabolic pathway, which further contributed to the worsening
of B-cell dysfunction.

Conclusion: All these observations give reason to assume that SARS-CoV-2 induces specific
morphological and functional changes in pancreatic p-cells, which in the long term, would have
an impact on the metabolic homeostasis of the individual with a potential risk of future devel-
opment of diabetes diabetes.

Mupuye6 B., boneBa X.

Meguuuncku uHcmumym Ha MBP, Cocpua

BwvBegenue: AaHHu Ha CBemoBHama 3gpaBHa opzaHu3zauua nokazBam, ye om HauaAOMo Ha
COVID-19 naHgemuama go momeHma ca peaucmpuparu noBeue om 6,9 MAH. CMbPMHU CAYYas,
cBvp3aHu ¢ uHpekuuama. ToBa npaBu COVID-19 Hal-cmbpmoHocHama u 6bp30 paznpocmpa-
HaBawa ce naHgemua npe3 nocaegHume 100 2oguHu. MHoxkecmBo npoyuBaHua goka3zBam
Bpb3kama mexkgy uHgekyuama, npuduHeHa om Bupyca Ha SARS-CoV-2 u HapyweHuama 6v6
pyHKkuuama Ha wumoBugHama xae3a. CowecmByBam u nybaukauuu OMHOCHO KopeAauuama
mexkgy HuBama Ha mupeougHumMe XOPMOHU CbC cmbpmHocmma npu COVID-19.

Lleau: 13caegBaHemo ueAu ga gokayke kopeaauuama mexkgy HuBama Ha mupeougHume xop-
MOHU/TSH, Hakou mapkepu Ha Bb3nareHuemo u cmbpmuocmma npu COVID-19 uHgekuus.

Mamepuaau u memogu: Hacmoawomo npoyuBaHe BkatouBa 64 nauueHmu (cpegHa 6b3-
pacm 77,6 2oguHu) 6e3 npegxoxkgawa mupeougHa gucyHKuua, NoYuHaAu no Bpeme Ha
xocnumaauszauua 3a COVID-19 ungpekuua 8 mepaneBmuuen cekmop. CepymHume HuBa Ha
fT,, fT,, TSH, kakmo u Hakou mapkepu Ha Bb3nareHuemo (CYE, CRP, choepumun, hubpuHozeH)
6axa usmepeHu 6 geHa Ha nocmbnBaHe B8 cmayuoHapa u no Bpeme Ha 6oAHUYHUA NpecmOod.

Pesyamamu: Om aHaAuzupaHume gaHHu 27 nauueHmu (42,2%) ca buau eymupeougHu
npu nocmwvnBaHemo, kamo 58% om max ca 6uau ¢ TSH < 1,0 mlU/ml, npu HopmaAHu cmoU-
nHocmu Ha fT, u fT,. Mpu 29 nauuenmu (45,3%) ca ycmanoBeru HuBa Ha TSH nog goaHama
pehepeHmHa 2paHuua Ha Aabopamopuama <0.35 mlU/ml, npu Hucku fT, u fT, no muna Ha

4
HemupeougeH 6oAecmeH CUHgPOM (CUHgPOM Ha Huckua T,); npu 3 nauuenmu (4,6%) e ycma-
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HoBeH cybkAUHUYEH xunepmupeougu3bm ¢ ho3umuBHu TSH-peuenmopHU aHmumeaa; npu
5 nauueHmu (7,9%) e goka3aH cybkauHUYEeH xunomupeougu3zbm. YcmarnoBu ce obpamHa Ko-
peaauus mexkgy TSH u HuBama Ha dpepumuH, cpubpurozeH u CRP, kakmo u cuzHUUKaHMHO
no-Bucoku HuBa Ha pepumuH npu navueHmu ¢ TSH <0,34 mIU/ml.

3akaroyenue: TupeougHama gucpyHkuua ce HabatogaBa npu 2oAam gaa om nayueHmume,
noyuHaau 68 pesyamam Ha COVID-19 uHipekyuama. TupeougHama gucyHkuua No muna Ha
CuHgpoma Ha Huckua T, U cybKAUHUYEH Xunepmupeougu3bm ce acouuupa ¢ no-Bucoku cmoi-
HoCMU Ha Bb3naAaumeAHuUme Mapkepu, No-gbAbe BoAHUYEH NpecmoU u noBuweHa cMbpmHoOCM.

Correlation Between Thyroid Hormone Levels and
Mortality in Patients with COVID-19 Infection

Mirchev V., Boneva Zh.
Medical Institute of the Ministry of Interior, Sofia

Introduction: Data from the World Health Organization indicate that since the beginning
of the COVID-19 pandemic, more than 6,9 million deaths related to the infection have been
registered. This makes COVID-19 the deadliest and fastest-spreading pandemic of the past 100
years. Numerous studies prove the connection between the infection caused by the SARS-
CoV-2 virus and thyroid dysfunction. Furthermore, there are publications regarding the correla-
tion between thyroid hormone levels and mortality due to COVID-19.

Objective: The study aims to demonstrate the correlation between the levels of thyroid hor-
mones/TSH, markers of inflammation and mortality in COVID-19 infected patients.

Materials and methods: The current study includes 64 patients (mean age 77,6 years) without
previous thyroid dysfunction who died during hospitalization for COVID-19 infection in a therapeu-
tic sector. Serum levels of fT,, fT,, TSH, as well as some markers of inflammation (ESR, CRP, ferritin,
fibrinogen) were measured on the day of hospital admission and during the hospital stay.

Results: From the analyzed data, 27 patients (42,2%) were euthyroid at admission, of whom
58% had a TSH level < 1,0 mlU/ml, with normal values of T, and fT,. In 29 patients (45,3%) TSH
levels were found to be below the lower reference range of the laboratory (<0,35 mIU/ml), with low
fT, and fT, as seen in non-thyroidal illness syndrome (NTIS/low T, syndrome); 3 patients (4,6%) had
subclinical hyperthyroidism with positive TSH-receptor antibodies; 5 patients (7,9%) had subclinical
hypothyroidism. An inverse correlation was found between TSH and ferritin, fibrinogen and CRP
levels. Patients with TSH <0,34 mIU/ml had significantly higher ferritin levels.

Conclusion: Thyroid dysfunction was observed in a large proportion of patients who ex-
pired as a result of COVID-19 infection. NTIS and subclinical hyperthyroidism were associated
with higher levels of inflammatory markers, longer hospital stay and increased mortality.

TupeougHa gucPyHKUUA NPU UMYHOMeEpPanNuUA — KAUHUYEH
CAyyYall u AumepamypeH 0630p

LllonoB I, UBanoBa U., Cugepoba M., Xpucmo3o6 K.

KauHuka no EHgokpuHoAaoz2ua u 6oaecmu Ha obmaHama, YMBAA ,CBema Mapura“, MY, BapHa
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Bwv6Begerue: ImynHume yek notHm unxubumopu (ICls) HanpaBuxa peBoatouusa 6 reueHue-
MO Ha pa3zAuvHu 3a0kavecmBeHu 3aboaaBaHus. M36ecmHo e, ue ynompebama um e cBobp-
3aHa ¢ umyHocBbp3aHu HexxeaaHu cbbumus (irAE), BkalouumeaHo mupeougHa gucyHKUUS.
AokaagBame nauueHm, Kolimo e pazBua meXKbk Xunomupeougu3bm CAeg Yemupu NPUAOIKe-
HUA Ha nembpoau3zymab (aHmu-PD-T MOHOKAOHAaAHOMO aHMUMAAO).

Llea: Aa ce noguepmae Bb3M0KHOCMMA 32 MeXXbK Xunomupeougu3ibm kamo irAE npu
nauueHmu, AekyBaHu ¢ nembpoauzymab u ga ce 06CbGuU NOGXoga NpU AeveHUemo ¢ mo3u
KAQC MegukameHmu.

Memogu: 1136bpwiuxme cucmemamu3upaHo mbpcere 6 6a3ama gaHHU Ha OHKOAO2UYHA KAU-
Huka u 8 Aumepamypama. baxa pazeaegaru nauuenmu, AekyBanu c ICls. CoobwaBame 3a cayual
Ha »KeHa, Koamo e onepupaHa Om KapuUHOM Ha Mekomo Hebue U NO-KbCHO e guazHoCMuuUpaHa
C ymepeHo gudpepeHyupaH ageHokapuuHom Ha beaus gpob. MbpBoHauarHo e aekyBaHa ¢ kap-
H6onaamuHa u nemempekceg, nocregBaHu om nembpoau3zymab kamo Bmopa AuHua Ha mepanus.

Pezyamamu: Caeg 4 uukbaa Ha nembpoauzymab nayueHnmkama pa3zBuBa KAuHUYHa Kap-
muHa Ha mukcegem. AabopamopHume mecmoBe nokazBam: TSH - 83 IU/ml, noroxxumeaHu
aHmu-TPO u aHmu-Tg anmumeaa u HegoroBumu ppaxuuu FT, u FT,. IMpu yampa3zBykoBomo
u3caegBare wumoBugHama xAe3a e C HaMaAeHU pa3mepu, C Xxemepo2eHHa exocmpykmypa
¢ puHu, pubpo3Hu uBuuu B Hea. 3anouHama Ge mepanua ¢ HUCKU go3u AeBomUpPOKCUH.

3axaroyenue: Creg 10-cegmuuna mepanua ¢ reBomupokcuH HuBama Ha FT, Ha nauu-
eHmkama ca 6aAu3o go mepaneBmuurHua mapzem. To3u caydal noguepmaBa 3HaveHuemo
Ha npocAegaBaHemo Ha (pyHkuuama Ha wumoBugHama >kAe3a npu nauueHmu, AekyBaHu ¢
nembpoAu3ymab. PaHHomo omkpuBaHe u AeveHue Ha Xunomupeougu3ma MO>Ke 3HaYUMeAHO
ga nogobpu pe3yamamume Ha hauueHmume u cnazBaHemo Ha mepanuama. Heobxogumo e
8 KAUHUYHU ycroBua ga ce akueHmupa Bbpxy Bb3morkHocmma 3a pazBumue Ha UHgyuupaHa
om uMyHomepanua gucyHkuua Ha wumoBugHama >kAe3a u ga ce npegnpuemam cBoeBpe-
MEeHHU mepku 3a oBragaBaHe Ha cbcmoaHuemo.

Shopov G., Ivanova I., Siderova M., Hristozov K.
Clinic of Endocrinology, St. Marina University Hospital, Varna, Medical University of Varna

Introduction: Immune checkpoint inhibitors (ICls) have revolutionized the treatment of var-
ious malignancies. However, they are associated with immune-related adverse events (irAEs),
including thyroid dysfunction. We report a patient who developed severe hypothyroidism after
four administrations of pembrolizumab (anti-PD-1 monoclonal antibody).

Aim: To highlight the possibility of severe hypothyroidism such as irAE in patients treated
with pembrolizumab and to discuss the treatment approach with this class of medication.

Methods: We conducted a systematic database search in an oncology clinic and in the litera-
ture. Patients treated with ICls were reviewed. We report the case of a woman who underwent
surgery for carcinoma of the soft palate and was later diagnosed with moderately differentiated
adenocarcinoma of the lung. She was initially treated with carboplatin and pemetrexed, fol-
lowed by pembrolizumab as a second line therapy.
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Results: After 4 cycles of pembrolizumab, the patient developed symptoms of myxedema. Lab-
oratory tests showed a TSH level of 83 IU/ml, positive anti-TPO and anti-Tg antibodies, and FT, and
FT, levels were undetectable. On ultrasound the thyroid was small with a heterogeneous echostruc-
ture with fine, fibrotic streaks within. The patient was started on low-dose levothyroxine therapy.

Conclusion: After 10 weeks of levothyroxine therapy, the patient,s FT, levels were close to
the therapeutic target. This case highlights the importance of monitoring thyroid function in
patients treated with pembrolizumab. Early detection and treatment of hypothyroidism can sig-
nificantly improve patient outcomes and adherence to therapy. It is necessary in clinical settings
to emphasize the possibility of developing immunotherapy-induced thyroid dysfunction and to
take timely measures to manage the condition.

CbuemaHue Ha xunopu3eH makpoageHom u nbpbuuen
XunepargocmepoHu3bm

UBanobBa I.', Apzcamcka A.?, 3ramapeBa B."3, borokaueB A."3, HonuyeB b."?
'KauHuka no EHgokpuHoAo2ua u 6oaecmu Ha obmaHama, YMBAA |, Kacneaa”, INMaoBguB; 2Kamegpa no Ex-
gokpuHoaozug, MY, IMroBguB; *Kamegpa no nponegeBmuka Ha BbmpewHume 6orecmu, MY, INMaoBguB

BwBegerue: [MTumyumapHume makpoageHomu ca ¢ pazmep Hag 10 mm u npegcmaBaaBam
gobpokauecmBeHu MOHOKAOHaAHU pazpacmBaHua om npegHua gaa Ha xunodpu3zama. Te mozam
ga 6bgam xopMoHONPOgyUUPaWU UAU (PYHKUUOHAAHO HeakmuBHu. [TepBuyHuam xunepargoc-
mepoHu3bM npegcmabaaBa 2pyna om HapyweHua, npu KOumo argocmepoHoBama npogykuusa
e HecbomBemHo Bucoka, omHocumeAaHo aBMOHOMHA NO OMHOWeEHUE Ha PEeHUH-aH2UOMEH3U-
Ho-Bama cucmema u Henomuckawa ce om HampueBo HamoBapBare. Hal - yuecmume emuono-
2UYHU (POpMU ca BuaamepasHama agpeHaAHa Xunepnaasusa u ageHom Ha KoH.

KaunuyeH cayyad: )XeHa Ha 65 20gUHU, HaCOYeHa KbM KAUHUKA NO EHJOKPUHOAO2UA CAE]
mpaHccgeHougaaHa ageHomekmomua no noBog makpoageHom Ha xunodu3zama, C ONAak-
BaHua om npoepecupawa acmeHoaguHamua u xunepmeH3uBeH cuHgpom, B8 cbyemaHue c
Xunokaauemua. AaHHU 3a 3axapeH guabem om 6 2oguHu. [NpoBegeHume B kKauHukama xop-
MOHaAHU u3cAegBaHua ycmaHoBuxa uzoAupad BmopuvueH Xunomupeougu3bm U KOHCMeAa-
uua 3a nbpBuyeH xuneparagocmepoHU3bM, C NOBUWEHO CbOMHOWEHUE aAAGOCMEPOH/PEHUH.
KomniombpHama momoepacpua Ha abgomuHaaHu opzaHu Bu3yaauzupa obemHa gpopmauun
Ha AaBa HagbbOpeuHa xae3a. [NpegBug komopbugumema u >keaaHUEMoO Ha nauyueHmkama,
ce uHuyuupa koHcepBamuBHa mepanua ¢ aagocmepoHoB aHmazoHucm. AeveHuemo CbC
CNUPOHOAAKMOH OKa3a 6Aazonpusmet edpekm Bbpxy cmolHOCMuUMeE Ha apmepuasHOmMo
HaAn2aHe u cybekmuBHama cumnmomamuka. MNMpegBug ycmarnoBeHua BmopuyeH xunomupe-
OUgU3bM, Ce 3an0uHa AeveHue ¢ AeBomupoKCcuH, Kamo go3ama ce mumpupa go nocmuzaHe
Ha pedepeHmMHU CMOUHOCMU Ha MUPEOoUgHUMeE XOPMOHU.

3akaroyeHue: Yecmomama Ha cbpgeuHo-cbgoBume, memaboaumHu u 6bOpeyHU ycao-
>KEHHUA, NPU NauueHmume ¢ NbpBuueH XunepargocmepoHU3bM, € 3HadumeAHo noBuwe-
Ha. MNpaBuaHuam guazHocmuueH nogxog u cBoeBpemeHHOMO AeyeHue, Npu NauueHmMume ¢
KombuHUpaHu eHgokpuHonamuu, nogobpaBa 3HauumeaHo kauecmBomo Ha >kuBom u noHu-
»kaBa pucka om nocaegBawu ycAo>KHeHuA.
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Ivanova G.", Argatska A.2, Zlatareva V."?, Boyukliev A."?, Nonchev B-"?
! Clinic of Endocrinology and Metabolic Diseases, UMBAL ,Kaspela”, Plovdiv; ? Department of Endocri-

nology, Medical University, Plovdiv; * Department of Propedeutics of Internal Diseases, MU, Plovdiv

Introduction: Pituitary macroadenomas are more than 10 mm in size and are benign mono-
clonal growths from the anterior pituitary gland. They can be hormone-producing or function-
ally inactive. Primary hyperaldosteronism represents a group of disorders in which aldosterone
production is disproportionately high, relatively autonomous with respect to the renin-angio-
tensin system, and unsuppressed by sodium loading. The most common etiological forms are
bilateral adrenal hyperplasia and Kohn,s adenoma.

Clinical case report: A 65-year-old woman referred to an endocrinology clinic after transsphe-
noidal adenomectomy for a pituitary macroadenoma, with complaints of progressive astheno-ady-
namia and hypertensive syndrome, combined with hypokalemia. Diabetes mellitus was diagnosed
before 6 years. Hormonal studies performed at the clinic revealed isolated secondary hypothyroid-
ism and a constellation of primary hyperaldosteronism, with an elevated aldosterone/renin ratio.
Abdominal CT-scan described a formation of the left adrenal gland. Conservative therapy with an
aldosterone antagonist was initiated, because of the patient™s comorbidity and personal preference.
Treatment with spironolactone had a positive effect on blood pressure values and patient™s symp-
toms. Treatment with levothyroxine was initiated and due to established secondary hypothyroidism.

Conclusion: The frequency of cardiovascular, metabolic and renal complications in patients
with primary hyperaldosteronism is significantly increased. The appropriate diagnostic approach
and treatment for patients with combined endocrinopathies significantly improves the quality
of life and lowers the risk of subsequent complications.

KexadoBa A.", HazonroBa I1." 2, MumkoB M." 2

'KAuHUKa no BbmpewHu 6oaecmu, omgeaeHue no EHgokpuHoAozua u 6oaecmu Ha obmaHama,
YMBAA ,IMvameq”, MaoBguB; 2Kamegpa no EHgokpuHoAao2us, MeguuuHcku hakyamem, MY INroBguB

Bwv6BegeHue: borecmma Ha KywuHz ce gepuHupa Kamo ¢popma Ha XunepaAiokoKopmu-
uu3zbm B pezyamam Ha AKTX-cekpemupaw, xunogu3ieH ageHom. Ta ce cpewga 6 70% om
cAyvaume € eHgozeHeH Xune2atokokopmuuu3zbm. KauHuyHama uzaBa mHO20 yecmo e Hecne-
uudguuHa, koemo 3ampygHaBa paHHama guazHo3a.

KauHuyeH cay4qai: NavueHmika Ha 38 20guHU HacoYeHa KbM KAUHUKA NO EHGOKpUHOAO2uUA NO
noBog HapyweHua 8 meHCMpyaAHUA UUKBA NO MUN HA NOAU- U XUNEPMEHOPEN, EMOUUOHAAHA Ad-
BuaHOCM U OMOoUU Ha 20Aemu cmaBu Ha goAHU KpalHuuu u Auuemo. [NpoBegeHu ambyramopHo
XOpPMOHaAHU u3caegBaHun nokazaxa HOPMONPOAAKMUHEMUS, CYNPeCUpPaHU 20HAgOMPONHU XOp-
MOHU, XunepaHgpozeHemus, pedpepeHmHU CMOUHOCMU Ha MUPEOUgHU XOPMOHU. XOPMOHaAHU-
am aHaau3 B8 xoga Ha xochumaau3auuama ycmaHoBu xunepzakokopmuuyu3zbm nocpegcmBom
3aBuweHu 6azaAHU cMOUHOCMU HA CEpPYMEH U YpUHEH KOPMU30A U AUNCA HAa NOMUCKaHe Npu-
npoBegeHume cynpecuoHHu mecmoBe ¢ gekcamemazoH, a Bucokume HuBa Ha AKTX nomBbp-
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guxa AKTX-3aBucum cuHgpom Ha Kywunz. OcbwecmBu ce MPT ¢ konmpacmHo ycuaBaHe Ha
2AaBoB mo3bk u ce Buzyaauzupa numyumapeH MukpoageHom ¢ guamemsbp 8mm. [NauueHmkama
Oe HacoueHa 3a pagukaAHO AeUeHUe — MPaHCCPeHoUgaAHa ageHOMEKMOMUA.

3akarodeHue: AuazHo3ama Ha cuHgpoma Ha Kywunz e mpygHa 8 paHHume cmaguu Ha
3aboanBaHemo, ocobeHo Kozamo auncBam xapakmepHume npu3zHauu Ha XUnep2AtoKOKOp-
muuu3ma. Mo AumepamypHu gaHHu ma ce 3a6aBa cpegHo ¢ 2 2oguHu. PaHHOMO guazHo-
cmuuupaHe obauve e om cbwecmBeHo 3HaveHue 3a npegomBpamaBaHe Ha gbA2OCpPOUHUME
HezamuBHU ecpekmu Ha 3a60Aa8aHemo u noBuweHama cMbPMHOCM NPU AUNCA Ha A€YeHUE.

Cushing Desease: Clinical Case
Kehayova D.’, Nyagolova P."?, Mitkov M."?

Clinic of Internal Diseases, Unit of Endocrinology and Metabolic Diseases, University Hospital Pulmed
Plovdiv; 2Department of Endocrinology, Faculty of Medicine, Medical University, Plovdiv

Introduction: Cushing’s disease is defined as a form of hyperglucocorticism resulting from an
ACTH-secreting pituitary adenoma. It occurs in 70% of cases with endogenous hyperglucocori-cism.
The clinical presentation is very often non-specific, which makes early diagnosis difficult.

Clinical case: A 38-year-old female patient was referred to an Endocrinology clinic due to
menstrual cycle disorders of the poly- and hypermenorrhea type, emotional lability and swelling
of large joints of the lower limbs and face. Hormonal tests before hospitalization showed nor-
mal prolactin levels, suppressed gonadotropic hormones, hyperandrogenemia, reference values
of thyroid hormones. Hormonal analysis during hospitalization revealed hyperglucocorticism by
elevated basal serum and urine cortisol and lack of suppression on dexamethasone suppression
tests, and high ACTH levels confirmed ACTH-dependent Cushing’s syndrome. MRI with contrast
of the brain was performed and a pituitary microadenoma with a diameter of 8 mm was visual-
ized. The patient was referred for radical treatment - transsphenoidal adenomectomy.

Conclusion: The diagnosis of Cushing’s syndrome is difficult in the early stages of the disease,
especially when the typical signs of hyperglucocorticism are absent. According to literature data,
the diagnosis is usually delayed by 2 years. However, early diagnosis is essential to prevent the
long-term negative effects of the disease and the increased mortality in the absence of treatment.

Keywords: Cushing’s disease, ACTH-dependent Cushing’s syndrome

HeBpocgubpomamoza mun 1 -
npegcmabaHe Ha KAUHUYeH cAyvall

KonoBa H.", 3am¢pupoBa A.", KapamgpuroBa B.", Acbo8 .", KamenoB 3.’
KAuHuka no eHgokpuHoAo2ua u boaecmu Ha obmaHama, YMBAA ,AaekcaHgpoBcka”,
MeguuuHcku YHuBepcumem Codpusn

Bwv6Begenue: HeBpogpubpomamosza mun 1 (HD-1) uau 6oaecm Ha Recklinghausen, npeg-
cmabBaaBa 90% om cayyaume Ha HeBpodubpomamosa u ce xapakmepu3upa ¢ MHoxkecmBo
gobpokauecmBeHu HeBpoekmogepmarHu mymopu (HeBpoubpomu) U MyamuopaaHHO 3aca-
2aHe. HD-1 e egHo om Hal-yecmume 2eHemuuHu 3a6oaaBaHus (1:3500) ¢ aBmo3zomHo-gomu-
HaHMHO yHacAegaBare, pezyamam om mymauusa 8 NF1 mymop-cynpecopeH 2eH, pa3noAo>keH
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B xpomozoma 17q11.2, Bogewa go HapyweHo npou3zBogcmBo Ha HeBpodubpomuH.

KaunuyeH cayyai: 47-2oguwiHa >keHa ¢ HD-1 e npuema 3a memaboaumua oueHka 6 KauHu-
ka no EHgokpuHoao2ua Ha YMBAA , ArekcangpoBcka”. KauHuuHomo Havano Ha 3a6oaaBaHemo
3anouBa npegu nybepmema ¢ HAKOAKO nemHa café-au-lait u HapacmBaw, 6pol Ko>kHU mMymopu.

Ob6c¢wvikgane: [pu nauueHmkama 6e npoBegeHa KomnaekcHa memaboAUMHA U XOPMOHaA-
Ha oueHka npu npuema U 8 KauHukama no EHgokpuHoao2us.

3akardenue: OnucaHama navueHmka e munuyeH cayyal Ha HD-1 ¢ mexka 2eHepanu3a-
uua Ha KoxkHume Ae3uu. [Mpu makuBa cayuau e He06XoguMO yyacmuemo Ha MyAmugucuu-
NAUHapeH ekun B AedeHuemo Ha nauueHma, nopagu Bb3moXkHOCMMa 3a 2eHepaAu3upaHo
3acazaHe Ha gpyau opaaHu.

Konova N.', Zamfirova D.", Karamfilova V.", Assyov Y., Kamenov Z.
Clinic of Endocrinology and Metabolic Diseases, University Hospital ,,Alexandrovska“,
Medical University Sofia

Introduction: Neurofibromatosis Type 1 (NF1) or Von Recklinghausen’s disease, accounts
for 90% of the neurofibromatosis cases and is characterized by multiple benign neuroectoder-
mal tumors (neurofibromas) and multiorgan involvement. NF-1 is one of the most common
genetic disorders (1:3500) with AD inheritance caused by mutation in NF1 tumor suppressor
gene on chromosome 17q11.2 and impaired production of neurofibromin.

Clinical case: 47-year-old woman with NF-1 was admitted at the Clinic of Endocrinology at
University Hospital ,Alexandrovska”. The clinical onset began before puberty with café-au-lait
spots and increasing number of cutaneus tumors.

Discussion: Complete metabolic and hormonal evaluation was performed upon admittance
at the Clinic and specific consultations were performed.

Conclusion: The patient is a typical case of NF-Twith severe generalization of the skin le-
sions. In such cases a multidisciplinary team needs to be involved in the patient management
because of the possibility for generalized involvement of other organs.

YobaukoBa E.', UpukoB A.", AumoB P.2, YoHoB B.>, Apzamcka A.*,
AumoB A.", HonyeB b."*

'KauHuka no EHgokpuHoAo2ua u 6orecmu Ha obmaHama -YMBAA |, Kacneaa”, MNMaoBguB; 2KauHuka no
Xupypeaus, YMBAA ,Kacneaa”, INaoBguB. *Kamegpa no Namoanamomua, MY ,IMaoBguB”; *Kamegpa
no EngokpuHoaozua, MY ,IMaoBguB”

Bwv6BegeHue: 3rokavecmBeHume 3aboaaBaHua Ha wumoBugHama >kae3a ce Bu3yaausu-
pam obuyalHo Kamo eguHuYeH uAu mMHoxxecmBo Bb3Au ¢ puckoBu exoezpadcku beae3u.
Bounpeku moBa B8 pegku cayvau ce HabalogaBa gudpy3zHo obxBawaHe Ha napeHxuma om nbp-
BuveH mupeougeH KapuuHOM UAU memacma3za om gpyz20 nNbpBuyHo o2HUWE.
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KaunuyeH cayyvad 1: Mo Ha 342 ¢ 6bp3oHapacmBawa nogymuHa 6 aaBa wulHa obaacm.

Exoepagpckuam npezaeg ycmanoBu obwo yBeauyeHa wumoBugHa >kae3a ¢ HeacHO omepa-
Hu4eHu 30HU ¢ BucokopuckoBu xapakmepucmuku 8 cbuemaHue ¢ puckoBa AuhmageHonamus
8 ueHmpaaeH u AamepaaeH wueH komnapmumeHm gBycmpanHo. INpoBege ce mbHKou2A€Ha
NnyHKUUoHHa buoncua (TI1B) ¢ YUMOAO2UYHU gaHHU 3a MaAu2HUMem. XuCMmOoAO2UYHUAM aHa-
AU3 Ha omcmpaHeHama mbkaH nomBbpgu gudpepeHyupaH mupeougeH KapuuHOM.

KAauHuyen cayyvad 2: Xena Ha 842 ¢ aBmomyHeH mupeougum, Haco4yeHa 3a ougHKa Ha
mupeougHua cmamyc 666 Bpb3ka ¢ npoepecuBro nogyBaHe B wulHa obaacm. AHamHesa 3a
ycnewHo AekyBaH Hexog>KkuHOB aAumgpom B8 muHaromo. Om yampazBykoBomo u3caegBane
Ha wulHa obaacm ce ycmarHoBu BucokocmeneHHa gugy3zHa pempocmepHaaHa komnpecuB-
Ha 2ywa c yBeauyeHu peauoHaArHU AuMdHU Bb3au B HuBa I, 11l u V B8 gacHo. MpoBege ce ¢
TIb ¢ 6eHueHeH yumonaozudeH pesyamam. MNMpegBug Bucokama KAUHUYHA cycnekuua 3a ma-
AUZHUMEM, nauueHmMKama 6e HacoveHa 3a npoBexxgaHe Ha omBopeHa buoncus, om Koamo
6e nomBbpgeH B-kaembueH Aumom.

KauHuyen cayyad 3: Xera Ha 552 ¢ HapacmBawa 2ywa, 3agyx, cbpuebueHe. Ycmaro-
BeH aBaHcupan kapuuHom Ha gebero uepBo, npoBexkga noauxumuomepanus. Pecucmpupa
ce mupeomokcuko3a ¢ gecmpykmuBeH xapakmep ¢ ompuyameAHU mMumpu mupeougHume
aBmoaHmumena. Buzyaauzupa ce 3HauumenHo yBeauveHa wumoBugHa »kae3a ¢ npomeHeHa
cmpykmypa u mHoxxecmB0o namoAo2uuHuU AUMPHU Bb3Au B AamepaseH wueH Komnapmu-
meHm gBycmparHo. TIb om HAKOAKO 30HU Ha gugy3zHO NnpomeHeHama wumoBugHa »Ae-
3a omueme gaHHU 3a maauzHumem. [MpoBege ce mepanua ¢ 2Al0KOKOpMUKOUgU € gobObp
egpekm. NayueHmkama 6e HacoveHa u3zBbpwBaHe Ha mMupeougekmomua, HO Nopagu PA3Ko
BrowaBaHe Ha cbcmoaHuemo bGe npeueHeHa Kamo uHonepabuAHa.

3akAroyeHue: Audpy3zHOMO aH2a>KupaHe Ha MUPeoUgHUA NAPEHXUM OM MaAUu2HeH Npouec
e pagko cpewaHo. KauHuuHume gaHHu, npugpyxkaBawume 3aboaaBarua u yampazBykoBo-
mo u3caegBaHe 8 kombuHauua ¢ uzBbpwBare Ha TIb gaBam ueHHu Hacoku B ymouHaBa-
HEemMoO Ha emuoAO2UAMAa HA hamoAO2UYHUA NPOUEC, NpomuYaw, ¢ gugy3Ho obxBawaHe Ha
wumoBugHama >kAe3a.

Diffuse Malignancies of the Thyroid - Clinical Cases

Chobankova E., Irikov D.", Dimov R.2, Chonov V.?, Argatska A.*, Dimov L.,

Nonchev B. '*

Clinic of Endocrinology and Metabolic Diseases, UMHAT ,Kaspela”, Plovdiv; *Clinic of Surgery, UM-
HAT ,Kaspela”, Plovdiv; *Department of General and Clinical Pathology, Medical University of Plovdiv;
4Department of Endocrinology, Medical University of Plovdiv

Introduction: Thyroid malignancies usually present as a single or multiple nodules with risk
ultrasound characteristics. Nevertheless, in some rare cases the thyroid gland can be diffusely
affected by a primary thyroid cancer or a metastasis from another primary site.

Clinical case 1: A 34-year old male presents with a fast-growing lump in the left neck area.
The thyroid gland was generally enlarged on ultrasound, with indistinguishable high-risk zones.
Suspicious neck lymphadenopathy was observed in the central and lateral compartment on
both sides. Fine-needle aspiration (FNA) biopsy was performed with a malignant cytological
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result. The histological analysis of the removed tissue confirmed differentiated thyroid cancer.

Clinical case 2: A 84-year old woman with an autoimmune thyroiditis was referred for as-
sessment in regards to progressive swelling in the neck area. She was successfully treated in
the past for non-Hodgkin’s lymphoma. The ultrasound examination of the neck area revealed
high-grade diffuse retrosternal compressive goiter and enlarged regional lymph nodes in levels
[, 1l and V on the right. FNA biopsy was performed with a benign cytological result. Due to
the high clinical suspicion for malignancy, the patient was referred for a surgical biopsy, which
confirmed B-cell lymphoma.

Clinical case 3: A 55-year old female with a progressive goiter, dyspnea, palpitations. She
was diagnosed with advanced colon cancer, treated with polychemotherapy. Laboratory results
revealed destructive thyrotoxicosis with negative thyroid autoantibodies. A massively enlarged
goiter with altered structure and multiple pathological lymph nodes bilaterally were observed
on ultrasound. FNA biopsy from several parts of the diffusely changed thyroid was performed
with a malignant result. Glucocorticoid therapy was applied with a beneficial effect. The patient
was referred for a thyroidectomy, however, due to the abrupt worsening of her condition she
was assessed as inoperable.

Conclusion: Diffuse thyroid involvement due to a malignant process is rarely seen. The
clinical data, concomitant diseases and ultrasound examination, combined with a FNA biopsy
provide vital clues in the search for the etiology of the pathological process which affects the
thyroid gland diffusely.

TogopoBa M., TogopoBa K.

KauHuka no EHgokpuHoaozua u 6orecmu Ha obmanama, YMBAA |, A-p Teopau CmpaHcku”
MeguuuHcku yHuBepcumem, NaeBen, Makyamem ,MeguuuHa”

Bw6Begerue: C u36yxBanHemo Ha naHgemuama om COVID-19, HayuyHama o6wHOCM Hacouu
BHumaHuemo cu Kbm uzydaBaHe Ha Bb3geticmBuemo Ha npuduHumens, SARS-CoV-2, Bbpxy
eHgoKpuHHama cucmema. Aoka3a ce, ye Bupyca npoaBaBa op2aHomponu3zbm Kbm Kopama
Ha HagbbOpeuHume >kAae3u, npuduHaBalku mbkaHHO yBperkgaHe u XOPMOHaAHA QUCHYHK-
uus, 3awomo gBama ocHoBHU peuenmopa - aHeuomeH3uH-koHBepmupaw, eH3uM 2 u mpaH-
cmembpaHHa cepuHoBa npomeasa, upe3 koumo Bupyca HaBauza B kaAemkama, ce eknpecu-
pam 6 HalG-3Hauuma cmeneH 6 30Ha pacyukyrama u 30Ha pemukyaapuc. Npegnonaea ce,
ye SARS-CoV-2 ocbwecmBaBa cBoume HebrazonpuamHu edpekmu Bbpxy PyHKUuUAMa Ha
agpeHaAHUme >KAe3u no gupekmeH (BupycHo-moKcuveH) UAU UHgupekmeH (UMyHeH) mexa-
HU3bM, Kamo cuAama Ha gelcmBuemo my ce mogyaupa ocHoBHO om mexkecmma Ha 6b3-
NaAuMeAHUA NPOUEC U Npomuya C yyacmuemo Ha peguua HEUMYHHU U UMUHHU MeXaHU3MU.

Lleama Ha Hacmoawemo u3AoxkeHue e ga omzoBopu Ha Bbnpoca gaau SARS-CoV-2 npu-
yuHaBa HapyweHua B xopmoHaAHamMa peayaauua Ha 2AOKOKOPMUKOUGHUME XOPMOHU.

Memogu: NpegcmaBam ce B3aumoBpb3ikume mexkgy Bb3naaumeaHua cmamyc, cBbp3aH
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cbe SARS-CoV-2 u agpeHaaHama gucyHkuua. B 0606weH Bug ce pazeaexkgam namodusu-
oAo2u4YHUME nocAaeguuu Ha Bupyc-uHgyuupaHomo Bb3nareHue Bbpxy ocmma xunomaaa-
Myc-xunodpusa-Hagbopeuu (XXH).

Pezyamamu: Ha 6a3ama Ha o6cmoeH npe2aeg Ha HaAUYHamMa KbM MOMEHMa Aume-
pamypa ce gonycka, Ye Bupyca 6u mo2bA NO gupekmeH mexaHu3bm ga yBpegu xunoma-
Aamyca u ¢ moBa ga npuvyuHu HapyweHue 8 peayravuama Ha ocma XXH. HamareHuemo 6
cekpeuuama Ha kopmu3oaa e BmopuyeH ecpekm. INocaeguua Ha moBa e 3azyba Ha cmpec
uHgyuupaHo noBuweHue Ha kopmu3oAa B8 pe3yamam Ha Bb3naAaumeAHuUA NPoOUEC U PUCK oM
nosaBama Ha agpeHaaHa kpu3a. Om gpyeza cmpaHa, 6b3naaumeaHume LUMOKUHU, KOUMO ce
cuHme3upam 6 xoga Ha Bb3naaumeAHua npouec, buxa MO2AU ga cmuMyAupam cekpeuuama
Ha kopmu3oaa no AKTH He3zaBucum mexaHu3zbm. Bbpxy 2oanemuHama Ha GuorozuyHua om-
2060p BauaHue okazBam de novo Bb3HuKHarama pe3zucmeHcmHocm Ha kopmu3oroBume
peuenmopu, HapyweHue B8b6 BbmpekrembuHOMO paznpocmpaHeHue Ha Kopmu3oroBua
cu2HaA u HapyweHuama B8 peayrauyuama mexxgy AKTH u kopmu3zoaroBama cekpeuus.

3akaroyenue: AemaiuaHomo u3ydaBaHe Ha pyHKUUOHaAHUME npomeHu B kopmu3onoBa-
ma cekpeuua 8 omezoBop Ha cBbpzaHomo cbc SARS-CoV-2 Bb3nareHue npegocmaba HoB
XOpU30HM 3a Hay4Hu u3zcaegBarua caeg npeboregyBare om KOBUA-19.

Relationship Between Adrenocortical Hormones and
Inflammatory Status in Covid-19

Todorova M., Todorova K.
Clinic of Endocrinology and Metabolic diseases, University Hospital ,Dr G. Stranski“ Pleven,
Medical university, Pleven, Faculty of Medicine

Introduction: With the outbreak of the COVID-19 pandemic, the scientific community has
directed its attention towards studying the impact of the causative agent, SARS-CoV-2, on the
endocrine system. It has been proven that the virus exhibits organotropism towards the cortex
of the adrenal glands, causing tissue damage and hormonal dysfunction. This is because the
two main receptors, angiotensin-converting enzyme 2 and transmembrane serine protease,
through which the virus enters the cell, are highly expressed in the zona fasciculata and zona
reticularis. It is presumed that SARS-CoV-2 exerts its adverse effects on adrenal gland function
through direct (viral-toxic) or indirect (immune) mechanisms, with the strength of its action be-
ing primarily modulated by the severity of the inflammatory process and involving numerous
non-immune and immune mechanisms.

The aim of this exposition is to address the question of whether SARS-CoV-2 causes disrup-
tions in the hormonal regulation of glucocorticoid hormones.

Methods: The relationship between the inflammatory status associated with SARS-CoV-2 and
adrenal dysfunction are presented. The pathophysiological consequences of virus-induced inflam-
mation on the hypothalamic-pituitary-adrenal (HPA) axis are discussed in a general overview.

Results: Based on a thorough review of the current literature, it is suggested that the virus
could potentially directly damage the hypothalamus, leading to a disruption in the regulation of
the HPA axis. The decrease in cortisol secretion is a secondary effect. As a result, there is a loss of
stress-induced cortisol elevation due to the inflammatory process and an increased risk of adrenal
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crisis. On the other hand, inflammatory cytokines synthesized during the inflammatory process
could stimulate cortisol secretion through an ACTH-independent mechanism. The magnitude of
the biological response is influenced by the newly emerged resistance of cortisol receptors, distur-
bances in intracellular cortisol signaling, and dysregulation between ACTH and cortisol secretion.

Conclusion: The detailed study of functional changes in cortisol secretion in response to
SARS-CoV-2-associated inflammation provides a new horizon for scientific research following
recovery from COVID-19.

Tabako6a M.’, leopzueBa I1.", JuyeBa H., Ae6mepob I.", HoHyeB b."?

'KauHuka no EHgokpuHoao2ua u 6oarecmu Ha obmaHama, YMBAA , Kacneaa”, MaoBguB;
2Kamegpa no EHgokpuHoaozua, MeguuuHcku YHuBepcumem, NMaoBguB

BwBegeHue: CuHgpombm Ha KywiuHe € noAueEMuUOAO2UYHO CbcmoaHue, HacmbnBawo 6 pe-
3yAmam om XpoHUYHa eKCNo3uuua Ha cynpadpu3uoro2udHU HuBa Ha kopmu3zoa. Cnekmbpbm Ha
KAUHUYHUME CUMNMOMU U Npu3Hauu e wupok u 3aBucu om npogbAakumeAHoCMMmMa u mexecm-
ma Ha xunepkopmu3oau3zma. Yecmo guazHo3ama ce nocmafBa caeg noaBama Ha YCcAo>KHeHUS,
koumo BrowaBam kauecmBomo Ha >xuBom u noBuwaBam cmbpmHocmMmMa Ha hayueHmume.

KauHuyeH cayad: Kacae ce 3a nauueHmka Ha 22 2oguHu ¢ npozpecuBHo HaggaBaHe Ha
me2A0 U OAU2OMeHopea om gemcka Bb3pacm. AHamHe3a 3a gbA2020gUWHA apmepuaAHa
XUNepmoHus, namoAo2u4Ha ppakmypa Ha gacHa begpeHa kocm, BpogeHu mexkgykamepeH
gedpekm u 2raykoma. Om pu3ukasHua npeaaeqg - AyHoBUgHO Auue ¢ omouu NO KAenayume
U NAEMOPA, AeCHO-paHUMa KoXka, MacmHa 2bpbuua, ueHmpunemaAHo npepa3npegeseHue
Ha MacmHama mbKaH ¢ abgomuHareH obe3umem, akmuBHu cmpuu no mopca u begpama.
KAuHuuHama oueHka ycmaHoBu muonamua Ha npokcumaaHama myckyaamypa. Om 6Guoxu-
MUYHUMeE u3zcAegBaHua ce peaucmpupaxa cmeceHa gucaunugemusa u HoBoomkpum 3axapeH
guabem. CkpuHuH208ume xopmoHaaHu mecmoBe nomBbpguxa HaAU4MUEMO Ha XUNEP2AIOKO-
Kopmuuu3zbm, a nogHopmeHume HuBa Ha AKTX Hacouuxa kbm AKTX-He3zaBucum cuHgpom
Ha KywuHe. KAT Ha kopemHa obaacm Bu3yaau3upa ageHom Ha AaB Hagbbbpek ¢ pazmepu
3,7/3,6 cm. MNMauueHmkama bGewe HacoueHa 3a xupypauuHo AeveHue. [MpoBegeHa be Aana-
pockoncka AeBocmpanHa agpeHarekmomua. B caegonepamuBHua nepuog ce pezucmpupa
npozpecuBHo BrowaBaHe Ha oOWOMO CbCMOAHUE KamoO cegmuua CAeg XupypauvHama
uHmepBeHuua nauueHmMKama nocmbnu B KAUHUKamMa C KapmuHa Ha u3ocmpeHa Hagbbo-
peyHokopoBa HegocmambuHocm. CbcmoaHuemo 6e oBragaHo ¢ BeHo3Ha peaHumauun C
BogHo-coreBu pazmBopu u cmepougu ¢ nocaegBawo nepopasHO 2AOKOKOPMUKOUJGHO Aeve-
HUe C hocmeneHa pegykuua Ha go3ume. B xoga Ha npocaegaBaHemo ce omyeme obpamHo
pazBumue Ha npomeHume, 06ycroBeHu om XpOHUUYHUA 2ALOKOKOpMUKougeH ekcuec u Bb3-
cmaHoBeHa peayaauuna Ha agpeHaAHama xopmoHaAHa cekpeuua. YcmaHoBu ce ocmeonopo3a
Ha AymbaneH 2pbbHak u ocmeoneHun Ha begpeHa wulka. [MpegBug mragama Bv3pacm u
HUCKUA hpakmypeH puck ce npegnpue u3dakBameaHo noBegeHue.
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3akaroyeHue: Makap u pagko cuHgpombm Ha KywuHe moxe ga gebromupa 8 gemcka 6v3-
pacm. B noBeuemo cayuau npozpecupa 6aBHo u uecmo ocmaBa Hepa3zno3zHam go u3aBama
Ha XxapakmepHume my ycaoxHeHua. Hacokume om aHamHe3ama u KAuHu4HUA npeaaeg B coue-
maHue ¢ ymBbpgeHume XopmoHaAHU u obpa3Hu memogu no3BoaaBam HagexxgHa guazHo3a u
gugpepeHuuarHa guazHo3a Ha pazaudHume gpopmu Ha Kywuxe cungpom. ToBa e om couwecm-
BeHa Ba>kHocm 3a npoBerkgaHe Ha agekBamHo u cBoeBpemeHHo AeueHue u npegomBpamaba-
He Ha mpalHu HebAa2oNPUAMHU NOCAEgUUU OM NepcuCMuUpauun XOPMOHAAEH eKCUEC.

ACTH-Independent Cushing Syndrome in Young Age -
Clinical Case

Tabakova M.", Georgieva P.", Yancheva N.", Levterov G.", Nonchev B."?
'Clinic of Endocrinology, UMHAT ,Kaspela“, Plovdiv; 2Department of Endocrinology,

Medical University, Plovdiv

Introduction: Cushing syndrome is a polyetiological condition resulting from chronic exposure
to supraphysiological levels of cortisol. The spectrum of clinical signs and symproms is wide and
depends on the duration and severity of hypercortisolism. The diagnosis is often made after the
occurrence of complications that worsen the quality of life and increase the mortality of patients.

Clinical case: A 22-year-old female with progressive weight gain and oligomenorrhea since
childhood. History of long-term arterial hypertension, pathological fracture of the right femur,
congenital interventricular defect and glaucoma. From the physical examination - a moon face
with swelling of the eyelids and plethora, easily wounded skin, a fatty hump, centripetal redistri-
bution of adipose tissue with abdominal obesity, active striae on the abdomen and thighs. Clinical
evaluation revealed myopathy of the proximal musculature. Biochemical tests revealed dyslipid-
emia and newly diagnosed diabetes mellitus. Screening hormonal tests confirmed the presence
of hyperglucocorticism, and the subnormal ACTH levels suggested ACTH-independent Cushing
syndrome. Abdominal CT scan visualized a 3,7/3,6 cm adenoma in the left adrenal gland. The
patient was referred for surgical treatment. A laparoscopic adrenalectomy was performed. A pro-
gressive deterioration of the general condition was observed in the postoperative period, and a
week after the surgical intervention, the patient has been re-hospitalised with clinical features of
acute adrenal insufficiency. The condition was treated with infusions with normal saline and ste-
roids, followed by oral glucocorticoid treatment with gradual dose tapering. During the follow-up,
a reverse development of the changes caused by the chronic glucocorticoid excess and restored
regulation of adrenal hormone secretion was reported. Osteoporosis of the lumbar spine and
osteopenia of the femoral neck were found. Bearing in mind the young age and low fracture risk,
a watchful waiting approach was chosen.

Conclusion: Although rarely, Cushing syndrome can develop during childhood. In most cases,
the onset is incidious and often remains unrecognized until the occurence of the specific compli-
cations. Thorough evaluation of medical history and detailed clinical examination combined with
validated hormonal and imaging methods allow reliable diagnosis and differential diagnosis of the
various forms of Cushing syndrome. This is of crucial importance for providing adequate and timely
treatment and preventing long term adverse consequences of persistent hormonal excess.
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XIl HayuoHaAeH KOHepec no eHgOKPUHOAO2USA

Page6 C., CugepoBa M., LLluwkoB C,, AumumpoBa P.
KauHuka no EHgokpuHoAo2ua u 6boaecmu Ha oomaHama, YMBAA ,CBema MapuHa”,
Meguuutcku yHuBepcumem, BapHa

BwBegeHue: [pe3 nocregHUMe 20gUHU, NPOCMamMHUAM KapUUHOM e Hal-4ecmo guazHoCmu-
yupaHuam mun OHKOAO2UYHO 3aboaaBaHe cpeg mbXKkua NOA. AHgpoz2eH genpuBauuoHHama me-
panua (AAT) e Bce no-wupoko uznoa3BaHa mepaneBmuyHa cxema, He camo Npu memacmamu-
YeH, HO U Npu AOKaAu3upaH npocmameH kapuuHom. Cpeg cmpaHuyHume ecpekmu Ha AAT ca
BrowaBaHe Ha AunugHUA NPOPUA, KAKMO U HapyweHua B KoCmMHo-MUHepaAHama NAbMHOCM.

Lleama e ga ce aHaAu3upa KocCmHuUmMe U memaboAUMHU NPOMEHU NPU MbXKe, AeKyBaHu ¢
AAT u npocmameH KapuuHOM.

Memogu: Kpoc-cekuuoHHo npocnekmuBHo npoyuBane, uzcaegBawo mbxxe npoBexga-
wu mepanua ¢ AAT u 3gpaBu KoHmpoAu. 3a aHaAu3a Ha pe3yamamume 6axa uznoa3BaHu
onucameAHa cmamucmuka, cpaBHaBaHe Ha cpegHu BeauduHu no memoga Ha Mann-Witney,
KopeAauuoHeH KoeduuueHm Ha Spearmann.

Pe3yamamu: Tpu cxogHa Bb3pacm (67,5+7,5 2. npu navyueHmu u 66,0£7,12. npu KOH-
mpoau, U=38,0 p=585) u uHgekc Ha meaecHa maca (31,33+6,47 npu navuueHmu u 28,83+3,31
npu koHmpoau, U=26,5 p=0,148) ce ycmarHoBaBam Hakou pa3zAauku 8 aunugHua npodua u
ppakmupHua puck 6 gBeme 2pynu. B 2pynama Ha navuueHmume ce ycmanoBaBa no - Bucok
obw, xonecmepona (5,2 £1,3 mmoa/A) cnpamo koHmpoaume (4,3 £0,86 MMOA/A), KaKmo U Ha
mpuzauuepugume - 1,44%0,61 mmoa/A npu 60AHU ¢ AAT u cbomBemuo 1,10£0,28 mmoa/A
npu 3gpaBu mbiKe, npu 2paHuUYHa cmamucmuyecka 3Havumocm (cbomB. U= 21,0, p=0,62
u U=20,0, p=0,52). He omyumame cmamucmuvecku 3Hadumu pazauku 6 HuBama Ha LDL- u
HDL- xonecmepoaa. B 2pynama Ha nauueHmume ce HabaogaBa 3Hauyumo noBuweH 10-20-
guweH abcoAlomeH puck 3a 20Aama ocmeonopomuyHa ppakmypa, u3dvucaeH upe3 FRAX
(10,6%x14,6 npu mbxke ¢ AAT cnpamo 4,51%x0,65 npu koHmpoau, U=14,0, p<0,05) u 3Hauu-
Mo no - Bucok puck om begpeHa ppakmypa (6,12+14,45 npu nayueHmu cnpamo 0,26£0,15
npu koHmpoau, U=16,5, p<0,05).

3akarouerue: TpegcmaBeHume om Hac HavaAHU pe3yamamu noguyepmaBam Heobxogu-
mocmma om npocaegaBare u cBoeBpemeHHO AeyeHue Ha AunugHume HapyweHua u cBoe-
BpemeHHU MepKu 3a pegyuupaHe Ha ppakmMypHUA PUCK NPU Mbykeme ¢ NpocmameH Kapuu-
HoMm, npoBexkgawu XopMmoHaAHa mepanus.
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ITocmepu (6e3 ycmuo npegcmaBane)

Fracture Risk and Lipid Disorders in Patients with Prostate
Cancer and Androgen Deprivation Therapy - Initial Results

Radev S., Siderova M., Shishkov S., Dimitrova R.

Clinic of Endocrinology and Metabolic Diseases, University Hospital ,St. Marina”, Medical University of Varna

Introduction: In recent years, prostate cancer has been the most commonly diagnosed type
of cancer among the male population. Androgen deprivation therapy (ADT) is an increasingly
used therapeutic regimen, not only for metastatic but also for localized prostate cancer. Side ef-
fects of ADT include worsening lipid profile as well as disturbances in bone mineral density. The
aim was to analyze bone and metabolic changes in men treated with ADT and prostate cancer.

Methods: Cross-sectional prospective study investigating men undergoing ADT therapy and
healthy controls. Descriptive statistics, Mann-Whitney comparison of means, Spearmann cor-
relation coefficient were used to analyze the results.

Results: Higher total cholesterol (5,2+1,3 mmol/l) was found in the patient group compared
to controls (4.3£0.86 mmol/l), as well as higher triglycerides levels (1,44£0,61 mmol/l) in pa-
tients with ADT and (1,10£0,28 mmol/l) in healthy men, with borderline statistical significance
(respectively U=21,0, p=0,62 and U=20,0, p=0,52). There were no statistically significant dif-
ferences in LDL- and HDL-cholesterol levels. In the patient group, there was a significantly in-
creased 10-year absolute risk for major osteoporotic fracture calculated by FRAX (10,6%%14,6
in men with ADT versus 4,51%0,65 in controls, U=14,0, p<0,05) and a significantly higher risk
of femoral fracture (6,12+14,45 in patients versus 0,26+0,15 in controls, U=16,5, p<0,05).

Conclusion: Our initial results emphasize the need for follow-up and timely treatment of
lipid disorders and timely measures to reduce fracture risk in men with prostate cancer under-
going hormone therapy.

CbuemaHue Ha nbp6BuyeH xunomupeougu3isbm C
6mopuuyeH xunokopmuyu3sbm npu nayueHm AekybaH c
HuBoAymab — KAUHUYEH cayyall

SAnyeBa H.", TabakoBa M.", UpukoB A.", YobaukoBa E.", Honye6 b."?

T"YMBAA ,Kacneaa”, Kaunuka no EHgokpuHoAo2ua u borecmu Ha obOmaHama;,
2 Kamegpa no eHgokpuHoAoz2ug, MeguuuHcku YHuBepcumem, MNaoBguB

VimyHomepanuama 3acuaBa ecmecmBeHume 3awumHu (OUHKUUU Ha Op2aHu3ma u e me-
MoOQ 3a AeyeHue Ha Wupok cnekmbp om pakoBu 3aboaaBarua. HuBoaymab e umyHo2A06y-
AUH G4 - yoBewKko MOHOKAOHAaAHO aHMuUMAAO, koemo 6Aokupa PD-1 kamo no mo3u HayuH
nomeHuupa omzoBopa Ha T-kaemkume. B xoga Ha npuAo>keHUemo My ca onucaHu pegu-
ua HeXkeAaHu peakuuu, BkatouumeAaHo umyHocBbp3aHu eHgoKpuHonamuu - mupeougHa
gucyHkuua, HagbbbpeuHa HegocmambyHOCM, XUnonuMyumapu3bm, 3axapeH guabem.

KAauHuyeH cayyvai: Kacae ce 3a nayueHm Ha 66 20guHuU onepupaH no noBog memacma-
muyeH NAOCKOKAEMbYEH KapUuuHOM Ha e3uka npe3 20202. HacoueH 3a noauxumuomepanus,
HO NOpagu HENOHOCUMOCM e NpemuHaa Ha AeveHue ¢ HuBoaymab. B xoga Ha AedeHuemo ca
ycmaHoBeHu KAUHUYHU U XOPMOHaAHU gaHHU 3a NbpBuyeH xunomupeougu3bm ¢ ampou-
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HU npomeHu B8 wumoBugHa >kae3a u HezamuBHU mupeougHu aBmoarmumeaa. VHuuuupaHo
€ 3amecmumeAHO AeueHue C mumpupaHe Ha go3ama Ha AeBomupOKCUH go nocmuzaHe Ha
eymupeougHo cbecmoaHue. B xoga Ha AeyeHuemo obaye nepcucmupam onaakBaHua om Aec-
Ha ymopaemocm, omouu, npozpecupaw, KoHcymamuBeH cuHgpom, XunomoHus, aHemus. BB
Bpb3ka ¢ moBa nayueHMbM e xocnumaau3upaH 8 KAUHUKA NO eHgOKPUHOAO2UA, Kbgemo
ce guazHocmuuupa BmopudeH XUNOKOpMUUU3bM. 3an0YHaAMOo € 3amecmumeAHO AeveHue
C 2AIOKOKOpMUKOUgu ¢ omAudeH epekm Bbpxy cybekmuBHume cumnmomu, 06womo cbe-
moaHUe U BuoXuMuYHUME NoKajameau.

3akAroyeHue: AeyeHuemo ¢ yeknoUHmM uHxubumopu vecmo e cBbp3aHo ¢ noaBama Ha
€HgOKpUHHa gucyHkuua. PaHHOMo guazHocmuuupare u cBoeBpemeHHO AeveHue Ha Aekap-
cmBeHo uHgyuupaHUmMe eHgoOKPUHHU HapyweHua e om cbwecmBeHa BaxkHoCcm 3a NbAHO-
ueHHomo npoBexkgaHe Ha uMyHomepanuama.

Yancheva N.”, Tabakova M.’, Irikov D.", Chobankova E.", Nonchev B."?
!Clinic of Endocrinology and Metabolic Diseases, UMHAT ,Kaspela”;
’Department of Endocrinology, Medical University, Plovdiv

Immunotherapy enhances the body’s natural defense mechanisms and is a method of treat-
ing a wide range of cancers. Nivolumab is an immunoglobulin G4 - human monoclonal anti-
body that blocks PD-1 thereby potentiating the T-cell responses. The treatment with nivolumab
is associated with a number of adverse reactions, including immune-related endocrinopathies
- thyroid dysfunction, adrenal insufficiency, hypopituitarism, diabetes mellitus.

Clinical case report: A 66-year-old patient who was operated on in 2020 for metastatic
squamous cell carcinoma of the tongue. He was referred to polychemotherapy, but due to
intolerance switched to treatment with Nivolumab. Few months after the initiation of the ther-
apy the patient developed primary hypothyroidism with atrophic changes in the thyroid gland
and negative thyroid autoantibodies. Hormone replacement therapy was started with gradual
titration of the dose of levothyroxine. Despite the restoration of the euthyroid state the com-
plaints of fatigue, edema, weight loss, hypotension and anemia persisted. The patient was then
hospitalized in a clinic of endocrinology, where secondary hypoglucocorticism was diagnosed.
Glucocorticoid replacement therapy was initiated with an excellent effect on the symptoms,
general condition and biochemical parameters.

Conclusion: Treatment with checkpoint inhibitors often triggers the development of endo-
crine dysfunction. The early diagnosis and timely treatment of drug-induced endocrine disor-
ders is of crucial importance for achieving full implementation of immunotherapy.
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wenns, Moxe Aa e HeoGxomuM nepyon 1a W nesenvie wa UMK MPEABMA LTS OMYXWBOT Ha CeMATNYTAR, MPAGTUIMTENHO 1 CoRMAL.
TIuncaa KOHKpETeH aHTWAOT NP coc cemarnyi, navn 32 H [IaHH¥ He NIOKA3BAT KOHKDETEH PHCK 32 XODa Ha Ba3aTa Ha KOHBeH-
UMOHATIHUTE (PapMAKOTOTASHU MPOYMBAHIR 33 GE30NACHOCT, NPOYBAHHS 32 TOKCHHOCT NP MHOTOKPATHO MPWTATaHe W TeHOTOKCHHoCT. MPY: Novo Nordisk A/S, Novo Allé, DK-2880
Bagsveerd, flanws. PY: EU/1/20/1430/001, EU/1/20/1430/002, EU/1/20/1430/003. [lata Ha akTyanusupane Ha Texcra: 04/2023. 1oapoGHa MH(OPMALMS 3a TO3H NEKAPCTEH NPOAYKT
NpeAoCTaBena Ha yeGeaiiTa Ha EBponeckara areHLIs Mo /1ekapcTaaTa hittp://wwiw.ema.europa.eu. flo neKapcko npeAnucanve.

*Mupavst nepopanen GLP-1

Pedyepenumw: 1. RYBELSUS® KX 04/2023 2. Rosenstock J, Allison D, Birkenfeld AL, et al. Effect of additional oral semaglutide vs sitagliptin on glycated hemoglobin in adults with type 2
diabetes uncontrolled with metformin alone or with sulfonylurea: the PIONEER 3 randomized dlinical trial. JAMA. 2019;321(15):1466-1480. 3. Rodbard HW, Rosenstock J, Canani LH, et al. Oral
semaglutide versus empaglifiozin in patients with type 2 diabetes uncontrolled on metformin: the PIONEER 2 trial. Diabetes Care. 2019. 2019;42(12):2272-2281. 4, Pratley R, Amod A, Hoff ST,
etal. Oral semaglutide versussubutaneous liraglutide and placebo n type 2 diabetes (PIONEER 4):a randomised, double-blind,phase 3a tia. Lancet. 2019,394(10192):39-50.5. Priya Mohan
Babu,Vinay Eligar; Oral Semaglutide: A Novel Oral Preparation of GLP-1 Receptor Agonist; of diabetes and clinical
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Saxenda® nomMara Ha BaluuTte naumeHT aa
OTCNabHAaT 1 3aMnasdaT TernoTo cuyl'?

liraglutide injection
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%

HaMa/iABa
BMCUEPa/IHaTa
MacCTHa
ThKaH™

[lokazaHo
noaobpsiea
KauyeCcTBOTO
Ha X1BOT®

*ﬂpl/l nauyneHTnTe, OTroBOpWIv paHOo Ha NeyeHnEeTo.
CHumKaTa e NNOCTPaTUBHa U MOAENINTE He Ca Ha peasiHn NauneHTn.
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NHdopmauumsa ot KpaTkaTa xapaKTepucTMKa Ha NPoAyKTa

Mme: Saxenda® 6 mg/ml nHXeKLyOHeH pa3TBOp B NMpeABapUTENHO Hamb/HeHa nvicanka. 1 ml pasTtBop cbabpxa 6 mg avparnytng. EaHa npeABapuTeNHO HambaHeHa nvcanka
cbAbpxa 18 mg amparnytug B 3 ml. flekapcrBeHa popma: BUCTBP 1 6e3LBeTeH MM NoYTW 6e3LBETEH, M30TOHWNYEH MHXXEKLIMOHEH pa3TBop. MokasaHus: Bb3pacTHU: JoMbHeHne
KbM HUCKOKaIOpUYHa AVIETA U PEXIM C MOBULIEHA GU3MYECKa aKTUBHOCT 3a KOHTPO/IMPaHe Ha TErJIOTO MPU Bb3PACTHY NaLyeHTV € mbpBoHauaned UTM 1) =30 kg/m?, wan 2) =27
kg/m? go <30 kg/m? Npu HanMume Ha MoHe eAHO CLMBTCTBALLO 3a60/IsiBaHe, KaTo AVCIIVKEMIS (MPeAVabeT Nav 3axapeH AvabeTt Tvn 2), XUMNEPTOHUS, AUCIMMAEMUS UK
06CTPYKTMBHA CbHHa arnHest. /ledeHveTo cbe Saxenda® TpsibBa Aa ce npeycraHoBwW cieg, 12 ceamuum npy Ao3a 3,0 mg/AeH, ako NaLWeHTyTe He ca Hamaauan MbPBOHAYa HOTO CA
TeNecHo Terno ¢ noHe 5%. KOHoWW (=12 roAnHM): AOMbAHEHE KbM 34paBOCIOBHA AMETa W MoBULLEHa GU3MYecka akTMBHOCT 3a KOHTPOMMPaHe Ha TernoTo Mpwv KHOLIK OT
12 roayHa Bb3pacT Harope Che 3aTbCtaBaHe (UTM, choteeTcrBaly Ha =30 kg/m? 3a Bb3pacTHM) 1 TenecHo Tero Hag 60 kg. JlederneTo cbc Saxenda® TpsibBa Aa ce npeycTaHoBw
v npepasrneja, ako naLumeHT1Te He ca HaManuaum ¢ noHe 4% texHma UTM namn UTM z score cneg, 12 ceammum npw Ao3a 3,0 mg/aeH nnv MakcManHaTa noHocMma A03a. [lo03MpoBKa:
Bb3pacTHu: HavanHata go3a e 0,6 mg BeAHBX AHEBHO. /lo3aTa TpsibBa Aa ce yBennuum Ao 3,0 mg BeAHBX AHEBHO Ha CTbMKM OT 0,6 Mg, Ha MHTEPBaN OT NMOHe ejHa ceAMULd, 3a
Aa ce Nojobpy CTOMALLHO-YpeBHaTa NOHOCMMOCT. AKO MOBKLLIABAHETO [0 C/1eABallaTa Jo3a He ce NoHacs 3a ABe NocieoBaTeNHN CeaMMLM, 0bMUCNeTe NpeycTaHOBABaHe Ha
NeveHueTo. He ce npenopbyBaT AHEBHW 4031 Hag 3,0 mg. KOHoWM (=12 roamHM): Mpw toHoLWK oT 12- 40 nog 18-roAniuHa Bb3pacT Tpsibsa Aa ce npuiara nogobHa cxema Ha
noBuLLIaBaHe Ha J03aTa KaTo Mpwv Bb3pacTHUTe. [lo3aTta Tpsabsa Aa ce ysennum 4o 3,0 mg (noaabpxalla Ao3a) Wan Ao AOCTUraHe Ha MakclMasnHarta noHocnma gosa. He ce
npenopbYBaT AAHEBHY 031 HaA 3,0 mg. MaLMeHTN CbC 3axapeH AvabeT Tin 2 Saxenda® He Tps6Ba Aa ce npunara B KOM6MHaLws ¢ pyr GLP-1 peLienTopeH aroHWcT. Mpw 3anoyBaHe
Ha fleveHrie cbC Saxenda® Tpsibea Aa ce 0BMUCN NOHWKaBaHe Ha A03aTa Ha eAHOBPEMEHHO MPUYEMAHWS UHCYIMH WA UHCYIMHOBY CeKpeTaroru, 3a Aa HamanuTe pucka ot
xunornnkemms. CaMOKOHTPOTBLT Ha KpbBHATa 3axap e HeobxoAnM, 3a Aa ce KOpUrvpa Ao3ata Ha MHCYNNHA UV UHCYIMHOBKTe cekpeTarory. CTapyecka Bb3pacT He e Heobxoanmo
afanTypaHe Ha J03aTa Bb3 OCHOBA Ha Bb3pacTTa. TepaneBTUYHUAT ONWUT NPV NaUMeHTV Haj 75-roAuLlHa Bb3pacT e orpaHunyeH 1 ynotpebata npw TAX He ce MpernopbYBa.
BbbpeyHo yBpexaHe He e HeobxoaMMo afanTripaHe Ha Ao3ata Npw NaLWeHTn ¢ 1eKo Umn ymepeHo 6b6peYHo yBpexaaHe. He ce npenopbysa ynotpebata Ha Saxenda® npw
NaLyIeHTN C TeXKo 6bOPeUHO yBpeXaaHe, BKIOUUTENHO NaLMEHTN C TepMUHaIHa 6bbpeyHa HeoCTaTbYHOCT. YepHOAPO6bHO yBpexaaHe He ce mpernopbyBa agantvpaHe Ha
A03aTa Npvi NaLyIeHTV C IEKO U YMEPEHO YePHOAPOBHO yBpexXAaHe. He ce npernopbyBa ynoTtpebata Ha Saxenda® npy NaLMeHT C TEXKO YePHOAPOBHO yBpexXAaHe 1 Tpsibsa aa
Ce 13M03Ba BHUMaTENHO MPY NALMEHTY C 1IEKO UK yMEPEHO YepHOAPOGHO yBpexaaHe. MeavaTpryHa nonynaums besonacHocTTa 1 epurkacHocTTa Ha Saxenda® npu Aeua nog
12-roauliHa Bb3PacT Bce Olle He ca ycTaHoBeHW. HaumH Ha npunoxeHue: Saxenda® e camo 3a MOAKOXHO MpuioxeHve. He TpsibBa Ja ce mpunara VHTPaBEHO3HO WAK
VHTpamyckynHo. Saxenda® ce npunara BeAHBX AHEBHO B MPOV3BO/HO M36paH Yac, He3aBNCMMO OT XpaHeHMsTa. TpsibBa Aa Ce VHXeKTMPa B KopeMa, 6e4poTo U ropHaTa vacT Ha
pbkata. 3a npeanoyuTaHe e, Saxenda® Aa ce MHXeKTMpa NpUMBAN3NTENHO NO eAHO 1 CbLUO BpeMe Ha AeHs. MpoTuBonokasaHua: CBPbLXUYBCTBATENHOCT KbM VParnyTVA A KbM
HsIKoe OT MOMOLLHUTE BellecTa. CneuuanHmu npeaynpeXxaeHUs 1 npeanasH Mepku npy ynotpe6a: MpocneAnMocT 3a Aa ce noaobpun NpocieAnMocTTa Ha 61MonornyH1Te
NekapcTBEHW MPOAYKTH, IMETO W NapTUAHWUST HOMEP Ha NPUOKeHVs NPoAyKT TpsibBa ICHO Aa ce 3anuvcBar. JIuncea TepaneBTYeH ONUT NPY NaLyeHTU CbC 3acToiiHa CbpAeYHa
HegoctaTbyHOCT Knac IV no NYHA v 3aToBa vparnyTug He ce npenopbyBa 3a ynotpeba npu Tesun naumeHTy. besonacHocTTa v edrkacHOCTTa Ha vparnyTia 3a KOHTPoAMpaHe Ha
TErNI0TO He Ca YCTaHOBEHM NPW NaLMeHTV Ha Bb3pacT 75 1 noBeye roAviHW, NaLVeHTV NekyBaHu C Apyrt NPOAYKTY 3@ KOHTPOAVPaHe Ha TernoTo, NaLMeHTW CbC 3aTNbCTABaHE
BC/IEACTBIE Ha eHAOKPUHHI Pa3CTPOICTBA MM XPaHUTEIHU HapyLLEHVS VAW Ha IeYeHe C 1eKapCTBEHV MPOAYKTY, KOUTO MoraT Aa MPUYVHSAT MOBULLIaBaHe Ha TerIoTo, MaLeHTH
C TeXKO 6BOPEYHO VY YepHOAPOBHO yBpeXaaHe. Ynotpebata npu Tesn NauneHT He ce npenopbysa. ONWUTLT NPU NaUMeHTV ¢ Bb3NanuTenHy 3abonssaHnsa Ha vepsata v
AviabeTHa racTpornapesa e orpaH1yeH. /3noa3saHeTo Ha IMparnyTng Npu Tesn naumeHTy He ce npenopbyBsa. MaHkpeatut OCTbp NaHKpeaTUT e HabnaasaH Npu ynotpebarta Ha
GLP-1 peuientopHu aroHucTy. MaumeHTUTe TpsibBa Aa 6bAAT MHPOPMMPaHY 3a XapakTepPHUTE CUMMITOMU Ha OCTPUS MAaHKPeaTuT. AKO MMa CbMHEHWS 3@ MaHKpeaTuT, ynotpebara
Ha vparnyTvg TpsibBa Aa ce NpeycTaHoBW, a ako OCTPYAT NAaHKPEATUT Ce MOTBBPAW, NEYEHNETO CAMParyTUA He TpsAbBa Aa Ce NOAHOBABA. XONENNTMA3a 1 XONELMCTUT B KNIMHUYHM
V3NUTBaHWA 3@ KOHTPOAVPaHe Ha TersioTo ce Hab/oAaBa No-B1COKA YeCcToTa Ha XONeNNTMa3a 1 XONeLMCTUT NP NaLUMeHTW, NeKyBaH C IMparayTug, OTKOKOTO Apu Te3u,
npviemMaLLy nnaue6o. Xonenutnasara u XoneumcTuTsT MoraT Aa A0BeAAT 0 XOCNUTann3aLms v XoneumcTekTomus. MavyvieHTrTe Tpsibea Aa 6bAaT MHGOPMYPaHI 33 XapaKTepHUTE
CUMNTOMV Ha XONenuTrasa v XoneumcTuT. 3abonsaBaHe Ha WMTOBMAHATA X1e3a B KIMHWYHW M3NUTBaHKA Npy AvabeT TUN 2 ca CbOBLLEHV HeXenaHn CbouTUA oT cTpaHa Ha
LMTOBMAHATA XJ1€3a, KaTo ryLlia, 0C06eHO NPV NaLMEHT CbC ChLLieCTBYBaLLIO 3a60N5BaHe Ha LMTOBMAHAaTa x/1e3a. CneAoBaTeNHO IMpariyTiA TpsibBa Aa ce N3Mo/3Ba BHYMaTENHO
npv Tak1Ba nauneHTU. CbpAeyHa Yectota Habntogasa ce NoBUMLLEHWE Ha CbpAeYHaTa YecToTa npu ynotpeba Ha IMparnyTig B KIVHUYHA M3NUTBaHVS. MauneHT1Te Tpsibea Aa
6bAAT MHGOPMMPaHK 38 CUMNTOMITE Ha NOBULLIEHA CbpAeYHa YecToTa (MannuTaLmy N ycellaHe 3a CUIHO ChpLiebrieHe no Bpeme Ha Nokoi). Jle4eHreTo ¢ anparnyTna Tpsabsa
Aia ce NpeycTaHoBY NPY NaLMEHTM C KIVHUYHO 3HAYMMO YCTOYMBO NOBULLIABaHE Ha CbpjeyHaTa YecToTa B NMokoid. Jiexuapatauus MaumueHTTe, nekyBaHu C AvparnyTug, Tpstsa
Aa 6bAaT HGOPMYPaHY OTHOCHO MOTEHLWIANHWS PUCK OT AeXVAPAaTaLyis BbB BPb3ka CbC CTOMALLHO-YPEBHY HEXEeNaHW CbOUTUS 11 Aa B3eMaT npeanasHy Mepku 3a Aa ce usberHe
3arybata Ha TeYHOCTV. XMOrMKEMUA NPY NaLMEHTM CbC 3aXxapeH AMabeT 1M 2 Bb3MOXHO € PUCKT OT XUMOIIMKEMYIA MPY NMaLMEHTVN CbC 3axapeH AVabeT Tvn 2, KoMTo NosydasaT
NMparnyTiA B KOMBVHALWS C UHCYAMH W/Wan cynGOHNYPEHO MPOU3BOAHO, Aa € MoBuLleH. MeanatpyyHa nonynauys ChOBLUEHV ca enmn304aM Ha KAVHWYHO 3HauMma
XVUMOIIMKEMYISt NPV OHOLUW, NIeKyBaHW ¢ vparnytug. MauyeHTvTe Tpsibea Aa 6bAaT MHPOPMUPAHU OTHOCHO XapakTepHWTE MPU3HALW Ha XUMOMVKEMYUS N MOAXOAsLLMTE
AENCTBYA. XMNepravikemMus Npy NaLMeHTV e 3axapeH AnabeT, nekyBaH ¢ MHCYAVH Mpy NaLmeHT Cbe 3axapeH AnabeT He TpsAbBa Aa ce n3nonsea Saxenda® KaTo 3amecTuTen Ha
MHcynuH. ChoblLiaBa ce 3a AnabeTHa KeToaLAo3a Npy UHCYIMHO3aBUCMMM NaLMEHTI cies 6bP30 npekpaTaBaHe WAV HaMansBaHe Ha Ao3aTa Ha MHCYVH. MoMOLLHM BeLlecTBa
Saxenda® cbabpka no-manko ot 1 mmol HaTpwii (23 mg) Ha 4033, T.e MPaKTUYeCky He CbAbPXa HaTpuid. B3anmoaencTeus: KpaTkoTo 3abaBsiHe Ha U3Mpa3BaHeTo Ha CTOMALLHOTO
CbABPXKMMO MPV MpUaraHe Ha AMparIyTVA Moxe Aa Nosavse Bbpxy abcopbLuyiaTa Ha eAHOBPEMEHHO NMpuemMaHnTe NMepopanHy NeKapcTBeHV MPoAyKTw. MpoyyBaHuATa 3a
B3aVIMO/eMCTBS He NMOKa3BaT KAMHNYHO 3HauMMO 3abaBsHe Ha abcopbLmsaTa 1 3aTOBa He ce Hanara aganTupaHe Ha Ao3aTa. [poyyuBaHs 3a B3aVIMOAENCTBIATa Ca MpoBejeHM
camo rpu Bb3pacTHY. PepTUNUTET, 6peMeHHOCT U KbpMeHe: JlparnyTig He Tpsibea Aa ce npuiara ro BpeMe Ha bpemMeHHOCT. AKO naLyieHTKa xenae Aa 3abpemeHee vau
HaCTbMNV 6PeMeHHOCT, IeYeHNeTo C AMparnyTA Tpsabea Aa ce mpeyctaHosw. Saxenda® He TpsibBa Aa ce 13Mon3Ba No Bpeme Ha kKbpMeHe. EdpekT Bbpxy CnocobHOCTTa 3a LioprpaHe
1 paboTa ¢ MawvHK: Saxenda® He MOBAVSIBa WM MOB/VSIBA NPEHEBPEXMMO CMOCOBHOCTTa 3a WodurpaHe 1 paboTa C MaLLMHW. Bbnpekn ToBa MoXe Ja ce noy4n 3amaiiBaHe,
IN1IaBHO Npes mbpsuTe 3 MeceLia Ha leyeHrie cbe Saxenda®. HeXxenaHu nekapcTBeHn peakumm: BbapactHu: Kato Lsino, Hait-4ecto cbobLuaBaHTe HeXenaHy peakLumi ro speme
Ha neyeHMeTo cbC Saxenda® ca CTOMaLLHO-4YpeBHMTe. [loBEYETO CyYamn Ha CTOMALLHO-YPEBHN CbOUTISA Ca ek 0 yMepeHW, MPeXoAHU 1 MOBEYETO He BOAAT A0 MpeycTaHoBABaHe
Ha neveHueTo. PeakumnTe 06MKHOBEHO Bb3HVKBAT Mpes3 MbpBUTe CEAMULM Ha NIEYEHMETO 1 B X0Aa My OTC/IabBaT 3@ HAKOKO AHW UK ceaMMULp. MNaumeHTTe Ha Bb3pacT =65
TOAVHY, KaKTO 1 TE3U C 1eKO MW YMepPeHO 6 bOPeYHO yBpeXAaHe MoraT Ja Nosy4aT moBeye CToMallHO-4peBHW peakLv. MHoro yectu (=1/10): rnaBobonvie, rageHe, noBpbLLaHe,
Anapus, KOHCTUNaLms. Yectu (o1 =1/100 go <1/10): xmnoravkemus, 6e3cbHuie, 3amariBaHe, Ancreysus, CyxoTa B ycTaTa, AVCNIencus, ractpuT, ractpoesodareanHa pedpnykcHa bonect,
60/1ka B ropHaTa 4acT Ha KOpeMa, MeTeopr3bM, epyKTaLvs, abAOMNHaNHa AVICTEH3VIS, XONeINTha3a, 06puB, peakLi Ha MSCTOTO Ha MHXEKTUPaHE, acTeHVsl, yMopa, NoBuLLEHa
Mnasa, noBuLIeHa amunasa. Heuectu (oT =1/1 000 go <1/100): AexuapaTtauus, TaxvKapaws, NaHKpeaTuT, 3abaBeHO M3npas3BaHe Ha CTOMAaxa, XONeuucTUT, ypTuKapus,
HepasnonoxeHwue. Pegku (0T =1/10 000 go <1/1 000): aHadpunakTUHA peakLys (CbC CMMTOMM KaTo XUMOTOHWS, CbpLiebreHe, AUCMHeN 1 0TOK; aHapUNaKTUYHKTE peakLummn MoraT
Aa 6bJaT MOTEHLMANHO XMBOTO3aCcTpaLLiaBaLLy. AKO ce MoA03Mpa aHaduaaKTUYHa peakums, ynotpebaTa Ha MpariyTuA TpsbBa Aa ce MpeycTaHoBY 1 TeYeHNeTo He TpsibBa Aa ce
NoAHOBSBA), 0CTPa 6bbpeyHa HeAOCTaTLUYHOCT, 6L6pPeUHO yBpeXaaHe. MNeanaTpruyHa nonynaLms Kato Lsno YectoTaTta, TUMBLT M TEXECTTa Ha HeXeNaHUTe peakLyn npy ioHoLIuTe
CbC 3aTTbCTABaHe Ca CPaBHUMM C Te3U, HabarogaBaHN Npy NoMynaLmaTa Ha Bb3pacTHUTE. [Mpu IOHOLLNTE HAaCTbMBa MOBPbLLGHE 2 MLTU MO-4eCcTo B CPaBHeHMe C Bb3pacTHUTe.
CbobLuaBaHe Ha MOAO3MpPaHN HeXkeNaHW peakumm: CbobLLaBaHeTo Ha MOA03MPaHN HexenaHW peakLyn Cej paspeLuaBaHe 3a ynotpeba Ha lekapCTBEHVISt MPOAYKT € BaxHO.
ToBa Mo3BO/SBa A3 NPOABLMKN HabNOAEHNETO Ha CbOTHOLLEHWETO MOM3a/pUCK 3a NeKapcTBEHVS NPOAYKT. OT MeAVLIMHCKUTE CreLManicTi ce U31CKBa Aa CbobLuaBaT BCsaka
nojo3vpaHa HexenaHa peakums Ypes V3mbaHWTeNHa areHLus Mo Aekapcreata, yA. ,JamsH Mpyes” Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeanT: www.bda.bg. Mpeposunpaxe:
OT WIVHWYHW U3MWTBaHMA 1 yroTpeba Ha npartyTuA e NMyckaHeTo Ha Masapa, ca CbobLLeHW Cayvan Ha npejosunpaHe 40 72 mg (24 mbT Haj npenopbyaHaTta Ao3a 3a
KOHTpOAMpaHe Ha Ternoto). CbobLLeHNTe CLOUTIS BIKOYBAT TEXKO rajeHe, NoBpbLLAHE 1 TeXKa XMMOorvkeMus. B cnyyaii Ha npeao3vipaHe TpsbBa Aa ce 3anoyHe NoAxoAsLla
nojAbpxalla Tepanus crnopes KIMHNYHUTE MPU3HALVW 1 CUMITOMM Ha MauveHTa. MNaupeHTsT Tpabsa ga ce Habntogasa 3a KIMHUYHM NPU3HaLV Ha AexuapaTaLvs v KpbBHaTa
3axap Tpsibsa Aa ce npocnesasa. HecbBMecTMoOCTU: Hskow BelllecTBa, AobaBeHN KbM Saxenda® MoraT Aa AoBeAaT A0 pa3najaHe Ha InparyTua. To3un leKkapCTBeH NPoayKT He
TpsbBa Ja Ce CMecBa C Apyry IekapcTBeHN NPoAykTW. CneupanHiy npeanasH MepKy Npy U3XBBLPISIHE U paboTa: Pa3TBOPLT He TpsibBa Aa Ce M3M0/3Ba, ako He M3rexaa
61CTBLP 1 6e3LBeTeH am noutn besuseTeH. Saxenda® He TpsbBa Ja Ce 13M0/3Ba, ako e 6 3ampassiBaH. Ha naumeHTUTe TpsbBa fa ce MpenopbyBa Aa U3XBLPJIAT UIaTa cies
BCSIKa MHXEKUMA 1 Ja CbXpaHAaBaT nucankaTa 6e3 noctaBeHa urna. Mo To3n HauvH ce NpejoTBpaTABa €BEHTYa/IHO 3aMbpCaBaHe, MHPeKLWS Uan nstnyaHe. ToBa ocnrypsisa 1
TouHOTO Ao3upaHe. MPY: Novo Nordisk A/S, Novo Allé, DK-2880 Bagsveerd, laHusi. PY: EU/1/15/992/002. laTa Ha akTyanu3supaHe Ha TekcTa: 07/2023. Mo nekapcko npegnucaHme.
Moapo6bHa NHPopMaLya 3a TO3M leKapCTBEH NPOAYKT e NMpeAocTaBeHa Ha yebcaliTa Ha EBponelickaTta areHUms no nekapcreata http://www.ema.europa.eu.

WBG235X00013, Aug 2023; NAJT Ne 35789/22.8.2023

PedpepeHuum: 1. KXIN Saxenda® ot 07.2023; 2. Madsbad et al. ICO 2016: abstract T4:525:03; 3. Bluher, et al., IDF 2015. 30 November-4 December 2015, Vancouver, Canada. Poster
0208-P; 4. Neeland IJ, Marso SP, Ayers CR, et al. Effects of liraglutide on visceral and ectopic fat in adults with overweight and obesity at high cardiovascular risk: a randomised, dou-
ble-blind, placebo-controlled, clinical trial. Lancet Diabetes Endocrinol. 021;9(9):595-605. doi:10.1016/52213-8587(21)00179-0; 5. IQVIA MIDAS April 2015 to July 2022, IQVIA LRX; 6. le
Roux et al. Lancet2017;389:1399-409;

“BrtoveHu abpxasu: ARGENTINA; AUSTRALIA; BELGIUM; BRAZIL; CANADA; CHILE; DENMARK; GERMANY; ITALY; MEXICO; NORWAY; SAUDI ARABIA; SOUTH AFRICA; SPAIN; SWIT-
ZERLAND; TURKEY; UAE; UK and US.

Q

3a noseye MHPoOpMaLMS:

Hoso Hopauck ®apma EAZL

Coo¢ust 1407, yn. “3nateH por” 20 9
Ten.: (02) 962 74 71/72 novo nordisk



3a naumeHTuTe cbc 3472

CUNATA JA
MOCTUrHELL NOBEYE

PC-BG-100397

JARDIANCE...

MHO)XecTBO noN3u.
JlokasaHa nporeKkuyusa.' 4

NJARD
KOM6uHMpa non3ure or
Jardiance ¢ metformin
B eAHa Tabnerka?*
| ‘ Vf
NpeaocTaBA NOA3NTE OT
Jardiance + gonbAuuTENnEH

-

Glyxambi
. (empagliflozin/
linagliptin)

HamansBa pucka ot CC cmbpT npu Bb3pacTHU NALMEHTU CbC 3axapeH auabeT Tun 2 u CC 3a6onsBaHe.

Warounmuu: 1. KX Jardiance. 2. KXT Synjardy. 3. KX Glyxambi. &, Zinman B, Wanner C, Lachin JM, et al; Empaglifiozin, cardiovascular outcomes, and mortality in type 2 diabetes.
N Engl) Med. 2015373(22):2117-2128.

JARDIANCE, SYNJARDY u GLYXAMBI ca nekapCTBeH# IPOAYKTH o NeKapcKo npeAnucanite.

OT KpaTkuTe Ha

JARDIANCE 10 mg chunmupau TabneTku. Cuctas: Beaka Tabnerka Chibpxa liflozin 10 m 1. axape nmaﬁe'r n2 - Empaghﬂozm e
NOKa3aH 3a NeyeHye Ha Bb3PACTHY C HEAOCTAaTbYeH KOHTPON Ha 3axape Auabet Tun 2 (34T2) kato KbM AueTa u cnyyan,
KOFaTo yNoTpe6aTa Ha MET(HOMUH € HENOAXOAALLA NOPAAY HENOHOCUMOCT W B AOMbMHEHME KoM ADYTM NEKapCTBeHN MPOAYKTH 32 Neuewie Ha AUaGer. 2. cwneuna
HepocTaTbuHocT - Empagliflozin e NoKa3aH NPy Bb3PACTHA 32 NUeHYE Ha CUMATOMATHUHA XPOHMUHA CHPAEUHa HEROCTATLUHOCT. FJ03MPOBKA W HaUMH HA NPUNOKEHHe:
1. Mp 3axapeH Auaber T1n 2 - NpenopbUMTeNHaTa HauanHa 4o3a e 10 mg eMnardno3uH BeAHb AHEBHO. KOraTo eMnarugnosiH ce u3non3ea & KOMGUHaUs cbe CYI
C MHCYMIIH, MOXe £ Ce 0BMMCTH NO-HUCKa 032 CYTI MAW MHCYNUK, 32 A3 Ce HaMank pucka 3a 2. 11U CbpAeYHA HEAOCTATHHOCT ~ 03

3a60nABaHuIA. M1k Te3U NaUMEHTH Ce NPeOpLYBA HABNINEHYE HA HABATA Ha KETOHM. KENaTenHo e 4 Ce M3MepBaT HUBATA Ha KETOHMTE B KPbBTA, @ He B YPUHATA.
JledeHveTo ¢ eMnarudno3uH MOXe fa e Bb30BHOBU, KOFaTo CTORHOCTUTE Ha KETOHUTE Ca HOPMANHH 1 CCTOAHMETO Ha NaLMEHTa Ce CTaBUAN3UPa. Mpeay 3an0UBaHe Ha
NeueHyte C emnarmuO3uH, TPAGEA Aa Ce BIEMaT NOA BHUMaHMe (aKTH OT aHaMHe3aTa Ha NaLVIeHTa, KOWTO MOFaT 4a J0BENAT 0 NPEAMCNO3NLMA 33 KETOALM03a.
MalveHTATe, N KOWTO MMa N0-BHCOK PUCK OT Pa3BATUE HA KeTOAWMA03a, BKNIOUBAT NALMEHTH C HUCHK (yHKU/IOHANEH Pe3epB Ha BeTa-KneTkTe (HANp. NaUMeHTH Cbe
3axapeH Anabet TN 2 ¢ HUCLK C-NenTua UNW nateHTeH aBTouMyHeH Anabet npu Bv3pacTy (latent autoimmune diabetes in adults, LADA) unw naumenTy ¢ aHamHesa 3a
NaHKDEATUT), NALMEHTH CbC CHCTOHMS, BORELLM A0 OTPAHMYEH NPUeM HA XPAHA WM TEXKA AEXWAPATALYA, NALMEHTH C HAMANEH 033 HA WHCYNUHA 1 NALMeNT ¢
NOBYLIEHI HYXKAW OT WHCYNMH NOPAAY OCTPO NPOTMUALLA 6OAECT, ONEPaLUN 1AW 3N0yNoTPEda € ankoxon. My Te3u NaLMeHTH, UHXMBUTOPUTe Ha SGLT2 TpAGea fa ce
V3NON3BAT C NOBHLIEHO BHAMaKWe. He ce NDENopbYBa 3aM0UBaHE OTHOBO Ha NEYEHIETO C MHXMBNTOD Ha SGLT2 Ny NAUMEHTU C aHaMHe3a 3a KeToaLMa03a N0 BpeMe Ha
neyenme Cbe SGLT2 MHXMBUTOP, OCBEH aKo He ce MAeHTUAMLMPA W OTCTPAaHU APYr HeBYCMUCNEH OTKNIo4BaLL (akTop. EMnarnudno3uH He Tpa6Ba aa ce U3non3sa 3a
neyeHye Ha NALWMEHTH CbC 3aXapeH AMAGET THN 1. [laKHuTe OT NPOrPaNaTa 3a KNUHUMIHO U3NUTBAHE NPU NALMEHTU C AMabeT TN 1 NOKA3BAT NOBMLIEHA YECTOTa Ha

, KO0 UECTO EL2HNKGA DA NAleTh, eyali ¢ eMNarMuBNO3UH KaTo AOMbNHEHNE KbM MHCYNAH, B CPaBHeHve ¢ nnaue6o. Mpu nedexme

€ 10 mg eMnarmupno3nH BeRHbK AHEBHO. Creuwani bOpeUHO IpH NalieHTU Coc 33Xaper AWaGeT T 2 edmKaCHOCTTa Ha
10 OTHOWeHNE KOHTPON 3aBUCH OT GBED dyHkLms. 3a Ha CopRedHOCHIOBMA PUCK KaTo AOMbNBAILA TpaNuA KbM CTaAapTHaTa
Tepanyis, Npw naumenTy  €GFR nog 60 ml/min /1,73 m? Tpa6ea na ce M3N0N38a 403a 10 Mg eMNAMMGNOSUH BEAHYH AHEBHO. Thil KATO eUKACHOCTTA HA eMNAMUBNO3NH N0
OTHOLLIGHHE Ha MUKEMI|HIS KOHTPON @ NOHIKEHA NPH NALIMEHTHTE C YMEPEHO GHOPEUHO YBPEXIaHe U BEPOATHO NNNCBA NPi NaLIMEHTUTE C TEXKO GEPEUHO YBpexaare,
aK0 & HEOBXOHH ZIOMbNHUTENEH FIKeMH4SH KOHTPOR, TPAGEA A2 Ce OBMACTI A06ABAHE Ha APYTH aHTUXANEDIMKEMII|HI CPRACTBA. 32 MPENIOPbKN OTHOCHO KopUTHpaHe
Ha 703aTa Ha eMnarnuthnosuH cnope eGFR wnv CrCL sinkre

Tabnuua T: TIPenopbKM 3a KOPHTMPaHE Ha A03aTa:

MOXe fa oBede 40 YMepeH CNaj Ha KPbBHOTO HanaraHe. HEOBXOAUMO e NOBULIEHO
BHUMaKHME NDU NaUMeHTU, 33 KOUTO wmyumpauum or emnammqmow CNan Ha KPLBHOTO HANATaHe MOXE fa NPEACTABNABA PUCK, KATO NAUMEHTU C U3BECTHO
CHPREUHOCHAOBO 3a60NAIBAHE, TaKUBA HA aHTUXUNEPTEH3UBHO NEUeHIe UNH C aHaMHE3a 32 XANOTOHHS, UNV Ha BL3PACT 75 FOUHM 1 noBeve. HeoBXOaMMO e Aa ce 0fbpHe
CMEUMANHO BHUMAHUE HA NPUEMA Ha TEUHOCTU NPU Te3 NAaLMEHTV, B CNYYaK Ha EJHOBPEMEHHO NPUOKEHHE HA NEKAPCTBEHN NPOAYKTH, KOWTO MOTaT Aa 40BEAaT 40
xunosonemus (Hanp. AnypeTiun, ACE-urxv6uTopy). TpA6Ba fa Ce MM NPEABUR BPEMEHHO NPEKLCBAHE HA MpUeMa Ha eMNaruBHO3MH NpH NALNEHTU C YCTOKHEHN
WHEEKLAM Ha MUKOUHWTE MBTILA. CbOBULABA Ce 3a NOCTMAPKETUHFOBM CRYUan Ha HEKpOTU3MPaLL (ACLIMUT Ha NepuHeyMa (M3BECTeH ChILO KaTo raHrpeHa Ha DypHie)
NPY NALVMEHTU O XeHCKA W MbXKKI NOA, NPUeMalLy SGLT2 UHXWGUTOPY. TOBA € PAAKD, HO CEPUO3HO M NOTEHLMANHO KNBOTO3ACTPAILABAILO CLEUTHE, KORTO M3HCKBa
CnewwHa XMpypPriuHa MHTEPBEHLMA U NeueHue C aHTMBMOTMUY. Habnioaaea ce ysenuuasaHe Ha CyuanTe Ha aMnyTauusl Ha oNneH KpamHuk (NPeauMHo Ha npbeT) npu

GFR [ml/min/1,73 m?] NPOBEXAAILN Ce ALATOCPOUHU KNUHIYHI NPOYIBAHISA C ADYT MHXWGMTOD Ha SGLT2. Mopaay MexarH3ma Ha JeiCTBYe, NALMEHTHTe, KOUTO NpenaT eMnarnidno3uH, e

Mokasanne wnin CrCL [mi/min] 06uwa AxesHa Ao3a VIMaT NONOXUTENHM TeCTOBE 3a MMIO0KO3a B yPUHaTa. TabneTkuTe ChAbPXAT NakTo3a. MauMeHTH ¢ PeaKM HaCNeCTBeHN NPOGNeMM Ha HEMOHOCMMOCT KbM ranaktosa, Lapp
naKtasen JeCHULUT WNW MIOKOSHO-FANAKTO3Ha MaNaGCopOLINA He TPAGEA fa NPYEMAT TO31 NeKapCTBeH NPOAYKT. MET(hOpMUH: /1aKTaTHaTa aUMA03a, MHOFO PAAKO, HO

3axapeH quaer Tun 2 3anourere C 10 mg emnarnunosu Cepy03HO METAbONUTHO YCNOXHEHMUe, Hai-uecTo HACTbNBa NpU OCTPO BNOWABAHE Ha GbOpeuHara diyHKUWS, KapAMO-DECHUPATOPHO 3abonsiBaHe WM Cencuc
260 Myt NaUMEHTW, KOUTO NOHACAT 10 Mg eMAMMAAO3NH W 33 KOUTO Ce Hanara [ Ha HaCTBNBa MY OCTO BNOWABAHe Ha Gb0peuHaTa dyHKUWA U yBENMIaBa PUCK OT NaKTaTHa auWao3a. B cnyuait Ha Aexuaparauys (Texka

KOHTPO/, 403aTa MOe Aa Ce YBeN4M 40 25 Mg eMNarmudosut. QMapUA UMK NOBPBLUAHE, TPECKA UMW HaManeH NPUeM Ha TeYHOCTH) TPABBA BPEMEHHO Aa Ce Cpe Npuema Ha MeTHOPMIUH 1 e NPeNOPBUMTENHO Aa Ce YCTAaHOBM BPb3Ka C

510 00 anouHere ¢ 10 mg emnarupnosH: }M‘gmgnw Cneyyanucr. TpUemsT Ha NeKapCTBeHI NPOAYKTH, KOUTO MOFAT OCTPO Aa YBPEAAT GbGPeUHaTa (yHKWMA (KATO aHTUXUNEPTEH3MBHU CPEACTB, AMYPETULIM N

Mpogbikere €10 mg NPY NALMEHTH, KOWTO Bee npyemar Jardiance Tpsi6Ba Aa Ce 3an0uHe C NOBUIWEHO BHUMAHWE NDU NALUEHTH, NeKyBaHY C METAOPMUH. [lpyri PUCKOBY (akTOPW 32 NakTaTHaTa aluuao3a ca NpexoMepeH npuem

Ha ankoxon, HE[I0CTATBYHOCT, HeflOCTAaTbYHO nnaber, ketosa, [MajyBaHe 1 BCAKAKBY CHCTORHMA, CBbP3aHM C XMNOKCUS, KAKTO

30 g0 <4s¢ 3anoere 10 mg eunamuQnosHi. 1 ef1HOBpeMeNHATa YIOTPEG Ha NeKAPCTBHH NPOYKTH, KOMTO MOTAT 212 IDHUUHAT NAKTATHa 3LUN03a. BLTPECHAOBOTO NPHAONEHHE Ha AONMPNH KOHTPACTHM BeliecTsa

Mpoawnere ¢ 10 mg enamypno3nH Npi nauweHT, KouTo seve Npuemar Jardiance. MOXe 2 A0BEAIE 10 KOHTPACT-WHAYLMPaHa HePONATUS, BOAELIA A0 HATPYNBAHETO Ha METOPMUH W NOBULIEH PHUCK OT NaKTATHa aLWA03a. MeTopmitH TpGBa Aa ce cnpe

30 EMNarnMdRo3AH He ce npenopbuea npeav W no Bpene Ha NPoLieaypara a 06pazHa AMarHOCTUKa U He TPAGEA 4a ce Bb30GHOBABA A0 Hail-MANKo 48 uaca Cne[l T0Ba, NPU yCnoBUe Ye Gu6peyHaTa dyHKLA

©OleHena oTHO0 | € CTaH0BeND e © CTabuna. Synjardy e NPOTUBONOKA3aH N NALMEHTH C OCTPA W HECTAGMNHA CbPAEYHA HEOCTATbYHOCT, NOPALH CoIbPXAHNETO

TPAGEA [1a Ce CNPe N0 Bpeme Ha ONepauns NoR 06U CIMHANHA WM eNMAYDANHA aHECTE3N. IeHeHIETO MOKE A3 6be Bb306HOBEHO He

CbpeNHa HEAOCTATBHHOCT (CbC ‘ 220 ‘ MpenopbimTentata aHesHa A03a e 10 Mg emnamudnosuy o DaHO O 48 Uaca Cneg ONEpaLATa A Bb306HOBABHE Ha xpaneuem 11Pe3 yCTa, M NPU YCOBUE Ye BBBPEUHaTa (hyHKLMA © OLUCHEHa OTHOBO U € YCTAHOBEHO, Ye @
wnk Gea 3axapen Auaber Tun 2) ‘ 2 ‘ Tlopaaw orpanmen onut Ha e ce npenop crabunka paTHit 403N eMnamanosMH U METOPMAH HE NIPOMEH 3HAUMMO (BADMAKOKUHETUKATA HUTO Ha
HATO Ha 1w 350 TN i T8I CuC Synjardy. Emnamnudnoavs: EMnarmunosnH moxe

“BIKTE TOuKa 44, 4.8, 51 1 5.2° MaleHT CbC 3axapeH AMABET TN 2 1 yCTaHOBEHO CbPAENHOCHAOBO 3a60NABaHE;

3a NeYeHIUe Ha CbDAIEUHA HENOCTATLHHOCT NPU NALMEHTU CbC UM 6e3 T2 NeYeHNETo C eMnamudnosu 10 mg Moxe Aa 3anodHe WK Aa ce NPORLIKU A0 AOCTATAHE Ha
GFR 20 mU/min/1,73 m’ unu CrCL 20 ml/min. He TpAGBa A Ce M3N0A3Ba eMNamudNO3iH NP NaeHTt ¢ TepMAHaneH Cragwii Ha 6v6peura Gonect (end stage renal disease -
ESRD) Wnu Npy NauMeHTy Ha Aanv3a. Hama JOCTATHYHO AaHHN B NOAKPENa Ha NPUNOKEHHETO NPU Te3n NauneHTH (Bx. Touka 4.4, 51 v 5.2). 2. YepHOAPOBHO yBpeNAaHe:
He ce Hanara afanTupane Ha 403aTa NPU NaUMeHTH C NeKO 1 yMepeHo YepPHOAPOBHO yBpexaaHe. He ce Npenopbyea ynoTpea Ha emnarmubnosnk NPi NAUMEHTH C TEXKO
4epHOAPOGHO yBpexaaHe. 3. MaUmeHTH B CTapyecka BB3PACT: He Ce Hanara afanTupare Ha 403ata 8b3 0CHOBA Ha Eb3PACTTa. [1pU NALMEHTU Ha 75 FOMHI 1 N0-Bb3PACTHI
TpABBa f1a Ce MiMa Npensin . Be30NacHoCTTa 1 ehUKACHOCTT Ha emarudno3uH NpH 4eLa 1 HOWN He
€A yCrat0BeHH, Haunh Ha NpHAOKEHMe: TABNETKHTE MOXE A3 Ce TpHeNaT CoC W 663 XpaHa. NIPOTBOMOK3aHHS: CBPLX4YBCTBTENHOCT KbM aKTHBHOTO BELIECTBO WK Kbl
HAKOE OT NOMOLHMTE BelecTsa. 3a noBede HHAOPMALA, MOAA, NIpOUETETe NOCOUeHaTa N0-A0Ny UHAOPMALIS OT KPATKATA XAPAKTEPUCTUKA HA NPORYKTa Synjardy, Kacaewa
KOMNOHEHTa emnarmnudnosuH

SYNJARDY 5 mg/850 mg, SYNJARDY 5 mg /1000 mg dhunmmpan TaéneTku. Chcras: chmnewa combpra empaguﬂozm smgn metformm hydrocmonde 850 mg w1000 me.
TepaneBTHIHI NOKa3aHWS: /leveniie Ha BH3PACTHA C HEOCTATBYEH KOHTPON Ha 3AT2 K Cnyuam, Korato
ynoTpe6ata Ha METGOPMIH e Hé‘noﬂxnﬂﬂma nopanw HENOHOCUMOCT WK & nonwwe KbM Apyri mapnsew NPoAYKTH 33 neuewe Ha auaber u npw nauvenTH,
KOVITO BeYe Ca Ha neueHie ¢ KaTo 18€ OTAENHU TaNeTKM. MpenopbUMTeNHaTa 4033 € eHa TABNETKA [183 MHTH IHEBHO.
[103MPOBKa 1 HAUMH Ha NPUNOXEHNe: ﬂowpoBKaTa TpAbBa na 6bﬂe WHAWBIAYANHO ONpeneneHa Ha 6a3ara Ha HACTOALIATa CXeMa Ha NIeYeHUe Ha NALEHTa, KATO NPy
08B He ce MaKCAManHara AHeBHa f03a KoraTo Synjardy ce u3non3sa 8 KoMGMHALMA CbC CYIT AN C MHCYNMH, MOXE [ e
OBUUCAM 10-Hiicka 71033 CYTT WA MHCYMH, 38 A CE HaMANN PHCKA 33 XHNOMIKM/A. CreUMani NonYAGLMM: VIHDOMALISTA 32 KOPHTHPAHE Ha A03Ta Ka KOMNOHEHTa
eMNammudNO3VK, C NOKa3aHue 3axapeH AVa6eT TUN 2, NP NALMEHTHTE C GBPEUHO YBPEXIaHE MOXETE 4a BUAKTE NO-rope B TabANLA 1. MH(OPMALMATa 33 KOpUTMpaHe Ha
[03aTa Ha KOMMOHEHTa METHOPMIH DU NALWEHTUTe C GHOPEUHO YBPEXAAHE e NPeCTaBeHa B

fa 3acunu echexT Ha auyperi MO)NE na noBuwM pucka 3a W XMNoToHMA: Wa
emnarudnosuH He ce noswssa Npu , MMOMNUTa3OH, CHTAMUNWH, NUHATUNTAK, BapdapuH,  sepanann,
paminpun, CUMBACTATH, TOPa3eMU U XUAPOXNOPOTHA3 WAL M\narnmﬁnosw HAMa KIHUHO 3HauM ehekT BHpXY )
NYOMUTA30H, CATAMANWK, IVHATMNTH, CUMBACTATYH, BADMAPUH, PAMANDUA, AUTOKCHH, JUYDETALY 1 Nepopantu B He ce npenop:
CHMBTCTBALLA YNOTPe6a Ha aNKOXOM WM FIOAVDAHM KOHTPACTHY BeuwlecTBa. HCTIBC, aHTUOTEH3UH |1 PELeNTOPHU aHTATOHUCTM W AMYPETULM MOTAT Aa Ce OTPasAT
HeGNAroNpYATHO Ha GLGPEUHaTa (DYHKLUIR, KOETO MOXE [1a YBENUUI PUCKA OT NaKTaTHa aUA03a. NP 3aN04BAHETO UNU yNIOTPEGATa Ha TakuBa NPOLYKTU B KOMOUHALS
€ MeTHOPMUAH € HEOBXOANMO BHMATENHO NpOCTEAABaHe Ha GbOD cpywkuns. T CUCTEMHO U NOKANHO), GTa-2-aroHNCTITe U
[VYDETULIMTE UMAT XANEDIUKEMAYHO AeiiCTBYe. AKO & , 003aTa Ha nexapcTBe NpoayKT TpAGBa fa Ce ananTupa. GepruuTer,
6peMEeHHOCT M KbpMeHe: Synjardy unu camo emnarnuno3nk He TPAGBa Aa Ce U3NON3BAT NO BPEMe Ha BPEMEHHOCT u KbpMewe. EdekTbT Ha Synjardy unu camo Ha
eMnaruhRo3MH BLPXy (ePTUNWTETa He e NPOy4BaH NP xopa. HeXenaH NexapcTBeHu peakuwu: Ennarnugnosik: OBILATa UeCTOTa Ha HeXenaHu CbuThs npu
NaUVEHTUTe Ha NeveHMe C eMNar (oK e 61na CxoAHa C Tasu Npi nekyBaHuTe C NNale60. Hail-uecTo cbobulaBaHaTa HexenaHa peakiyws e Guna XunormuKem s npu
e1HOBpeMeHHa yNOTpeba Cbe CYI1 M MHCYNIH. UeCTH HeXenaHy nekapCTBEHN DeaKWyiM: BaryiHanHa MOHVNHA3a, BYNBOBATMHHT, 6ANAHVT M ADYTH FeHNTANHU MHDEKUAY;
WHEEKLM Ha NMKOMHITE MTULIA; KaXaa; CpBex; NOBULEHO YPUHMDAHE; NOBULEHH CeDyMHY NMAWAM. HeuecTu: YpTAKaPHS, XANOBONEMMS, AM3YPHS, NOBULIEHO HUBO
Ha KpeaTuHiHa B KPbBTA W NOBMLIEH XEMATOKPUT. PeKM: AMA0ETHA KeT0aWMA03a. MeTOpHMItH: MHOrO YeCT: CTOMLLHO-UPEBHI CUMATOMM KATO FafeHe, NoBpbllare,
Avapus, Gonka & KopeMa U 3ary6a Ha aneTuT, KOUTO e Pa3BVIEaT Hail-UeCTo N0 BpeMe Ha 3a04BAHETO Ha TePANATa U B NOBEUETO CNyualt OT38y4aBaT CNOHTAHHO. YecTu:
HapyweH#s Ha BKyca. MHOTO Peky: NaKTaTHa alW03a; HelOCTUT Ha BATaiH B12; ; XenatuT.

GLYXAMBI 10 mg/5 mg unmupatin Tabnetkn. CbCTas: BCAka Tabnetka chabpxa 10 mg eMndemuivw (empagliflozin) u 5 mg nukarnunTu (linagliptin). TepanesTHuHn
NIOKa3saHMA: NPU BLIPACTHU Ha 218 FOAMHM Cbe 3[1T2: 3a NOJOBPABAHE Ha IMAKEMUUHUA KOHTPON, KOFATO METHOPMUH U/uny CYT1 U @AUH OF MOHOKOMIOHEHTUTE Ha
Glyxambi He OCHTYPSIBAT afieKBaTeH MUKEMiIUeH KOHTPON; KO NAUMEHTUTE BeUe Ca NekyBaHW C KOMOUHALIMATA EMNaMMU(DN03MH W NUHATMUNTUH, KATO OTAENHI NPOAYKTY
Jl03UpOBKA M HAUMH HA MPUNOXKEHWE: NPenopbuTeNHaTa Hauanta 03a e 1 Tabnetka Glyxambi 10 mg/5 mg (10 mg emnarmudino3nH NAIC 5 Mg NMHATMUNTIH) BEAHDX
[IHEBHO. KOFaTo Ce M3N0138a B KOMBUHALMA Cbc CYTT MW C MHCYNMH, MOXE a Ce OBMUCTY NO-HUCKa A03a CYTT MNU MHCYMMK, 3a Aa Ce HAMANK PUCKA 33 XUTIOTMKEMHS.
Cneumantu nonynauun: ViHGOpMALMATa 32 KODUTUPaHE Ha [I03aTa Ha KOMAOHEHTA eMNAMUMNO3H, C NOKA3AHYE 3aXapeH AVAOET TUN 2, NPH NAUMEHTUTE € GbOPEUHO
yEpexKaaHe MOXeTe Aa BuQUTE No-rope B Tabnuua 1. He ce Hanara aganTipae Ha 103aTa Ha KOMMOHEHTa NMHAMMMTUH NP NaUYeHTH C Gb6peUHo yBpexnare. He
Ce Hanara ajanTupane Ha 1o3ara Ha Glyxambi npu NauVeHTH C Neko 1 ymepeHo 4epHoAPOBHO yBpexIaHe. He Ce NPenopLuBa ynoTpeoara my NP NALMeHTH C TeXKO
yBpexaae. He ce Hanara ananTupare Ha 403ata Bb3 0CHOBA Ha BL3PACTTa. Ha 6a3aTa Ha CHAO OFPAHUHEHIA OMUT DK NAUNEHTH Ha BL3PACT 275 FONUHM,

Tabnuua 2
i ]
o e | Meropuns
260 MakcumanHara gHesHa 103a e 3 000 mg Moxe Aa Ce OGMACTH MOHIKaBaHe Ha A03aTa Bb BP3KA C HaMANFBAHeTO Ha GbOpeUHaTa yHKLVA
45 20 <60 MaKcuManHara AHeeHa 403a e 2 000 mg. HauanHara A03a e Haii-MHOFO NONOBMHATa OT MAKCUMANHATA A03a.
30 70 <45 MaKcuanHara gHesHa 1032 e 1000 mg. HauanHata 403 e Hail-MHOTO MIONOBYHATa OT MAKCHIaNHATa 4032
<30 MeT(OpMAH e NPOTHEONOKa3aH

Synjardy He TpRGBa fa Ce M3MON3Ba DM NAUMEHTU C 4EPHOAPOBHO YBPEXAaHe. NP NaLMeHT Ha 75 FOQUHM U NO-Bb3PACTHY TPAGBA A2 Ce UMA NPEABIT NOBHLIEHHST
PYICK 3 0BEMHO W3UepNBaHe W XAMoBoneMus. MPK NALMEHTH Ha Bb3PACT 85 FOAUHN 1 NOBEYE, He Ce NPeNopbUBa 3aN04BaHe Ha Tepanius cbe Synjardy. BesonacHocTTa u
e MKACHOCTTa Ha eMNAMIGNO3MH NPH ACLA 1 IOHOLI Ha Bb3ACT NOJ 18 FOAMHI He Ca yCTaroBeHH, Synjardy TpAGBa Aa Ce NPHeNa ABa NbTH AHEBHO C XpaHa, 3 Aa ce
HAMANAT HEXENaHUTE PEaKLLM OT CTPAHA Ha CTOMALIHO-UEBHNS TPAKT, CBLP3aHN C METDOPHMAH. I1POTHBONOKAZAHNS CEPLXHYBCTBUTENHOCT Kbit aKTUBHOTO BeULECTBO
WM Kbl HAKOR OT MOMOLWHWTE BeLIECTBa. BCekw TN OCTPA METaGonUTHA auMAo3a (KATO NakTaTHa aUMR03a, ANAGETHA KeTOAUMAO3a); AMABETHG NPEAKOMA; TexKa
6v6peuria HeROCTaTbUHOCT (GFR30 ml/Min); OCTPH CHCTORHMR, KOUTO 6iXa MOTH A2 NPOMEHAT 6H6PEUHaTa (YHKUAR KATO: ACKWIPATAUNS, TeXKa MHDEKUAS, WOK;
360/19BaHe, KOETO MOKE A3 A0BEAE AO ThKaHHA XHMOKCHA (0COBeHO OCTpO i Ha XPOHUIHO KaTo: AeKOMNEHCUpaKa ChpaedHa
HEl0CTATBUHOCT, AMXaTenHa HEAOCTAaTbUHOCT, CKOPOWEH WMH(APKT Ha MUOKAPAa, WOK; YepPHOAPOGHO YBPeKJaHe, OCTPa ankoxoMHa WMHTOKCMKAUWS, ankoXonn3bM.
Crieuwanki NpeaynpexyIeHus U NpeANasHi MepKw NPU ynoTpe6a: Emnarnudnosut: Enaridnosui He TpR6E Aa Ce U3N0N36a 3 NeUeH/e Ha NAUMEHTY C AMaBeT Tun
1 WAM NPY NAUMeRTH C AnabeTHa KeToaunao3a. MpW NaLMEHTH, Npi KOMTO JIKA Ce NOAO3MPa MAW € AMArHOCTMUMPAHA, NEYCHETO C eMNarmubno3nH TpAGBA Aa Ce
1IpeYCTaHOBH HE3a6aBHO. TIeHNET0 TPSIGBa Aa Ce NPEKbCHE NPH NAUMEHTH, KOUTO Ca XOCNUTANH3MPAHH 33 FONeMi XUPYPTUUHN NPOLEAYPU WM TIOP3AK OCTPU CEPHO3HI

He Ce NpenopbUBa 3anousaHe Ha neverie ¢ Glyxambi & Tasut nonynauus. TabneTkiTe MOXe Aa Ce NPUEMAT CbC UNK GE3 XpaHa N0 BCAKO BPEMe Ha ACHA NPe3 eAHaks!
uTepBanyt o7 Bpene. NIPOTHBONOKA3AHNS: CEPbXIYBCTBUTENHOCT Kbl AKTUBHHTE BEILECTBA MMM KbM HAKOE OT MOMOWHUTE BEWeCTBa. CNeuyantin Npeaynpexaesis u
NpeanasHi Mepki NP YNOTPEOa, NekapCTBeHM B3aMMORENCTHS I HEXENaHV NeKapCTBEHU DEakLLyH, CBbP3aHK C eMNariGNO3MH, MOXeTe Aa NpoUeTeTe B HBOPMALMATa
3a Synjardy no-rope. GepPTUNUTET, GPEMEHHOCT W KbpMeHe: Glyxambi He TPROBA Aa Ce W3MON3BA N0 BPEME Ha BPEMEHHOCT # KbpMeHe. EeKTHT BbpXy (hepTunTera He
& Npoy4BaH NPy xopa. HeXenaHu NekapcTBeHU PeaKumi: Karo Uano, NPOGUNLT Ha 6e30nacHOCT Ha Glyxambi OTrOBAPS Ha NPOMANTe Ha 6E30NACHOCT Ha OTAGNHNTE
aKTMBHY BewecTsa (emMnarnudNO3nH M NUHAMUNTUH). YECTH HEXenaHn NekapcTBeHN Peakuuu: BaruHanHa MOHWNWA3a, BYNBOBArMHMT, 6aNaHUT W ApYTH reHUTanHu
UHDEKUAM; MHEKLIN Ha NAKOUHUTE MBTUILA; XaXaa; CPBEX; NOBILIEHO YPUHUPAHE; XANOMHKeMAs (Npy ynoTpea cbe CYTT/MHCyNMH), KaWANLA, NOBUILEHY aMMNa3a
NUNasa. HeuecTy: YpTuKapus, XMNoBONEMUS, AU3YPHUS, NOBUWEHO HUBO Ha KDEATMHUHA B KDBBTA, NOBWLWEH XeMATOKPHT, NOBMLWEHN CePYMHA NMNMAW, NaHKPEATUT. PeAKM:
/MGETHA KETOALUA03a.

[lo3084 dhopmu, Hanwunw Ha nasapa B Gwnrapus: Jardiance: 10 mg empagliflozin dunmnpary Tabnetkw; Synjardy: 5 mg empaglifiozin + 850 mg metformin dunmmpann
Tabnetku, Synjardy: 5 mg empagliflozin + 1000 mg metformin dunmupanm Tabnetkw; Glyxambi: 10 mg empagliflozin/5 mg linagliptin, dhunmupann Tabnetku;

Mpeay Aa npeanywere Jardiance®, Synjardy® waw Glyxambi€, Mons npodeTeTe COTBETHATa aKTyanHa KpaTka xapaKTepucTika Ha nponyka (KXM), AocTbnka Ha ye6caiita Ha
EBpONe/icKaTa areHLits N0 NeKapCTBaTa: wWw.ema.europa.eu. AktyanHara KXT Moxe 4a By Gbae NPEOCTaBeHa 1 O MeUUUHCKIA NPEACTABUTEN Ha BbopuHrep MHrenxain,
OT MeAMUMHCKITE CeUManuCTy ce M3MCKBa Aa ChOBLIABAT BCAKA NOMI03MPaHa HeXenaHa peakums
HexenaHw nekapcTeeny peakumu Tpa6sa aa Gvaar C MPEKTHO KbM I

Boopukrep Urenxaim (e-mail: PV_local_Bulgaria@boehringer-ingelheim.com).

Aresims Mo MexapcTsara (wwwbda.bg) nu KoM NOKanHR OGUC Ha

3a nbnHa HpopmaLma:

MpepacTasutencteo 3a bunrapua beopuHrep Mnrenxarm PLIB Mv6X 1 Ko KT — knoH Bonrapua, Codua 1505, Cepavika oduc,

6yn. CuTHAKOBO 48, eT.8, Ten.: 02/958 79 98

Boehringer
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CUNATA A
NOCTWUIHELL NMOBEY

PC-BG-100397

JARDIANCE...

MHO)XecTBO nNon3u.
Joxa3zaHa nporexumsa.t

KOM6MHMpa nonsure or
Jardiance ¢ metformin
B egHa Tabnerka?*

S
Glyxambi
. (empagliflozin/
linagliptin)

THamansiBa pucka ot CC cMBbpT Npy Bb3PaCTHN NALMEHTMN CbC 3aXapeH ana6et Tun 2 n CC 3abonsABaHe.

WTounuuw: 1. KX Jardiance. 2. KX Synjardy. 3. KX Glyxambi. 4. Zinman B, Wanner C, Lachin JM, et al; Empaglifiozin, cardiovascular outcomes, and mortality in type 2 diabetes.
N Engl) Med. 2015,373(22):2117-2128.

JARDIANCE, SYNJARDY u GLYXAMBI ca nekapcTseHi NPOAYKTH NO NeKapcko Npeanucanme.

oT KkparkuTe Ha

JARDIANCE 10 mg dyunmupani Ta6nerk. ChcTas: BCAKa TabneTka Cobpia 10 mg 1. 3axapen auaer Tun 2 - Empaglifiozin e
NOKa3aH 3a leYeHHe Ha BL3PACTHM C HEAOCTATBYEH KOHTPOA Ha 3axapeH Auabet Tvn 2 (3T2) karo KbM AeTa 1 - Kato 8 Cnyvan,
KOraro yNoTpe6aTa Ha METIOPMAH € HENOAXOALIA NOP3AN HEMOHOCUNMOCT U B AOMBAKEHHE KbM APYTH NEKapCTBeHN NPOAYKTY 33 NedeHie Ha AnaceT. 2. CopAedHa
HeOCTaTbuHOCT — Empaglifiozin e Nokasas Npi BL3ACTHI 32 NeveHke Ha CHMITOMATUUHA XPOHHIHA CPAEUHa HEAOCTATEUHOCT. /lO3MPOBKA W HAUAH HA NPUNIOKEHHe:
1. 1D 33Xapes QMAGET Tun 2 - NPenopbHHTenHaTa Hauanka 103a e 10 Mg eMnamydno3H BeHbK AHEBHO. KOraTo ernamudosuH ce 1anon3sa  KOMOUHaLIAR CbC CYTT i

3a6onsiBanua. My Te3n NALMEHTU e NPenopbUBa HABMIOJEHNE HA HUBATA Ha KETOHM. KENaTento e Aa Ce U3MEPBAT HUMBATA Ha KETOHWTE B KDBTA, @ HE B ypUHaTa
JeYeHUETO C eMNarMAINOo3itH MOXe Aa Ce Bb30BHOBH, KOTATO CTORHOCTATE Ha KETOHMTE 2 HOPMANHH U CHCTORHVETO HA NALIMEHTa Ce CTabMNM3Mpa. MPeay 3anouBaHe Ha
fleveHie C eMNamuQo3uH, TPAGBA Aa Ce B3EMaT NOA BHAMAHME (aKTW OF AHAMHE3ATa HA NALVMEHTA, KOUTO MOTAT Aa A0BEAAT A0 MPEANCNO3NLUA 33 KETOALMA03a.
MaumeHTHTe, NPU KOUTO MMa NO-BMCOK PUCK OT Pa3BUTHE HA KETOALMA033, BKNIOYBAT NALMEHTH C HUCHK (DYHKLMOHANeH pe3eps Ha 6eTa-KneTkuTe (Hanp. NauMeHTH cue
3axapeH Avaber TMN 2 ¢ HUCbK C-NenTig N NaTeHTeH aBTouMyHeH Avabet npu Bb3pacTwu (latent autoimmune diabetes in adults, LADA) unu nauneHTy ¢ aHamHesa 3a
NaHKPEaTHT), NAUMEHTA CbC CbCTOAHWSA, BOAEIWN 0 OTPaHNYEH MPUEM Ha XpaHa WM TEXKa AEXWAPATaUWA, NaUMEHT! C HaManeHa f103a Ha MHCYNHA 1 NauneHTH C
MOBULEHN HYXKAN OT UHCYNMH MOPAN OCTPO NPOTHYALIA 6ONECT, ONepaUMy Unu 310yNoTPeBa ¢ ankoxon. Mpw Te3 NaLMeHTH, MHXUBUTOPUTE Ha SGLT2 TpRGBA Aa ce
V3N0N38AT C NOBUIEHO BHUMAHNE. He Ce NPenopbUBa 3an0uBaHe OTHOBO Ha NEUeHMETO C MHXMGUTOP Ha SGLT2 NpU NaLeHT C aHamHe3a 3a KeToaw403a N0 BpeMe Ha
feveniie Coe SGLT2 UHXMBMTOP, OCBEH ko He Ce WAGHTU(UUMP U OTCTDAKU ApYT HEABYCMUCTEH OTKNIouBaLY dhakTop. EMNarudinosuH He TpA6Ba Aa ce M3noN3ea 3a
NeyeHue Ha NAUNeHTH CbC 3axapeH Auabet T!n 1. laHHWTe OT NPOrpamara 3a KNWHWUYHO W3NUTBAHe NPU NaUMeHTH C AMABET TWN 1 NOKA3BaT NOBKWEHA YeCToTa Ha

C MHCYNWH, MOXE Q2 Ce 0BMACT NO-HHCKa 403a CYTT N MHCYNWH, 33 Aa Ce HaMaNK PUCK 3a XMNOVKeMHS. 2. TIDU CbpAIeuHa HeAIOCTATUHOCT - NPy 03
€10 mg eMnanuno3iH BenHbX HeBHo. Ceumanim 1. Bb6peutio Dyt NALMEHTY C1C 3aXapeH AMaGeT TN 2 epukacHOCTTa Ha
10 OTHOWIEHUE Ha MUKEMMUHIR KOHTPON 3aBUCH OT GLBPEUHATa YHKLUA. 32 HAMANABAHE Ha CHPAEUHOCHIOBMA PUCK KATO AOMBNBAILA TePNAA KbM CTAHAAPTHATE
Tepanus, npw MauyenT ¢ €GFR noa 60 mi/min /1,73 m* TpA66a fa e u3NON36a A03a 10 Mg eMAArMANO3NH BERHbK AHEBHO. Thil KATO eUKACHOCTTa Ha eMnaMUENO3H M0
OTHOLWIEHYE Ha FMKEMUKHIUA KOKTPOR © MOHIKEHa NP NAUWNEHTATE C YMEDEHO GLOPEUHO YBPEXAaHE U BEPORTHO NUNCBa N NALMEHTHTE C TEXKO GHOPEHO YBexsaHe,
aKO & HEOBXOAVM AOMBAHUTENEH MUKEMUUEH KOHTPON, TPABBA Aa Ce 0BMUCNK A0BABSHE Ha APYIU aHTUXUNEPIUKEMUYHI CPEACTBA. 38 NPENOPbKY OTHOCHO KOPUTMpaHe
Ha Ao3aTa Ha eMnarnunO3nH cnopen eGFR unw CrL euxTe

Ta6nvua T: Mpenopbki 3a Kopurupae Ha fo3ara?

KOSTO YECTO BL3HWKEA NDU NALMEHTH, NeKyBaHA C eMNArmUNOsuH KaTo AOMbAHEHME KbM MHCYNWH, B Cpaskenue ¢ nnaueGo. Mpu neuerite c
eMnarmupo3uH ce Habnio4asa NOBULLIEHYE Ha XeMATOKPUTa. EMNAMUGNO3NH MOKE Aa 4OBERE AO yMEpeH CNaR Ha KPLBHOTO HanArawe. HeOGXOAUMO € NoBUILEHO
BHUMAHWE DU NAUMEHTH, 32 KOWTO MHAYUMPAHWAT OT eMnarmupno3H CNag Ha KPbBHOTO HanAraHe MOXe Aa NPEACTaBNABA PHCK, KATO NAlMeHTU C W3BECTHO
CHPIEUHOCHI0B0 3a60NFBAHE, TAKNBA HA AHTUXMNEPTEH3UBHO IEUEHIIE UNU C aHaMHE3a 33 XUNOTOHUS, WY Ha BH3PACT 75 FOAMHI ¥ N0BEUE. HEOBXORMMO € 3 Ce 0BbPHE
CNEUMANHO BHUMAHVE Ha NPUEMA HA TEUHOCTH NP Te3N NALIMEHTH, B CNYUaM Ha AHOBPEMEHHO NPUNOXEHIE Ha NeKAPCTBeHU NPOAYKTH, KOUTO MOraT fa A0BenaT A0
xunosonemus (Hanp. guypetuuy, ACE-nixubutopw). Tpasa aa ce UMa NPeJBUA BPEMEHHO NPEKLCBAKE HA NPUEMa HA eMNarmudN03nH NPU NALMEHTH C YCIOKHEHU
MHDEKWIM Ha NUKOUHYTe MBTMWA. ChoblLaBa ce 3a N cnydan Ha acunuT Ha nepuHeyma (3BECTEH CbILO KaTO raHPeHa Ha DypHie)
TIDY NaUVeHTH OT KEHCK W MbXKU NON, npuemawy SGLT2 v\w(w\mpw Toaa © PANKO, HO CPUO3HO M NOTRHUMANHO KIBOTO3ACTPAABAILO COUTHE, KOETO M3NCKBA
ChewHa xupyprudHa W neveue ¢ Ha CnydanTe Ha aMnyTalys Ha QONeH KpaiHuK (NDEAMMHO Ha NPbCT) Npu
IpOBEKAALLM Ce HMTOCPOHH KNMAWHHM TPOYHEHIS € ADYT WHXGATOD Ha Soire Mopaay MexaHV3ma Ha feiiCTeve, NaLVEHTUTE, KOUTO NpUeMaT eMnamudnosus, ue
VIMAT NONOKVITENHN TeCTOB 3 MIOK03a B ypyKaTa. TabneTkTe CoTbPKAT NaKT03a. MaLIMeHTV C PeaKU HACTEACTBEHU NPOGNEMIN Ha HENOHOCHMOCT KbM ranakToa, Lapp
NaKTaseH AeHMUMT MMM IMIOKO3HO-FaNAKTO3HA MANABCOPBUNA He TDAGBA 1a NPMEMAT TO3U NeKapCTBeH NPOAYKT. MeTthopmuk: /laKTaTHaTa au03a, MHOTO PAAKO, HO
CEPUO3HO METAGOMUTHO YCMOXHEHME, Hall-4eCTO HACTBNBA NPU OCTPO BNOWABAHE Ha GLOPEHHATa (YHKUMS, KapAMO-PECNMPATOPHO 3aBONABAHE MMM CENCUC.
HatpynsaeTo Ha MeThopMMH HaCTbNBA NPy OCTPO BNOWABaHe Ha Gb6peuHaTa dyHKUNS W yBENMYaBa pUCKa OT NakTaTHa aungosa. B cnyuail Ha aexvapatauma (Texka
AVapys UM MOBPbLIAHE, TPECKA UNK HAMANEH MDUEM Ha TeUHOCTH) TPAGBA BPEMeHHO Aa Ce CIpe NpUeMa Ha METOPMUK 1 & NPENoPBHMTENHO A2 Ce YCTaHOB Bb3Ka C
MeOMUMHCKY CrieuManucT, NIPUNT Ha NekapCTBeHH NPORYKTY, KOUTO MOFaT OCTPO Aa YBPEAsT Gb6p: GyHkuna (kato WBHU CPRACTB, AMYPETULM 1
HCMBC) Tpa6Ba na ce 3an04He C NOBMILEHO BHUMAHWE NP NALMEHTW, NIekyBakH C MeTQIOPMIH. [Ipyri PUCKOBY (AKTOPY 3a NaKTaTHaTa aunA03a ca npekoMepeH npuem

BUXTe TOUKa 44, 4.8, 511 5.2° NaUmMeT! CbC 3aXapeH AMaGET TUN 2 1 YCTAHOBEHO CbPACUHOCHA0BO 3a60NABAHE;

38 nedenite Ha Cbp/ledHa HELOCTATLUHOCT NpH NAUMEHTH CC WY Ge3 3[IT2 NedeHieTo ¢ emnardnosuH 10 mg MOXe Aa 3aN04He WNW Aa Ce NPORLAKN A0 AOCTHTaHE Ha
©GFR 20 ml/min/1,73 m? unu CrC120 mi/min. He Tpa6ea Aa ce U3non3sa eMnarnubnosuH NPU NALMEHTH C TEpMUHANEH CTaAMi Ha Bb6peuHa 6onect (end stage renal disease -
ESRD) unvt npu nauueHTH Ha Avani3a. Hama AOCTAaTbuHO AaHHU B NOAKPENa Ha NPUNOKEHUETO NPV Te3n naumerTy (B, Touka 44, 511 5.2). 2. YepHoaPOBHO yBpeKaaHe:
He ce Hanara apanTupane Ha 103aTa Ny NaLVEHTY C N1EKO 1 yMepeHO YePHOADOBHO yBpexaaKe. He ce npenopbysa ynoTpe6a Ha eMnarmyGnosuH Npi NAUMeHTH C TeXKO
UepHoAPOGHO yBpex/aaHe. 3. MauMeHTH B CTapyecka Bb3pacT: He ce Hanara afjanTupake Ha 403aTa Bb3 OCHOBA Ha Bb3PACTTa. MPU NAUMEHTH Ha 75 FOANHM U NO-BB3PACTHU
TpABEa Aa Ce uMa npegsua 4 Be30nacHoCTTa U eMKacHOCTTa Ha eMNarnudNo3nH NPU Aeua v I0HOWK He
ca yCTa0BeHi. Haukh Ha MPHAOK@HWe: Ta6NTKITE 1OXe 12 ce NpYeMaT Cb WTH Ge3 Xpara. TIpOTMBONOKAZAHIS: CapbIyBCTBATEMHOCT K aKTHEHOTO BEULIECTB0 MM Kt
HAKO O NIOMOLLHUTE BeWeCTBa. 3a NOBeve MH(OPMALIWS, MONA, NIPOYeTeTe NOCOYEHaTa No-0Ny MHHOPMALIS OT KPATKATa XapaKTepUCTUKa Ha NPoAYKTa Synjardy, Kacaeusa
KOMIOHeHTa eMnamudnosik

SYNJARDY NJARDY5 mg/ Cberas: BeakaTabneTka c mgu metformin hydrochloride 850 mguny 1000 mg.
TepanesTuuHy noKasaHws: /leveHiie Ha BLIDACTHIN C HRQOCTATLYEH KOHTPON Ha 3[1T2 KaTO JOMBAHEHUE Kbi AVeTa U YNDaXHEHNS KATO MOHOTEDANUA B Cyual, KoraTo
ynoTpe6ata Ha MET(OPMAH € HENOAXONALIA NOPAAN HEMOHOCHMOCT WM B AOMBAHEHE Kb APYTM NEKADCTBRH NPOOYKTH 3a fleveHne Ha AMabeT u Npu NaumeHTs,
KOUTO Beve Ca Ha NeveHie C KOMOUHALATa OT eMnarnugnOosiH 1 MeThOPMIH KaTo ABE OTAGNHN TaGneTk. MPENopLUATENHaTa A03a @ eHA TaONeTKa ABa MbTH AHEBHO.
/103UpOBKA M HAuMH Ha NPUNOKeHue: [l031poBKaTa TPAGEA Aa Bbe UHANBMAYANHO ONPefieneHa Ha 6a3ara Ha HaCTOALATA CXeMa Ha NEUYeHMe Ha NaUNeHTa, Karo npu
ToBa He Ce HaJBMILIAB MAKCHMANHaTa NpenopbyuTenta AHesHa 4o3a metqopmyk. Koraro Synjardy ce #3non3ea B koMGMHaWNA Cbc Y1 UMK C UHCYNUH, MOXe fa e
0BMMCAY N0-HYICKa 8033 CYIT Wy MHCYNUH, 33 3 Ce HaMank PUCka 3a Crewnanin 33 KODUTUPAHE Ha 032Ta HA KOMTIOHEHTa
eMNarnuGnosuH, C N0Ka3aHwe 3axapeH AMaBeT TN 2, NP NaLMEHTUTe C BLEPeYHO YBPEKIaHe MOXeTe 43 BIANTe No-rope B Tabnuua 1. MHHOPMAUUATa 3a KOpTUpaKe Ha
£103aTa Ha KOMNOHEHTa MET(OPMUH NPV NaLIEHTUTE C GbODeUHO YBPEIKIaHe @ NpeACTaBeHa B

Ta6nuua 2

©eGFR [ml/min/1,73 m?]

wnw CrCL [mi/min] | METPOPHIH

eGFR [ml/min/1,73 m?]
Mokasanme i CrCL Uml/min] | 061a AvesHa goza
3axapen puaer Tn 2 3anourere € 10 mg emnamudno3u
260 TIpW N2LIMEHTH, KOTO NIOHACAT 10 Mg eMNMMUGIOSK 1 32 KOUTO Ce HANAra AOMAHWTENEH MUKEMHEH
KOHTPON, £103aTa MOXE Aa Ce YBeNuM A0 25 Mg emnarnudno3uH.
4510 <60 3anourere ¢ 10 mg emnamupnosu’.
TIpoABMXETe C 10 Mg eMnarnuGnosH Npu NauMeHTH, KoUTo Bevie npuemar Jardiance.
Ha ankoxon,
3080 <5t 3anousere ¢ 10 mg emnamuno3n
B MpogbnKere ¢ 10 Mg eMnamygno3MH Npu NauMeHTH, KoWTo Beve npviemar Jardiance. MO 1 H0BEAE A0 KOHTPAC
0 He ce npenopusa
Copnesia Henoctarbinoct (cuc | 220 [Mpenoprurentiara anepia fosa e 10 mg ennarmuprosin
Wik 6e3 3axapen Auater T 2)
‘ 20 ‘ Topaay orpanuden onuT wa e ce npenop

HEOCTATBUHOCT, HEAOCTATLUHO KOHTPONUPAH AUAGET, KeT03a, NPOILIKUTENHO MadyBaHe U BCAKAKEI CCTOAHNS, CBbP3AHN C XNOKCHA, KAKTO
¥ eHOBpeNeHHaTa yNoTpe6a Ha NeKapCTBeHU NPOAYKTH, KOUTO MOTaT A2 npuuuw NaKTaTHa aunao3a. BETPECHI0BOTO NPUNOXEHME Ha OAVDAHH KOHTDACTHN BellecTBa
Bofewa 10 Y NOBUIWEH PUCK OT NaKTaTHa aLMa03a. MeThopMuH TpAGBa 1 ce cnpe
NPeAV 1M N0 BPEMe Ha NPOLEAYPATa 33 06PA3Ha AMATHOCTUK W He TPAGBA Aa Ce BbaoﬁHoBﬂBa 110 Hall-MaNKo 48 Yaca Cnef T08a, NP YCNOBHE Ye BbBPeUHaTa (hyHKUMS
€ OLleHeHa OTHOBO 1 @ YCTaHOBEHO, e @ CTabunHa. Synjardy e NPOTUBONOKA3aH NPY NAWMEHT! C OCTPA 1 HECTABHNHA CHPARYHA HEAOCTATHHHOCT, NOPaAY CHABPKAHMETO
Ha meThopmiH. MeTdhopmuH TPABBA a ce CNpe No BpeMe Ha onepauus Noa oblwa CNUHANHA WNK eniAYPanHa aHecTe3ns. /IeUeHETO MOXE [a 6bae Bb30OHOBEHO HE
110-aHO OT 48 4aCa CNen ONePaUIATa W Bb30GHOBABAHE Ha xpaHeHeTo 119e3 YCTa, W 19 yCrosie e 6pOpeUHaTa (yHKUUA © OLEHEHa OTHOBO U € YCTAHOBEHO, e e
cTabunta. A03u He NPOMEHs 3HAUMMO (hapMaKOKNHETUKATa HUTO Ha
eMNAMUDNO3IH, HUTO Ha MET(OPMUH NP 34PABY YHACTHULIA He @ AcTBuA Cue Synjardy. EMnarnicnosus moxe
2 3aCHNN QUYDETUMHNS eexT Ha TMAMAHATE U BPUMKOBUTE umypwum W Hoxe 12 nosuwM pHcka 32 U XANOTOHNS. Ha
eMNArUBNO3NH He ce NoBANsBa npit cuTarnunuH, Bapdapy, Bepanamin,
PaMUNPUN, CUMBACTATUH, TODA3eMMUA 1 XWADOXNOPOTHASHE, EMnameno}v\H HAMA KNUHYYHO 3HAUNM eEKT BbpXy T
NYOMNNTa30H, CUTAMMNVH, NUHATMWNTAK, CUMBACTATUH, BADMAPUH, PAMANDUN, AUIOKCUH, AMYPETMUM U NEPOPANHA KOHTPALIeNTUBM Me@o puit: He ce npenopsiea
CoNbICTBalWa YnoTpeba Ha ankoxon Wnv WOMNPaHW KOWTPACTHM BeuwiecTsa. HCTIBC, aHrvoTeH3WH || DELENTODHU aHTArOHMCTM U AWYPETWLMA MOTaT Aa Ce OTpasaT
HeBAArONPUATHO Ha GbOPEUHaTa (yHKLWA, KOBTO MOXE 13 YBENUUM PUCKA OT NAKTATHA aLWA03a. [1PK 3AMOUBAHETO MM YNOTPEOAT HA TakmBa NPOAYKTH B KOMGMHALUA
€ METHOPMUH € HEOBXOAUMO BHUMATENHO NpOCensBaHe Ha Guop QyHKLMA CHCTEMHO M NOKANHO), 6eTa-2-aroHucTUTe U
UMAT Xneprs peiicTeue. Ao e , £03Ta Ha AHTUXMNEDIUKEMAYHIA NEKaDCTBEH NPOJYKT TPAOBa Aa ce ajanTupa. GepranuTer,
6pemeHHOCT W KbpMeHe: Synjardy W camo emnarudRo3uH He TpAGBA fa Ce M3NON3BAT N0 BPEME Ha GPEMEHHOCT i KypueHe. EQeKTsT Ha Synjardy wnu camo Ha
eMnanmunosnk Bbpxy heprunuTera He e NpoyuBaH NPy xopa. HewenaHn nexapcTBeHn peakuun: EMnarmy(nosnk: O6UIATA YeCTOTa Ha HexenaHy CuTis npu
NaUVEHTUTe Ha NeveHie C eMnaruMNO3IH e GNa CXORHa C Tash Ny NekyBaHNTe ¢ NnaLe6o. Hai-4ecto CbobluaBaHaTa HexenaHa peakuus e Guna xuNormuKemis npu
eqHOBDENMeHHE YNOTPe6a Coe CYT UnK UHCYNUH. YECTH HeXENaK | NeKAPCTBRHU PeaKLM: BAriHANH MOHANNA33, BYNBOBATMHUT, GANAHNT M APYT TeHWTANKH HHAEKLMI,
VMHDEKWIA Ha NIKOUHATE NBTUILA; HAXKNA; CPORX; NOBULIEHO YPUHIDaHE; NOBHLIEHY CepyMHY NMNMAW. HeuecTh: \/pmmpm XMNOBONEMUS, AM3YPUS, NOBMILEHO HUBO
Ha KpeaTWHIIHA B KPBBTA W NOBMLIEH Peaki: aaberHa MHoro vecty: ¢ CHMITOMU KaTO rafieHe, NOBPbUIaHE,
Avapys, 60nka B KODeMa t 3ary6a Ha aNeTuT, KOUTO Ce PA3BUBAT Haii-4ecTo Mo Bpeme Ha 3auouaancvo 4a TeDANWAT 1 B NOBEYETO Ciyai OT3BYMABT CrIOHTAHHO. HecTi
HapyLIeHNs Ha BKyCa. MHOTO PEAKY: NAKTATHA aUA03a; HeQOCTUT Ha BUTamiH B12; e ; xenat.
GLYXAMBI 10 mg/5 mg dhunmupany Ta6neTky. CoCras: BCsika TabneTka Coqppxa 10 mg eMHade}nOAMH (empagliflozin) u 5 mg nvwarnunTus (linagliptin). TepanesTnunn
NIOKa3aHMs: DK BLIPACTHU Ha 218 ToAMHN CbC 3(T2: 33 NOAOBPABAHE Ha MVKEMUMUHWA KOHTPON, KOFaTO MeTOpMAH /M CYTI M eAUH OT MOHOKOMMOHEHTUTE Ha
Glyxambi He OCHTYPABAT AfeKBATEH MUKEMIUEH KOHTPON; KO NALMEHTHTE BEUE Ca NeKyBaHM C KOMOUHALMATA eMNATNGNOSUH U NUHAMMUNTUH, KaTO OTAGNHM NPOAYKTI.
[103MPOBKa 1 HAUNH HA NPUNOXKeHMe: NPenopbuyTentara Hauanka 4osa e 1 1abnerxa Glyxambi 10 mg/5 mg (10 Mg eMnarmudNO3vH NNKC 5 Mg NMHAMNNTHH) BEAHDN
AHeBHO. KOrato ce 13n0n38a B KoMGMHAUWA CbC CYIT WnU C MHCYNUH, MOXe [1a Ce 0BMUMCAN NO-HICKa A03a CYIT MNM VHCYNMH, 32 A3 Ce HAMaNW PUCKa 33 XUNOMUMKEMUS
Cneumanku nonynaumu: Mkdopmaunsta 3a KOPUrupaHe Ha 03ata Ha KOMNOHEHTa eMnarnudno3nK, C NOKa3aHWe 3axapeH Auabet TN 2, Npu nauuenTuTe ¢ GbepeyHo
YyBpexaaHe MOXeTe Aa BuauTe No-rope & Tabnuua 1. He Ce Hanara ajanTupaHe Ha 403aTa Ha KOMMOHEHTA MMHAMMNTUH NPU NaUMEHTH C GhOpeuHo yBpexaane. He
Ce Hanara ajanTupare Ha foara Ha Glyxambi NP NAUMEHTU C NeKO U yMepeHo yepexaare. He ce npenopbtea ynoTpe6aTa My Npt NaLeHTH C TEKKO
yBpexaare. He ce Hanara ajanTupane Ha 103aTa b3 0CHOBA Ha Bb3PACTTA. Ha 6a3aTa Ha CHIHO OFPAHUYEHNS ONUT NP NALMEHTY Ha Bb3DACT 275 FOAMHH,

260 MaKcamantara axesHa 403a e 3 000 mg. Moxe A2 Ce 06MIC NIOHWKABAHE Ha A03Ta BbB BPL3Ka C HAMANABAHETO Ha Gb6PENHaTa yHKLMA
45 00 <60 MaKcuManiara Aesra 403a e 2 000 Mg Hauantata A03a e Haii-MHOTO N10N0BMHATa OT MaKCHMAHaTa A03a.
30 no <45 MakcvmanHaTa aHesHa 103a e 1000 mg. HauanHara 103a e Haii-MHOro NONOBMHATA OT MaKCUManHaTa o3a.

30 MeTthopHitH € NPOTHBONOKa3aH

Synjardy He TpAGEa fa Ce M3NON3Ba NPH NALMEHTU C HEPHOAPOBHO YBPeKgaHe. [Iph NaLMeHTH Ha 75 FORUHM 1 NO-BLIPACTHI TPAGEA A3 C UMA NPEABHA NOBMILEHAAT
DUCK 32 06EMHO U34EPTIBaHE U XANOBONeMMS. MU NaLMeHT Ha BH3PACT 85 FORMKM W NOBEuE, He Ce NPENOPb4Ba 3aN0uBaHe Ha Tepania CbC Synjardy. e3onacHoCTTa i
edpMKACHOCTTa Ha eMNaMUGRO3NH NP AeUa W I0HOLM Ha BL3PACT NOA 18 FOANHM He Ca YCTaHOBEHW. Synjardy TpsGBa Aa Ce NPHeNa 483 MLTH AHEBHO C XPaKa, 32 A Ce
HaMaNAT HEXeNaHWTe PeaKUui OT CTPAHA Ha CTOMALHO-UPEBHHA TPAKT, CBbP3aHN C METOPMIH, MPOTMBONOKA3aHMS: CBPLXUYBCTBITENHOCT KbM aKTMBHOTO BELLECTBO
WM KoM HAKOE OT MOMOLKMTE BEUeCTe. Bceki TN OCTPA METAGONMTHA aUMA03a (KATO NAKTATHA auWA03a, AaBETHA KeTOALWAO3a); AMABETHA NPEAKOMA; TexKa
6b6peua HeAOCTaTIHOCT (GFR<30 mU/min); OCTPU CLCTOSHUA, KOMTO GWXa MOTIM [ MDOMEHAT GLODEUHaTa (lyHKUAA KaTO: AEXVAPATALUR, TeXKa MHAEKUAS, WOK;
3a60nABate, KOTO MOKe Aa A0BEAE A0 THKHHA XUTOKCHS! (0CO6HO OCTPO. Ha XpOHHIHO KaTo: AeKOMNEHCHPaHa CbpRedHa
HEAOCTATBUHOCT, AWXATENHA HEAOCTATHHHOCT, CKOPOLIeH UH(APKT Ha MIIOKAPA, WOK; YEPHOAPOGHO YBPEXAaHe, OCTP ANKOXOMHE UHTOKCHKALWR, ANKOXONM3bM,
Crieumantm npeaynpeXeHIs u NPeANa3HM MepKM py ynoTpe6a: EMnarunosuik: EMnarnicnosus He TpAGER Aa ce U3N0N1382 3 NeUEHNE Ha NALINEHTH C AAGeT Tvn
1 WM NP NAUMEHTY C AUAGETHa KeToAUMA03a. NP NAUMeHTY, NP KOWTO AIKA Ce NOZO3UPA WA € AUATHOCTULMPAHA, MENeHNeTo C eMnarnudnosuy Tpatea Aa ce
NDeYCTaHOBH He3aG2BHO. fleueHHero TPAGBA Aa e NPeKbCHe MpH MALEHTU, KOUTO Ca XOCTATANM3MPaHK 3a FONeM M XMPYPrAUHY NIPOLLERYDY WY NIODAAM OCTDY CePHO3HY

He ce NPenopbusa 3anousate Ha Mevenite ¢ Glyxambi B Tasu nonynauus. TABNETKUTE MOXE Aa Ce MPUEMAT CbC WA 663 XpaHa N0 BCAKO BpeMe Ha ACHA NPe3 eHaKeu
wHTepBanu o1 Bpeme. MPOTMBONOKA3aHMA: CBDbX|YBCTBUTENHOCT KbM AKTHBHUTE BRILECTBa WA Kb HAKOR OF NOMOULMTE BEUIECTBA. CeLMantu Npeaynpexients u
NPEANa3Hit MePKY NPY YNOTPE6a, NeKAPCTBEHN B3ANMOAGAICTENA W HEXENaHN NeKAPCTBEHN PEAKLLIW, CBLP3AHN C EMNaMUNO3NH, MOKETE A2 NPOUETeTe B UHhopMALUTa
32 Synjardy no-rope. ®epTANKTET, GpemeHHOCT W KbpMeHe: Glyxambi He TpAGEA 4a Ce U3NON3Ba N0 BPEME Ha GPEMEHHOCT I KbpieHe. EDeKTST Bbpxy hepTuniTera He
© NPOYUBaH NpU Xopa. HewenaHu NeKapcTseHy peakuuw: Kato UANO, NPOGUALT Ha 6e30MACHOCT Ha Glyxambi 0TrOBAPA Ha NPOGUAUTE Ha 6E30MACHOCT Ha OTAENHHTE
AKTUBHU BEWECTBA (eMNArUCIO3MH 1 AMHATMNTAH). UYECTH HOXENaHN NeKAPCTBOHN POaKUM: BATMHANHA MOHWNUA33, BYNBOBATVHHT, GANAHUT W ADYTU reHWTAnHY
WHADEKLMM; HDEKLMM HA NKOUHATE MHTULLE; KaXKAE; CHPBEX; NOBUILIEHO YDUHMPAHE; XMNOMMUKemua (NpU ynoTpe6a cbe CYIT/UHCYNMH), KALINMUA, NOBULIEHN aMiNa3a u
NMNa3a. HedecTu: ypTukapys, XAMOBONEMAS, AU3ypUs, NOBUILEHO HABO Ha KDEATUHIHA B KDLBTA, NOBYULIEH XeMATOKDUT, MIOBLEHN CeDyMHU NMMUMAN, NaHKDEATAT. PeaKi
AvabeTHa KeToaumaosa.

[l03084 hopMu, HanuuHw Ha nasapa B Bbnrapus: Jardiance: 10 mg empaglifiozin mmnwpanm Tabnerkw; Synjardy: 5 mg empaglifiozin + 850 mg metformin dunmupasi
Tabneric, Synjardy: 5 mg empagliflozin + 1000 mg metformin (hunmipasit Tabnerkr; Glyxambi: 10 mg empagliflozin/5 mg linagliptin, dunmpari Tabnerics;

Npeau 4a npeanuwere Jardiance®, Synjardy® wnu Glyxambi®, mons npoueTeTe CboTBeTHaTa aKTyanHa KpaTka xapakTepcTiKa Ha npoaykTa (KKTT), iOCTbNHa Ha ye6eaiia Ha
EBPONeVICKATa areHUA 10 NeKapCTBaTa: www.ema.europa.eu. AkTyanata KX Moxe Aa Bi 6bae NPeNoCTaBeHa i oT MeAULIMHCKIS NPRACTABATeN Ha BbOpYHTep Hrenxaiin

OT MEQUUMHCKITE CeWMANACTH Ce UINCKEA A3 CBOBLIABAT BCAKA N1OAO3MPAHA HEXENaHa Peakuns.
Hexenani NexapcTeei peakuyan TPAGEa Aa 6bAAT CHOBLIABAHN AMPEKTHO Kbt M3MbNHUTeNHaTa AredUns N0 ekapcraata (wwvbda.bg) Wi KbM NOKanHus OdUC Ha
Bhoputrep Mirenxaiim (e-mail: PY_local_Bulgaria@boehringer-ingelheim.com).

3a nbnHa MHpopmauma;

Mpepcrasutencteo 3a bunrapva BeopuHrep WHrenxainv PLIB MvbX v Ko KT — knoH Benrapua, Copua 1505, Cepauka odpuci,

6yn. CuTHAKOBO 48, eT1.8, Ten.: 02/958 79 98
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N
I| |I



3A JIEYMEHUE HA 3AXAPEH AWABET TWUM 1 U TUN 2 NPU Bb3PACTHMU, IOHOLUU U OELUA HAL 6-rOAULLUHA Bb3PACT!

Toujeo® e Tyk 3a Baluvte naumeHTy,
KOUTO Ce HY)XXOadaT OT 6a3asieH UHCYUH'

Toujeo® ocurypsasa 6anaHc Mo-cTtabuneH JlecHa ynotpe6a u
Mexnay peaykuuaTa Ha HbA, 24 4acoB rMUKeMu4yeH o Bb3MOXOCT 3a MNbBKaBO
M PUCKa OT xunornmkemusa'”’ npocdun's npuno)xeHue'>'0’

MHCYNIMHOBOTO JieYeHue,
KoeTo BaluuTe nauueHTu 3acnyXXasaTt

*Bbe OK/D[ npoyysaHe B PaBHOBECHO CbCTOSHME Npu NaumeHTy cbe 30T1, Toujeo® AeMOHCTpMpPa No-CTabuieH U MPOObLIKUTENIEH MTHOKO30-MOHMXaBaLL ePeKT B CpaBHEHMe C MHCYJIMH
rnapxuH 100 IU/mL® tToujeo® e HannueH B necHa 3a ynoTtpeba nucanka,”*’° npunara ce BeAHbXX AHEBHO MO BCAKO BPpeMe Ha [eHs, 3a NpeanoymTaHe no eaHo 1 CbLLO BpeMe BCeKM AeH'.
KoraTto e Heo6xoammo, Toujeo® Moxe fa ce npunara Ao 3 Yaca Npean Uan cnep o6UYanHOTO BpeMe Ha npunoxexue.!

CukpaweHuns: HbA, , xemorno6uH Alc; O/, ®apmakoanHamuka; OK, DapmakokuHeTvka; 3AT1, 3axapeH avadeT Tvn 1; 3AT2, 3axapeH AvabeT Tvn 2.

PedepeHuum: 1. KXIN Toujeo®. 2. Home PD, et al. Diabetes Care 2015;38(12):2217-2225. 3. Matsuhisa M, et al. Diabetes Obes Metab 2016;18(4):375-383. 4. Danne T, et al. Diabetes Care
2020;43(7):1512-1519. 5. Riddle MC, et al. Diabetes Care 2014;37:2755-2762. 6. Yki-Jarvinen H, et al. Diabetes Care 2014;37:3235-3243. 7. Bolli GB, et al. Diabetes Obes Metab 2015;17:386-
394. 8. Becker RHA, et al. Diabetes Care 2015;38(4):637-43. 9. Singh R, et al. Eur Endocrinol 2018;14:47-51. 10. Pohimeier H, et al. J Diabetes Sci Technol 2017;11;263-269.

Toujeo® e Noka3saH 3a JleueHne Ha 3axapeH AnabeT NPy Bb3PaCTHW, IOHOLLIM 1 ielia Haf, 6-roayLLIHa Bb3PacT. JIekapcTBeH MPOAYKT Mo IeKapcko npeanucaHune. 3a noseye MHGOPMaLIMS BIDKTE
aKTyasiHaTa KpaTka XapaKTepuCcTUKa Ha MpoayKTa Ha https://www.ema.europa.eu/en/documents/product-information/toujeo-epar-product-information_bg.pdf nnmn ce cebpxete cbc Cymkc
Buodapma EOOL, 6yn. CutHsakoBo Ne48, Cepamka LeHTbp, eTaxk-10, Cochua 1505, Brarapus, Ten.:+359 (0) 2 4942 480, e-mail: medinfo.bulgaria@swixxbiopharma.com
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Meglucon' XR

Metformin hydrochloride 750 mg, 1000 mg

Kog no Kog no
TabneTku ¢ yab/HKEHO H30K = H30K

ocBoboXXaaBaHe AF582 AF583

CpencTBo Ha MbpBU U360P U [JOKE
ABJIFOCPOYEH r1/1aH OT UHUUNUPaHe Ha Tepanusita
rnpu nayuneHTy c rnpeguaber n HoBooTkput 32T

Merniokon® XR: Cbl 3a

CucTas n TabneTku c vy, 0 0CBOGBC e, cw:\bpxauw 500 mg nnm 750 mg unn 1000 mg mMeTchopmMrHoB xuapoxnopu. Mokasanus: JledeHve Ha 3axapeH AvabeT Tvn 2 Npy Bb3PacTHW, 0COGEHO NPy NaLMEHTU C HAAHOPMEHO
Terno, KOraTo Camo C fveTa U (OMaNHECKM Yrip: He Ce nocTura KOHTPOSI, KATO MOHOTEPANYA WAV B KOMOVHALWS C DY MEpOPakv aHTAMAGETH NEKAPCTBEHY MPOAYKTA, WA C MHCYAVH ¢ MPEBeHUVS Ha SaxapeH AuaceT
TVIN 2 NPV NaLUMeHTU C 1 npu 3axapeH ,quaﬁer ™mn2mns capyrm 06 HauanHa f03a e eaHa Tabnetka ot Meriokor XR 500 mg BeiHbX AHEBHO, MO Bpeme

Ha xparere Bevep. e 10 10 15 4Hi 103aTa TPs68a [ Ce anANTIPA B 3ABICUMOCT OT UaMEPEHITE GTOTHOCTY Ha KpLBHATA 3aXap. MaKcUMAnHaTa NpenopkHTenHa 10sa & 2000 Mg AHeBHO, [oBMLLIABAHETO Ha A03aTa TPs6RA 42 0Tasa ¢ 500 mg Ha
8ceku 10-15 AHu, HO He NoBeYe oT 2000 Mg BeAHLX IHEBHO, N0 BPEME Ha XpaHeHe, BeYep. AKO He Ce MOCTUTHE aeKBATEH MKEMYEH KOHTPOS, MALMEHTITE MOraT Aa MPEMIHAT KbM CTaHapTHUTE TabneTky MeT(opM1H [0 MakcvManHa aosa ot 3000
mg. Mpu nauWeHTI, KOMTo BeYe ca NeKyBaHn ¢ MeTOPMIH TabneTky, MbpBoHaYanHaTa Aosa MerniokoH XR Tpsibea fja 6bjie ekBMBaNeHTHa Ha iHeBHaTa jo3a TabneTkin MeThopMIH ¢ HezabaBHO ocBoboXaaBaHe. Mpy naLveHT, nekyBaHn ¢ MeTOoPMUH
B 1031 NO-BMCOKM OT 2000 Mg [AHEBHO, HE Ce Mpenopb4Ba NPEMUHaBaHETO KbM Tepanus ¢ MerniokoH XR. ¢ KombuHayus ¢ uHcymH: ObuHaiiHata HaqanHa fosa Ha Merniokox XR e efHa Tabnetka or 500 mg BEIHBX AHEBHO MO BPEME Ha XpaHeHe BeYep,
[AOKaTO A03aTa Ha UHCY/MH Ce afanTVipa B 3aBUCMMOCT OT M3MEPEHITE CTOMHOCTM Ha KpbeHaTa 3axap. 3a nauyieHTu B cTap BB3PACT U C 6BOD! MOI5i BUXKTE Tb/Hus TeKcT Ha KXTI. [Meguatpuyma ronynauns Mopagu nvnca Ha
[0CTaTb4HO AaHHM, MerniokoH XR He Tpsibea fa Gbae 1anonasaH npu Aeua. ¢ MoHoTtepanusi (npeaauaber) ObudaiiHata aosa e 1000 mg Ao 1500 mg MeT(OPMUH XMAPOXIOPUA BEAHBX AHEBHO, MO BPeMe Ha XpaHeHe Beqep. MpoTusonokasaHus: ¢
CBPLXHYBCTBUTENHOCT KbM METCIOPMUH WA KbM HSKOE OT NOMOLLHUTE BelliecTsa ¢ Beeku Tun ocTpa MeTaBonuTHa aLmiosa (KaTto nakTaTHa auvaosa, anabetHa ketoaumnosa). 4 [uabetHa npexoma.¢ Texka 6ubpedHa HepocTarbHHOCT (GFR < 30 mi/MuH).
+ OCTpu CLCTOSHWA, 3acTpallaBalli Aa BNoLaT Gb6peyHaTta thyHKUMS, KaTo AexvuapaTaLys, TexKa MHEeKUWS, LOK. ¢ 3a60NsBaHm1s, KOUTO MOXE [ia MPUUMHAT TbKaHHa XMMoKcust (0cobeHo ocTpy 3a60onsBaHUs WK BnoLLiaBaHe Ha XPOHWYHM 3aBonsBaHns),
KaTo: ISKOMIMEHCHPaHa Chp/ieYHa HEOCTATLHYHOCT, PECTMPATOPHA HEAOCTATBHHOCT, HACKOPO MPEXVIBSH MYOKAPAEH MHCDapKT, LWOK. ¢ YepHOAPOGHA HEAOCTATLYHOCT, OCTPA AMKOXO/HA MHTOKCUKALIMS, AKOXONM3bM. Crieuvantn npeaynpexaeHns u
npeanasHu mepku: ¢ JlaktatHa auuposa: HatpynBaHeTo HaMeT(OPMWH HACTBLMBA NP OCTPO BriolaBaHe Ha GbEpeyHaTa hyHKUMS 1 yBenM4aBsa prcka OT nakTaTHa auuaosa. PUckoBu dhakTopy 3a nakTatHa auvposa ca Aexviaparauysi, ekapcTBeHn
MPOAYKTH, KOUTO MOraT OCTPO Aa YBPeasT GbbpeqHaTa (hyHKLMS (KaTo aHTUXVNEPTEH3UBHI CPeacTaa, Auypetuuv n HCTBC), NpekoMepeH Npriem Ha ankoxos, YepHoapotHa HeAOCTATBHYHOCT, HEAOCTATLYHO KOHTPOMPaH AvabeT, KeToaa, NPOABLIKUTENHO
ajlyBaHe 1 BCSKaKBIN CbCTOSHIAS, CBBP3aHN C XMNOKGHS, KaKTO 11 @IHOBPEMeHHaTa ynoTpeta Ha NekapcTBeH! MPOAyKTV, CBbP3aHI C XMNOKCHS MW KOUTO MOraT Aa MPUHMHST NakTaTHa auvaosa ¢ Bu6peyHa gyHkums: MeTthopMiH e MpoT1BonoKasaH
npy nauveHTy ¢ GFR<30 mi/muH v Tpsabea aa 6baie BDeMEeHHO CNPsiH NPY HanM4Me Ha ChCTOSHMSA, KOUTO NPOMEHST 6bBpeqHaTa (yHKUMA ¢ CbpaeyHa dyHKUMs: NPy NaLMeHTU CbCCTabunHa XPOHIYHA ChPAEYHA HELOCTATLYHOCT, MET(OPMIUH MOXeE Aa ce
ynoTpe6siBa NP1 PEIOBHO MOHNTOPUPAHE Ha CbpAeYHaTa 1 GbGpeqHaTa (yHKLWS. Moy NauneHTI C OCTpa 1 HecTaBunHa ChpaeHHa HELIOCTATBYHOCT, MET(IOPMUH € MPOTVBOMNOKa3aH ¢ CTapuecka Bb3PACT: MNPy NaLMeHTI HABB3PACT 75 rouHIA U NoBeYe
He Ce MPeropbiBa 3aroBaHe Ha Tepankis ¢ MeThopMiH. ¢ MloampaHnkoHTpacTHY Bewjectsa: MeThopmuH TPsIGBa Aa Ce Crpe MPEay I 1o BPEMe Ha MpoLie/ypaTa 3a 06pasHa AMAarHoCTVKA 1 He TPsGBa Aa Ce Bb30GHOBSIBA [10 Hali-Marnko 48 aca crieq
TOBa, Npw ycnosue Ye 6ubpeqHaTa hyHKUMsA e cTabunHa ¢ XupypruyHa onepauus: MethopmuH Tpsibsa Aa ce cnpe no BpemMe Ha onepauys noa obLa, CrvHanHa unu enyaypanHa aHecTeans. Jle4eHneTo Moxe fa 6be Bb306HOBEHO He No-paHo oT 48
Yaca cnep onepaLvisita N Bb30GHOBSBAHETO Ha XPaHEHETO Npea ycTa npy cTabnnHa GuepeyHa thyHKUWS. ¢ Apyru: Boudku nauveHTV Tpsicsa Aa MPOLKAT veTata Ci C PaBHOMEPHO pasrpefienieHvie Ha BbrexvaPaTHS npyem npes AeHs. MatyeHTure
C HaAHOPMEHO Tersio TPsI6Ba A CnasBaT HUCKOKasopyyHarTa cn aveta.O6u-aiHiTe NaGopaTopHM TECTOBE 3a MOHUTOPUPaHE Ha AnabeTa TpsibBa f1a Ce U3BLPLUBAT PeaoBHO. MeTopMUH, NpuiaraH CamMOCTOSTENHO, He MPeaVaBIkBa XUNOMKEMIAS, HO
TpsbBa Aa Ce BHIMaBa, KoraTo Ce 13Monasa B KOMBUHALIMA C VHCYMH 1 Ipyrv Nepopantin aHTM/:lVIaGeTHI/I cpeficTea (Hanp. cynaHnnypeiHA NPOAYKT 1 MemMTMHWJM) Morart pa 6baat HabnoaasaHu YacTu OT oBBMBKaTa Ha TabneTkara B U3NpaxHeHsTa
Ha nauveHTuTe. Te Tpsicea Ja Gbaar MpedynpesieHu, Ye ToBa & HOPMasHO. e ce peba C ankoxon 1 VIOAVIpaHN KOHTPACTHN BELLECTBA. ¢ MepKu rpu
ynotpe6a: HCTBC, BKNIOHMTENHO CENEKTUBHM MHXMBITOPK Ha LMKnookeureHasa (COX) Il, ACE wawﬁvrropw aHFMDTeHSMH Il PELENTOPHM @HTArOHUCTI U AUYPETULM, OCOBEHO BPUMKOBY AVYPETULW; ¢ JIEKapCTBEHV NPOAYKTU C ErprEuJHa XVNEPrIMKEMAYHA
AKTUBHOCT (Hanp. rIOKOKOPTUKOMAM (38 CUCTEMHO W JIOKATHO MPUIIOXEHIE) U CUMNATUKOMUMETVLW). ¢ OpraHnyH1 TpaHcriopTepu Ha katnoHu (OCT), kato Bepanamun, pudamnuuuvH, LUMETUAUH, AONYTErpaBvp, PaHONa3nH, TPUMETONPUM, BaHAETaHUG,
3aBYKOHA30/1, KPU3OTUHUG, onanapuG, MoraT /12 MPOMEHSIT Mfla3MeHITE KOHLIGHTPALIN, ebeKTa 1 GBEPEHHOTO eNMIHIPaHe Ha MeToPMUH. BPeMEeHHOCT 1 KbpMeHe: OrpaHiyeHuTe JaHH 3a ynotpebara Ha MeT(opMitH NPy GPEMEHHI XXeHN He
OKA3BaT NOBYLIEH PYCK OT BROAEH! aHoManuu. B ciiyail Ha nnaHupaHe Ha GPEMEHHOCT 1 N0 BpeMe Ha GPEMEHHOCT Ce MPeropbHBa 3a BIIOLLIBHIS MKEMI1YEH KOHTPOJ 1 JIEYEHIMETO Ha MAaBeT [1a He Ce U3MosI3Ba MeThopmuH. Mpu vabeT ce Npenopkysa
[la Ce U3MONI3Ba VHCY/IMH 3a NOABPXKAHE Ha HVBOTO Ha KDbBHATA 3axap Bb3MOXHO Hal-G/INBKO 0 HOPMANHOTO, 3a HAMANSIBAHE Ha PUCKA OT MandopMaLyK Ha noa. MeT(hopMUH Ce eKCKPeTUPa B KbpMaTa. KbpMEHETO He Ce MperopbHyBa no Bpeme
Ha iedeHme ¢ MeThopMiH.EcheKTi BbpXy CrocoBHOCTTa 3a wompaHe 1 paboTa ¢ MawmHM: MeT(hopMUH KaTo MOHOTEparvist He BOAM [0 XVMOTIMKEMIS 1 3aTOBA HAMA /I UM HESHAYNTENIHO BMSIHIE BBPXY CNIOCOGHOCTTA 3a LwodvpaHe v patota
C malwwmHW. [la ce BHMMaBa 3a PYCK OT XWMOMTMKEMUM NMPU KOMBWHUPaHO npunoxexve. Hexenann nekapcteenn peakuwn: MHoro YecTu: CTOMALLHO-HPEBHN HapyLLEHUs KaTo rajeHe, noBpbliaHe, auapus, abaomvHanta 6onka v 3aryba Ha anetuT.
BasHoTO yBenM4asaHe Ha fo3ata MOXe CbLUO Aa NoAo6pY raCTPOVHTECTUHANHATA TONePaHTHOCT. YecTu: HapylweHvs Ha Bkyca. MHoro pegku: JlaktatHa aunaosa ¢ HamaneHa abcopbuus Ha ButammH B12 1 HamansisaHe Ha CepyMHUTE HUBa MO Bpeme
Ha MPORBIDKATEIIHO JIe<eHie C MET(ODMIAH ¢ EAVIHVSHI CRy-aln Ha 3HOMAINN B YEPHOAPOCHUTE M3CNIBABAHYIS NV XEMIATUT, KOUTO MPEM/HABAT C/IE, MPEYCTAHOBSABAHE Ha JIeHEHETO C MET(OPMIAH. ¢ KOXHI PEaKLI/A KATO epUTeM, MPYPUTYC, YPTVKapHs.
Mpeav npeanuceaxe, Mons 3ano3HaliTe Ce C MbJIHMA TEKCT Ha KpaTkaTta XapakTepucTuka Ha npoaykTa (KXIM), ono6pexa Ha 06.10.2020. MPOAYKT Mo ; peakuum Tpsi6Ba aa 6baat
KbM W AreHuus no Jlekapctearta (www.bda.bg) unu kbm CaHpo3s Benrapus KYT (adverse.event.bulgaria@sandoz.com).

PedepeHumm:
1. Diabetes Care 2020;43(Suppl. 1):51-S2; 2. European Heart Journal (2020) 41, 255-323; 3. Diabetes Prevention Program Outcomes Study. Diabetologia. 2017 Sep;60(9):1601-1611.; *3[12T-3axape+ avabet Tvn 2

1 3a noeeye nHdopmaLma:
sAN Do A N.O.Vartls CaHpo3 bunrapusi KYT, rp. Codus, n.k.1784, 6yn. ,Liapurpagcko woce” Ne115M,
Division EBPOMeiicKi THProBCKM LIGHTLP - crpaga [, et. 1, Ten.: 02/9704747, dakc: 02/9704757. BG2111085495/08-NOV-2021




LYUMJIEV 200

(insulin lispro)  KwikPen

@ Lyumjev® - HoBa popMyMpPOBKa Ha IMCMPO, XapakTepuamnpalla ce ¢ yckopeHa
MHCYNMHOBa abcopbums 1 no-6bpP30 Havano Ha gencreme cnpamo Humalog.'

@ Lyumjev® sHaunTenHo npesbaxoxga Humalog®, upes HamansiBaHe Ha HVBaTa Ha
MMNK3 npu naumeHTn cbe 3axapeH amnabet tun 1 v tmun 2123

v Lyumjev® ocurypsisa 44 MuHyTU** noBeye B TapreTHUTE CTOMHOCTU, B CPaBHEHME C
Humalog npu naumneHTn cbe 3axapeH anabet tun 1***4

'V Toau nexapcTeeH NpoayKT NOANEXH Ha AONbAHUTENHO HabnioaeHue. Toga Lie N0380/M 6bp30TO ycTaHOBABaHE Ha HOBa MHPOPMaLs OTHOCHO GesonacHocTTa. OT MeAMLMHCKUTE CNELManmcTy ce U3nckea Aa cbobLyasar
BCsika NOJ03MPaHa HexelaHa peakuus.

Lyumjev 200 eaunuun/ml KwikPen, nkekuvoneH pastsop B npeasapuUTeniHO HanbaHeHa nucanka Beeku ml cbabpyxa 200 eankuuym nieynntH avenpo (insulin lispro). Besika npeggaputenHo HambiHeHa nucaska Cbabpxa
600 epnHum nHeynu nvenpo B 3 ml pasteop. Besika nucanka KwikPen goctass 1-60 eautnum, kouto ce Habupat Ha crbnku no 1 eautnua. TepaneBTuuHM nokasanus: Jledevie Ha 3axapeH Anabet npu Bb3pacTHU.
[lo31poBKa 1 HaYMH Ha NPUNOXEHUE: Lyumjev e MHCYNIMH, NpuUaaraH No Bpeme Ha XpaHeHe (MpaHananeH NHCYIMH), KOMTo TpsiGBa fa ce Npunara NOAKOXHO OT Hy/a A0 ABE MUHYTW NPEAN HayanoTo Ha XPAaHEHETO, C
Bb3MOXHOCT Aa ce npunara fo 20 MUHYTY cnied 3ano4BaHe Ha xpaHeHeTo. [Npu npeanuceate Ha Lyumjev TpabBa fa ce uma npeasus 6bp30TO Havaso Ha aelicteue. MPOAbIXaBALLOTO Kopurpate Ha gosara Lyumjev
TpsbBa fa ce 6asunpa Ha MeTaboNUTHUTE HyXaM Ha NaLWeHTa, Pe3yNTaTuTe OT N3MEPBAHETO Ha KPbBHATA 3axap W LieINTe Ha FMKEMUYHUS KOHTPON. Moxe fa ca HeoBX0AMMY KOPEKLMM Ha 03aTa NPy NpeMUHaBaHe oT
LPYT VHCYAVH, NPU NPOMEHM BbB $p13M4ecKaTa akTMBHOCT, NPOMEHW B NPUEMaHUTE CbMbTCTBALLYM IEKAPCTBEHU NPOAYKTY, MPOMEHM B HauMHa Ha XpaHeHe, NpomeHn B GbbpeyHata nau yepHoapobHaTa GyHKUMS nan no
BPEMe Ha 0CTPO 3ab0NABaHe 3a CBEX/AAHE O MUHWUMYM Ha PUCKa OT XUMOTINKEMUS UK XVNepravkemus. [IpemMuHasaqe oT APYr UHCYNMHOB 1€KAPCTBEH MPOAYKT, MPUaraH no speme Ha xpaHexe lpn npemuHasaHe ot
LPYr MHCYNIVH, NpUiaraH no BpeMe Ha xpaHeHe, kbM Lyumjev, npoMsiHata Moxe Aa ce U3BbpLUM eANHULA-KbM-eanHua. Cneynantn nonynaum: CTapyecka Bb3pacT (Bb3pact = 65 roauHu) besonacHoctTa v edukacHocTTa
Ha Lyumjev ca ycTaHOBEHM Npu NaLyeHTyH B CTapyecka Bb3pact ot 65 Ao 75 roaunHu. TepanesTUYHUST ONWUT NPV NaLMEeHTU Ha Bb3PacT = 75 rofAvHu e orpaHnieH. brbpeyHo 1 yepHoapobHo yepexaaqe Hyxante ot uHeyauH
MOraT Aa ca HamaseHw, Tpsibsa Aa ce 3acunn NPoC/eAsBaHETO Ha KpbBHATa 3axap W fj03aTa fa Ce Kopurvipa uHavsnayan+o. [lequarpudra nonynauns besonacHocTta n edukacHocTTa Ha Lyumijev npu Aeua v oHOLWN Ha
Bb3pact nog 18 roauHu Bee ole He ca ycTaHoBeHW. Jlunceat gaHHu. HauuH Ha npunoxenwe: MNaynentue Tpsibea fa bbaat obyyeHn 3a npasuaHa ynotpeba v TexHuka Ha uHxekTupaHe. MaunenTuTe Tpsibea npean
NPUNOXEHNE Aa NPOBEPSBAT ETUKETUTE Ha MHCYNNHA; [la ro M3XBBPAST NPW HanWymMe Ha BUAUMU HaCTVLM AW NPOMSsiHA Ha LBeTa; MecTaTa 3a MHXeKTMpaHe TpsbBa BUHAr Aa ce pefyBar, 3a Aa ce Hamau pUCKbT OT
MNOANCTPOdUS U KOXHa amunonosa; Mpu MHXEeKTUPaHe fa ce YBEPST, Ye He ca NonaAHanu B KPbBOHOCEH Cbf; Lyumjev ce nMHXeKTpa NOAKOXHO B obnactTa Ha Kopema, ropHaTa 4acT Ha pbkaTa, 6e4poTo unm
cepanvieTo. Lyumjev 0BUKHOBEHO Ce U3MO/3Ba B KOMDWHALMA C AbATOAENCTBALL MHCYSIUH UM C MHCYNNH CbC CPEAHA MPOABIKUTENHOCT Ha JEUCTBIETO, KOMTO TPSbBa Aa Ce MHXEKTUPa Ha pasnnyHo MacTo. Nicankata
Lyumjev 200 egunuun/ml KwikPen e camo 3a nogkoxHu urxekuun. He Tpsibsa Aa ce npunara ¢ nomna 3a NPOAbIKUTENHA NOAKOXHA UHCYAMHOBa Hdy3us. He Tpsbea aa ce npunara uHTpaseHosHo. MpoTueonokasanus:
Xunornvkemus. CBPbXUYBCTBUTENHOCT KbM aKTUBHOTO BELLECTBO UM KbM HSKOE OT MOMOLLHWTE BelecTsa. Cneunantn npepynpexaeHns: XUnornmkemmsTa e Hal-4ectata HexeslaHa peakLysi Npy IEYEHNETO C UHCYUH.
Xunoravkemusita MOXe [1a HaCTbMM NO-PaHo CAed NHXEKUNA Ha Lyumjev B cpaBHEHME C APYIv UHCYMHM, NPUAraHu No BPEME Ha XpaHeHe, Nopaan no 6bp30TO HaYaso Ha AeNCTBIE. XUMOTIMKEMIS MOXE Ha HaCTbMM
BHE3aMHO 1 CYMNTOMMTE MOTaT Aa Ca PasNnyaBar NPy OTAETHUTE NALNEHTU 1 4a Ce NMPOMEHAT BbB BPEMETO MPW BCEKM NaLMEHT. [punaraHeTo Ha HENOAXOASLM A03M UM NPEKbCBAHETO Ha JIEYEHUETO, MOraT Aa AoBeaat
[0 XMneprMkemMms 1 AnabeTHa KeToaLmao3a; CbCTOSHIAS, KOUTO Ca NOTEHLMATHO CMBPTOHOCHW. [laueHTuTe Tpsibsa fa GbaaT obyyeHu da pasnosHaBaT MPU3HALMTE W CHMNTOMUTE Ha KETOALWAO03a W [4a nosyyar
He3abaBHO MOMOLL, NPV CbMHEHWE 3a KeToauugo3a. AHTMAKabeTHUTe nekapcTsa. TuasonuanHanonm (T3/1), u3nonasaxu B KOMOMHALMS C UHCYAMH MOTaT Aa NPeAN3BIKaT A03a-3aBUCKMO 3aAbpKaHe Ha TEYHOCT, 0COBEHO
npv ynotpeba B KOMBUHALWA C MHCYINH, KOETO MOXeE [ia NPEeAN3BUKa CbPAEYHA HEAOCTATLYHOCT MW Aa JOBEAE 40 HENHOTO obocTpsiHe. AKO ce pasBue CbpAeYHa HEeJOCTaTbYHOCT, MMalTe NPeaBuA NpekpaTsBaHe Ha
npviema Ha T3[. Texka, X1BOTO3aCTPaLIaBALLA, TeHEPANU3MPaHa aneprits, BKIYUTENHO aHaduaakeus, MOXe Aa HacTbMV Npu ynoTpeba Ha NekapcTBEHN NPOAYKTH, ChAbPXALLM UHCYUH, BKAOYUTENHO Lyumjev. Ako
Bb3HWMKHAT PeaKLMW Ha CBPbXUYBCTBUTEIHOCT, MpeKpaTeTe npuema Ha Lyumjev. Lyumjev He TpsbBa Aa ce u3non3Ba OT NAaLMEHTU C yBPEAEHO 3peHiie 6e3 nomoLL oT 0by4eHo ve. To3u NekapeTBeH NPOAYKT ChAbpxa
no-manko ot 1 mmol Hatpuii (23 mg) Ha 403a, T.e. NPaKTMYEeCKM He CbbpXa HaTpuil. Bsaumopeitctaus: CneaHuTe BellecTBa MOTaT f1a HaMaNAT HYXANTE OT MHCYMH: aHTUANAOETHI NekapCTBEHN NPOAYKTH (Nepopanti
VAN MHXEKUAOHHM), cannumnaty, cyndoHamuay, Hskon aHtupenpecaHtn (MAO uHxubutopw, cenektiBHU WHxbuTopu Ha obpaTHOTO 3axBaljaHe Ha cepoTonuHa), ACE unxubutopu, Gnokepyn Ha aHrnotensuH Il
pelenTopute MAM aHanosu Ha comatoctaTH. CnefHuTe BewjecTBa MoraT Aa NOBMWAT HYXAWTE OT MHCYNMH: NEPOPanHN KOHTPALeNTUBM, KOPTUKOCTEPOUAW, XOPMOHM Ha LATOBMAHATA X/es3a, AaHason,
CMMNATUKOMMETULM, AMYPETULM W PACTEXEH XOPMOH. ATKOXOTBT MOXE Aa 3acvnn uau Aa otcnabu edekta Ha Lyumjev ga nomnxasa kpbBHaTa 3axap. KoHcymaumsTa Ha ronemu KoIMYecTBa ankoxo CbbTCTBALLO
ynoTpebata Ha MHCYIMH MOXe [ Npeau3BiKa Texka xunorankemus. Lyumjev Moxe Aa ce 13noni3sa no Bpeme Ha GpeMEHHOCT, ako e KNHUYHO HeobxoaumMo. TpsbBa fa ce NoAAbPXa A0OBP KOHTPON Ha KPbBHATa 3aXap.
MauvenTkuTe ¢ anabet Tpsibea Aa ObaaT CbBETBaHW fa yBEAOMST CBOS Jlekap 3a BPEMEHHOCT unn nnaHupaHa GpemeHHoCT. Lyumjev Moxe fia ce 13non3ea no Bpeme Ha kbpmexe. Moxe fa e HeobxoarMa KopekLms Ha
[l03aTa NHCYAMH, AneTaTa uan v Ha fsete. CnocobHOCTTa Ha NaLMeHTa fa ce KOHLEHTPUPpa 1 pearvpa Moxe Aa bbae HapyLleHa B PesyTaT Ha Xunoraukemis. ToBa MOXe fia NpefCTaBNsBa PUCK B CUTyaL|yK, B KOUTO Te3n
CNOCOBHOCTY Ca OT 3HAYUTENHA BaXHOCT: Wodupare nav pabora ¢ mawwtu. H nekapcTBeHu peakumm - MHoro yectu: Xvinornukemus; Yectu: Peakumu Ha MACTOTO Ha MHXEKTMPAHE W aNepruyHu peakuynu.
Heuectu: Jinnoguctpodus; 0bpus; cbpbex; otok. C HenssecTHa yectota: KoxHa ammnomnnosa. Xunorimkemus e Hai-4ecTo HabnogaBaHata HexenaHa peakyus. B 26-ceamnyHu KnnHWYHM NpoyysaHus Gasa 3 yectoTaTa
Ha Texka xunornukemus e 5,5% npu nauueHTn cbe 3axapeH anabet tun 11 0,9% npu naumeHTyn cbe 3axaper anabet Tun 2. CUMNTOMUTE Ha XMMOFIKEMIst OBUKHOBEHO HACTbMAT BHE3AMHO 1 MOXe Aa BKIIIOYBAT anarus,
06bpKaHOCT, cbpLebuneHe, n3noTsBaHe, NOBPbLIAHE 1 raBobonme. UmyHOreHHOCT: MPUNOXEHNETO Ha UHCYAUH MOXe Aa NPefn3Buka 0bpasyBaHETO Ha aHTUTENa CPeLly MHCYNMH. HanuuneTo Ha aHTW-nekapcTBeHu
aHTWTENa He e 0Ka3ano KMHWYHO 3HauuM eekT Bbpxy papmakokuHeTnkara, egukacHocTTa nav besonacHoctTa Ha Lyumjev. CbobuiaBaHeTo Ha Nofo3MpaHn HexenaHn peakunmu cief paspeluasaHe 3a ynotpeba Ha
JIeKapCTBEHMS NPOAYKT € BaxHO. ToBa N03B0/IABA Aa NPOABIKM HABMIOAEHNETO Ha CbOTHOLIEHMETO N0M13a/pPUCK 3a NlekapcTBeHUs NPodykT. OT MeANLIMHCKIATE CNeLmanncTy ce 3nckBa Aa CbobLuasar Besika NoA403vpaHa
HeXeslaHa peakuust Ype3 HaLMoHasHaTa cucTema 3a cbobliaBaHe Ha: MsmbnHntenHa areums no nekapcreata yi. [amsx [pyes” N 8; 1303 Codust; Ten.: +35 928903417; yebeant: www.bda.bg. Onakosku no 10 (2
0OMaKoBKY OT MO 5) NpeABapuTenHo HanbaHeHu nucanku. MPUTEXKATES HA PA3PELLIEHUETO 3A YNOTPEBA Eli Lilly Nederland B.V., Papendorpseweg 83, 3528 BJ Utrecht, Huaepnanans. AATA HA AKTYAJIN3UPAHE
HA TEKCTA: 18 Hoemspu 2022r. [oapo6Ha nHdopmaLius 3a T031 IekapcTBeH NpoayKT e npefocTaBeHa Ha yebeaiita Ha EBponeiickata areHuns no nekapcrsata http://www.ema.europa.eu.

*[losata Ha Lyumjev n Humalog ce npunara B Hanoto Ha xpaHeHeTo; **To Bpeme Ha f4HEeBHUTE YacoBe oT 6 CyTpWHTa A0 MOJYHOLL
Pedepenuuu: 1. Lyumjev® - KXT1, 18 Hoemspu 2022; 2. Klaff L, et al. Diabetes. 2019; 68(suppl 1). doi:10.2337/db19-144-OR 3. Blevins T, et al.
Diabetes 2019;68(suppl 1). doi:10.2337/db19-145-OR 4. Bode B, et al. Diabetes. 2019; 68(suppl 1): 1089-P. doi:10.2337/ db19-1089-P

BaxxHa 3abenexka: JlekapcreeH npoaykt. OTtnycka ce no nekapcko npegnucarune. 3a AombaHUTENHA MHGOPMALIMS, MOJIS MPoYeTETEe
nocnenHata ogobpera Kpatka xapaktepucTuika Ha NpodykTa Ha caiTa Ha EBponelickata areHums no nekapcreara (EMA)
WWW.ema.europa.eu Uim ce CBbpXeTe € Hac Ha nocodeHws agpec: 111 Ean Jlnnm (Cync) AL Bvnrapus, yn."Kasbek” 63,
Busnec LleHtbp Bupuaman, et. 6, 1680 Codus, Ten.: +3592 4914141, Dakc: +3592 4914194

CbobLaBaHeTO Ha MOAO3UPAHM HEXENaHN Peakummn Clief pas3peLuaBaHe 3a ynotpeba Ha 1ekapCTBEHUsS MPOLYKT e
BaXKHO. TOBa MO3BOJIABA A3 MPOLBIIKM HADMOAEHNETO Ha CbOTHOLLEHNETO MOJI3a/PUCK 3a JIEKAPCTBEHUS MPOLYKT.
OT MEeANULMHCKUTE CNELManCTu Ce M3MCKBA Aa CbODLLABAT BCAKa MOA03MPaHa HexXelaHa peakums 4pes
HauMOHasHa crcTema 3a cbobLaeaHe Ha MsnbnHutenHa areHums no nekapcersara yi. Jdaman Npyes” N° 8,
1303 Codus, Ten.: +3592 8903417, yebeant www.bda.bg
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(insulin lispro)




Metformax Combi

sitagliptin/metformin hydrochloride 50/850 mg x 56 film-coated tablets
sitagliptin/metformin hydrochloride 50/1000 mg x 56 film-coated tablets

Metformax XK Combi

sitagliptin/metformin hydrochloride 50/1000 mg x 56 modified release tablets
sitagliptin/metformin hydrochloride 100/1000 mg x28 modified release tablets

KXMN Metformax Combi
KXMN Metformax XR Combi
3a gonb/AHUTENHa MHPopMaLms — R
TeBa ®apma EAJ,
yn. Nitob6a Bennukosa Ne 9, rp. Codpus 1407, Bbnrapus
Ten.: +359 (2) 489 95 85, dakc: +359 (2) 489 95 86
WAJ: 4391/30.01.2023

OTnycKa ce no IeKapcko npeanucaHune. I_I O 'AO 6 p e e 3 a eA H O
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3ano4yHeTe nNpaBUJIH

Ha BCEKWM eTan oT KOHTUHYyMa Ha aAnabeTa!l

10%

8.5%

BG-GLUX-00142
WNAN-40254/15.09.2022

1.KXN Ha Glucophage®XR
Glucophage®XR e nekapcTBeH MPOAYKT MO Nekapcko npeanucaHne, Cbabpxall

metformin hydrochloride.

MpuTexaTen Ha pa3pelleHneTo 3a ynoTpeba:

Mepk Bbnrapus EAQl, 6yn. “"CutHskoso” 48,Cepanka obuck, eT. 6
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nauyeHTuTe Bu M36MpaT

TEMW, N0 KOUTO UCKaT Aa ;

PaswnpPAT NO3HaHNATa CK X v '

N360p Ha TeMa
Kou ca 10-Te Hai-gobpu

CHEETa 33 NbNHOUEHHO

naupeHTuTe Bi Morat B y06Ho SEREL

3a TsAX Bpeme [1a NpoyeTat u
HayuaT noBeye Mo BbMPOCHTE,

AnD WA JUaBeT TAN 2, MAME HHWD, KOSTO

AKTUBHO YeTeHe KOWTO ' BbJIHYyBat
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7 Download on the GETITON

@& App Store ® Google Play

BALUUAT NMAPTHbOP B
3A MNAUUEHTUTE C OUABET TUMN 2

CbCTAB*: Diaprel MR 60 mg TabneTku ¢ n3MeHeHo ocBoboxAaBaHe. Bcsika TabneTka € M3MeHeHO ocBoboX/aBaHe Cbabpxka 60
mg ravknasung. CbAbpXKa 1akTo3a MOHOXMAPAT KaTo nomoLiHo Bellectso. TEPAMEBTUYHW MOKA3AHUA*: HenHcynnHo-3aBUcM
Anabet (Tvn 2) Npu BBL3PACTHY, KOraTo CamMo AVETUYHWTE MePKW, GU3MYEecKnTe YnpaxHEeHUs U HaMansiBaHETO Ha TeNecHOTO 5
TErNo He ca AoCTaTbYHW 33 MOCTUraHe Ha ravkeMuyeH koHTpon. AO3VUPOBKA N HAYUH HA NMPUNOXEHWUE*: [MonosuH Ao 2 M'""Wm:

TabneTku AHeBHo, T.e. oT 30 Ao 120 mg, NpUeTN NepopasHo, KaTo eAHOKPaTEeH NMPUeM Ha 3akycka, BKIOUYUTENHO NPU NauveHTu {Gieoeny

B HanpeAHana Bb3pacT W MaLVEHTV C feka A0 yMepeHa 6b6peyHa HejoCTaTbYHOCT, NMoJ BHUMATENHO NeKapcko HabroAeH e, i n

EaHa Tabnetka Diaprel MR 60 mg e ekBvBaneHTHa Ha 2 Tabnetku Diaprel MR 30 mg. JlennmoctTa Ha Diaprel MR 60 mg TabneTku —

C V3MeHeHo 0CBObOX/AaBaHe Mo3Bo/sBa Aa Ce NMOCTUrHE MbBKaBOCT NPW A031paHeTo. Mpy NauneHTN ¢ pUCK OT XUMNOTINKEMUS, ce

npenopbyBa HavanHa AHeBHa A03a 30 mg. KoM6UHUpPaHo npuaazaHe ¢ dpyeu aHmuduabemru npenapamu: Diaprel MR 60 mg moxe /10 2 TabneTku AHEBHO, p

/i ce Ha3HayaBa B KOM6MHAUVS C BUrBaHNAN, UHXMBUTOPY Ha anda-rntoko3vgasarta WM UHCYIUH (NO4 BHUMATENHO NeKapcko  CYTPUH Ha 3aKycka f\‘@“‘

HabntogeHve). MPOTUBOMOKA3AHUA*: CBPbXUyBCTBATENHOCT KbM MINKAA3UA UK KbM HSKOe OT MOMOLLHWTE BellecTsa, Apyr

cynpaHunypeeH npenapat uam cynpoHamman, gnabet Tun 1, AnabeTtHa npekoma 1 Koma, AnabeTHa KeToalvzo3a, Texka 6bbpeyHa

VNN YepHOAPOBHA HeAOCTaTbYHOCT (MPW Te3u Ciydan ce MpenopbyBa MPUIAraHeTO Ha WMHCYVH), Tepanus C MUKOHa30/ (BX. JIekapCTBEHW B3aVIMOAEWCTBIS), KbpMeHe (BX.
PepTunnTeT, 6peMeHHOCT 1 kbpMeHe). CMELLMATHW NPEAYIMPEXXAEHUA U NPEANA3HU MEPKW MPU YNOTPEBA*: Xnorinmkemms Moxe Ja ce Nossu Cnej npunarade Ha cyndaHunypeiHn
npenapaTy B cly4ail Ha HeBOIHO Npejo3MpaHe, NPV HUCKOKanopryHa bejHa Ha BbINexnapaTi ANeTa, Cnes NPOoAbIKNTENHO UV YCUNEHO GpU3NYECKO HaTOBapBaHe 1 NMpU NaLVeHT C Texka
YepHOAPO6Ha NN 6bOPeYUHa HeoCTaTbYHOCT. MOoXe Aa ce HaNoXM XOCNMUTann3aLms 1 NpunaraHe Ha r1oko3a B MPOAb/IKEHNE Ha HAKONKO AHW. MaumneHTsT Tpsbea Aa 6bje MHGopMUpaH
3a BaXKHOCTTa Ja CNe/iBa yKasaHusTa 3a AveTa, PeA0BHO GU3MYECKO HaToBapBaHe 1 PeAOBHO KOHTPONMPaHE Ha CTOMHOCTUTE Ha KpbBHaTa 3axap. J/le4eHMeTo cneiBa Aa ce npeanucea camo
Ha NaLyeHTN, KOUTO Ce XPaHAT peAoBHO. He06X0AVMMO € NMOBULLIEHO BHUMAaHVE NP NaLWeHTV ¢ AePULIMT Ha rNioko30-6-pocdaTHaTa AexuaporeHasa. MOMOLLHY BellecTBa: CbAbpKa akTo3a.
B3AVMOJAENCTBUE C APYTU NEKAPCTBEHW NPOAYKTU N APYTU ®OPMWN HA B3BAUMOAENCTBUE*: PUCK OT XVMNOMAVKEMUS — MPOTUBOMOKA3aHWSA: MKOHA30/1; He ce NpenopbYBa C:
deHVNbyTa3oH, ankoxon; NosuWeHO 8BHUMAHUEe Npu ynompeba Ha: APYTv aHTUAMa6eTHN npenapaty, 6eTa-61okepu, dpaykoHaszon, ACE-HxmbuTopu (kantonpun, eHananpwn), H2-peuentopHn
aHTaroHWcTV, MAO-UHXMBUTOPK, CyndoHAMUAN, KnapuTpoMULmMH 1 HCTBC. PUCK OT XMNEPLANKEMUS — He Ce NPenopbyed C: AaHa30.; No8ULEHO 8HUMAHUE Npu ynompeba Ha: XNOPnpoMasnH
BBB BICOKYM 03V, IHOKOKOPTUKOWAN, PUTOAPWIH, CanbyTamon, TepbyTanuH,npenapati, Cbabpkalim John's Wort (Hypericum perforatum) (kbnTa KaHTapuroH). PUck oT Aucrankemus - ynompe6a
C NogUWEeHO 8HUMaHUe: GNyOPXMHONOH. MoTeHLUMpaHe Ha aHTUKOarynaHTHYS edekT (Hanp. Ha BapdapuH); Npy HEO6XOAMMOCT Aa ce KopuUrupa Ao3aTa Ha aHTvkoarynaHta. BPEMEHHOCT*:
MpenopbyBa ce Aa ce 3aMeHV C UHCYAVIH NpeAVn 3abpeMeHsBaHETO VI Bb3MOXHO Hali-CKopo c/iej kaTo 6pemeHHocTTa e yctaHoBeHa. KbPMEHE*: npotvBonokasaH. ®EPTUTUTET*. EQEKTU
BBbPXY CMTOCOBHOCTTA 3A LUO®UPAHE /1 PABOTA C MALUVHW*: BE3MOXHW Ca CUMMTOMM Ha XUMOFIMKEMUS, KOUTO TPsibBa Aa 6bAaT B3€TW NpeABA, 0CO6EHO B HaUYanoTo Ha IeYeHNeTo.
HEXE/IAHN NEKAPCTBEHW PEAKLIWN*: Xunornukemus, kopeMHa 60nka, rageHe, nospbliaHe, Aucnencus, Avapus, KOHCTMNaums. Peaku: XeMaToNornyHu OTKNOHEeHUs, 06UKHOBEHO
n34e3BallM Cnej NpekbCBaHe Ha NleYeHNeTo (aHemusi, IeBKOMEHVS, TPOMBOLIMTOMNEHUS, rpaHy0LMTONeHNS). MOBULEHN CTOMHOCTV Ha YepHOAPO6HUTe eH3umu (ASAT, ALAT, ankanHa
docdatasa), XxenaTuT (eaVHNYHN CbOobLLEeHNS). [ledeHMeTo cneaBa Aa ce MpekbCHe, ako Ce NOSIBU XO0NeCTaTUYHa XbATeHNLA. MPeXoAHN 3pUTENHN HapyLUEHWS B Ha4anoTo Ha eyeHneTo. Mo-
peaKun: 06puB, MPYPUTYC, ypTUKAPUS, aHMMoeaeM, eprTeMa, Makyonanyno3Hv 06punBsy, 6yn103HW peakLim KaTo CUHAPOM Ha Stevens-Johnson 1 TOKCUYHa ennaepManHa HeKpOoM3a u aBTOUMYHHW
6YN03HW HapyLLEHNA 1 B U3KNKUUTENHWN ClyYau, NeKapcTBeH 06puB ¢ e031HOGUANS 1 cucTeMHK cumnTomu (DRESS). Kakto npu ApyruTe cyndaHunypeiiHn npenapaty, ca 6unv HabnoaasaHu:
CNlyy4an Ha epuUTPOLIMTOMEHWS, arpaHy/oLmMTo3a, XeMONUTUYHA aHEMUS, NaHLIMTOMNEHWS, aneprimyeH BackynuT, XUNOHAaTPUEMNS, MOBULLEHNE Ha YePHOAPOBHUTE eH3VMY, H *pyLueHme Ha
YepHozpo6HaTa GpyHKLVA (XoNnecTasa, KbATeHULA) U XenaTyT, KOUTO B M30AMPaHW Clydau ca A0Benu 0 XMBOTo3acTpallaBalla YepHoApobHa HegocTtatbyHoCT. MPEAO3UPAHE®: Bb3MOXHN
€a TeXKW XUMNOTVKEMVYHY peakLyvi, N3MCKBaLLM CNeLIHO UHTPaBeHO3HO MpunaraHe Ha rtokosa, HezabaBHa XxocnuTanusaums v npocneassaHe. ®PAPMAKO/IOrTNYHN CBOI/ICTBA* Dia-
prel MR 60 mg e cynpaHunypeeH npenapart, NoHVXKaBall, CTONHOCTUTE Ha KpbBHaTa 3axap Ypes CTUMyMpaHe Ha MHCYNIMHOBaTa cekpeLms oT 6eTa-kneTkute Ha JlaHrepxaHcosuTe OCTPOBY,
Bb3CTaHOBSHE Ha MbPBUSA MK Ha MHCY/IMHOBAaTa CeKpeLst U MoBu1LIaBaHe Ha BTopaTta dasa Ha MHCYMHOBaTa CekpeLvsi B OTrOBOP Ha XpaHa W Npriem Ha ratokosa. MNpuTexasa HesaBucrmm
xemoBackynapHu csoiictea. OMAKOBKA®*: Kyt no 30, 56, 90 nam 100 Tabnetku Diaprel MR 60 mg B 6aunctepu. MPUTEXXATE/T HA PASPELLIEHVETO 3A YMOTPEBA: LES LABORATOIRES SER-
VIER, 50 rue Carnot, 92284 Suresnes cedex France. www.servier.com

JlekapcTBEH NPOAYKT Mo SIeKapcko npeanucanHme.

* 3a no-noapobHa MHOPMaLIMS, MOASA BUXKTe KpaTkaTa XxapakTepucTvika Ha NpoJykTa 3a Balata ctpaHa. KXTM: 02.2020

3a gonbaHuTenHa uHpopmaums: Cepsune Meaukan EOO/; Codus 1000, 6yn. ,Llap Ocso6oanTen” No 14; Ten.: 02/ 921 57 00; dakc: 02/921 57 50; e-mail: office.bulgaria@servier.com
Ako cyumTaTe, Ye cTe HabOAaBaNN HeXeNaHa ekapcTBeHa peakuus npy ynotpeba Ha NpoaykT Ha CepBue, MONS CBBPXKETE ce C Hac Ha e-Melin: pharmacovigilance.bg@servier.com;
Ten.: 02/921 57 55 nunm pakc: 02/ 921 57 38 | WA - 49272/15.10.2021
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Siofor® 850

850 mg film-coated tablets
Metformin hydrochloride

30 film-coated tablets - oral use

BERLIN-CHEMIE
MENARINI

eHTeH Ha 662,9 mg

peH auabet Tun 2
HO (HIT) v Hakoe
Ha aHamHes3a 3a
pToHuMs; HbAlc
KOHTpON Ha

panua unm

fa ce

o 1

metformm

for’

3a nevyeHue Ha npeduabem’

Ha N0-406bP MUKEeMUYEH KOHTPOA. MeThpOPMUHOB XMAPOXIOPUZ Ce Npuara B 0buyaiiHaTta HayaaHa o3a ot
850 mg 2-3 NbTU AHEBHO, 1OKATO [j03aTa Ha MHCY/IMHA Ce KOPUTMPa CNope/, U3MePeHUTe HUBA Ha KpbBHaTa

3axap.
MeanatpuyHa nonynaumua
MoHo U KOMBUHAYUA C UHCYAUH

* Cnodop 850 mg moxe Aa ce U3non3sa npu Aeuya ot 10-roauiHa Bb3PaCT U NPU OHOLWIN.
* ObuuaiiHaTta HayanHa fo3a e 500 mg wam 850 mg MeTGOPMUHOB XUAPOXIOPUA,
NPUNOKEHA N0 BPEME UM CNef, XPaHEHE.
MaKcumanHaTa npenopbunTenHa 4o3a MeTGOPMUHOB XMAPOXIOPUA, € 2 g Ha AeH, pasaeneHa Ha 2 unm 3
npuema.
MoHotepanus (npeanaber)
MpenopbunTenHata HayanHa f03a e edHa duAMUpaHa TabneTka AHeBHO (850 mg), KOATO Moxe Aa ce
YBENWYM 10 1BA MBTU AHEBHO, KO € HEOXOAMMO (£Ba MbTU AHEBHO no 850 mg).
MpoTtneonokasaHua
- CBPBXUYYBCTBUTENHOCT KbM aKTUBHOTO BELECTBO MM KbM HAKOE OT NOMOLLHUTE BelecTsa
- Bceku TMn ocTpa meTabonuTHa aumposa (Kato NakTaTHa auuzaosa, AvabeTHa KeToauuaosa), anabetHa
npekoma
- Texkka 6b6peyHa HepocTaTbuHOCT (GFR < 30 ml/muH)
- OCTPM CbCTOAHMA C PUCK 33 NPOMAHA B GbBpeyHaTa dyHKLMA KaTo
[exnapaTtauma, TexKa UHGEKLMA, WOoK
- 3abonsABaHe, KOETO MOXe /3 loBe/ie A0 TbKaHHa XMNOKCUA
oco6eHo 0cTpo 3abonABaHe UM BAOLWABaHE Ha XPOHUYHO 3a6onABaHe) KaTo:
KOMMEHCMpPaHa CbpAeyHa HeA0CTaTbYHOCT, AUXaTeNHa HeA0CTaTbYHOCT,
BPO NpeKapaH MHPaPKT Ha MAOKApPAa, WOK, YepHOAPOBHa HeA0CTaTbUHOCT,
IKOXO/IHA MHTOKCMKALMA, aIKOXOIU3bM

{LE/1 HA PA3SPELLEHUETO 3A YNOTPEBA
E AG (MENARINI GROUP), Glienicker Weg 125, 12489 Berlin,

BEAHbX [IHEBHO,

KXN Siofor® 850 mg

BERLIN-CHEMIE
MENARINI

epuCTuKa



1*
MoaxoaAwa Ao3a 3a BCeKU naumneHT!

-

Wme Ha nekapctBeHua npoaykt: L-TupokcuH 50 mcg bepaunH-Xemu, L-Tupokeun 75 mcg Bepann-Xemu, L-TupokeuH 100
mcg bepauH-Xemu, L-TupokeuH 150 mcg bepanH-Xemu. KayectBeH u KonuvecTBeH cberas: BeAka Tabnetka L-TUpOKCUH
50/75/100/150 BepamH-Xemn cbabpxa 53,2-56,8/79,8-85,2/106,4-113,6/159,6-170,4 MUKporpama NEBOTUPOKCHH HaTpHit
x H20 (exsusaneHTHo Ha 50/75/100/150 mukporpama NEBOTUPOKCUH HaTpui1). TepaneBTMYHM NOKasaHmaA: 3aMecTUTeNHO
NleyeHue ¢ TPeonaeH XOPMOH MpY XMNOTAPEONAM3bM OT BCAKAKBB Npousxos; MpodunakTka Ha peunams Ha rywa cies,
pe3eKuuA Ha rywa c eyTupeonaHa ¢pyHkuma; JobpokayecTseHa rywa c eytMpeouaHa GyHKUMA; MpuApyKaBallo neyeHne
KbM /IeYeHUETO C TUPEeOCTaTULM Ha XMNePTUPEOUAN3bM Cles NOCTUraHe Ha eyTupeouaHa dyHKUMA (TOBA NPUAOKeHUe Ha
Baxm 3a L-TupokenH 150 meg Bepani-Xemn); Cynpecus u 3amMecTUTeNHO NeYeHme Npu 310Ka4ecT8eru 3abonasamHna Ha
LWMTOBMAHATA }Ne3a, 0COBeHO cnes TUPeoMAEKTOMMA; TUPEOUAEH CynNpecuoHeH TecT (Baxu camo 3a L-TupokeuH 100/150
Bepann-Xemu). L-TMPOKCHH BepauH-Xemu ce npuiara npy BCUYKK Bb3PACTOBK rpyni. [L03upoBKa: OnucaHuTe HacoKM 3a
[l031paHe ca npenopwbuuTenHu. MHAMBUAYanHaTa AHesHa Ao3a Tpabea Aa ce onpeaenn ¢ N1abopaTopHW W3cieABaHuA u
KNMHUYeH npernes, Mpy ocTaTbuHa GYHKLMA Ha WNATOBMAHATA e3a, NO-HUCKa CyBCTUTYMpaLLa 1033 MOXeE /13 € 10CTaTbyHa.
Jle4eHneTo ¢ TMPEONaHN XOPMOHM TpAbBBa Aa 3anoyHe ¢ 0COBEHO BHMMaHMe NPy NaLMeHTM B CTapyecka Bb3pacT, npu
NauyMeHTH C KopoHapHa HONECT Ha CbPLIETO M NPU MALMEHTY C TEXK MW NPOLB/KUTENEH XMNOTUPEOUAN3bM, T.€. TpADBa Aa
Ce 3anoYHe C NO-HUCKa HaYaHa £03a 1 6aBHO Aa Ce NOBMILABA Ha NO-Ab/MM NEPUOAM NPN HECTU KOHTPOAN Ha WMTOBUAHUTE
XOPMOHM. OMUTHT NOKa3Ba, e NPY MAUMEHTY C HNCKO TENECHO TErN0 1 NPH MALMERTY C FONAMA HOZIO3HA TYILIa, HUCKATA 033
€ CblUo A0CTaTb4Ha. Thit KaTo CTOMHOCTUTE Ha T4 uam fT4 Npu HAKOM NaLMeHTI MOXe Aa Ca yBeNUYEHN, ONPeaeNAHeTo Ha

-Thyroxin
Berlin-Chemie

Levothyroxine sodium

Snap Tab
TEXHOIIOFMS'I1 alyMUHEBO

donmno’

AeH, cnen Tosa 100-200 meg; npoduaaKTvKa Ha pekypeHTHa rywa — 75-200 mcg/AeH; 406poKayecTseHa rywa ¢ eyTypeouana
byHKumA — 75-200 mcg/aeH; Npuapy»Kasallo 1e4eHne KbM 1EYEHNETO C TUPEOCTATULM Ha XunepTupeouansbm —50-100 meg/
L€H; Cnej TMPeouAeKTOMUA N0 NOBOJ, 310Ka4ecTBeHM 3ab0BaHNA Ha WUTOBKUAHATA ne3a — 150-300 mcg/aeH. CTapuecka
Bb3pacr: [Py NaLWeHTY B CTapyecka Bb3pacT TpAGBA Aa ce 06bPHE CreLyanHo BHUMaHe NP1 ONpeeNeHy Cyyan, Hanpumep
CbpAeyHn Npobaemm, KOUTO MoraT Aia Ce M30CTPAT NPU NPUNOKEHNE Ha NeBOTUPOKCMH HaTPUIA 1 PeAOBHO A1a Ce NpocieaasaT
HuBaTa Ha TCX. MeanatpuyHa nonynauuma: MoAbpkallata 403a 3a BPOAEH W NPUA06UT XMNOTUPEonan3bm 0BKUKHOBEHO e
100-150 muKporpama NeBOTUPOKCUH HATPUIF Ha M2 TeNecHa NOBbPXHOCT Ha AeH. [Py HOBOPOAEHM W KbpMayeTa C BPOAEH
XUNOTUPEONAN3bM, KbAETO PAHHOTO 3aMeCTUTE/IHO /iedeHue C 1IEBOTUPOKCUH HanWZ € BaXHO, Npenopby1TeHaTa HavyanHa
Ao3a e 10-15 muKporpama 1eBOTUPOKCMH HaTPHIA Ha KMNOrPam TeNECHO TErN0 Ha AeH npes mbpeuTe Tpu Mecela. Crep Tosa,
Ao3ata TpﬂsBa Aa ce onpesenut UHAMBUAYA/HO Cnopes KAMHUYHUTE Pe3ynTaTtn U cnopej H1eaTa Ha TOpeouaHUTE XOPMOHU
1 TCX. Mpw Aeua ¢ NpuaobUT XMNOTUPEOMAN3bM NPenopbYNTeNHATA HayanHa A03a e 12,5-50 MUKporpama NeBOTUPOKCUH
HaTpuit Ha AeH. [lo3ata Tpabea Aa ce yBe/AMYM MOCTENEHHO Ha BCEKW 2-4 CeAMUUM CMOPes KAMHWYHUTE pesynTatv u
cnopey, HWBaTa Ha TMPEOUAHMTE XOPMOHM 1 TCX, AOKaTO ce AOCTUrHE MbAHaTa cybCTUTyMpalla 403a. MpoTMBONOKasaHuA:
CBDEX‘J\/BCTBMTEHHOCT KbM aKTMBHOTO BELLECTBO UM KbM HAKOE OT NOMOLLHUTE BELLECTBA, HeNIeKYBaH XMNepTnpeonan3mm ot
BCAKAKbLB MNPON3XO/, HeNeKyBaHa HaabbbpeyHa HeAOCTaTbUHOCT, HefleKyBaHa XNodu3Ha HeJ0CTaTbUHOCT (MK yCaoBKE, Ye
TOBa BOAM 210 HaAbbOPeyHa HeZ0CTaTbYHOCT, M3MCKBALLA IeYeHHe), OCTbP MHBAPKT Ha MUOKap/a, OCTLP MIUOKApAWT, OCTbP
nNaHKapAuT. EAHOBPEMEHHOTO NPUOXKEHME Ha IeBOTUPOKCMH 1 TUPEOCTATHK € NPOTUBOMNOKA3aHO No Bpeme Ha GpemMeHHOCT.

CcepymHaTa KOHUEHTPALMA Ha TUPEOCTUMYIMpaLLms XopmoH (TCX) e Mo-noaxoaAlL MeTOA 3a nNpoc/esssaHe Ha
Xunotupeonamsbm: Bb3pacTHu (nosuwasa ce ¢ 25-50 MUKporpama Ha WHTepsan 2-4 cegmuuM) HavanHa aosa 25-50 mcg/

*3amecTUTenHo neyerune npy1 XMNOTMPEonan3bm OT BCAKaKLB I'lﬁ)OMBXO,D,1

Mpwn Ha pasp 3ay BERLIN-CHEMIE AG (MENARINI GROUP), Glienicker Weg 125, 12489 Berlin,
lepmanua.

Koz, no H30K: L-Thyroxin 50 BC HF035; L-Thyroxin 75 BC HF135; L-Thyroxin 100 BC HF036; L-Thyroxin 150 BC HF136; MKE: E03.0; E03.1; E03.2; E03.3; E03.4; E03.8; E04.0; E05.0; £05.1; E05.2; E05.3; E06.1; E06.2; E06.3; E06.4; E06.5
1. AkTyanHu KpaTku xapakTepucTuKM Ha NPOAyKTa W JIMCTOBKM 3a naumeHTa Ha L-Thyroxin 50 Berlin-Chemie, L-Thyroxin 75 Berlin-Chemie, L-Thyroxin 100 Berlin-Chemie, L-Thyroxin 150 Berlin-Chemie

JlekapcTBEHW MPOAYKTM MO JIeKapcKo npeanucaHune. MHGopmauma 3a MeAMLMHCKM cneuuanucti. 3a AoMbAHUTENHA UHbOopMaLus,
MOAIA, NPOYETETE KPATKUTE XaPaKTEPUCTUKM Ha NPOLYKTUTE UKW ce 06bpHeTe KbM bepanH-Xemu/A. MeHapuHu bbarapus EOO/,

Codua 1784, 6yn. Llapurpaacko woce 90, e-mail: besofia@berlin-chemie.com
be3nnatHa MMHMA 33 CbobLLABAHE HA HEXKENaHW IeKapCTBEHM peakumm: 0800 80 828

BG-LTH-01-2022-v01-vision - [laTa Ha ogobpeHue: aHyapu 2022

BERLIN-CHEMIE
MENARINI




[loka3zaHa epuKacHOCT
npwv NOAXOAALL
nauneHTn c amabet
TIn 2.

( Jam]me

= (sitagliptin/metformin, MSD)

CbpieyHo-Cb/0Ba
6e30MacHOCT, NOTBbPAEHA OT
npoyuBaHeto TECOS’.

"bBKABA YINOTPEBA INMPU
OAOOBPEHUTE NOKA3AHUA'

)

CutarnuntuH/MetdpopmuH (J ) Cokp

MoBeue nHdOpMaLMA MOXKe Aa HamepuTe B KpaTkaTa XapaKTepucTUKa Ha NpoayKTa. EnektpoHeH
agpec: https://spconline.msd-info.net

3a fonbAHKUTeNHa MHGOPMALMA MK 33 Aa CbOBLLMTE 3a HeXXeNaHa NeKapcTBeHa peakLma
n3nonsganTe: dpoc.bulgaria@merck.com

1. Ume Ha nekapcTBeHUA NPoAyKT: Janumet 50 mg/850 mg 1 Janumet 50 mg/1000 mg
$unmupaHnu TabneTtku.

2. KauecTBeH M KonnvectBeH cbeTas: Beska Tabnetka Janumet 50/850 mg cbabpska CUTarIMNTUH
docdaT moHOXMApPaT, ekBuBaneHTeH Ha 50 mg cutarmnnTui 1 850 mg meTpopmrUHOB
xuapoxnopua. Beska Tabnetka Janumet 50/1000 mg cbabpika cUTamMnTUH dpocdat
MOHOXMAPAT, eKBUBaNeHTEH Ha 50 mg cutarmnnTuH n 1000 mg MeTGopPMUHOB XMAPOXI0OPUA,. 33
Mb/IHUA CNIUCBK HA MOMOLLHWTE BELLECcTBa BUKTe T.6.1.

3. TepaneBTUYHU NOKa3aHuUA: [Py Bb3PACTHU NALMEHTY CbC 3axapeH Avaber Tmn 2, Janumet e
noKasaH B KOMBMHaLMA CbC CyNPOHUNYPEiHU NPOU3BOAHM MU NEPOKCM30MEH NponndepaTop-
aKTMBMpaH peuentop rama (PPARy) aroHuCT (T.e. TMa3onmMamHAmMoH). Janumet CbLuo e nokasaH
KaTo 06aBKa KbM UHCY/IUH.

4. [03MpoBKa M Ha4YMH Ha NPUAOKeHue: Janumet TpAGBa Aa ce NpUema ABa MbTU AHEBHO C XpaHa
33 HamanABaHe Ha HeXeNaHWUTe PeaKLMm OT CTPaHa Ha CTOMALLHO-4PEBHUA TPAKT, CBbP3aHM C
MeThOPMUH.

5. MpoTuBonokasaHmuaA: CBPbXUYBCTBUTENHOCT KbM aKTUBHUTE BELLECTBA UM KbM HAKOE OT
NOMOLLHWTE BellecTsa, 36poeHM B TOUKa 6.1; BCeKM TUN ocTpa meTabonnTHa aumaosa (Kato
NaKTaTHA aumnao3a, AnabeTHa KeToaumnao3a); AMabeTHa Npekoma; TexKa 6bbpeuHa
HepocTaTbyHOCT (GFR < 30 ml/MUH) (BXK. ToUKa 4.4); OCTPU CbCTOAHMA C Bb3MOMXKHOCT Ad
M3MeHAT 6b6peyHaTa GpyHKLMA KaTo: AexuapaTaLma, TEXKU MHOEKLUM, LWOK, BLTPECHA0BO
NPUNOKEHME Ha MOAMPaHN KOHTPACTHU BeLecTBa (B3. TouKa 4.4); 0CTPO UM XPOHUYHO
3a6o/1ABaHe, KOETO MOXE /1a MPUYNHI XMTMIOKCUA Ha TbKaHUTE KaTo: CbpAeyHa Uin
pecnupaTopHa He,0CTaTbYHOCT, CKOPOLEH MMOKapAeH MHGaPKT, LWOK; YepHOAPOBHO
yBpeX/aaHe; 0CTPa aKOX0NHa MHTOKCUKALIUA, aNKOXON3bM; KbPMEHe.

6. Cneynantu npeaynpexAeHUa U npeanasHn Mepku npu ynotpeba: Janumet He Tpa6Ba ga ce
M3M0/13Ba NPU NaLMEHTH ¢ Auabet T 1 1 He TpAGBa Aa cu U3N0N3Ba 3a /leYeHune Ha AnabeTHa
KeToauupaosa. Ynotpebata Ha DPP4 MHXMBUTOPU e cBbp3aHa C PUCK OT pa3BUTUE Ha OCTbP

¢ 3a BaHe

Jluteparypa:
1. Janumet KpaTka xapakTepucTvKa Ha NpoayKTa

naHKpeaTuT. JlaKTaTHaTa aunAa03a, MHOTO PALKO, HO CEPUO3HO METaBONUTHO YCAOKHEHME, Halt-4ecTo

HacTbrBa NPy OCTPO B/IOWaBaHe Ha 6bbpeyHaTa GpyHKLMA, Kapauo-pecnupaTopHo 3abonasaHe Uan

cencuc. Janumet e NpoTMBONOKasaH Npu nauneHTH ¢ GFR <30 ml/muH 1 Tpabea fa 6bae BpemeHHO

CMPAH NPU HaNM4YMe Ha CbCTOAHMA, KOUTO NPOMEHAT GbBpeyHaTa GyHKLUMA. Mima NOCTMapPKETUHIOBM

CbO6LIEHNA 33 CEPUO3HM PEAKLMM Ha CBPBXYYBCTBUTENHOCT NPY NaLMEHTU NEKYBaHM CbC

CUTarUNTUH. Te3n peakLun BKNIOUBAT aHaGUNAKCKA, aHTNOEAEM U eKCHONNATUBHM CbCTOAHMUA HA

KOKaTa, BKNIOUMTENIHO CUHAPOM Ha Stevens-Johnson. Mpu nauveHTn, npuemaluy DPP-4 nhxubutopwm,

BKJ/IIOYMTE/IHO CUTATIUMTMH, MMa NOCTMAPKETMHIOBM CbobLLeHMA 3a bynoseH nemdurons. Ako uma

CbMHeHWA 3a 6ynoseH nemdurons, npuemsT Ha Janumet Tpabea aa ce npeyctaHosu. MeTdopmuH

MOXKe Aja HamMaNn CePYMHUTE HMBA Ha BUTaMUH B12. PUCKBT OT HUCKM HWUBA Ha BUTaMuKH B12 ce

yBeNW4aBa C yBe/nM4aBaHe Ha 403aTa METGOPMMH, NPOSBAKUTENHOCTTA HA IEYEHUETO /UK NpK

NaLMeHTH C PUCKOBU GAKTOPK, 32 KOUTO € U3BECTHO, Ye NPUYMHABAT AePULMT Ha BUTAMMUH B12.

HexXenaHu nekapcrseHu peakuum: CbobLaBaH ca CEPUO3HU HEXENAHU PeaKLIK, BKNOUUTENHO

NaHKPeaTUT U PeaKLm Ha CBPBbXUYBCTBUTENHOCT; XUMOMIMKEMUA NPU KOMBUHALMA CbC

cyndoHunypeiHo nponssoaHo (13,8 %) u ¢ uHcyuH (10,9 %). Yectn HexenaHu peakumm ycTaHoBeHN

no Bpeme Ha NnaLe60-KOHTPOIMPaHU KAMHUYHM NPOYYBaHMUA NPU MOHOTEPANUA CbC CUTAMIUNTUH U

MeTGOPMUH CAMOCTOATENHO U NPU NOCTMAPKETUHIOBUA OMUT Ca: XMMOMIMKEMUSA, HAMANeHWe Ha

H1BaTa Ha BUTaMuUH B12/aedunuut, rageHe, GnatyneHums, nospbluaHe

8. K. o CTBMA C APYrM NeKapcTBEHU NPoAYyKTH: He ce npenopbysa
CbMBLTCTBALLA YNoTpeba ¢ asKoXoN U M0AMPaHU KOHTPACTHM BeLecTsa.

9. K. o dopmaums 3a nonynauuu (6pemeHHOCT, KbpMmeHe,
neAmnaTpuyHa, Bb3pacTHM): HAMa A0CTaTb4YHO AaHHM OT ynotpebaTa Ha CUTAarMNTUH NPU BpemeHHN
eHu. Janumet He TpA6Ba Aa ce U3nNoA3Ba No Bpeme Ha GpemeHHOCT. Janumet He TpAGBa Aa ce
M3N0/13Ba NPU XKeHM, KOUTO KbPMAT. Janumet He TpAbBa Aa ce U3MN0OA3Ba NPY NALMEHTU C
4epHOAPO6HO yBpexaaHe. Janumet He TpAGBa Aa ce M3N0/13Ba MPU AeLia U IOHOWM Ha Bb3pacT oT 10
A0 17 roanHn nopaav HeaocTaTbuyHa epUKacHOCT. Janumet He e Npoy4YBaH NpU NeauaTpUYHN
nauveHT! Ha Bb3pacT nog 10 roauHu.

10. Mpwn Ha pasp 3a ynotpe6a: Merck Sharp & Dohme B.V. Waarderweg 39, 2031 BN
Haarlem, Huaepnanaua

11. HauuH 3a npeanuceaHe: J/lekapcTBeH MPOAYKT N0 /IeKapcKo npeanucaxme. Npeay ga npeanuiiere,
monA npoyeTeTe KpaTkaTa XapakKTepucTUKa Ha NPoAyKTa.

5

2. Green JB, Bethel MA, Armstrong PW, et al. Effect of sitagliptin on cardiovascular outcomes in type 2 diabetes [published online ahead of print June 8, 2015]. N Engl J Med. 2015:1-11. doi:10.1056/NEJM0a1501352.

JlekapcTBeH NpoayKT Mo fiekapcko npeanucanme. Mpeau Aa npeanuwete Janumet,

A
’ ’ MSD cektopy b1 & B2, Ten.: (02) 819 37 3’

)
w Veeva code: BG-DSM-00067 EXP 07/2025

Bcuukv npasa 3anasenun

Monsi koHcynTupaiiTe ce ¢ Kpatkata Xapaktepuctuka Ha lpogykTa.
Mepk LWapn v Joym Bbnrapust EOO/,. Cocbus 1407, 6yn. ,H. M. Banuapog* 55, eT. 1, n3To4Ho Kpuno,
dhakc: (02) 862 51 96; e-mail: info-msdbg@merck.com

Copyright © 2023 Mepk Wapn u Joym Bwnrapus EOO[.
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eKapCTBeH Npo KT 0 NIeKapcKo Npeanucanme

-
Per. Ne 20170334/07.11.2017
Per. Ne 20170335/07.11.2017 - - R W 1
WA Ne 55673/19-12-2018 rp. Copua, x.k. Mnagoct 1, 6n. 38,
4 171 Ten. 02/ 974 37 09, dac 02/ 9743708

*Garcia-Perez L. et al. Adherence to Therapies in Patients with Type 2 Diabetes. Diabetes Ther (2013) 4:175-194 e-mail: bulgaria@medochemie.com




