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Vimam 2oaamomo ygoBoacmBue ga npuBemcmBam ¢ gobpe gowau ureHoBeme
Ha bbAcapcko gpyskecmBo no eHgokpuHoAo2ua u Bcuuku 20cmu Ha 14™ HauuoHa-
A€H CUMNO3UYm NO eHgokpuHoAozua. Kakmo BuHazu HayuoHaaHuam cumno3uym e
Macmomo, kKbgemo ce npegcmaBam opua2uHaAHU HayuHU pa3zpabomku u nocAegHa
uHpopmauyua om pazAudHu obAacmu Ha eHgokpuHoAao2usma. Ta3u 2oguHa Gaxa
npegcmaBenu 3a yuacmue 6 HauyuoHaaHua cumno3uym 20Aam 6pol HayuHU memu.
[Mpoepamama e cmpykmypupaHa maka, 4e MakCumaAeH 6pol yuacmHuyu ga umam
Bbv3mokHOCM ga nocemam uHmepecyBawume 2u memu. B 3aaa MOCKBA we npo-
meue ocHoBHama yacm om HauuoHaAHua cumno3uym. B mpume gHu we ce u3He-
cam pa3AaudHu memu Bbpxy EHgokpuHHume 3ab6oAaBaHua u cmapeeHemo u we ce
npoBegam akmuBHu guckycuu no pazauuHu npakmuyecku Bbnpocu. Beceku we mo-
Ke ga gage AUMHOMO CU OMHOWeHUe Kbm uHmepecyBawama 20 mema. He npo-
nyckaime ga 3agageme cBoume Bvnpocu, He nponyckaliime ga gageme cBoemo
MHeHue u ga cnogeaume cBoa onum uAu 2pewku, chnogeaeme mpygHocmume cu.
Pabomeme akmuBHo ¢ mogepamopume. B omgeaHa 3aaa we ce npegcmaBam noc- {
mepHume pa3pabomku. LlLle ce npoBegam u 11 CameAumHu cumno3uyma.

A3 Cbm cuzypHa, Ye u Bue we 6bgeme BneyamaeHu KaMo MeH HE CAMO OM U3~ e
KAIOYUMeEAHO 20Aemun 6pol npegcmaBeru 3a yyuacmue 68 HauuoHaAaHua cumnosu-
ym pa3pabomku, Ho u om geticmBumeaHo Bucokomo um HayuHo HuBo. [NMpakmu-
yeckume NOA3U om me3u pa3zpabomku ca CbWoO Maka MHO20 U 3Havyumu. Bcuuko
moBa 6e3 cbmHeHuUe we gonpuHece 3a u3gu2aHe Ha HayvyHama cmolHocm Ha Ha-
UUOHAAHUA CUMNO3UYM NO eHgokpuHoAoezua u ¢ yyBemBo 3a nbaHa ygoBaemBope-
Hocm om gobpe cBbpweHa paboma, KakKmo u ¢ npakmuyecku noA3u we 3abbp-
wum Hawama paboma. Taka Hue, Bbnpeku mHo2o6pouHumMe npoabu B o6racmma
Ha eHOgKpUHOoAO2UAMa HanocAegbk, ¢ YyBecmBo 3a nbaHo ygoBaemBopeHue wge
ombeaexxum HaucmuHa omkpoaBawomo ce 2oaamo cbbumue B Hawama cneyuans-
Hocm - 14™ HauuoHaAeH cuMno3uym no eHgokpuHoAoz2us!

Aa Hayuum noBeye, ga gagem noBeye u Ha Hawume 6oAHU!
Yakam ¢ HembpneHue cpewama ¢ Bcuuku Bac!

[pocp. A-p AHHa-Mapusa bopucoBa, gmH
[Mpegcegamen Ha bvaeapcko gpyskecmBo no eHgoKPUHOAO2USA



[TouemeH npegcegamea Rk
[Mpoch. Apazomup KoeB
[lpegcegamen
[lpop. AHHa-Mapua bopucoBa
Cekpemap - Aou. LI6emaauHa TaHkoBa
Kacuep - A-p ArekcaHgop LLIuHKOG

YaeHobe:

[pocp. CabuHa 3axapueBa
Aou. Baagumup XpucmoB8
Aou. MaauHa NemkoBa
Aou. Mapua OpbeuoBa
Aou. Kupua Xpucmo3o6

Aou. KaauHa KonpuBapoBa

Aou. MBaH LluHAukoB




Macmo 3a npoBexgaHe Ha Cumno3zuyma:
HoBomea-roBguB Tea/Dakc: 032/ 934 346

Pe2ucmpayua:

Yem6Bobpmwbk, 9 toHu 2011 2oguHa om 08,00 go 20,00 vaca
Memvuk, 10 toHU 2011 20guHa om 8,00 go 18,00 yaca
Cv60ma, 10 toHu 2011 2oguHa om 8,00 go 18,00 vaca
Pezucmpayuossomo 6ropo Ha Cumnozuyma we b6wvge paznosoxeHo 6
yeHmpasHomo ¢potiae Ha HOBOTEA - NhroBqgub

PecucmpayuoHHama makca Ha yyacmHuuyume Bxarouba:

» Yuacmue 8 HayuyHama npoepama Ha Cumno3uyma, 9-10 toHu 2011

» Yuacmue 6 V3aoxbama Ha gpapmaueBmuunama uHgycmpus, 9-10 oHu
» [poepama u abcmpakmu

» Kagpe-nay3u - 9, 10, 11 toHU

» Obegu - 9, 10, 11 oHU

» Beuepa ,Aobpe gowau” - 9 toHU

» Beuepa ,Cpewa c npuameau” - 10 toHU

» Beuepa ,AoBuxkgaHe” - 1TioHu

» KoHepecHa yaHma, 6agyk U KOH2pecHU MamepuaAu

Takca npaBoyyacmue 6 Cumno3zuyma:

3a uaeHobe Ha BAE, pecucmpupaHu cbc cbomBemeH maAoH om cnucaHue
EngokpuHoaozua 2004, 1X, 2, 47
® peaucmpauua no 6aHkoB8 nbm go 31. 05. 2011 - 30,00 AeBa
® peaucmpauua Ha macmo - 45,00 reBa
® 3a uaeHoBe Ha BAE cneuyuaauzaHmu, gokmopaHmu - 15,00 pecn. 22,00 AB8.
3a He-uaeHOBe Ha BAE
® pezucmpauua no 6aHkoB nbm go 31. 05. 2011 - 250,00 AeBa
® peaucmpauua Ha macmo - 350,00 reBa
Yaencku 6Hoc 3a BAE 3a 2011 2. - 50,00 AeBa 3a cneyuaaucmu
- 25,00 reBa 3a cneyuaAuzaHmMu U gokKmopaHmu
- yaeHoBe Ha BAE Hag 70-zoguwHa Bv3pacm ca oc6ob6ogenu om makca-npaBoyyacmue
banko6 npe6Bog:
3a bbAcapcko gpykecmBo no eHgokpuHoAO2uA
BYABAHK - kaoH LlenmpanaeH, Cogpua -1000, na. C8ema Hegena 7
banko6 kog/BIC: UNCR BGSF IBAN: BGO6 UNCR 7630 1076 2549 99
MpeBexga: mpume umeHa Ha ydacmHuka, (ET, AKLI ...), agpec



XIV HayuoHareH cumno3uym no eHgOKpPUHOAO2UA

,EHJOKpUHHU 3a60Aa6aHua u cmapeeHe”

9-11 oHu 2011 20guHa
Hauaro Ha Cumno3zuyma - 13,50 yvaca Ha 09. 06. 2011 2oguHa
Kpau Ha Cumno3zuyma - 19,10 yaca Ha 11. 06. 2011 2oguHa

Peructpannonno 6wpo:
Hle CC U3BbLpUIBA PECTUCTpAlUA HA HOBU YJICHOBC Ha B’LJIFapCKO APYKECTBO O CHIOKPUHOJIOT'UA
or 09 go 11 toHu 2011.

Axpeautanusi mo [IoCTOAHHOTO MeIHITHHCKO O0y4YeHHe

Cepmucpukamume we 6bgam Ha paznoroxkeHue Ha cneyuasHo obo3HaueHo macmo 6
PeaucmpauuonHomo 6topo Ha 11 toHu 2011 2 - cbboma om 12 go 17 yaca. Cumno3uymbm
e nokpum c kpegumu om BAC no Kamezopus b. 3a koHmakmu - BAC.

CurypHoct
Haera e oxpana oT cnenuaim3upana ¢pupma mpej 2™ 3ajiu 3a mpoBex iane Ha HarmoHamaust cim-
MO3WYM U HOIIHA oXpaHa 3a V3nox0ara Ha apmaneBTHIHATa UHAYCTPUS.

XoTea (orpaHnveH Opoii Jersia, NPUHOMIA HA MbPBUS NPUCTUTHAJ):

» JloiiHa ctas — 40,00 eBa 3a JIErTI0 HA HOII

» Ejunuusa cras — He ce Hpejyiara, Hopajgu orpaHuueHus Opoii nerna
JlernoTro B IBOiHA cTas ce 3aIuiallia U3LUI0 OT JIMLETO HApaBuio To3u n3dop. Pasnukara B neHa-
Ta [0 JeWCTBUTEIHATA CTOMHOCT Ha HouryBKaTa (240,00 nB) mie ce gorutatu oT JpykecTBOTO 1o
€HIOKPUHOJIOT HsI.
BJIE He 3amnaina KoHCyMalyaTa OT MUHIOApa B cTasiTa Ha yyacTHUKa B CuMIio3nyma.

Mucus u npuHyunu Ha HayuoHaAHUMe KoHzpecu u
cumno3uymu Ha bwvazapcko gpyxecmbo no eHgokpuHoAo2uA

loguiante Hanmonanau Konrpecu pecn. Cumnosuymu opranuzupanu oT bB/IE ce aBsaBaT MacToTo 3a
Haif-rojisiMaTa roJyilHa Cpella Ha CIEeUUATNCTUTE MO0 eHJOKPUHOJIOrUs OT bearapusa u Taka upe3 Tsx ce
MOJUThPKAT aKaJeMUYHUTE TPaJULUK Ha OOIIHOCTTA.

PvroBonctBoTO Ha BJIE cnem BHMMaTeneH mom0op KaHM caMO M3THKHATH €BPOMEIHCKA W CBETOBHU
YUEHH 32 y4acTHe C IUIEHAPHU JIEKIMU B CbOUTUATA Ha J[PYy’KECTBOTO U TAKA CE OCBILECTBSBAT CPEILH C
Haii-roJIeMUTe €KCIIEPTH M0 JaleHus MpoOJieM U3BbH NMPENesuTe Ha CTpaHaTa Hi.

Karo akanemuuno copyxenue BJIE cbueiicTBa 3a ykpenBane Ha 1o0puTe Bpb3KH ¢ (papmaneBTUIHATA
UHIYCTPUSl U BCUYKUA MHCTUTYLMU, KOUTO MMAT OTHOLUEHHWE KbM pa3BUTHETO HA M3CJIEAOBATENICKaTa U
yueOHa AeHHOCT B 00J1acTTa HAa €HJOKPHHOJIOTUSTA.

TopumnauTe cpewm Ha B/IE ce opranusupar Taka, 4e Aa ce OCUTyPH aKageMUYHA HE3aBUCUMOCT Ha
M3CJICIOBATENINTE U JICKApUTe, KOUTO ca Hal-moOpHTe ,,aMBOKATH HA CBOUTE OOJIHU.

OcHosHata 1en Ha BJIE e ma ce ch3gamaTt Bb3MOXHOCTH B bhirapus 3a pa3BUTHE Ha U3CJICBAHUATA B
o0JyacTTa Ha SHAOKPHHOJIOTHATA, HA YCJIOBUS 3a MO-0OBbP30 panpocTpaHeHne Ha HEOOXOOMMHUTE MO3HAHUS
cpen oOmHOCTTa M HAa (PaKTOPH 3a YIECHEHOTO UM NPHUIIOKEHHE B IPAKTUKATA.
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bbATAPCKO APYXECTBO IO EHAOKPNHOAOI'UA
XIV HauuoHaAeH cumno3uym no eHgOKPUHOAO2UA

CITOHCOPMH:

HoBomea-[TroBgubB
NovoNordisk
Amgen/GSK

MSD
Merck-Serono
Servier
Eli Lilly
Novartis
Berlin-Chemie
Abbott
Hoffmann La Roche
Bayer
Braun Medical-Liveda
Sanofi-Aventis
Gedeon Richter
A&D Pharma
MapBeHa-Pow
Pfizer
Woerwag Pharma
Stada
A&A Medical
Ecopharm
Boehringer
Genzyme
TEBA
PCP
Actavis
Heo baakaHuka
Kendy
Lev Migdal Ind
Jelfa
NHupomeg Aroka
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XIV HauuoHareH cumno3uym no eHgOKPUHOAO2UA
,EHgOKpUHHU 3ab6oAa6aHua u cmapeeHe”

6109‘“‘,\‘
we™ 3ara MockBa 9 oHu 2011 zoguna
12,30-13,50 Ob6ag ,,Ao6pe gowau”

bwazapcko gpyxecm6Bo no eHgokpuHorozuA

13,50-14,00 OcpuyuarHo omkpuBane Ha 14™ HauyuoHareH cumno3uym
NO €eHgOKPUHOAO2UA
Mpod. AHHa-Mapua bopucoBa
[pegcegamen Ha BAE
Opening ceremony of 14" National Sumposium of Endocrinology
Prof. Anna-Maria Borissova
President of Bulgarian Society of Endocrinology

14,00-14,30 CameAumeH cumno3uym

HoBu memogu B8 cbBpemeHHua KOHMpPOA Ha KpbBHama 3axap npu navueHmu -
meAemeguuuHa
B. Braun Medical u AuBega Meg 2000
Aekmop: A-p Mukaea XapmmaHr

14,45-15,15 CameAumeH cumno3uym

Boaeapcku KoHceHcyc 3a noBegeHue npu Memaboaumer CuHgpom
Abbott
Mogepamop: Aou. Bragumup Xpucmo8

15,30-16,30 CameAumeH cumno3uym
Eykpeac - ecpekmuBeH u KOMNAEKCEH KOHMPOA Ha guabem mun 2 6 egHa
mabAemka
Novartis

Aekmop: A-p Hamarua TemeakoBa
16,45-17,45 CameAumeH cumno3uym

Humalog Family - ycmotuuBuam uHcyauHOB pexxum 3a AeveHue Ha AM mun 2
Humalog Family - the stable insulin regimen for type I DM”
Eli Lilly
MpoyuBaremo Durable - pesyamamu Ha Bmopama 2oguHa
Durable - second year study results
Aekmop: Sanja Giljanovic Kis MD
Penybauka XbpBamcka
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18,00-19,30 CameAumeH cumno3uym

HoBocmu 6 AeueHuemo Ha nocmmeHonay3janHama ocmeonopo3a -
mepanuAa, KoAamo om206ap9 Ha HY>XKgume Ha hauyueHma
AMGEN

Mogepamop: Npog. AHHa-Mapua bopucoBa

20,00 yaca Beuepa ,,Aob6pe gowau”
bbvAazapcko gpyxecmBo no eHgokpuHoAO2UA

9,00-10,30 Cecua Lumo6BugHa xAe3a u cmapeeHe

Mogepamopu: Npod. AHHa-Mapua bopucoBa, Aou. Pycarka KoBaueBa,
Aou,. Kupua Xpucmo3o8, Aou. Xyauema leperHoBa

9,00-9,20 lNAeHapHa Aekuua:
Xunepmupeougu3bm U cbpgeuHo-cbgoB puck 6 HanpegHara Bb3pacm
Aou. Kupua Xpucmo3zo6
Kaunuka no EHgokpuHoAo2ua, YHuBepcumemcka 6oaHuya ,C8ema MapuHa”, BapHa
Hyperthyroidism and cardiovascular risk in advanced age
Assoc. Prof. Kiril Hristozov
Clinic of Endocrinology, University hospital ,St. Marina”, Varna

9,20-9,30
CopgeuHocbgoBu puckoBu hakmopu u Xunomupeougu3bm
cpeg Bb3pacmHu U cmapu >KeHu
LLlunkoB A, A-M. bopucoBa, P. KoBaueBa, . BraxoB, A. AakoBcka,
. AmanacoBa, H. AcraHo6a, *M. Byko6
Kaunuven yeHmwvp no eHgokpuHoroeus, Cocpua * HayuoHareH ueHmbsbp 3a meguyuHcka uHgopmayus, M3
Cardiovascular risk factors and hypothyroidism in aged women
A. Shinkov, A-M. Borissova, R. Kovatcheva, J. Vlahov, L. Dakovska,
I. Atanassova, N. Aslanova, *M. Vukov
Clinical Center of Endocrinology, Sofia *National Center of information in medicine, Ministry of Health, Sofia

9,30-9,50 lNAenapHa Aekyua:
Hogo3Ha cmpyma npu Bb3pacmHu - ocobeHocmu 68 guazHocmu4yHUA U
mepaneBmuueH nogxog
P. KoBaueBa, A-M. bopucoBa, A. LLlunkoB, M. BraxoB
Kaunuka no Tupeougru u Memaboaumnu Kocmuu 3aboaaBanus, KLEI, MY Cocpusa
Nodular goiter in elderly - diagnostic and therapeutic approach
R Kovatcheva, A-M. Borissova, A. Shinkov, J. Vlahov
Department of Thyroid and Mineral Bone Diseases, Clinical Center of Endocrinology and Gerontology,
Medical University, Sofia



9,50-10,00
Bb3pacm u npomuBomymypeH umyHumem - poAa Ha geHgpumuume
kaemku 8 pazBumuemo Ha kapuuHoma Ha wumoBugHama >xAe3a
FepenoBa XK.', Ananue6 10.2, Monan E.2, UBanoBa K., TbAab606a M.2

1 Kamegpa lNponegeBmuka Ha BbmpewHu borecmu/EHgokpuHoroeus; 2 Kamegpa no Obwa u
KAUHUYHa hamoaoeus , MeguyuHcku Makyamem, Tpakulcku YHuBepcumem, Cmapa 3azopa

Age and Anti-Tumor Immunity - Role of dendritic Cells in the Development
of Thyroid Carcinoma

Gerenova J', Ananiev J?, Yonal E.?, Ivanova K.?, Gulubova M?
1 Department of Endocrinology, 2 Department of General and Clinical Pathology, Medical Faculty,
Trakia University, Stara Zagora

10,00-10,10
NepkymaHHo emaHoA0B0 ckaepo3upaHe Ha MOKCUYHU U
HemMOoKCUYHU mupeougHu Bb3Au
'K. Xpucmo3o00, ‘M. CugepoBa, 1. KpacHaaue8, °I'1. boue6, *b. Hayweb, *S. boueBa

1 Kaunuka no EHgokpuHoaoeus, 2Kamegpa no [lamoaozua, 30mgeseHue no HyKkAeapHa meguyuHa,
memaboaumHa mepanua u Avdemepanus, 4Ljenmparna KauHU4YHa rAabopamopus;
YHuBepcumemcka 6oaHuua ,C8ema Mapura®, BapHa

Percutaneous Ethanol Injection in the management of toxic and non-toxic
thyroid nodules

'K. Hristozov, 'M. Siderova, *I Krasnaliev, *P. Bochev, *B. Chausheyv, ‘Y. Bocheva
1Clinic of Endocrinology, 2Department of Pathology, 3Department of Nuclear Medicine and Metabolic Treat-
ment, 4Central Clinical Laboratory; University hospital ,St. Marina”, Varna

10,10-10,20
KAuHU4YHaA noA3a u cregonepamuBHu npobAemu Ha MUHUMAAHO-

uHBazuBHama mupougHa xupypaua npu navueHmu 6 HanpegHaaa Bb3pacm

lFaHuyeB I, CeuanoB T, BuguHo® K.
Kauruka no EHgokpuHHa Xupypeus, YCBAAE ,Akag. V6. NenueB” - Cogpusa
Clinical benefits and postoperative problems of minimally-invasive thyroid
surgery in elderly patients
Ganchev G, Sechanov T, Vidinov K.
Endocrine Surgery Clinique, USBALE ,Akad. Iv. Penchev” - Sofia

10,20-10,30 Auckycuu

10,30-10,50 ‘q)e-na%a bvAzapcko gpyxecmBo no eHgokpuHoAoz2ua

10,50-11,50 CameAumeH cumno3uym
,Tupeougea u ocmapaBaHe”
Mogepamop: INpod. AHHa-Mapua bopucoBa
Berlin-Chemie
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lNMAenapHa Aekuyua:
OcmapaBaHe u wumoBugHa »xAe3a
Mpod. AHHa-Mapusa bopucoBa
Kaunuka no TupeougHu u memaboaumHu kocmHu 3aboraBaHus, YCBAAE, MY - Cocpua
Aging and thyroid gland
Prof. Anna-Maria Borissova

Clinic of Thyroid and Metabolic Bone Diseases, USBALE, MU - Sofia

lNMAenapHa Aekuyua:
AeyeHue Ha mupeougHama gucyHkuua 68 HanpegHara Bb3pacm
Aou. Kupua Xpucmo3o6

Kaunuka no eHgokpuHorozaua, MY ,[1. CmoaHoB”, BapHa
g

Treatment of thyroid dysfunction in aging person

Assoc. Prof. Kiril Hristozov
Clinic of Endocrinology, MU ,,P. Stoyanov”, Varna

12,00-13,00 lNMAeHapHa AekyuA:

A Newly Identified Form of Hypothyroidism that Cannot be Treated
with Thyroid Hormone
Prof. Samuel Refetoff

Departments of Medicine, Pediatrics, genetics and Molecular Medicine,
The University of Chicago

Mogepamop: lpoep. boaH AozaHoB

13,00-14,30 [lakem-008ag @ bwvAzapcko gpyxecmBo no eHgokpuHoAO2UA

13,30-14,30 YcmHo npegcmabBane Ha nocmepu 1-10 6 3ara
(5 munymu 3a 6ceku npegcmaBen nocmep)

Mogepamopu: Aoy. Mapua OpbeyoBa, Aou. XKysuema lepeHoBa,
Aou. MaauHa NemkoBa, [Mpog. Augua KoeBa

14,30-16,00 CECUA: OcmapaBaHe Ha ckerema

Mogepamopu: Npo. AHHa-Mapusa bopucoBa, Aou. PycaHka KoBaueBa,
Aou. Muxaua boaHoB

14,30-14,50 lNaAeHapHa Aekuyua:

OcmapsaBawama kocm
Mpodp. AHHa-Mapua bopucoBa
KAauHuka no mupeougHu u memaboaumHu kocmuu 3aboaaBarun, YCBAAE, MY - Codpus
The Aging Bone
Prof. Anna-Maria Borissova
Clinic of Thyroid and Metabolic bone diseases, USBALE, MU - Sofia
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14,50-15,00
KocmHa muHepaAHa nAbmHocm Ha begpeHama wudka u 10-2oguweH
abcoatomeH gppakmypeH puck cpeg npegcmaBumenaHa uzBagka
ObA2apcKu »KeHu Ha Bb3pacm Hag 60 20guHU

A-M. bopucoBa’, P. Pawko®’, M. boano®’ A. LUuuko@’, . MonuBano6’,
H. TemeakoB8a®, U. Baaxo6', M. NaBpaunroBa*

3a Ekcnepmuama 2pyna no ocmeonopo3a 8 bvazapusa
1KauHuveHn yeHmvp no EHgokpuHoaoeus, 2 YHuBepcumemcka 6oaHuya ,CB. MBan Puacku”, 3 YHuBepcu-
memcka 6oaHuya ,ArekcaHgpoBcka’~ MeguyuHcku yHuBepcumem, Cocgpus, 4MuHucmepcmBo Ha 3gpabeo-
nazBaHemo Ha Penybauka bvaeapua
Femoral neck bone mineral density and 10-year absolute fracture risk in a national
representative sample of Bulgarian women aged 60 years and older

A.-M. Borissova', R. Rashkov?, M. Boyanov?, A. Shinkov', P. Popivanov?,
N. Temelkova*, J. Vlahov', M. Gavrailova®

for the Osteoporosis Study Group in Bulgaria
1Thyroid and bone metabolic clinic; University Hospital for Endocrinology and Gerontology,; 2 Rheumatology
Clinic, University Hospital ,St. Ivan Rilski”; 3Endocrinology Clinic, University Hospital ,Alexandrovska”; 4Bone
metabolic unit, University Hospital ,,Alexandrovska”, Medical University Sofia, Bulgaria; 5Public health
department, Ministry of Health, Sofia, Bulgaria

15,00-15,10
PuckoBu cpakmopu 3a ppakmypu npu Bb3pacmHu u cmapu >KeHu

A-M. bopuco6a’, A. Lllubko@', P. Pawko8?, M. boano®’, I. MNMonu6ano6?,
H. TemeakoB8a®, U. Baaxo6', M. NaBpaunroBa*
3a Exkcnepmuama e2pyna no ocmeonopo3a 6 bvazapusa
1KAuHuYeH ueHmsp no EHgokpuHorozus, 2 YHuBepcumemcka boaHuya ,C6B. VBan Puacku”,
3 YHuBepcumemcka boaHuya ,ArekcaHgpoBcka” - MeguuuHcku yHuBepcumem, Cogpus,
4 MurnucmepcmBo Ha 3gpaBeonaszBaHemo Ha Penybauka bvaeapua
Risk factors for fractures in elderly women
A.-M. Borissova', A. Shinkov', R. Rashkov?, M. Boyanov?, P. Popivanov®,

N. Temelkova®, J. Vlahov', M. Gavrailova® for the Osteoporosis Study Group in Bulgaria
1Thyroid and bone metabolic clinic; University Hospital for Endocrinology and Gerontology
2 Rheumatology Clinic, University Hospital ,St. Ivan Rilski”, 3 Endocrinology Clinic, University Hospital
LAlexandrovska”, 4 Bone metabolic unit, University Hospital ,Alexandrovska” Medical University Sofia, Bulgaria,
5 Public health department, Ministry of Health, Sofia, Bulgaria

15,10-15,25
Xunepnapamupeougu3bm - yecmoma, (0opMuU, guazHOCMUYeH U
mepaneBmuueH nogxog - pempocnekmuBeH 5-20guweH aHaAu3
P. Ko6aue6a, A-M. bopucoBa, A. LLlunkoB, N. BaaxoB, P. b. U6anoBa,
M. AnzeroBa, KO. MaHoBa, P. U6aHo6Ba

Kaunuka no TupeougHu u Memaboaumtu Kocmuu 3aboaaBaHus, KLEI, MY Cocpusa

Hyperparathyroidism - incidence, clinical forms, diagnostic and therapeutic
approach - 5 years retrospective analysis
R Kovatcheva, A-M. Borissova, A. Shinkov, J. Vlahov, R. B. Ivanova,

M. Angelova, J. Manova, R. Ivanova
Department of Thyroid and Mineral Bone Diseases, Clinical Center of Endocrinology and Gerontology,
Medical University, Sofia
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npozpama/prograin

15,25-15,35
LLlutHa exoepadua u SPECT-CT 3a npegonepamuBHa
AOKaAU3auuAa Ha napamupeougHU ageHomU

M. TapueBa’, P. Ko6aueBa?, . Baaxo6?, P. MaagenoBa’, I'. TanueB?
1 Kaunuka no HykaeapHa MeguyuHa, ArekcaHgpoBcka boaHuua, MY Cogpua
2 KauruyeH LleHmwvp no EHgokpuHoaozua u l'epoHmonoeusa, MY Cocpua

Neck ultrasound and SPECT-CT in the preoperative localization
of parathyroid adenomas

Garcheva, M.’, R. Kovatcheva?, }. Vlahov ?, R. Mladenova ', G. Ganchev *
1 Department of Nuclear Medicine, University Hospital ,, Alexandrovska”, Medical University, Sofia
2 Clinical Center of Endocrinology and Gerontology, Medical University, Sofia

15,35-15,50
MuHumaaHo-uHBa3zuBHa napamupougekmomua. 3HaveHue Ha
npegonepamuBHama guazHOCMUKa 3a YCNewHOmMo XUpYp2uuHO AedeHue

lFanue6B I, Buguno6 K, NapueBa M.*
KauHuka no EHgokpurHa Xupypeus, YCBAAE, MY-Cogpusa
*KauHuveH yeHmvp no HykreapHa meguyuHa, MY-Cogpus

Minimally invasive parathyroidectomy. Role of the preoperative diagnosis
for the successful surgical treatment

Ganchev G, Vidinov K, Garcheva M.*
Endocrine Surgery Clinique, USBALE ,Akad. Iv. Penchev” - Sofia
*Clinical center of nuclear medicine, Medical University - Sofia, Bulgaria

Auckycuu

16,00-16,30 | Kadge-nay3za

16,30-18,00 CameAaumeH cumno3uym

,VHkpemuH 6a3upaHama mepanua 6 kKoHmMpoaa Ha T23A -
kakBo Hayuuxme go momeHma?”
MSD

Mogepamop: Aoy. Bragumup XpucmoB

18,00-19,15 Cecua PeBmamonozuuHu npobremu npu 6wv3pacmHu Auuya
Mogepamopu: [pocp. Pawo PawkoB, [Mpog. AHHa-Mapua bopucoBa

18,00-18,20 lNAeHapHa Aekyua:
Ocmeoapmpo3a u kauecmBo Ha Xpyuwasa - gocmuykeHus,
HoBu mexHoAo2uu, HOBoBb3HUKHAAU Bbnpocu u HepeweHu NpobAemu

Mpod. 3aamumup Koaapo6', Poguna HecmopoB8a*
1 — KauHuka no peBmamonoaus, MBAA ,CB. 16. Puacku” - Cocpua
2 - PeBmamonoeuver yeHmvp ,CB. MipuHa” - Cogpusa
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18,20-18,40 lNMAeHapHa AekyuA:
NamozeHe3a Ha ocmeoapmpo3ama: mepaneBmuuHu Bb3moxHOCMU
Aou. Pymen Cmouno6
Kauruka no peBmamonoeusn, MBAA ,,C8. MBaH Puacku” - Cogpus, MD, MY — Cocpua

18,40-19,00 lNAenapHa Aekyua:
AudepeHuyuarHa guazHo3a Ha 2pbbOHayHama 6oAka
Mpodg. Pawo Pawko6

KauHuka no PeBmamonoeus, MY - Cocpua

19,00-19 Auckycuu

20,00 yaca Beuepa ,,Cpewa c npuameau”
bbAzapcko gpyxecmBo no eHgoKpuHoAO2UA

C'b()o‘“a

09,00-10,30 Cecua MemaboAaumeH cuigpom 8 cmapuecka 6b3pacm
Mogepamopu: Npoc. CabuHa 3axapueBa, Aouy. MaauHa [NemkoBa,
Aou. MBaH L{uHaukoB, Aou. Kupua Xpucmo3oB

9,00-9,30 lNMAenapHa Aekyus:
MemaboaumeH cuHgpom npu Bb3pacmHu

Aou. Maauna lNemko6Ba
Kaunuka no BempewHu 6orecmu, YMBAA ,CB. AnHa” , Cocpua

Metabolic Syndrome in the Elderly
Assoc. Prof. Malina Petkova
Clinic of Internal Diseases, UMHAT ,Sv. Anna”, Sofia

9,30-9,45
Edpekm Ha memopmuH Bbpxy kapguomemaborumHume puckoBu dpakmopu
Npu Auua ¢ MemaboAumMeH CUHgPOM U HOPMaAEH 2AI0KO3eH MOoAepaHC
M. KameHo6a, Amanaco6a 1, KupuroB I.
KauHnuka no guabemoanoeusn, KauHudHa rabopamopus, PaguoumyHoroeuyHa rabopamopus,
YCBAAE ,Akag. V6. [NerueB”, Cocpua

Effect of metformin on cardiometabolic risk factors in subjects with
metabolic syndrome and normal glucose tolerance

P. Kamenova, Atanasova I, Kirilov G.
Department of Diabetology, Unit of Clinical Laboratory, Unit of Radioimmunological Laboratory,
University Specialized Hospital for Active Treatment in Endocrinology ,Acad. Iv. Penchev”, Sofia
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npoépaM a/brogr

9,45-10,00
PaznpocmpaHeHue Ha memaboAumMeH CUHgPOM NPU hauueHmMu ¢
mun 2 3axapeH guabem - BauaHue Ha BkAtoueHUME KOMNOHeHMU
8 HecoBomo gedpuHupaHe
M. NMemkoBa' , C. F'aneBa’, A. BeakoBa?, H. NMempoBa’,
I. PaaHoGa, T. PyceB

1 Kaunuka no eHgokpuroaoaus, YMBAA ,I. Cmparcku”, [TreBer
2 Kamegpa ,CoyuasrHa meguyuHa u 3gpaBer meHugxmovHm?”, BMU - [NreBer

Prevalence of metabolic syndrome among patients with type 2 diabetes mellitus and
the influence of the components, used by its definition
M. Petkova’', S. Ganeva’', A. Velcova? Petrova N', G. Rayanova’, T. Rusev'
Clinic of Endocrinology - UMBAL, Pleven

10,00-10,10
MemaboAumeH cuHgpom-HeBpompodHa xunomesa.
MemdopmuH u HeBpompoduHu

XpucmoBa M', Aroe A’
1,AUITICMIT - A-p. M. XpucmoBa” , BapHa; 2 MiHcmumym no HeBpobuoroaua u
MOAEKYAapHA meguyuHa - Pum, Vimaaua

10,10-10,20
AHMpPONOMEMPUYHU NOKa3ameAu, XomeocmaszHu MogeAu u
KapguomemaboAumHu puckoBu gpakmopu npu »eHu ¢ memaboAumeH CUHgPOM
EHuyo EHue
Kauruka no eHgokpuHoroaus, MY, lMroBgub

m Auckycuu

10,30-10,50 ¢ Kadpe-nay3a

10,50-11,45 Cecua oHagu u cmapeeHe

Mogepamopu: [Ipogp. Muxaua ['lpomuy,
[Mpogp. Augusa KoeBa, Aou. Bragumup XpucmoB

10,50-11,10 lNMAeHapHa Aekyua:
Cmapeewuam AUYHUK
Aou. Mapua Opb6euoBa
KauHuka no EHgokpuHoAroeus u boarecmu Ha obmanama YMBAA ,CB. leopau”,
MeguyuHcku YHUBepcumem, NMaroBgub

Ageing ovary
Assoc. Prof. Maria Orbetzova

Clinic of Endocrinology and metabolic diseases
,Sv. Georgy” University Hospital, Medical University, Plovdiv
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11,10-11,30 lNAeHapHa AekyuA:
Cmapeewuam mecmuc
Aou. 3gpabko Kameno6

KauHuka no EHgokpuHoroeus, YHuBepcumemcka ArekcaHgpoBcka boaHuua,
MeguyuHcku YHuBepcumem-Cocpua

The ageing testis
Assoc. Prof. Zdravko Kamenov
Clinic of Endocrinology, Alexandrovska University hospital, Medical University — Sofia

11,30-11 Auckycuu

12,00-13,00 CameAumeH cumno3zuym -
Bpeme e ga npomeHum AeueHuemo Ha guabema

NOVO NORDISK
Mogepamop: Aoy. Muxaua boaHo8

13,00-14,30 O6ag
bbAzapcko gpyxecmBo no eHgoKpuHoAO2UA
13,30-14,30 Ycmuo npegcmabane Ha nocmepu 11-20 6 3a/\a@
(5 munymu 3a 6ceku npegcmaBen nocmep)

Mogepamopu: Aou. KaauHa KonpuBapoBa, Aou. 3gpaBko KameHoB,
[Mpop. Apacomup KoeB, Aou. MBaH LjuHrukoB

14,30-15,30 Mepk cumno3zuym KapguomemaboAaumua 2puka
Auabem u mupeougHu 3aboaaBaHus.
Bsaumogelcmua u cbgeuHo-cbgoBu nocaeguuu.
Merck Serono
Mogepamop: npog. CabuHa 3axapueBa

15,30-16,30 CameAaumeH cumno3uym
CovBpemeHHu Hacoku B AeveHuemo Ha guabem mun 2 u ocmeonopo3ama
SERVIER

Mogepamop: Npogp. AHHa-Mapua bopucoBa
16,30-16,50 | Kadge-nay3za

16,50-17,00 Aekuua Ha A&D Pharma
Onglyza® (saxagliptin) - HoBuam unxubumop
Ha gunenmuguA nenmuga3a 4 (DPP4)
Aekmop: Aou. Bragumup XpucmoB
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npoépaMa/pro aﬁn

17,00-18,30 Cecua 3axapeH guabem
Mogepamopu: Aoy. L|BemanuHa TankoBa, [Npogp. Apazomup Koeb,
Aou. Baagumup Xpucmo8, Aoy. Mapua OpbeyoBa

17,00-17,20 lNAeHapHa Aekyua:
3axapeH guabem u cmapeeHe
Aou. Ll6emaauna TankoB8a
KauHuyeH yeHmvp no eHgokpuHoAoaus, MeguuuHcku yHuBepcumem, Cogua
Diabetes and aging
Assoc. Prof. Tsvetalina Tankova
Clinical Centre of Endocrinology, Medial University, Sofia

17,20-18,00 TlAeHapHa AekyuA:
[MepcoHaAu3upaH NOgXog NpuU AedyeHue Ha 3axapeH guabem
68 cmapuecka Bb3pacm
Mpod. Apazomup Koe6
Personalized approach in the treatment of Diabetes mellitus in the elderly
Prof. Dragomir Koev

18,00-18,20 lNaenapHa Aekyua:
3axapeH guabem npu nauyueHmu 8 HanpagHara Bb3pacm: KAUHUKA U YCAOXKHEHUA
Aou. BAagumup Xpucmo®
Diabetes in old age: clinic and complications
Assoc. Prof. Vladimir Hristov

m Auckycuu
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18,30-19,00
KomnaalUbHc+tmoweH bugocoHam = ychewHo AevyeHue Ha hocmmeHonay3aAHa
ocmeonopo3al
Hoffmann La Roche
Mogepamop: Aoy. Muxaua boaHo8

19,00 - 19,10
3akpubaHe Ha 14™ HauuoHaAeH CuMNO3UYymM NO €HYOKPUHOAO2UA
Mpod. AuHa-Mapua bopucoba
[Mpegcegamen Ha bvaeapcko gpyskecmBo no eHgoKkpuHoAo2UA

20,00 yaca

Beuepa ,AoBuxgaHe”
bbAzapcko gpyxxecmBo no eHgoKpuHoAo2uA



‘...

* Mocmepume ce moumupam 6 3ara Mapwxk om 08,00 go 10,00 yaca 6 geHa Ha npegcma-
6aHemo um u ce gemoHmupam caeg 19,30 yaca cbwua geH.

m Ex302eHHa Xunoz2aukemua — gemozpad)Ccku U KAUHUYEH aHaAu3
M. boagxueBa’, . KapamogopoBa', K. Xpucmo3o8', A. LIBemkoBa?, M. Xaumepar?,

E. 3aamaHoBa’
1Kaunuka no EHgokpuHorozua u borecmu Ha obmaHama, MBAA ,C6B. MapuHa”, BapHa
2MeguyuHcku yHuBepcumem, BapHa

Exogenious Hypoglycemia - Demographic and Clinical Analysis
M. Boyadzhieva', P. Karatodorova', K. Hristozov', A. Cvetkova?, M. Hachmerian?,

E. Zlatanova?
1Clinic of Endocrinology and Metabolic disease, University Hospital ,Sv. Marina”, Varna
2Medical University , Varna

o2 BAuaHue HC HOBume guazHoCcmMuYHU Kpumepuu 6bpxy Yecmomama Ha 2eCMayuoH-
““ Hua guabem 6 buvazapua
M. boagxueBa’, . AmanacoBa’, C. 3axapueBa’', T. TaHkoBa', A. Mapko8?,

B. AumumpoBa?, B. CmoukoBa? C. KegukoBa’
1 YCBAAE , Akag. MBan [NenqeB”, 2 YCBAAAT ,MaiquH gom”

The Impact of the New Diagnostic Criteria on Prevalence of Gestational Diabetes
in Bulgaria
M. Boyadzhieva’, I. Atanasova', S. Zaharieva', T. Tankova', D. Markov?, V. Dimitrova?,
V. Stoykova?, S. Kedikova®
USBALE ,Acad. Ivan Penchev”, MU - Sofia

o3 Heob6xogumo Au e npoBexxgaHe Ha opaAeH 2AI0KO30-MOAEpPaHMeH mecm Ha
6cuuku GpemeHHuU xeHu?
M. boagxueBa’, . AmanacoBa’, C. 3axapueBa’', T. TankoB8a', A. Mapko8?, B. AumumpoBa?,

B. CmoiukoB8a? C. KegukoBa®
1YCBAAE ,Akag. MBan lNenaeB”, 2YCBAAAT ,Matuur gom”

Should We Perform Oral Glucose-tolerance Test to all Pregnant Women?
M. Boyadzhieva', I. Atanasova', S. Zaharieva', T. Tankova', D. Markov?, V. Dimitrova?,
V. Stoykova?, S. Kedikova®

USBALE ,Acad. Ivan Penchev”, MU - Sofia

AuabGemHo cmbnano - cbBpemeHHu mepaneBmuuyHu nogxogu

Aanuena NonoBa, Hukoaal Xagxkunempo®B, Nemparka TpoaHoBa
YMBAA ,Llapuya VoanHa - VICYA”, Cogpua

Adiponectin u gua6em mun 2
A. BezenkoBa, B. MaHoAo8

EHgokpuHonoeua ,MBAA ArekcaHgpoBcka”; CMAA ,KangurapoB”

m AucyHkuuu Ha wumoBugHama >xAe3a npu hayueHmMu CbC CbpgeyHu 3aboaaBaHun
lepeHoBa X.', KameHoBa 3.2, 3rameBa A.?, XenreB Ba.?
1 Kamegpa lNponege6muka Ha BbmpewHu 6orecmu/EHgokpuHoroeus; 2 Kamegpa no BbmpewHu
borecmu, MeguyuHcku Dakyamem, Tpakuicku YHuBepcumem, Cmapa 3azopa

Thyroid Dysfunctions in Patients with Heart Diseases

Gerenova J.!, Kamenova Z.?, Zlateva A.?, Zhelev VI.?
1 Department of Propeudetics of Internal Diseases/Endocrinology, 2 Department of Internal Diseases/
Cardiology, Medical Faculty, Trakia University, Stara Zagora

BbJITAPCKO OPYXECTBO MO EHOOKPUHOJIOTUA
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Ecpekmbm Ha nbpba ¢pukcupana go3a | ' npu nayueHmu ¢ mupeomokcuko3a

10.

Mnit.

ni2.

Hag 60 2oguHu 3a 10 20guweH nepuog

K. Xpucmo3zo8', b. LIBemanoBa’, I'. boueB? b.HayweB?, M. CugepoBa’
1 KauHuka no eHgokpuHoAozua u borecmu Ha obmanama - MBAA, CB. MapuHa, BapHa
2 OmgeaeHue no HyKAeapHa meguyuHa, memaboAumHa mepanusa u Avdemepanus- MBAA
,CB. MapuHa”, BapHa

Effect of First Fixing Dose 1"*" in Patients with Thyreotoxicosis over 60 Years for 10
Years Period

K. Hristozov', B. Cvetanova’, P. Bochev?, B. Chaushev?, M. Siderova'
1 Department of Endocrinology - MHAT ,St. Marina”, Varna
2 Department of Nuclear Medicine and Metabolic Treatment - MHAT ,St. Marina”, Varna

Xunomupeougu3bm -uHgyuupaH om Sunitinib
K. Xpucmo3o8, NempoBa M, KoHcyaoBa A.*, KareB A*.

Kaunuka no EHgokpuHorozus, Kaunuka no MeguyuHcka oHkoAoeusa™, MY - BapHa
Sunitinib-Induced Hypothyroidism

Hristozov K., Petrova M., Konsoulova A., Kalev D.
Endocrinology clinic, Medical Oncology clinic, University Multiprofile hospital for active treatment
,Sveta Marina”, Varna

Bbmpeympo6HO npozpamupaHe Ha XpoHUYHUMe 3aboraBaHun

Kama AHaHueBa-TogopoBa
Cneuyuaauzupara boAHuya 3a akmuBHO AedeHue no akywepcmBo u euHekoAoaua ,MalauH gom”,
MY - Cocpus

In Utero Programming of Chronic Disease

Katya Ananieva Todorova
High Risk Pregnancy Department, Specialized Hospital of Obstetrics and Gynecology, MU, Sofia

Hauaren onum 6 npuaazaHemo Ha uzcaegbanu BRAF V60OE mymauuu 6

GuoncuueH mamepuaA npu wumoBugHu 6b3Au c HeonpegeaeHa yumoaozua.

H. PatkoB', A. Kupo8? T. Togopo8?, A. TogopoBa? K.Xpucmo3o8®, BuueBa*
1 MBAA, BbmpewHo omgeaeHue, BapHa, 2 'eHemuyuHa Meguko-AuazHocmuyHa Aabopamopusa
eHuka”, ep. Cogpus, 3 MBAA ,,CBema MapuHa“- KauHuka no EHgokpuHoaoaus, BapHa , 4 MAO3C
,Mapko MapkoB” - OmgeaeHue no KAUHUYHa namoAoeus, BapHa

An Initial Experience of the Use of BRAF V6000E Mutation Test in the

Evaluation of Thyroid Nodules with Indeterminate Cytology on FNA

N. Raikov', A. Kirov? T. Todorov?, A. Todorova?, K. Hristozov?, S. Viceva*
1 Varna Hospital, Department of Internal Diseases, Varna town, 2 Genetic Diagnostic Laboratory
,Genica”, Sofia town , 3 ,Saint Marina” Hospital, Clinic of Endocrinology, Varna Town,
4 Medical Center ,Vencor-Patanov”, Varna town

Proinsulin u HeuHcyAauHo-3a6ucum guabem
B. MaHoAo0B, A. Be3zeHkoBa
CMAA ,KaHguaapoB”, EHgokpuHoroeua ,MBAA ArekcaHgpoBcka”, Cogpusa
Resistin u uHcyauHoBa pezucmeHmHocm
A. BezenkoBa, B. MaHoao8
EHgokpuHoroeus ,MBAA ArekcaHgpoBcka”, CMAA ,Kangurapo8”

Leptin u 3amascmaBane

A. BezenkoBa, B. MaHoao8
EHgokpuHonoeus ,MBAA ArekcaHgpoBcka”; CMAA , KaHguaapoB”

18 XIV HauuoHareH cumno3uym no eHgOKpPUHOAO2UA



M15.

Mniz.

M19.

CuHngpombm Ha Silver-Russell - mogea Ha 3a6o0An6aHe, gbrkawo ce Ha
enuzeHeMuy4HU Mmogudukayuu
Aanuen VaueB

CneuyuanuzupaHa boaHuya 3a AkmuBHO AedeHue no gemcku borecmu
Silver-Russell Syndrome - a model of a disease due to epigenetic modifications
Daniel lliev

University Children’s Hospital, Sofia

Acouuauua Ha mun 1 3axapeH guabem c gpyau aBmoumynnu 3a6oaaBanun
KoncmanmuHoBa M.
Kaunuka no EHgokpuHoroeus, guabem u eeHemuka, MeguyuHcku YHuBepcumem - Cocpun

KAuHuuen cayuau Ha IPEX cungpom
CaBoBa, P., "Ellard, S., ?Hattersley, A., ? ApwunkoBa, M., ' AHagoautcka, A.,' AemupeB, K.,

' KonpuBapoBa, K., 'KoHcmarmunoBa, M., 'TlonoBa, T.
1 Kamegpa nequampus, MeguuuHcku YHuBepcumem, Cogpua
2 Department of Molecular Genetics, Royal Devon & Eheter NHS Hospital

CKpUHUHZ 3a ueAuakua npu geuya ¢ nbp6u mun 3axapeH guabem
'E. NManmeneeBa, 'Xp. XKeaeB, 'T1.49HeBa, *K. KonpuBapoBa, *P. CaBoBa, ‘M. KoHcmarmuHoBa,
1. AxmbHKoBa, *T. boueBa

CBAAADB - 1 K-ka no eacmpoeHmeporoeus, 2 K-ka no guabem,; 3 MbAA ,CB.1B8aH Puacku”
Screening for celiac disease in IDDM children
'E. Panteleeva, 'Ch. Zhelev, 'P. Yaneva, '"M. Bayceva, *K.Koprivarova, *R. Savova,

M. Konstantinova, °I. Altankova, *T. Boceva
University Pediatric Hospital, Sofia, 1Clinic of Pediatric Gastroenterolgy, 2 Diabetes Clinic,
3University Hospital ,St. I. Rilski”

Cayuau Ha cuHgpom Ha HENNEKAM c nepugepHa mupeougHa pecucmeHmHocm

M. batueBa’, E. NanmeneeBa', Xp. XeaeB', E. CmedgaHoBa’
CBANAB-EAA, MY, Cogpua -1KauHuka no e2acmpoeHmepoaoaus, 2KAuHuka no eHgoKpuHoAo2us,
guabem u eeHemuka

A Case with Hennekam Syndrome with Peripheral Resistance to Thyroid Hormone

M. Baycheva', E. Panteleeva', Ch. Zhelev', E. Stefanova?
University Pediatric Hospital, Medical University, Sofia, 1 Clinic of Gastroenterology,
2 Clinic of Endocrinology, Diabetes and Clinical Genetics

Xunoguncua - XunepHampuemua cuHgpom ¢ BmopuyeH xunepargocmepoHu3bMm
npu geme c guczeHe3jua Ha Corpus callosium
lMonoBa I, AunoBa M., KeHgepoBa B., lNempoBa K.

Aemcka KauHnuka, boaHuya Tokyga, Cogpusa
Hypodipsia - Hypernatremia Syndrome with Secondary Hyperaldosteronism in a
Child with Dysgenesis of Corpus Callosum
Popova G, Lilova M, Kenderova V., Petrova K

Paediatric Department, Hospital Tokuda, Sofia, Bulgaria

BAuaHue Ha cneyuduyHu eHgoKpuHHU pakmopu Bbpxy GuorozuuHama Bwv3pacm
Kpacumup Bu3zeB
Makyrmem ObwecmBeHo 3gpabBe, Kamegpa [NpeBanmuBra MeguyuHa, MY - Cogpua

BbJITAPCKO OPYXECTBO MO EHOOKPUHOJIOMNUA 19
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A Newly Identified Form of Hypothyroidism that Cannot
be Treated with Thyroid Hormone

Samuel Refetoff
Departments of Medicine, Pediatrics, genetics and Molecular Medicine
The University of Chicago

In 2003, Friesema et al. (1) identified a cell membrane transporter specific for thyroid hormone.
Known as the monocarboxylate transporter 8 (MCT8), it is located in the X-chromosome of the rat.
Having the same location in humans, helped us determine the cause of an unusual form of hypothy-
roidism in males (2). Characteristic thyroid function test abnormalities are increased serum tri-
iodothyronine (T3) and low reverse T3 concentrations while thyroxine (T4) is reduced and thyroid
stimulating hormone (TSH) is slightly elevated. The severe psychomotor retardation observed in hem-
izygous affected males includes truncal hypotonia, spastic quadriplegia, absent speech, severe men-
tal retardation and in some cases paroxysmal dyskinesia. Failure to thrive is common. Treatment with
L-T4 has no beneficial effect.

The generation of mice deficient in Mct8 (Mct8KO) allowed us to better characterize the defect
and provided a model to test potential modes of treatment. Indeed, Mct8KO mice manifest the thy-
roid hormone test abnormalities found in humans. They were shown to have decreased brain T3
uptake and content and high deiodinase 2 activity, reflecting thyroid hormone deprivation. In contrast,
liver T3 content is high, reflecting the increased serum T3 level, resulting in increased deiodinase 1,
implying MCT8 independent thyroid hormone entry in this organ. Therefore MCT8 deficiency pro-
duces selective tissue hormone deprivation and excess (3).

We used the Mct8KO mice to test the effect of the thyroid hormone agonist, 3,5-diiodothyro-
propionic acid (DITPA), for its thyromimetic effects in comparison to that of thyroid hormone. Com-
pared to normal mice, Mct8KO mice required 8-fold more L-T3 and 2,5-fold more L-T4 to normalize
thyrotropin (TSH) and the effect of thyroid hormone in brain. However, these large doses of thyroid
hormone produced thyrotoxicosis in peripheral tissues. In contrast the same dose of DITPA achieved
a euthyroid state in both normal and Mct8KO mice, indicating that DITPA can enter cells, including
brain, in the absence of MCT8 and correct the thyroid hormone defect.

These results justified the first trials of DITPA treatment of humans with MCT8 deficiency. Pre-
liminary results showed normalization of the thyroid tests abnormalities and improvement of the nutri-
tional state.

1. Friesema, E.C., Ganguly, S., Abdalla, A., Manning Fox, J.E., Halestrap, A.P., and Visser, T.J. 2003. Iden-
tification of monocarboxylate transporter 8 as a specific thyroid hormone transporter. J. Biol. Chem. 278:40128-
40135.

2. Dumitrescu, A.M., Liao, X.H., Best, T.B., Brockmann, K., and Refetoff, S. 2004. A novel syndrome com-
bining thyroid and neurological abnormalities is associated with mutations in a monocarboxylate transporter
gene. Am | Hum Genet 74:168-175.

3. Dumitrescu, A M., Liao, X.H., Weiss, R.E., Millen, K., and Refetoff, S. 2006. Tissue-specific thyroid hormone
deprivation and excess in monocarboxylate transporter (mct) 8-deficient mice. Endocrinology 147:4036-4043.

4. Di Cosmo, C., Liao, X.H., Dumitrescu, A.M., Weiss, R.E., and Refetoff, S. 2009. A thyroid hormone ana-
log with reduced dependence on the monocarboxylate transporter 8 for tissue transport. Endocrinology
150:4450-4458.
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OcmapabBane u wumoBugHa xAe3a

lpogp. AnHa-Mapua bopucoBa

KauHuka no TupeougHu u memaboaumHu kocmHu 3aboaaBaHus, YCBAAE, MY-Cocusa

C HanpegBaHe Ha Bb3pacmma 8 wumoBugHama »xae3a ce pazBuBa npoepecupawa pubpo3a,
aBaBam ce aumgpouumu, HamaraBa pazmepa Ha PoAuKyAume u koaudyecmBomo koroug B max. Te-
3U npomeHu He ce HabAatogaBam npu Bcuuku Bb3pacmuu. B npoyuBanemo Ha NHANES Il ce om-
6eaa3zBa usmecmBane B HuBama Ha TSH kbm no-Bucoko HuBo ¢ HanpegBaHe Ha Bb3pacmma, gopu
npu u3katouBaHe Ha Auyama ¢ no3umuBHu thyroid peroxidase uau thyroglobulin anmumeaa. B Mima-
AuaHcko npoyydBare npu 3gpaBu cmoaemHuuu ce goka3zBa obpamHa Bpb3ika Mexkgy cepymHOmMo
HuBo Ha TSH u Bb3pacmma. Te3u npomuBopeyuBu Haxogku ompa3zaBam pa3auyuama 6 GogHama
gocmambyHoCcm Ha me3u gBe nonyaauuu - ¢ no-2orama yecmoma Ha Thyroiditis Hashimoto 68 Ha-
cumeHama c¢ tog cmpaxa (CALL) u aBmoHomHa Bb3recma 2ywa 6 Mimaaua.

AuncBa koHceHcyc omHOCHO ,HopmaaHomo” HuBo Ha TSH npu no-Bvb3pacmHu Auua u moBa
npeuvu 3a u3gaBaHemo Ha NnpenopbKU 3a CKPUHUH2 3@ MupeougHu 3aboaaBaHusn, 3a onpegeaaHe Ha
npaza 3a BrkatouBaHe Ha AedeHue npu MupeougHa gucyHKUUA, KAKMO U 3a onpegeAaHe Ha map-
2emHomo HuBo Ha TSH npu npoBexgaHe Ha AeveHue. AKo 2opHama 2paHuua Ha TSH e 2,5 mU/I,
kakmo e 8 npoyuBaHemo Ha NHANES Il Bbpxy gobpe nogbpaHa u ouucmeHa om 3aboraBaHus no-
nyaauug, 39% om Aauuama Hag 70-2oguwHa Bb3pacm ca ¢ noBuwero HuBo Ha TSH. Mpu u3znoa3Ba-
He Ha cmaHgapmHua pedepeHmen cutoff om 2,5%, mo 2opHama 2paHuua Ha TSH npu ma3u 6b3-
pacmoBa 2pyna we 6bge >9 mU/I.

HopmaaHume 2paHuuu 3a momaaet u cBobogeH T, u T3 He ca npomeHeHU npu no-Bb3pacmHu-
me Auua. Haauue e HamaneHue B KAUpbBHCA HA MUpeougHUME XOPMOHU, KOEMO HanbAHO omeoBa-
pAa Ha HamaAreHuemo u B cekpeyuama Ha mupeougHume XopMoHu. HamareHama npogykuua Ha mu-
peougHU XOPMOHU MOoXe ga 6bge cBbp3aHa ¢ HamaaeHama akymyaauua Ha Gog 68 mupeougeama,
Koemo ce HabAalogaBa ¢ HanpegBaHe Ha Bb3pacmma.

Te3u Bb3pacmoBo onpegeaeHu npomeHu B8 memaboauzma Ha MupeougHUMeE XOPMOHU U2paam
BaxkHa poaa npu npoBeskgaHe Ha xopmoH-3amecmBawomo AeveHue - C NO-HUCKU go3u u e HeobXxo-
gumo no-gba20 Bpeme 3a gocmueare Ha steady state npu no-8b3pacmHume Auua. MoaykuBombm
Ha T, HapacmBa ¢ Bb3pacmma u e okoAo 9 gHU npu Auuama Hag 80-2oguwHa Bb3pacm cpewy 6,7
gHU npu Auyama om 23 go 36-2oguwHa Bv3pacm.

HuBomo Ha mupeoug-cBbp3Bawun 2robyauH (TBG) 3a T4 u T3 He e pa3audHo npu 3gpabu maa-
gu u npu Bb3pacmHu Auua. KomopbugHu cbcmoaHua (MaAHympuuua, UHhEKUUU, XupypausHu uH-
mepBeHuUU) UAU NPUAOXKEHUE Ha HAKOU MeguKameHMU (2At0KOKOpMUKOUgU, aHgpo2eHU) mo2am ga
okaxkam BauaHue Bbpxy HUBomo Ha TBG no-yuecmo npu Bb3pacmHu u moBa moxe ga goBege go
HamareHue 68 momanHua T,4. C6bp3Banemo Ha T, 3a TBG moske ga 6bge uHxubupaHo om caauuu-
Aamu u Furosemide. HuBomo Ha TBG moxke ga ce noBuwu caeg AeveHue ¢ ecmpo2eHU UAU Tamox-
ifene. MNpu Bcuuku me3u ycroBua cBobogHuam T, (FT4) ocmaBa HopmareH npu Auuama ¢ Hopmaa-
HU mupeougHu pe3epBu. Npu Auya, KOuMo ce HYKgasm om mupeoug-3amecmBawo reveHue, go-
3ama mpabBa ga ce yBeauuu, 3a ga ce komneHcupa HapyweHomo cBbp3Bare ¢ Geambka.

C HanpegBare Ha Bb3pacmma ce ycmaroBaba reko HamareHue B8 HuBomo Ha T3, HO moBa
obukHoBeHHO ce cBbp3Ba ¢ HemupeougHu 3a60AaB8aHun, a He cbC camama Bb3pacm. CepymHuam
FT3 npu 3gpaBu cmoAemHuuu e MaAKo No-HUCHK, omkKoAkomo npu 3gpaBu Bv3pacmHu mexgy 65
u 80 2oguHu. AaHHume om yoBewku mogeAau ycmaHoBaBam marko, HO 3HaYUMO HamaAeHue B Kae-
mbuHUa omezoBop KbM mupeougHu xopmoHu. ToBa moske ga obacHu penamuBHama 3azyba Ha



agpeHepauyHU cCuMNMOoMU Npu no-Bb3pacmHume AuUa C MUPEOMOKCUKO3a.

B Mimaauatrcko npoyuBare ¢ gobpe nogbpaHa nonyaauua om 3gpabu Bb3zpacmHu mexkgy 65 u 100
20gUHU, Yecmomama Ha aHmumupeougHUMe aHMuMmMeAa e Hucka U He ce pa3zaudaBa om yecmomama
npu 3gpabu maagu Auya. TupeougHume aHmumeaa HapacmBam npoepecuBHo ¢ HanpegBaHe Ha Bb3-
pacmma Ha mupeougHo 6oaHume, gocmueatku 20-25% npu >keHume u 5-10% npu mbykeme Hag 50-
2oguwHa Bb3pacm. Te3u gaHHu noka3Bam, ye Bucokama yecmoma Ha mupeougHume aHmumeaa 616
Bb3pacmHama nonyaauua ompazaBam 3aboraBaHemo, a He e cBbp3aHo ¢ HopmarHOMO ocmapaBaHe.

Yecmomama Ha KAUHUYHUA Xunomupeougu3bm npu Bb3pacmHu e 1 go 2%, onpegeaeHo no
noBuweHua TSH u Huckua FT, 8 eguHuuHo u3zmepBaHe. Mo npuyuHa Ha HamaAraBawomo meaecHO
meaA0 U KAUpbHCa Ha T4, no-Bb3pacmHume Auua umam Hyxga om no-masko koaudecm6o Levothy-
roxin npu 3amecmBane 6 cpaBHeHue ¢ no-maragume Auua. INopagu noBuweHua noay-»kuBom Ha mu-
pOKCUHa, Koemo e cBbp3aHo ¢ npoueca Ha ocmapaBaHe, e HEOO6XOgUMO ga ce yaka no-gba2o Bpe-
Me 3a gocmuzaHe Ha gocmambyHo HacuwaHe (steady state). [NpaBuaomo 6 ma3zu Bv3pacmoBa 2py-
na e ,cmapmupal ¢ maAko u BbpBu 6abHo”.

Yecmomama Ha cybkAuHUYHUA Xunomupeougu3bm e no-Bucoka npu >xeHume u HapacmBa c
HanpegBaHe Ha Bb3pacmma, kamo e 20% npu >keHume Hag 60-2oguwHa Bb3pacm. Hopmaauzupa-
He Ha TSH ce HabatogaBa 8 52% om auuama ¢ TSH <10 mU/|, Ho 66% om auuama ¢ TSH >10 mU/I
npoz2pecupam go KAUHUYEH XUNOMUPEOUGU3bM.

Okono 15-20% om Auuama Hag 60-2oguwHa Bb3pacm umam Xxunepmupeougu3ibm, gokamo
yecmomama 3a uarama nonyaauua e 1-2%. MHozo uzcaegBaHua gokazBam, ue xunepmupeougus-
Mbm e no-yecm npu >xeHume B cpaBHeHue ¢ mbXxeme - cbomHoweHue om 4:1 go 10:1.
Yecmomama Ha cybkAuHUYHUA Xunepmupeougu3ibm 8 egHokpamHo uzmepBare Ha TSH e 1% go
6% npu no-Bv3pacmHume Auua. B egHo 20aamo npoyuBare ¢ noBeue om 400 000 Auua OKOAO
50% om max caeg npocaegaBaHe Hopmaauzupam cepymHomo HuBo Ha TSH. Npozpecuama B kau-
HUYEH Xunepmupeougu3bm He e yecma - 0KoAo 1% 20guwHo u ce HabAatogaBa no-uecmo npu Mok-
CUYHa MYAMuUHOgyAapHa cmpyma, omkoAkomo npu bazegoBa 6oaecm.

C naanauua ce ycmaroBaBa 6v3ea Ha wumoBugHama >xae3a npu 5,3% om >xeHume. Yecmo-
ma Ha Bbv3aecmama 2ywa HapacmBa ¢ HanpegBaHe Ha Bb3pacmma - om 4% nog 50-2oguwHa 8b3-
pacm go 9% npu me3u Hag 75-2oguwHa Bbv3pacm. INpu yampacoHozpadgcko uzcaegBare Bb3au Ha
wumoBugHama »xae3a ce ycmaHoBaBam npu 50% om >xeHume Hag 50-2oguwHa Bb3pacm.

Aging and Thyroid Gland

Prof. Anna-Maria Borissova
Clinic of Thyroid and Metabolic Bone Diseases, USBALE, MU - Sofia

With advancing age, progressive fibrosis, the appearance of lymphocytes, a decrease in follicle
size and reduction in the amount of colloid in the thyroid gland are more likely to be seen. These
changes are not characteristsic of all aged persons. NHANES Ill showed a shift in the distribution of
TSH level toward higher level with increasing age, even when individuals with positive thyroid perox-
idase or thyroglobulin antibodies were excluded. In an Italian study of healthy centenarians there was
an inverse relationship between serum TSH and age. These disparate finding may reflect differences
in the iodine sufficiency of these two populations - with a greater prevalence of Hashimoto’s thy-
roiditis in iodine sufficiency country such as the US and thyroid nodularity with autonomy in Italy.
The lack of consensus on what a ,normal” TSH level is for an older person in turn leads to disparate
recommendations for screening for thyroid disease, the threshold for initiating therapy for thyroid
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dysfunction, and the target TSH level during therapy. If an upper limit of TSH of 2,5 mU/l was used in
the NHANES disease-free population, 39% of those over the age of 70 years would be considered to
have abnormally high TSH level. Using standard reference cutoff of 2,5%, the upper limit of TSH would
be >9 mU/I in this age group.

The normal range for total and free concentrations of T, and T; is unchanged in older individuals.
There is evidence for a decrease in thyroid hormone clearance that is paralleled by a decrease in thy-
roid hormone secretion rate. The decreases in hormone production may be related to the decrease in
thyroidal iodine accumulation that has been observed with aging. These age-related changes in thy-
roid hormone metabolism have important effects on dosing of thyroid hormone replacement, with
lower dose requirements and longer times to achieve steady state in the older adult.

The half-life of T, increases with age, with a mean half-life of 6=7 days for adults aged 23 to 36
years and approximately 9 days for those older than 80 years.

Level of thyroid-binding globulin (TBG) for T4 and T3 do not appear to differ between healthy
young and old individuals. Comorbid conditions (malnutrition, infectious disease, surgery) or concomitant
use of medications (glucocorticoids, androgens) that affect levels of TBG may be more common in the
elderly and may be accompanied by decline in total T4. Binding of T4 to TBG can be inhibited by salicy-
lates and furosemide. TBG level may increase due to therapy with estrogen or tamoxifene. In all of these
circumstances FT, will be normal in those with normal underlying thyroid reserve, but in those who require
thyroid hormone replacement, dose may be required to compensate for alter-binding protein state.

A small decline in serum T3 with age has been found, but this is more likely attributable to mild
nonthyroidal illness than age itself. Serum FT5 in healthy centenarians was slightly lower than that of
healthy elderly aged 65 to 80. Data from human models have reported a small but significant decrease
in cellular responsiveness to thyroid hormone. This may explain the relative lack of adrenergic symp-
toms in older patients with thyrotoxicosis.

In an ltalian study with a highly selected population of healthy elderly ranging in age from 65 to
110 years, the prevalence of antithyroid antibodies was low and did not differ from the prevalence
seen in healthy young person. Thyroid antibodies increase progressively with increasing age, reaching
20-25% in women and 5-10% in men above the age of 50 years.These findings suggest that the high
prevalence of antithyroid antibodies in aging populations is a reflection of disease and not a conse-
quence of normal aging.

The prevalence of overt hypothyroidism in elderly is 1% to 2%, as determined by an elevated
TSH and low free T, level at a single point in time. Due to decreases in lean body mass and T, clear-
ance, elderly patients require a smaller amount of T-Thyroxine as compared with younger subjects.
Due to the increase in half-life for thyroxine that accompanies the aging process, it will take longer to
reach steady state. The rule is ,start low and go slow” in this age group.

The prevalence of subclinical hypothyroidism is higher in women and with increasing age - up to 20%
of women over the age of 60 years. Normalization of TSH occurred in 52% of those with TSH level
<10 mU/I, but 66% of those with TSH>10 mU/| progressed to overt thyroid dysfunction.

The proportion of patients with hyperthyroidism who are older than 60 years is estimate to be 15-
20%. The prevalence of hyperthyroidism in community individuals is 1-2%. Many study confirm that
hyperthyroidism is far more common in women than in men - from 4:1 to 10:1.

The prevalence of subclinical hyperthyroidism on a single serum TSH test is 1% to 6% in an older
population. In a recent very large study of more than 400 000 persons about 50% had a normal
serum TSH on follow-up. Progression to overt hyperthyroidism is uncommon - about 1% per year and
may be more likely in patients with toxic multinodular goiter compared to those with Graves‘disease.
5,3% of women had palpable nodules and the frequency increased from 4% in those under the age
of 50 years to 9% in those aged 75 years and more. By means of ultrasonographic study, thyroid nod-
ules have been found in 50% of women beyond the age of 50 years.



AeyeHue Ha mupeougHa gUC(pyHKl{Uﬂ 6 HanpegHaAa Gb3pacm
K. Xpucmo3zo6

KauHuka no EHgokpuHoaozus, MY ,I'. CmoaHo6”, BapHa

Kakmo npu xunep-, maka u npu xunomupeougu3ma cbwecmByBam Bvb3moxkHocmu 3a ecpekmuB-
HO AeveHue, HO u npu gBeme cbCcmMoAHUA UMa OCMambueH CbpgeyHo-cbgoB puck noBauaBaw, KbcHa-
ma 6orecmHocm u cmbpmHocm ocobeHo B HanpegHara Bb3pacm. Aekapume uznumBam yBepeHocm
NpuU guazHOCMUUUpPAHe U AeveHue Ha hauueHmu ¢ aBHa mupeougHa guccytkuua. CouwecmBeHu npo-
muBopeyua npegu3BukBa reueHuemo Ha cybKAUHUYHUME (POPMU HA MUpPeougHa guChyYHKUUA.

Obwonpuemo e ye, aBHua xunomupeougu3zbm mpabBa ga 6bge AekyBaH 3amecmumenHo ¢ Ae-
BomupokcuH 86 Bcaka Bb3zpacm. Lleama Ha aedeHuemo 6 HanpegHaaa Bb3pacm e ocHoBHO ga
nogobpu peguua cbpgeuHocbgoBu u memaboaumHu HapyweHua. OnmumairHama 3amecmumenHa
go3a npu Bb3pacmHu nauueHmu mpa66a ga 6bge cbobpazeHa c HamareHama pe3zopouua U KAu-
pbHC Ha AeBomupokcuHa, npozpecuama Ha mupeougHama HegocmambyHOCM, ChagaHemo Ha me-
AecHama maca, kakmo u 83aumogeticmBue ¢ gonbAHUMEAHO NpuemaHu megukameHmu 3a gpyau
conbmemBawu 3aboaaBarun. Cuuma ce, ye npu Bvb3pacmHu 3amecmumeAHama go3a mpabBa ga
6bge pegyuupara ¢ 20-30% B cpaBHeHue ¢ no-maagu navueHmu.

Yacm om nauueHmume € NpogbAKUMEAEH XpOHUYeH xunomupeougu3bm, npegxogHa KbC u
nepukapgeH u3auB ce BarowaBam, koemo Haraza 3aMecmMuMEAHOMO AeveHue ga 3anouvHe C MaAKa
go3a aeBomupokcuH - 25 mke/gH. u 6aBHo mumpupare npe3 4-6 cegm. Mo Bb3zmoxkHocm Bb3pac-
mHu nayueHmu ¢ npegnoaazaema KbC npegu 3anouBaHe Ha AeueHuemo mpabBa ga 6bgam oueHs-
BaHu kopoHapoezpadcku. Haauuuemo uau Auncama Ha 3HaYumMa KOpoHapoOCKAepo3a onpegeas Kakbl
ga 6bge KompoAa Ha Xunomupeougu3ima - 3agoBoaumeneH ¢ gocmuzaHe Ha cybonmumaaHo HuBo
Ha TSH uAu omauveH ¢ Hopmaau3upaHe Ha TSH. Ako AeueHuemo npegu3Buka BrowaBaHe Ha aHau-
HO3Hama cumnmomamuka, ce npenopbuBa BpemeHHo HamareHue Ha AeBomupokcuHoBama go3a 3a-
egHo ¢ yBeauueHue Ha KOpogapoguAramupawama mepanua u obmucaaHe Ha peBackyaapuzauus.

MpocaegaBaHemo Ha nogobHU nauueHmu u3uckBa no-yecmo moHumopupaHe Ha TSH u FT4,
koemo e cBbp3aHo om egHa cmpaHa ¢ KbMNAAAHCa Ha hayueHmume, a om gpyaa ¢ HebAaazonpus-
meH ecpekm Bbpxy cbpgeuHua cmamyc. [Npego3upaHemo Ha AeBomupoKcuHa e Yecmo cpewaHo
u e cBbp3aHo ¢ noBuweH puck 3a NnpegcbpgHO MbyxkgeHe u yBeaudyeHa kocmHa 3azyba.

Mpu cybkauHUYeH xunomupeougu3bm B HanpegHara Bb3pacm caegBa ga ce obmucau 3anou-
BaHe Ha AeuveHue ako TSH e Hag 10 mIU/ml. INpu cmotHocmu Ha TSH mexxgy 4,5 - 10 mIU/ml pe-
weHuemo 3a 3anouBaHe Ha AedeHue mpabBa ga e uHguBugyaaHo u ga 3aBucu om nomeHuyUaAHU-
me noa3u, AekapcmBeHu B3aumogelicmBua, KomAasHca Ha nauueHma u Bb3MOXKHU HexXeAaHu
CMpaHUYHU peakyuu.

Xunepmupeougu3zmbm npu Bb3pacmHu nauueHmu moxke ga 6bge >xuBomo3zacmpawabawo
cbcmoaHue u uzuckBa noBuwero BHumaHue. EdpekmuBHOMO AeveHue Ha MupeomMoKcuko3ama oc-
HoBHO e cBbp3aHo ¢ Bb3zcmaHoBaBaHe Ha cuHycoBua pumbm U KOpekuua Ha CbpgedHama Hego-C-
mambuHocm. ToBa ce HabAogaBa no-pagko npu nauueHMuU € NogaeXkaw,o cbpgeyHo 3aboaaBaHe,
ocobeHo B HanpegHara Bb3pacm. INpegcbpgHomo mbxkgere e HezaBucum puckoB dakmop 3a cb-
goB0-M03bUHO CbOUMUE, a MupeomMoKcu4HOMo cbpue npoaBaBawo ce ocHOBHO cbC 3acmoulHa
CcbpgeyHa HegocmambyHOCM, KOAMO e mpygHa 3a noBauaBaHe nopagu HeuyBcmBumeaHocm Kbm
guaumaaucoBu npenapamu.

CowecmByBam mpu AeuebHu Bb3MOXKHOCMU 3a AeUeHUEe Ha Xunepmupeougu3ma: MegukameH-
MO3HO NoMuCKaHe PyHKUUAMa Ha >KAe3ama, XupypaudHo omcmpaHaBaHe Ha xuneppyHKUUOHUpa-

BBJITAPCKO OPYXXECTBO MO EHOOKPUMHONOINA 25



26

wiama mbkaH U paguoakmuBHo pa3pywabaHe Ha wumoBugHama >kae3a. B HanpegHara Bb3pacm
MupeocmamuyYyHOmMo U paguoliogaeyeHUemo ca npegnoyumaHume memogu Ha AevyeHue npeg Xu-

pypauvHOmMo.

MegukameHmo3Homo AeueHue e edpekmuBHO, HO C NOMeHUYUaAHU cmpaHuYHU edpekmu u Bu-
coka yecmoma Ha peuuguBu Ha xunepmupeougu3ma creg npeycmarHoBaBaHemo my. To e nogxoga-
wo 3a Bv3pacmHu nayueHmMu ¢ HecmabuAHu npugpyskaBawu 3aboaaBarun, uzuckBawu 6bp30 no-
mucKaHe Ha xunepmupeougHomo cbcmosnaHue. Caeg cmabuAu3zapaHe Ha hauueHma No NPUHUUN ako
e Bb3moxxHo mpabBa ga ce B3eme peweHue 3a gecpuHuMuBHO AeveHue. [1pu yacm om nauueHmu-
me mo ocmaBa goxxuBom. Cepuo3eH HexkeaaH cmpaHudeH epekm e azpaHyaouumo3ama, aBaBawa
ce no-yecmo B Hayuaromo Ha AeyeHuemo u e cBbp3aHa c no-20Aemu go3u Ha muoaHamugume. o -
pegku cmpaHuyHu ecpekmu ca o6puBu, apmpanausn, muarzua u YepHOgpPoOHa gucyHKuUA.

PaguologaeueHuemo e npegnodumaH memog Ha AedeHue nopagu: 1) no-Bucok xupypauvec-
Ku puck npu Bb3pacmHu noaumopbugHu nauueHmu; 2) HamoBapBaHe ¢ gonbAHUMEAEHU MeguKa-
MEHMU KbM NpegxogHo AeveHue ¢ HenpegBugumu B3aumogelicmBua u HeXkeaaHu CMpaHUYHU
epekmu u HeacHoma No omHoweHue Ha u3aekyBaHe.

Mauuenmume mpabBa npegBapumeaHo ga ca nogeomBeHu ¢ mupeocmamuKk nopagu onacm-
HoCcm om obocmpsaHe Ha Xunepmupeougu3ma caeg npuema Ha I-'. Tlpu nepcucmupaHe Ha xunep-
mupeougu3ma HAKOAKO meceua caeg cmapmoBama go3a ce gobaBa gonvaHumeaHo I-"*'. Tpu goc-
muzaHe Ha xunomupeougu3bm ca BbBexkga 3amecmumenHo AedeHue ¢ AeBoMUPOKCUH.

XupypauyHomo AedyeHue ocmaBa nogxogawo 3a nauueHmu ¢ MHo20B8b3Aecma mokcuyHa 2y-
wa HenoBauaBawa ce om PVIA, 2zoaemu eguHUYHU XunepdyHKUUoHUpawu 6b3au npegu3BukBawu
gucghazua U mpaxeaaHa KOMNpecUa UAU CYChekuua 3a maaueHeHo 3aboaaBaHe.

[Mpu nogbpaHu cAayyau ce npuaazam AOKaAHU HeonepamuBHU mexHUKU: emaHoA0B0 ckAepo3u-
paHe, NogkoykHa Aa3epHa abaauua (PLA), Bucokouecmomen cpokycupar yampaszByk (High-Intensity
Focused Ultrasound).

CybKAUHUYHUAM XUNepmMupeougu3bm, Ko2amo e nepcucmupaw, npu Bb3pacmHu navueHmu ¢
nogaexkaw,o cbpgeuHo 3aboaaBaHe caegBa ga 6bge rekyBaH, He3aBucumo gaau ca 6 cuHycoB pu-
MBM UAU He.

AMUOQapOoH - UHgyuupaHama mMupeomokcuko3a e yecmo cpewaHa 8 HanpegHaaa Bb3pacm u
e mpygHa 3a AedeHue. B noBeuemo cayuau ce uznoazBa kombuHupaHa mepanua om muoHamugu
U KOpmukocmepougu, Kakmo u npeycmaHoBaBaHe Ha AedeHuemo ¢ AMUOgapoH ako e Bb3MOXKHO.

Xunepmupeougu3bm U CbpgeuHo-cbgoB puck
6 HanpegHara Bb3pacm

Aoy. Kupua Xpucmo3zo8

KauHuka no eHgokpuHoaozug, YHuBepcumemcka 6oaHuua ,CBema Mapuxa“, BapHa

Bpb3kama mexkgy xunepmupeougu3ma u cbpgeuHocbgoBama cucmema e uzBecmHa omgaBHa
u e gobpe gokazaHo, Ye mupeougHuam ekcuec Bogu go maxukapgus, naaAnumauuu, NpegcbpgHoO
mbxgeHe (MM) u yBeauueHa kucaropogHa koHcymauua. YazBumama nonyaauus 3a mexkkume Cbp-
geyHu nocAeguuu Ha xunepmupeougu3ma ca Bb3pacmHume nayueHmu ¢ HeaekyBaH u nepcucmu-
pauw, xunepmupeougu3bm U 0COOEHO AUUA C NPEJXOGHO CbpgeuHo 3aboanBaHe.

Peaynrauuama Ha cbpgeyHama yecmoma om mupeougHUMe XOPMOHU € KOMNAEKCEH MEXaHU3bM,
Npu KOUMO 2eHOMHU U He2eHOMHU epekmu, Kakmo U cumnamuko-BazaaHuam HaraHc Bb3gedcmBam



Bbpxy cuHycoBua nelicmelkbp. MM 3acaza Hag 20% om Bb3pacmHume nayueHmu B cpaBHeHue ¢
no-mAaagume u e gBa nbmu no-yecmo npu mbxke B8 cpaBHeHue C KeHu.

MauueHmume Hag 65 20g. ¢ MM umam noBuwen puck 3a uHcyam u gBykpamuo no-Bucok puck
3a kapguoBackyaapHa cmbpm. MM e HezaBucum puckoB akmop 3a 3acmotHa CH. Noumu 30%
om xunepmupeougHume nayueHmu cmaBam xunepmeH3uBHu. 3azybama Ha eaAacmuyHOCM Ha ap-
mepuume npu no-8b3pacmHume XunepmupeougHU hauueHmu e npuyuHa 3a 3HayumenHo yBeau-
yeHUe Ha CUCMOAHOMO apMepPUaAHO HaAanzaHe. [MyamoHaaHama XunepmoHua e gonbAHUMEAEH
pakmop Browabaw, copgeuHama yHKUUS.

Xunepmupeoug3zmbm 6 HanpegHara Bb3pacm moxke ga 6bge xxuBomo3zacmpawaBawo 3a60-
AaBaHe, koemo ga u3uckBa 6bP30 U MOYHO AeveHue. MegukameHmMOo3HOMo AeveHue e ecpekmuB-
HO, HO Nopagu NOMeHUUAAHUMe cpaHu4Hu epekmu u Bucokua npoueHm Ha peuuguBu Ha xunep-
mupeougu3ma He BuHazu e okoHYameAHo. B MHo20 om cayuyaume memog Ha u3bop e paguldogae-
yeHuemo HezaBucumo om nocaegBawua Xunomupeougu3bm.

CybKAUHUYHUAM XUNepmMupeougu3bM Ko2amo e nepcucmupauwy, cregBa ga 6bge aekyBaH npu
Bb3pacmHu nauueHmMu ¢ hogaexkawo cbpgeuHo 3aboaaBane, HezaBucumo gaau ca 68 cuHycoB pu-
MbM UAU He.

AMuogapoH-uHgyuupaHama mupeomokcuko3a 6 HanpegHara Bb3pacm e vecma, mpygHa 3a
guazHOCMuUUUpaHe U AeYeHue.

Hyperthyroidism and Cardiovascular Risk in Advanced Age

Assoc. Prof. Kiril Hristozov
Clinic of Endocrinology, University hospital ,St. Marina“, Varna

The relation between hyperthyroidism and cardiovascular system is long established and it is
proven that thyroid hormone excess leads to tachycardia, palpitations, atrial fibrillation and increased
oxygen consumption. Most vulnerable to the severe cardiac consequences of hyperthyroidism is the
elderly population with untreated and persistent hyperthyroidism, especially in cases with previous
heart disease.

The regulation of heart rate by thyroid hormones represents a complex mechanism, in which
genomic and non-genomic effects, as well as the balance between sympathetic nervous system and
the vagus nerve influence the sinus pacemaker. Atrial fibrillation affects over 20% of the elderly in
comparison with the younger, men are twice as much affected than women.

Patients over 65 years of age with atrial fibrillation have increased risk of stroke and a double high-
er risk of cardiovascular death. Atrial fibrillation is an independent risk factor for congestive heart insuf-
ficiency. Almost 30% of hyperthyroid patients become hypertensive. Elasticity loss in the arteries
among older hyperthyroid patients is the reason for significant increase of systolic blood pressure. Pul-
monary hypertension is additional factor imparing the cardiac function.

Hyperthyroidism in advanced age can be a life-threatening disease, which requires urgent and
precise treatment. Drug treatment is effective, but rarely definitely due to the potential side effects
and the high percentage of hyperthyroid relapse. In most cases radioiodine therapy is a matter of
choice regardless of the following hypothyroidism.

Subclinical hyperthyroidism when persistent has to be treated in old patients with a concomitant
heart disease, independently of the fact whether they are in sinus rhythm or not.
Amiodarone-induced thyrotoxicosis in advanced age is common, difficult to diagnose and treat.

BbJITAPCKO JIPYXXECTBO MO EHOOKPUHOJIOMMA 27
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CvpgeuHocbgobBu puckobu hakmopu u xunomupeougu3bm
cpeg 6b3zpacmuu u cmapu XxeHu

LluukoB A, A-M. bopucoBa, P. KoBayeBa, V1. BraxoB, A. AakoBcka, U. AmanacoBa,
H. AcranoBa, *M. Byko6

KAuHuueH ueHmbp no eHgokpuHoaozus, Cogua

* HayuoHareH ueHMbp 32 meguuuHcka uHpopmauusa, M3

HapacmBaHemo Ha yecmomama Ha noBevemo couuaaHo3Hauumu 3aboaaBaHua ¢ Bb3pacmma
e gobpe uzBecmHo. Nepuogbm caeg meHonay3zama npu >xeHume ce cbnbmcemBa om peguua gu-
3UoA02UYHU NpeycmpoucmBa, HAKou om Koumo ce acouuupam ¢ noBuweH cbpgeuHoCcbgoB puck.
MocaegHuam Bogu go u3paBHaBaHe Ha yecmomama Ha cbpgeuvHocbgoBume 3aboaaBaHua npu
nocmmeHonay3aAHUMe >eHu C ma3u Nnpu mbXkeme.

Mamepuaau u memogu: 3a ga NPoy4UM NPOMAHAMA Ha Yecmomama Ha HAKOU CbpPgevyHOCHJo-

Bu puckoBu pakmopu npu Bb3zpacmHu u cmapu >xeHu, uzcaegBaxme 1348 >keHu, om koumo 1132
(84%) Ha Bb3pacm 20-64 2 u 216 (16%) Hag 64 2.
[Mpoyuu ce aHaMHECMUYHO HaAUYUE Ha apmepuaAHa XunepmoHus, ucxemuvHa boaecm, 3axapeH gu-
abem, miomioHonyweHe. baxa uzmepeHu 0OUKOAKA Ha MaAuama, meAecHa maca u pbCcm, apmepu-
aAHO KpbBHO HaagseaHe u ce u3caegBaxa kpbBHa 3axap U CEpyMHU AUNUGU U PYHKUUA HA WUumo-
BugHama kae3a.

Pezyamamu: C u3kaloueHue Ha momioHonyweHemo, ce ycmaHoBu ce 3Havumo yBeauvaBaHe Ha
yecmomama Ha CC puckoBu pakmopu npu Bb3pacmHume >keHu - 0OUKOAKa Ha MaAuama, gucAunu-
gemus, noBuweHo apmepuaAHoO HaafazaHe, 3axapeH guabem (Bcuuku p<0,05). MNMpu Bb3zpacmHama 2py-
na 3HaYuMeAHoO no-vyecmo ce cbuyemaBam noBeue om eqguH puckoB akmop. MNpu 26% om Bb3pac-
mHume u npu 19,8% om maagume ca HaAuuge Kpumepuu 3a memaboAumeH cuHgpom (p<0,001). Hab-
atogaBa ce u 3auecmaBaHe Ha caydaume Ha HeuzBecmHu go momeHma guabem u xunepmotusa. [pu
12% om Bb3pacmHume >keHu ce ycmaHoBu xunomupeougu3bm cpewy 8% 6 maagama 2pyna.

3akarovyenue: HYecmomama u 6poam Ha cbpgeuHocbgoBume puckoBu pakmopu, 8 moBa vuc-
AO Xunomupeougu3ma npu Bb3pacmHume >keHu HapacmBa.

Cardiovascular Risk Factors and Hypothyroidism in
Aged Women

A. Shinkov, AM. Borissova, R. Kovatcheva, J. Vlahov, L. Dakovska, I. Atanassova,
N. Aslanova, M. Vukov

Clinical Center of Endocrinology, Sofia, *National Center of information in medicine,

Ministry of Health, Sofia

It is well known that a number of socially significant disorder get more prevalent with age. The
menopausal transition in the female is accompanied by various physiological changes, some related to an
increased cardiovascular risk. As a result the cardiovascular morbidity and mortality reaches that in males.

Materials and methods: The aim of the study was to explore the change in the prevalence of cer-
tain cardiovascular risk in aged women. We studied 1348 female subjects, 1132 (84%) of them 20-64
old and 216 (16%) over 64 years old. A history of hypertension, ischemic heart disease, diabetes and
smoking was taken. Waist circumference, body weight and height and arterial blood pressure, serum
glucose, lipids and thyroid function were measured.



Results: A significant increase in CV risk factor prevalence (increased waist circumference, dys-
lipemia, arterial hypertension, diabetes) was found in the older group (all p<0,05). An exception was
smoking. We found more frequently more than one risk factors in the elderly. The prevalence of the
metabolic syndrome was 26% in the elderly vs. 19,8% in the younger (p<0,001). Hypothyroidism was
found in 12% of the elderly and in 8% of the younger women.

Conclusion: The prevalence of CV risk factors and their number in the individual, hypothyroidism
included, increase with age.

Hogo3Ha cmpyma npu 6v3pacmHu - ocobeHocmu 6
guazcHOCMUuYyHuUA u mepanebmuueH nogxog

P. KoBaueBa, A-M. BopucoBa, A. LllunkoB, Y. Baaxo6

Kauruka no TupeougHu u Memaboaumuu KocmHu 3aboaaBanus, KLIET, MY Codpua

Hogo3Hama cmpyma e yecmo cpewaHa namoAo2ug, gocmuzawa go 22% cpeg 6bazapckama
nonyaauua. Emuonroz2uama Ha mupeougHume Bb3Au npegcmabaaBa cbBkynHocm om 2eHemuuHU
dpakmopu u Bb3geticmBua Ha okoaHama cpega. C Bb3pacmma yecmomama um HapacmBa u npu
Auuama Hag 60 2. HagxBbpaa 50%.

Mpe3 nocaegHume 30 2. ce ombeaazBa ygBoaBare Ha yecmomama Ha mupeougHua KapuuHom B
EBpona u CALL| 3a cMemka Ha nanuAapHUA MUKPOKapUUHOM, Kakmo u uzmecmBaHe Ha He20Bua nuk
om mragama Bb3pacm (30 2.), kbm Bb3pacmma caeg 45 2., 6e3 3Hauumo noBuwabBaHe Ha cmbpm-
Hocmma. Te3u gaHHu cbomBemcmBam ¢ Bb3pacmoBo obycroBeHama HapacmBawa yecmoma Ha
mupeougHume Bb3Au, Koamo B 2oaama cmeneH ce obacHaBa ¢ no-wupokomo uznoa3zBaHe Ha pazHo-
obpazHu Bu3yaauzupawu memogu Ha u3caegBaHe u Ha mbHKOU2AeHama Guoncua om egHa cmpata,
KaKkmo u Ha BAuAHUEMO Ha peguua MyMazeHHU U KaHUepo2eHHU (hakmopu om OKOAHama cpega.

IMpomeHawuam ce npoua Ha 3aboaaBaHemo uma cbuwecmBeHo 3HaveHuUe 3a npeyu3upaHe Ha
mepaneBmuuHomo noBegeHue u npoeHo3zama 6 ma3u nonyaayusa, obpemeHeHa ¢ npugpyskaBawu
3aboAaaBaHua U OMHOCUMEAHU KOHMpPAUHgUKauuU 3a XUPYp2u4vHO AeYeHue.

Nodular Goiter in Elderly - Diagnostic and Therapeutic Approach
R Kovatcheva, AM. Borissova, A. Shinkov, J. Vlahov

Department of Thyroid and Mineral Bone Diseases, Clinical Center of Endocrinology and Gerontology,
Medical University, Sofia

Nodular goiter is a common disease, with frequency of up to 22% in the Bulgarian population.
The etiology of thyroid nodule is a combination of genetic and environmental factors. The incidence
increases with age and exceed 50 % after 60 years.

The last 30 years the prevalence of thyroid cancer has doubled in Europe and the US, with pre-
dominant place of the papillary microcarcinoma. The age pique is shifted to the right, from 30 years
to 45, without increase in mortality. These data correspond with age determinate increase in fre-
quency of thyroid nodules. The prevalence of thyroid nodules is essentially due to the improved diag-
nosis using ultrasonography and fine-needle biopsy and to mutagenic environmental factors.

The changing profile of the disease, the adult population with concomitant diseases and relative
contraindications for surgery impose to precise the indications for treatment.
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Bw3pacm u npomuGomymopeH umyHumem - poAa Ha geHgPUMHuU-
me kaemku 6 paz6umuemo Ha kapuyuHoma Ha wumoBugHama xAe3a

[epenoBa X.', Ananue6 0.2, Monaa E> UBanoBa K>, Ibab606a M.?
1Kamegpa lNMponegeBmuka Ha BbmpewHu 6orecmu/EHgokpuHorozun; 2 Kamegpa no Obwa u
KAUHUYHaA namoao2ua, MeguuuHcku MDakyamem, Tpakulcku YHuBepcumem, Cmapa 3azopa

BwBegenue: Bpbzkama mexkgy pazBumuemo Ha maauzHeHume npouecu u Bb3pacmma kamo
npo2HoCmuYeH mapkep npogbaxkaBa ga 6bge obekm Ha uHmepec u go gHec, Bbnpeku HaauduemMo
Ha MHo)kecmBo gaHHU 3a 3HauYeHUEMO Ha KAEMBbYHU U MOAEKYAHU (pakmopu NO OMHOWeHuUe Ha
npozHo3ama Ha npoueca. KapuuHomsbm Ha wumoBugHama xae3a ce oka3zBa eguH ocobeHo uHmepe-
CEH HeonAa3meH npouec Npu Kolmo peguua aBmopu nocouBam kamo Bogewu npo2HOCMUYHU Map-
Kepu: Bb3pacmma u noAa, 20AemuHama Ha Hogo3Hume obpa3zoBaHun, XopMoHaAHamMa peayaauus,
UogHUA npuem, 2eHeMUYHUMeE NOAUMOPEU3MU, HapyweHuasma 8 npomuBomymopHua umyHUmMem.

Llea Ha Hacmoawomo npoyuBaHe e ga u3zcaegBa 3HaueHUemo Ha Bb3pacmma no omHoweHue
Ha Npo2HO3ama U HAKOU acnekmu Ha hpomuBomymopHUA UMYHUMEM, a UMEHHO yvacmuemo Ha
geHgpumHume kaemku 6 Hez0.

Mamepuaau u memogu: ImyHoxucmoxumuuHo u3caegBaxme 39 nauueHmu c ymepeHo gude-
peHyupaH KapuuHom Ha wumoBugHama >kae3a onepupaHu 8 YMBAA-Cmapa 3azopa-EAA 8 nepuo-
ga 2000-2010 20g. Bcuuku me 6axa pazgeaeHu 6 gBe Bvb3pacmoBu 2pynu, cbomBemHo nog u Hag
58 2oguHu. M3noa3Baxme aBuguH-OuomuH nepokcuga3Ha MexHUKa 3a onpegeAaHe ekcnpecuama
Ha mapkepume CD1a u CD83 6 geHgpumuu kaemku (AK) 8 mymopa u mymopHama 2paHuya.

Pezyamamu: Caeg aHaau3a ycmaHoBuxme, ye 68,4% om nauueHmume nog 58 20guHU umam
Hucka uHguampauua ¢ Hezpeau CDTa+AK 8 mymopHama 2paHuya, gokamo ocmaHaaume 31,6%
ca ¢ Bucoka uHpuampauus. INpu nauueHmume Hag 58 2oguHu 35% umam Hucka uHgUAMpayua C
CD1a+AK, a 65% Bucoka (p=0,037). AHaro2uuHu ca gaHHUme 3a CD83+AK uHuAmpupawu my-
MopHama 2paHuua 6 gBeme 2pynu. o omHoweHue Ha Bb3pacmma nayueHmume nog 58 20guHuU
umam no-20Aama npexkuBaemocm cnpamo no-8v3pacmuume (log rang 4,12, p=0,042).

3akaroyeHue: ImyHoxucmoxumuvHomo u3caegBaHe Ha geHgpumHume kaemku 68 mymopHama
CMpoMa U 2paHuua Npu KapuuHom Ha wumoBugHa »xAe3a e gonbAHUMeAeH BaxkeH memog 3a on-
pegeAaHe Ha aepecuBHocmma Ha MYMOpHUA pacmexx U npozHo3ama Ha nauueHmume, ocobeHo 6
cbyemaHue ¢ maxHama Bb3pacm.

Karouobu gymu: kapuuHom Ha wumoBugHama »kae3a, Bb3pacm, geHgpumHume kaemku, CD1a,
CD83

Age and Anti-Tumor Immunity - Role of Dendritic Cells
in the development of Thyroid Carcinoma
Gerenova [, Ananiev J>, Yonal E? Ivanova K.?, Gulubova M*

1Department of Endocrinology, 2 Department of General and Clinical Pathology, Medical Faculty,
Trakia University, Stara Zagora

Introduction: The relationship between the development of malignancies and age as prognostic
marker remains a subject of interest even today, despite numerous data on the importance of cellular
and molecular factors influence the process. Thyroid carcinoma appears to be a particularly interesting



neoplastic process in which a number of authors cited as major prognostic markers: age and gender, size
of thyroid nodules, hormonal regulation, iodine status, genetic polymorphisms, anti-tumor immunity.
The purpose of this study was to examine the importance of age in terms of prognosis and some
aspects of anti-tumor immunity, namely the participation of dendritic cells in it.

Materials and methods: \We study Immunohistochemicaly 39 patients with differentiated thyroid
carcinoma who underwent surgery at University Hospital in Stara Zagora in the period 2000-2010.
All of them were divided into two groups, respectively under and over 58 years. We used avidin-biotin
peroxidase technique for determining the expression of markers CD1a and CD83 on dendritic cells
(DC) in tumor and tumor margin.

Results: After the statistical analysis we found that 68,4% of patients under 58 years old have low
infiltration by immature CD1a+DC in tumor border, while the remaining 31,6 % have high infiltration.
Thirty - five percent of patients over 58 years old have low infiltration by CD1a+ DC, and 65% high-
er (p = 0,037). Similar findings are available for CD83+DC infiltrating tumor margin in both groups.
Patients under age 58 years have longer free survival period in comparison to older. (log rang 4,12,
p =0,042).

Conclusion: Immunohistochemical study of dendritic cells in tumor stroma and the border of thy-
roid carcinoma is an important additional method for determining the aggressiveness of tumor growth
and prognosis of patients especially in combination with their age.

Keywords: thyroid carcinoma, age, dendritic cells, CD1a, CD83

MepkymanHo emaHoA0B0 ckAepojupaHe HAa MOKCUYHU U
HeMOKCUYHU mupeougHu 6v3Au

'K. Xpucmo3zo8, 'M. Cugepo@Ba, *U1. KpacHaaueB, °I1. boyeb, °b. Yayweb, ‘4. boyeBa
TKauHuka no EHgokpuHoaozus, 2 Kamegpa no Namoaozun, 3 OmgeAeHue No HYKAeapHa MeguuuHa,
memaboAaumHa mepanua u Abdemepanus, 4 LleHmpaaHa kauHuuHa Aabopamopus; YHuBepcumemcka
6oaHuya ,CBema MapuHa”, BapHa

Llea: TToBeuemo om gobpokadecmBeHume mupeougHu Bb3Au, npuduHaBawu Ko3memuuHu
u/uAu KomnpecuBHu cumnmomu, Kakmo u mokcuvHume Bb3AuU ca nokazaHu 3a onepamuBHoO Aeve-
Hue. To obaue yecmo e npomuBonoka3aHo npu Bb3pacmHu NnoAuMopbUgHU NauueHmu. Bb3moik-
HUMe HexXupypau4HU NOgXogu ca paguologAaedeHue u emaHoroBa ckaepomepanus. Lieama Ha npo-
yuBaHemo Hu bGewe ga ce oueHU epukacHocmma u 6e3onacHocmMma Ha NnepkymaHHOMO emaHo-
AoBo unxkekmupane (IMEN) npu 6eHueHeHU mupeougHu Bb3AuU.

Mamepuaau u memogu: YiacmBaxa 21 nauueHma (18 >keHu u 3 mbxke), Ha cpegHa Bb3pacm
54,6 2oguHu (om 20 go 77 20guHu), paznpegereHu 8 mpu Bb3zpacmoBu kamezopuu: 20-40 20g. -
4 nayueHma; 41-60 20g. - 6 nauueHmMa; u Hag 60 2oguHu - 11 navyueHma. Tpu om cayvyaume 6axa
MOKCUYHU, cuuHmuzpadcku 2opewu Bb3Au CbC cepuo3Hu cbpgeuHo-cbgoBu ycroxkHeHua. B 18
om cayvaume Bv3Aume 6axa HedpyHKuuoHuUpawu (cpegHo TSH 2,07 mUI/l) - 8 npocmu aHexozen-
HU kucmu u 10 cmeceHu Bb3AU € goOMUHUpawa mevHa komnoHeHma. CpegHuam u3xogeH obem Ha
Bv3Aaume 6ewe 13,3 ma (om 0,4 go 40 ma). Caeg goka3BaHe Ha BeHu2HEeH yumMoAo2UYEeH pe3yamam
bewe npoBegeHa ckaepomepanua nog Y3-koHMpPOoA ¢ 95% emaHoa, 2 MA npu Bcako uHXKekmupaHe,
1-2 uHXXeKmupaHua CegMuyHO, Npu cpegeH Opod Ha anaukauuume 2,2 (om 1 go 4), cpegHa obwa Ae-
yebHa go3a 4,32 mA (om 2 go 8 ma). MNMpocaegaBaHemo npogbAXKU OM 6 Meceua go 5 20guHuU.
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Pezyanmamu: AeueHuemo bewe gobpe noHocumo. Om cmpaHudHume epekmu HabatogaBaxme
AOKaAHa DOAKa U UHPeKuUAa Npu eguH om nauueHmume. [lpocmume Kucmu noka3zaxa Hau-20AaMa
pegykuua 8 o6ema Ha Bb3ea (cpegHo 75%, om 55% go 95%), kamo 6 noroBuHama om caydaume
camo caeg 1 anaukauun. CmeceHume HemokcuyvHU Bb3AU Harazaxa noBeye om 2 uHKeKmupaHua u
HamaAuxa pa3zmepa cu cpegHo ¢ 60%. TokcuuHume Bb3AU noka3axa 26% HamareHue om nbpBoHa-
yaAHua obem caeg 3-4 anaukauuu, kamo B8 gBa om cayuaume nopagu nepcucmupauwua xunepmu-
peougu3zbm ce gobaBu u paguotiogmepanus.

U36ogu: TEV moxe ga ce uma npegBug kamo epekmuBHa aamepHamuBa Ha XxupypaudyHOmMo
AevyeHue Ha mupeougHu Bb3Au, ocobeHo npu Bb3pacmHu nayueHmu ¢ Bucok onepamuBeH puck.

Percutaneous Ethanol Injection in the Management of
Toxic and Non-toxic Thyroid Nodules
'K. Hristozov, 'M. Siderova, °’I Krasnaliev, *P. Bochev, °*B. Chaushev, *Y. Bocheva

1Clinic of Endocrinology, 2 Department of Pathology, 3Department of Nuclear Medicine and Metabolic
Treatment, 4 Central Clinical Laboratory; University hospital ,St. Marina”, Varna

Objectives: Most of benign thyroid nodules causing cosmetic and/or compression-related symp-
toms, as well as toxic nodules are indicated for surgery. In elderly patients an operation is often con-
traindicated or refused. Possible nonsurgical approaches are radioiodine treatment and ethanol scle-
rotherapy. The aim of our study was to evaluate the efficacy and safety of percutaneous ethanol injec-
tion (PEl) for benign thyroid nodules.

Materials and methods: 21 patients participated in the study (18 women and 3 men), mean age
54,6 years (from 20 to 77 years), divided into three age categories: 20-40 years - 4 patients; 41-60
years - 6 patients; > 60 years - 11 patients. 3 of the cases were toxic nodules, hot on scintigraphy with
cardiovascular complications. 18 of the nodules were nonfunctioning (mean TSH 2,07 mUI/I) - 8 sim-
ple anechogenic cysts and 10 mixed nodules with prevaileng fluid component. The mean initial nod-
ule volume was 13,3 ml (from 0,4 to 40 ml). Sonographically guided sclerotherapy was performed
after a benign cytology with 95% ethanol, 2 ml per every injection, 1-2 injections per week, mean
number of application 2,2 (from 1 to 4), mean treatment dose of ethanol 4,32 ml (from 2 to 8 ml).
Follow up was performed from 6 months up to 5 years.

Results: The treatment was well tolerated. From side effects we observed local pain and infection
in one case. The simple cysts showed the greatest reduction in nodule volume (mean volume reduc-
tion 75%, from 55% to 95%), in half of the cases with only one application. Mixed non-toxic nodules
needed more than 2 applications and mean nodule shrinkage was 60%. Toxic nodules showed 26%
volume reduction after 3-4 ethanol injections, but in two of the cases due to persisting thyrotoxicosis
radioiodine was administered.

Conclusion: PEl can be considered as an effective alternative to surgery for thyroid nodules espe-
cially in the elderly patients with high surgical risk.



KAuHuuHa noA3a u caegonepamuBHu npobaemu Ha
MUHUMaAHO-uH6azu6Hama mupougHa xupypzaua npu
nayueHmu 6 HanpegHara Bb3pacm

lranye6 I, CeyanoB T., BugunoB K.
KauHuka no EHgokpuHHa Xupypeaus, YCBAAE ,Akag. V8. INeHueB - Cocpua

[Npe3 nocaegHume 20guHu ce noaBu oepomeH uHMepec Kbm pazBumuemo Ha MUHUMAAHO-UH-
BazuBHume mexHuku B8 eHgokpuHHama xupypausa. Lleama Ha Hacmoawemo npoyuBaHe 6e ga yc-
maHoBu nomeHyuaAHama KAUHUYHA NoA3a U caegonepamuBHu npobaemu om muHumaaHo-uHBa3uB-
Hama mupougHa Xupypaua npu nauueHmu 6 HanpegHaaa Bb3pacm.

Memogu: 3a nepuoga om cenmemBpu 2010 2 go mapm 2011 6e u3zBopweHo npocnekmuBHo
HepaHgomu3upaHo npoyyBaHe Ha 100 nayueHma Hag 60 2oguwHa Bb3pacm NOgAOXKeHU Ha onepa-
muBHo AeuveHue Ha wumoBugHama xaAe3za. Om max 4 nayueHma 6axa NOGAOXKEHU Ha MUHUMAAHO-
uHBazuBHa BugeoacucmupaHa mupougHa xupypaua (MUBALLIX), 26 nauueHma 6axa nogAao>KeHu
Ha MUHUMaAHoO-uHBa3zuBHa omBopeHa wumoBugHa xupypaua (MMOLLX) u 70 nauueHma baxa nog-
AOXeHU Ha koHBeHuuoHaAHa wumoBugHa xupypeua (KLLX).

Pezyamamu: Kamo ocHoBeH kpumepuu 3a nogbop Ha onepamuBHa mexHuka b6e obwua obem
Ha wumoBugHama »xxae3a 8 ma uzmeper ¢ Y3A - 3a MVBALLIX <30 ma, 32 MMOLLIX >30 mA HO He
< 80 mA. AbAKuHama Ha KoxkHua pa3pe3 be 1,5-2 cm 3a MUBALLLX, 2,5-3,5 cm 32 MOLLX u 3,5 go
7 cm npu KLLIX. Hecmomama Ha caegonepamuBHua xunonapamupeougu3bm u yBpegama Ha AapuH-
2eanHua HepB npu gBeme muHumaaHo-uHBa3zuBHU mexHuKu 6e cbnocmaBuma ¢ koHBeHuuoHaAHa-
ma memoguka. [Mpu nayueHmume ¢ MuHuMaAHo-uHBa3uBHU onepauuu ce HabAlogaBawe 3HavUMen-
HO no-maAka nocmonepamuBHa 6oaka. NayueHmume nogaoxkeHu Ha MUBALLX u MNOLLLX 6axa
garey no-goBoaHu om Ko3memuuHua pezyamam 6 cpaBHeHue ¢ koHBeHUUOHaAHaMa memoguka, HO
cpaBHeHu nomeXkgy cu me He gagoxa 3Ha4YUmMeAHU pa3AuKu.

3akatodeHue: MuHumanHo-uHBa3zuBHume mexHuku noka3zBam 3HaYUMEAHU KAUHUYHU NOA3U NO
OomHoweHue Ha caegonepamuBHa 6oaka u ko3memuudeH pesyamam 6 cpaBHeHue ¢ koHBeHUUOHaAHU-
me mupougHu onepauuu. Bvnpeku Bcuuko ocHoBHUA AuMumMupaw, hakmop 3a MAXHOMO NPUAOKe-
Hue cu ocmaBa 2oaemuHama Ha wumoBugHama »Ae3a u onuma Ha xupypeaa koimo 2u u3BbpwBa.

Clinical Benefits and Postoperative Problems of
Minimally-invasive Thyroid Surgery in Elderly Patients

Ganchev G., Sechanov T., Vidinov K.
Endocrine Surgery Clinique, USBALE ,Akad. Iv. Penchev” - Sofia

Background: Recently there has been a strong impetus to develop minimally invasive techniques
in endocrine surgery. This study was designed to investigate the potential benefits and postoperative
problems of minimally invasive thyroidectomy procedures when compared with conventional thy-
roidectomy in elderly patients.
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Methods: Between September 2010 and June 2006, a prospective, nonrandomized study was
performed on 100 patients older than 60 years undergoing thyroid surgery. Four patients underwent
video-assisted thyroidectomy (VAT), 26 underwent open minimal-incision thyroidectomy (MIT), and
70 underwent a conventional procedure.

Results: Patients were selected for VAT when total thyroid volume was <30 ml and for MIT when
total thyroid volume was >30 but 2<80 ml as determined by ultrasonography. The length of the cen-
tral neck skin incision was 1,5-2 ¢cm for VAT, 2,5-3,5 cm for MIT, and 3,5-7 cm for the convention-
al operation. The incidence of definitive hypoparathyroidism or recurrent laryngeal palsy after VAT or
MIT was comparable with that occurring after conventional treatment. Patients having VAT or MIT
experienced significantly less postoperative pain than patients undergoing conventional treatment
Patients having VAT or MIT were more satisfied with the cosmetic result than patients who underwent
conventional treatment, but no significant differences in patient satisfaction were found between the
VAT and MIT groups.

Conclusions: When compared with conventional treatment, VAT and MIT provided significant
benefit in terms of cosmetic results and postoperative pain. Nevertheless, the main limiting factor for
minimally invasive thyroid surgery still remains the size of the thyroid and the experience of the
endocrine surgeon.

Key words: Minimally-invasive thyroid surgery, elderly patients, VAT, MIT,
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OcmapaBawama kocm
lpog. AnHa-Mapua bopucoBa

KAuHuka no mupeougHu u memaboaumHu kocmuu 3a6oaaBarun, YCBAAE, MY - Cocpus

[Mpo2Ho3HOMO npoueHMHo yBeauveHue Ha Bb3pacmHama nonyaauusa B EBpona (2000-2050 2)
e € 26% >keHume u ¢ 36% mbyxeme. Hal-2onamo e yBeauueHuemo 3a Bb3pacmume, koeamo ca Hau-
yecmu begpeHume ppakmypu (noKanis JA. om umemo Ha HayuHa 2pyna kem C30, 2007).

Bogewomo namodgu3uoro2udHO HapyweHue 3a kocmHama 3az2yba npu nbpBuyHa ocmeonopo3a
ocHoBHO e ocmapaBaHemo u/uau gecpuyumsbm Ha ecmpozeHu. XXeHume 2ybam okoao 40% om
KocmHama cu maca mexkgy 40 u 70-eoguwHa Bb3pacm, a mb>keme 3a Mo3u nepuog 2ybam OKOAO
12%.

Ocmeobracmu (OB) u agunouumu npouszxoxkgam om obw, NPEKYpPCop - me3zeHxumHama cmem
kaemka (MSC). MSC npu HaAuvue Ha BAazonpuamHu hakmopu U cpega Moxe ga ce gugpepeHuupa
owge B:

v' ¢pubpobracmu

v/ XoHgpouumu

v Mmuouumu

v’ gpyau KAemKu om mMe3eHXUMeH mun
MSC ce guipepeHuupam 8 agunouum uau ocmeobaacm B MHO206pOUHU CMBNKU NPU HaAUYUE Ha
HAKOAKO pacmeykHU hakmopu U XOPMOHU.

OcmapaBawama kocm uma mpu ocHoBHU xapakmepucmuku:

v noBuwero HUBO Ha ocmeokAacmozeHe3ama - Aunca Ha ecmpo2eHu NOCMMeHONayY3aAHO

v’ HamareHue Ha ocmeobAracmozeHe3ama - ocmapaBaHe Ha Kocmma

v noBuweHa KOCMHO-MO3bUHa agunozeHe3a - ocmapaBaHe Ha Kocmma
ToBa ce gemoHcmpupa ¢ umecmBaHe Ha gugpepeHuupaHemo Ha KOCMHO-MO3bUYHUME KAEMKU npe-
gumHo 6 agunouumu. Te3u npomeHu Bogam go >KbAM KOCMEH MO3bK U HamaAeHa KoCmHa maca.
Cmwnka 1: Muzpauua u cauBave Ha MSC
Heobxogumu cpakmopu:

Insulin growth factor | (IGF-1)

Platelet-derived growth factor (PDGF)

Epidermal growth factor (EGF)

Transforming growth factor-alpha (TGF-alpha)

Hepatocyte growth factor (HGF)

Fibroblast growth factor-2 (FGF-2)

Mpu ocmapaBane muepayuama u cauBaremo Ha MSC ca HapyweHu, 3auWomo e:

1. HamaAeH 6poa HaauuHu MSC 3a gubepeHuuauua 6 KocmHUA MO3bK

2. HamaAaeHo HUBO Ha ocmeozeHHUMe pacmexkHU hakmopu B AokaaHama mukpocpega

3. HamaAeH kanauumem 3a gudepeHuuauua Ha MSC 6 OB.

Cmwbnka 2: MacmHa mbkaH uau kocm? To6a e Bwnpoca.

Ako MSC ca muzpupau u casAu U ca npu gobpu ycaroBuama, kKaemkume we ce gugpepeHuyupam 6
OB npu Haauuue Ha Bucoko HUBO Ha ocmeoz2eHHUMe MmpaHcKpunNnmMupawu Pakmopu u cpeg max oc-
HoBHuam peayramop Ha ocmeozeHe3ama ce aBaBa Core binding factor 1 (Cbfal). MNpu gomuHupa-
wa ekcnpecua Ha Cbfal gugeperuuayuama Ha MSC we 6bge 6 nocoka Ha OB.
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INpu gomuHupawa ekcnpecua Ha PPARgamma2 gudgpepeHuyuayuama Ha MSC we ce Hacouyu 6 no-
coka Ha agunouumu. C HanpegBaHe Ha Bb3pacmma ekcnpecuama Ha Cbfal 8 MSC HamanaBa, go-
kamo HuBomo Ha PPARgamma2 HapacmBa. Taka ¢ ocmapaBatemo 6 kocmHua Mo3bk HacmbnBa
uzmecmBaHe om ocmeoz2eHe3a KbmM agunoz2eHesa.
Okcugamuben cmpec:
C mazHUMeH pe3oHaHC e goka3aHo, ye ¢ Bb3pacmma HamaraBa kpbBomoka B8 KocmHua MO3bK U
moBa Bogu go HamareHue B pO, mam. YBeauuaBam ce u mapkepume Ha okcugamuBHua cmpec. U
agunozeHe3ama u ocmeobAacmozeHe3zama ce Hy»kgaasm om gocmambuHo HuBo Ha pO,, Bce nak
OB-npekypcopu ca no-yyBcmBumeaHu Ha okcugamuBHua cmpec om agunouumHume NPeKypco-
pu. Emo 3awo npu Hucko HuBo Ha pO, B KOCMHUA MO3bK gOMUHUPAM aguNOUUMHU Npeg 0CMeo-
2EHHU npekypcopu.
Cmbnka 3: KaAyumponHu XopMoHU
BumamuH D cmumyaupa ocmeoeeHezama:

1. MNMoBuwaBa abcopbuuama Ha Ca 6 yepBama

2. VMHgyuupa ocmeozeHHama gudpepeHuuauua Ha MSC upe3 up regulation Ha:

1 Cbfal- Heobxogum 3a mpaHcKpunyuama
LI BMP2 u BMP6 - pacme>xkHu ¢pakmopu

3. Miuxubupa anonmo3ama Ha 3peaume OB u maka ce 3agbp>ka 6poa Ha HaauuHume OB 3a
peaAusayua Ha edpekmuBHO KOCMHO hopmupaHe.
B cvwomo Bpeme BumamuH D uHxubupa agunozeHe3ama:

1. AupekmHa uHxubuuusa ekcnpecuama Ha PPARgamma?

2. TNomucka ekcnpecuama Ha uHXuGuMopU Ha Cu2HaAU3Upawume NbMuwa

1. MHgyuupa gugepeHuyuauuama Ha MSC 6 OB

2. Vnxubupa gudpepeHuuayuama Ha MSC 8 agunouumu - upe3 cynpecua Ha mapkepume Ha
mo3u npouec - PPARgamma2 u Lipoprotein lipase
PoAa Ha MacmHuAa KOCmeH M03bK — npuamea uAu Bpaz? B omzo6Bopa Ha mo3u Bbnpoc uma g6a
acnekma:

1. KakBa e HeeoB8ama nomeHyuarHa memaboAumHa poAs
MacmHuam kocmeH mo3bk e memaboAumHo HeakmuBeH. Tol He ce u3znoa3Ba kamo eHepaueH u3-
MOYHUK C U3KAIOUYEHUE Ha CbCMOoAHUA Ha eKCMpemeH 2Aag.
PoAaama Ha macmHua KoCmeH MO3bK € Npocmo ga ce 3aeme npocmpaHcmBomo u 8 cbwomo Bpe-
me HamaraBa xemonoe3ama u ce yBperkga apxumekmypama Ha KocmHama maca.

2. KakvB e HeeoBua nomeHyuareH mokcudeH epekm Bvpxy cbcegHume KAemku
MacmHuam KocmeH M03bk omgeAa aguNOKUHU U MAacMHU KUCEAUHU C NOMeHUUAAeH MOKCUuyeH
epekm Bbpxy cbcegHume kKaemku. [ogobHO e noAoxkeHuemo u B macmHO UHbUAMpPUpaHUA NaH-
kpeac, koemo Bogu go 6ema-kAembyHama AUNOMOKCUYHOCM - eguH OM mexaHuzmume Ha T23A
y Bb3pacmuu. AunomokcuuHocmma B Kocma ce peaau3upa u ype3 UHgyuupaHe Ha ,Aunoanonmo-
3a“. B ocmapaBawume naHkpeac u MyCKya mo3u npougec e onucaH - akmuBupaHe Ha anonmo3a-
ma om agunoKUuHU UAU MacmHu KuceauHu. Cpeg agunokuHume 2aaBHo TNF-alpha uHgyuupa anon-
mo3ama Ha OB. M36ecmHo e, ye npu ceHuAHama ocmeonopo3a Bogew, namozeHemuyeH mexaHu-
3bm e OB anonmos3a.
AucAaunugemuama e eguH om ocHoBHume puckoBu gakmopu 3a amepockaepo3zama. B cbwomo
Bpeme xunepAunugemuama uHxubupa gugepenyuayuama Ha OB 6 kocmHama mbKaH.
MoBuweHomo HuBo Ha LDL u HamaneHomo Ha HDL umam Bpwb3ka ¢ Hucka KMIT npu nocmmeHo-
Nay3aAHU XeHU.
OkucaeHume LDL:
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v" npoBokupam ekcnpecua Ha monocyte colony-stimulating factor, koimo e cmumyaamop Ha
gugpeperyuauuama Ha OC u ¢ moBa ce nogmukBa kocmHama pe3opbuus;

v’ cynpecupam gudpepeHuuayuama Ha cmem kaemkume 6 OB.
CaegoBameAHO ONMUMAAHOMO AeuyeHUEe Ha CEHUAHama ocmeonopo3a mpab6a ga 6bge Hacoue-
HO KbM:

v’ gupekmHa cmumyaauua Ha ocmeobaacmozeHe3zama

v/ HamaAeHue Ha anonmo3ama ocmeobaacm/ocmeouum

v" uHxubupaHe Ha agunoz2eHe3ama
PTH u Bumamun D [1,25(OH)2D3] ca noka3zaHu umeHHo 6 me3u cayvau:

v cmumyaupam akmuBrocma Ha OB

v uHxubupam anonmo3ama Ha OB

v" uHxubupam agunozeHezama
B 3akAloueHue moxe ga ce 0606wy, yue ocmapaBanemo e c6vp3aHo c:

1. HamaaeHue B cekpeuuama Ha pacmeykHU hakmopu 3a hoggbpykaHe 6poa u cauBanemo Ha
MSC;

2. no-Bucoko HuBo Ha okcugamuBHua cmpec;

3. HamaAeHue Ha ocmeobaacmozeHe3ama u ekcnpecuama Ha Cbfal, koumo Bogam go:

v no-maako OB;

v noBuweno HUBO Ha agunoyumHama gugepeHuyuauus;

v noBuwena ekcnpecua Ha PPARgamma?2.
Bcuuko moBa Bogu go HamareHa gudpepeHuyuauua 8 OB u noBuweHa agunozeHesa.

5u6Auozpa(pu9: 1. Kanis JA. om umemo Ha HayuHa 2pyna kbm C30, 2007.
2. Duque G. BoneKey-Osteovision 2007 April;4(4):129-140.
3. Kratchmarova . et al, 2005.
4, Danilevicius C.F. et al. Braz ] Med Biol Res, April 2007.

The Aging Bone

Prof. Anna-Maria Borissova
Clinic of Thyroid and Metabolic bone diseases, USBALE, MU - Sofia

The projected percentage increase in the adult population in Europe (2000-2050) is 26% for
women and 36% for men. The greatest increase is for ages in which hip fractures are most frequent
(Kanis JA. on behalf of the WHO Scientific Group, 2007).

Aging and estrogen deficit are the leading pathophysiological events responsible for bone loss in pri-
mary osteoporosis. Women lose about 40% of their bone mass between ages 40 and 70 and men
lose about 12% during the same period.

Osteoblasts (OB) and adipocytes originate from a common precursor - the mesenchymal stem cell
(MSC). MSC in the presence of favorable factors and environment may differentiate further in:

v’ fibroblests

v" chondrocytes

v myocutes

v" other mesenchymal type cells
MSC differentiate into adipocytes and osteoblasts in numerous steps in the presence of several
growth factors and hormones.

An aging bone has three main features:
v elevated osteoclastogenesis - lack of postmenopausal estrogen



v reduced osteoblastogenesis - aging of the bone

v increased bone marrow adipogenesis - aging of the bone
This is demonstrated by a shift of the differentiation of bone marrow cells predominantly in
adipocytes. These changes lead to yellow bone marrow and reduced bone mass.
Step 1: Migration and fusion of MSC
Necessary factors:
insulin growth factor | (IGF-1)
Platelet- derived growth factor (PDGF)
Epidermal growth factor (EGF)
Transforming growth factor-alpha (TGF-alpha)
Hepatocyte growth factor (HGF)
Fibroblast growth factor-2 (FGF-2)
Aging disturbs the process of migration and fusion of MSC because of :

1. The reduced number of available MSC to differentiate into bone marrow

2. The reduced level of osteogenic growth factors in the local microenvironment

3. The reduced capacity for differentiation of MSC in OB.
Step 2: Fat or bone? This is the question.
If MSC have migrated and merged in proper conditions, the cells will differentiate into OB in the presence
of high osteogenic transcription factors, among them the main regulator of osteogenesis is Core binding
factor 1 (Cbfal). In the case of a dominant expression of Cbfal differentiation of MSC will be in the direc-
tion of OB. In the case of a dominant expression of PPARgamma2 differentiation of MSC will be direct-
ed towards adipocytes. As we age, the expression of Cbfal in MSC decreases while the level of PPARgam-
ma2 increases. Thus, with aging a shift of osteogenesis to adipogenesis occurs in the bone marrow.
Oxidative stress:
Magnetic resonance imaging has shown that blood flow decreases with age in bone marrow, lead-
ing to a reduction in pO, and increased markers of oxidative stress. Both adipogenesis and osteoblas-
togenesis need sufficient levels of pO,, however, OB-precursors are more sensitive to oxidative stress
adipocyte precursors. Therefore, at low pO, adipocyte precursors outnumber osteogenic precursors
in the bone marrow.
Step 3: Calcitropic hormones
Vitamin D stimulates osteogenesis :

1. increases the absorption of Ca in the gut

2. Induces the differentiation of MSC by up regulation of:

[0 Cbfal- required for transcription
[0 BMP2 and BMP6 - growth factors

3. inhibits apoptosis of mature OB and thus maintains a sufficient number of OB for effective
bone formation.
At the same time, vitamin D inhibits adipogenesis: 1.direct inhibition of the expression of PPARgam-
maz2; 2.suppresses the expression of inhibitors of signaling pathways.
PTH: 1.induces differentiation of MSC in OB; 2.inhibits differentiation of MSC into adipocytes -
through suppression of markers of this process - PPARgamma2 and Lipoprotein lipase.
Role of fatty bone marrow - friend or foe? The answer to this question has two aspects:

1. What is its potential metabolic role
Fatty bone marrow is metabolically inactive. It is not used as an energy source with the exception of
situations of extreme hunger. The role of fatty bone marrow is simply to occupy space at the same
time reducing haemopoiesis and damaging bone architecture.

2. What are its potential toxic effects on neighboring cells

oogoog
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Fatty bone marrow releases adipokines and fatty acids with a potential toxic effect on neighboring cells.
The situation is similar to a fatty infiltrated pancreas, which leads to beta-cell lipotoxicity - one of the
mechanisms Type 2 diabetes in adults. Lipotoxicity in bones takes place also by inducing ,lipoapopto-
sis”. This process has already been described in aging muscle and pancreas - activation of apoptosis
by adipokines or fatty acids. One of the main adipokines inducing apoptosis of OB is TNF-alpha. It is
known that in senile osteoporosis the leading pathogenetic mechanism is OB apoptosis.
Dyslipidemia is a major risk factor for atherosclerosis. At the same time hyperlipidemia inhibits the dif-
ferentiation of OB in bone tissue. Increased levels of LDL and decreased levels of HDL are linked to
low BMD in postmenopausal women. Oxidized LDL:

[J provoke the expression of monocyte colony-stimulating factor, which is a stimulator of differ-
entiation of the OC and this causes bone resorption;

L] suppress stem cell differentiation in OB.
Therefore, the optimal treatment of senile osteoporosis should be directed to:

[J direct stimulation of osteoblastogenesis

[J reduction in osteoblast/osteocyte apoptosis

[J inhibition of adipogenesis

PTH and vitamin D [1,25 (OH) 2D3] are shown to:

] stimulate OB activity

[J inhibit OB apoptosis

[J inhibit adipogenesis
In conclusion, aging is associated with:
1. A reduction in the secretion of growth factors which maintain the number and merging of MSC;
2. Higher levels of oxidative stress;
3. Osteoblastogenesis and Cbhfal expression reduction, leading to:

[ less OB;

[J elevated adipocyte differentiation;

[J increased expression of PPARgamma2.
All this leads to reduced OB differentiation and increased adipogenesis.

Bibliography: 1. Kanis JA. om umemo Ha Hayuna 2pyna kbm C30, 2007.
2. Duque G. BoneKey-Osteovision 2007 April;4(4):129-140.
3. Kratchmarova I. et al, 2005.
4. C.F. Danilevicius et al. Braz ] Med Biol Res, April 2007.

KocmHa MuHepaAHa nAbmHocm Ha OegpeHama wulika u
10-20guwieH aGcoAromeH (ppakmypeH puck cpeqg npegcmabu-
meAHa u3bagka 6bA2apcku XkeHu Ha 6b3pacm Hag 60 2oguHu

AM. bopucoBa’, P. Pawko6’, M. boaHo8’, A. LLIunko@', I1. lNonuBaro6’, H. TemeakoBa’®,
U. BraxoB', M. laBpauroBa* 3a Excnepmuama 2pyna no ocmeonopo3a 8 bbazapua
1KAuHuueH ueHmsbp no EHgokpuHoaozus, 2 YHuBepcumemcka 6oanuua ,CB8. MBan Puacku”, 3 YHuBepcu-

memcka 6oAHuUUa ,ArekcaHgpoBcka’~ MeguuuHcku yHuBepcumem, Codpua, 4MuHucmepcmBo Ha 3gpabe-
onazBaHemo Ha Penybauka bbazapus



Llea na npoyy6anemo: Aa ce onpegeAau 4yecmomama Ha ocmeonopo3ama u 10-2oguwHuam
abcoAtomeH ppakmypeH puck 6 HayuoHaaHa npegcmaBumeaHa u3zBagka Ha no-Bb3pacmHu >KeHu
(caeg 60- u caeg 70-20guwiHa Bv3pacm).

IMayuenmu u memogu: HauuoHaaHuam cmamucmuyecku uHCmumym u32omBu HauuoHaAHa
npegcmaBumeaHa enugemuoro2uvHa uzBagka. Pazpabomu ce BbnpocHuk Ha 6bA2apcKku e3uUK, No3-
BoaaBaw, oueHka Ha ppakmypHua puck no FRAX. YuacmBaxa 10 HauuOHaAHU OCMEONOPO3HU UEH-
mbpa B uarama cmparHa. KocmHama muHepaaHa nabmuocm (KMIT) bewe u3mepeHa Ha begpeHa-
ma wudka (femoral neck) ¢ gBolHo-eHepauliHa peHmeeHoBa abcopbuuomempusa (DXA). Cmamuc-
muueckuam aHaau3 ce uzBbvpwu ¢ npozpama SPSS 13,0 for Windows.

Pezyamamu: YuacmBaxa o6wpo 1331 xeHu (cpegHa Bb3pacm 63,8£8,3 20guHu). Mexxgy 60 u
69-2oguwHa Bb3zpacm 6axa 35,5%, a Hag 70-2oguwHa - 28,5%. Yecmomama Ha ocmeonopo3ama
HapacmBawe om 9,1% (npu >keHu Ha 50-59 20g.) Ha 12% (60-69 20g.) u Ha 32,1 % (> 70 20q.).
Taka HapacmBaHemo Ha Yecmomama Ha ocmeonopo3ama cNpaAMo No-mAagume >keHu bewe 31,9%
(60-69 20g.) u 267,5% (> 70 20g.). CpegHuam 10-20guweH puck 3a 20Aemu U begpeHu pakmypu
6e 13,1% u 1,7% (60-69 20q.), pecnekmuBHo 19,6% u 6,5% (> 70 20g.). CAegoBameaHo, npu Had-
Bb3pacmHume »keHu cpegHuam pakmypeH puck HagxBbpaawe npazoBeme, uzuckBawu gapma-
KOAO2UYHa KOpekuus.

U360gu: Yecmomama Ha ocmeonopo3ama u opakmypHUAM puck HapacmBat ekcnoHeHuuaA-
Ho ¢ Bb3pacmma. ToBa Haraea ga ce 06bpHe ocobeHo BHumaHue Ha kocmHomo 3gpaBe npu no-
Bb3pacmHume eHu.

KarowoBu gymu: ocmeonopo3a, enugemuoAro2us, oueHka Ha pucka, FRAX®

Femoral Neck Bone Mineral Density and 10™* Absolute
Fracture Risk in a National Representative Sample
of Bulgarian Women Aged 60 Years and Older

A.-M. Borissova', R. Rashkov’, M. Boyanov®, A. Shinkov', P. Popivanov’,

N. Temelkova®, J. Vlahov', M. Gavrailova® for the Osteoporosis Study Group in Bulgaria
1Thyroid and bone metabolic clinic; University Hospital for Endocrinology and Gerontology,
2Rheumatology Clinic, University Hospital ,St. Ivan Rilski”,

3Endocrinology Clinic, University Hospital , Alexandrovska”,

4Bone metabolic unit, University Hospital ,Alexandrovska”, Medical University Sofia, Bulgaria,
5Public health department, Ministry of Health, Sofia, Bulgaria

Purpose: To determine the prevalence of osteoporosis and the 10-year absolute fracture risk in a
national representative sample of Bulgarian women aged 60, 70 and older.

Patients and Methods: The National Statistical Institute selected a national representative epi-
demiological sample. A questionnaire was used allowing fracture risk calculation according to FRAX.
Ten Osteoporosis centers throughout the country participated. Bone mineral density (BMD) was mea-
sured at the femoral neck by dual X-ray absorptiometry (DXA). The statistical analysis was performed
on a SPSS 13,0 for Windows platform.

Results: One thousand three hundred thirty one women were included (mean age 63,8%8,3 yrs),
divided into decades. 35,5% of them were aged 60-69; 28,5% were 70 years of age and older. The
prevalence of osteoporosis rose from 9,1% in women 50-59 years to 12% (60-69 years) and 32,1%

41



42

"

Pesromema/Abstractsil

(over 70 years). Therefore the increase in the prevalence of osteoporosis as compared with that in
younger women (50-59 years) was 31,9% - in 60-69 years of age and 267,5% - in women older than
70 years. The mean 10-year absolute fracture risk for major and hip fractures was 13,1% and 1,7%
(60-69 years of age); respectively 19,6% and 6,5% - over the age of 70 years. In older women the
fracture risk exceeded the intervention threshold.

Conclusions: The prevalence of osteoporosis is rising exponentially with age, so is also the frac-
ture risk. Older women, therefore, need special attention regarding their bone health.

Keywords: osteoporosis, epidemiology, risk assessment, FRAX®

Pucko6u cphakmopu 3a ppakmypu npu 6v3pacmHu u
Cmapu >KeHu

AM. bopucoBa’, A. lluHkoB', P. Pawko6’, M. boauno®’, I1. NMonuBano6’, H. TemeakoBa’,

U. BraxoB', M. laBpauroBa’ 3a Exkcnepmuama 2pyna no ocmeonopo3a 6 bvazapus
TKAUHUYEH ueHMBbp No EHgOKpUHOAO2US,

2 YHuBepcumemcka 6oaHuua ,CB. MBan Puacku”,

3YHuBepcumemcka 6oaHuua ,ArekcaHgpoBeka” - MeguuuHcku yHuBepcumem, Codpus,
4MuHucmepcmBo Ha 3gpaBeona3zBanemo Ha Penybauka bbacapua

Ocmeonopo3ama e uHBaaugu3zupawo 3aboraBaHe, 3acazawo Bce noBeue xopa 8 cmpaHume ¢
gocmambyHa NPogbAXKUMeAHOCM Ha >kuBoma. Yecmomama my e 8 npaBa 3aBucumocm om B6b3-
pacmma.

Hacmoawomo npoyuBaHe uma 3a uea ga uzcaegBa yecmomama Ha Hakou puckoBu akmopu
3a (ppakmypu cpeg 2pyna Bbv3pacmHu xeHu u ga a cpabHu cbe cpegHama Bb3pacm. baxa uzcaeg-
BaHu 1328 >xeHu Ha Bb3pacm 63,8+8,3 2. Om max 725 (54,4%) Ha Bb3pacm go 65 2 u 603 (45,6%)
Hag 65 2. bewe cHema aHamHe3a 3a gaBHocm Ha meHonay3ama, (hpakmypu Ha npewAeHu, begpe-
Ha wulKka U Kumka, pamuaHocm 3a begpeHu hpakmypu, MMHONYweHe, KOHCYmauua Ha aAKo-
XOA, NpUem Ha 2Atokokopmukougu, cbnbmemBawu 3a60aa6aHun. MNMpu Becuuku Gewe uzmepeHa Koc-
mHa muHepaAaHa nAbmuocm (KMI1) Ha begpeHa wudka.

Pezyamamu: O6wpo pakmypu cvbobwuxa 29% om Bv3zpacmHume u 18,3% om no-maagume
(p<0,01). Tpu npoueHma om Bv3pacmHume u 1,8% om no-mragume cbobwuxa npexxkuBaHu npew-
AeHHU ppakmypu, a cbomBemto 3,1% u 1% - 3a 6egpeHu ppakmypu (p=0,008). Om Bb3zpacmHu-
me >keHu nywexa 3,6% cpewy 18,8% om no-maagume (p<0.01). MamurHa aHamHe3a 3a begpeHa
hpakmypa cbobwuxa 3,6% om Bv3pacmHume u 4,4% om no-maagume (NS). TiomoHonyweHemo
bewe puckoB gpakmop 3a Hucka KMIT (<-1,0 SD) camo npu no-maagume (p=0,043). He Hamepuxme
acouuauua Mexkgy hamuaHama aHamHesa 3a cppakmypu u Huckama KMIT uau npexxuBeHume gppak-
muypu. PeBmamouger apmpum cvobwuxa 11,4% om no-maagume u 19,2% om no-Bb3pacmHume
(p<0,001). FpaHuuHa Bpwb3ka mexkgy PA u npexkuBaHu ppakmypu bewe ycmaHoBeHa npu no-maa-
gume (p=0,05), Ho He u npu Bb3zpacmHume (NS). CbobwaBaHuam npuem Ha MK He noka3a pa3auka
mMeXkgy 2pynume, HUmo Bpb3ka ¢ gpyaume u3zcaregBaHu napamempu.

3akarouernue: HabaogaBaxa ce pa3zauku 6 yecmomama Ha pa3audHume puckoBu gakmopu
npu no-mAagume u no-Bb3pacmHume, KOUMO Mo2am ga gonpuHacam 3a HapacmBaHemo Ha pak-
mypume ¢ Bb3pacmma.



Risk Factors for Fractures in Elderly Women

A.-M. Borissova', A. Shinkov', R. Rashkov’, M. Boyanov®, P. Popivanov’, N. Temelkova®,
J. Vlahov', M. Gavrailova® for the Osteoporosis Study Group in Bulgaria

1Thyroid and bone metabolic clinic; University Hospital for Endocrinology and Gerontology
2Rheumatology Clinic, University Hospital ,St. Ivan Rilski”,

3Endocrinology Clinic, University Hospital , Alexandrovska”,

4Bone metabolic unit, University Hospital , Alexandrovska”, Medical University Sofia, Bulgaria
5Public health department, Ministry of Health, Sofia, Bulgaria

Osteoporosis is an incapacitating disorder that affects increasing number of subjects in the coun-

tries with relatively long life expectancy. The prevalence of osteoporosis increases with age.
The purpose of the current work was to study the prevalence of certain risk factors for osteoporotic
fracture in a group of elderly women and to compare it to a that in younger women. A group of 1328
females was studied, mean age 63,8+8,3 y. Of them 725 (54,4%) 50 to 65 y and 608 (45,6%) over
65 y. A history of time since menopause, personal vertebral, hip and Colles fractures, smoking, alco-
hol consumption, glucocorticoid use and concomitant disorders was taken. Hip bone mineral densi-
ty (BMD) was measured in all subjects.

Results: Previous fractures were reported by 29% of the elderly and 18,3% of the younger
women (p<0.01). Three percent of the elderly and 1,8% of the young reported vertebral fractures and
respectively 3,1% and 1% - hip fractures. Family history of a hip fracture was present in 3,6% of the
elderly and 4,4% of the young (NS). Current smoking was reported by 3,6% of the elderly and 18,8%
of the younger women (p<0,01). Smoking was associated with low BMD (< -1,0 SD) in the younger
(p=0,043) but not in the older group (NS). No correlation was found of the personal fractures or low
BMD with the family history of hip fracture. Rheumatoid arthritis (RA) was reported by 11,4% of the
younger and 19,2% of the older subjects (p<0,001). A borderline significant association between RA
and fracture history was found in the younger group (p=0,05) and not in the older (NS). The report-
ed glucocorticid use did not differ between the groups and was not correlated to the other studied
parameters.

In conclusion, we found differences in the risk factor prevalences between the younger and the
older population that may contribute to the increase in the fracture rate in the elderly.

Xunepnapamupeougu3bm - yecmoma, (POPMU, uaZHOCMUYEeH U
mepaneBmuueH nogxog - pempocnekmubBeH 5-2oguweH aHaAu3.

P. KoBaueBa, A-M. BopucoBa, A. LLlunkoB, Y. BaaxoB, P. b. UBanoBa, M. AnzeroBa,
IO. Mano6a, P. M6ano6Ba.

KauHuka no TupeougHu u MemaboaumHu KocmHu 3a6oaaBaHus, KLIET, MY Codusa

Mpe3 90-me 20g. Ha muHaAua Bek KAUHUYHUAM cheKMbp Ha NbpBuYHUA Xunepnapamupougu-
3bm (MXIT) ce npomeHu gpamamuyHo om pAagko u uHBaaugu3upaw,o 3aboaaBaHe Kbm cayyalHo
omKpumu u 6e3CUMNMOMHO NpomMuUYawu buoxumuyHu HapyweHua. 3aboaaBaHemo 3acaza OKOAO
1 % om HaceareHuemo u yecmomama my HapacmBa ¢ Bb3pacmma. Cpewa ce 2-3 Nbmu no-4Yecmo
Npu >XeHUMe, NPeguMHO cnopaguyHa u pagko pamurHa cpopma. [pu HopmokaauemuvHuUMe cayyau
ce HaAaza gupepeHyuaaHa guazHo3a ¢ BmopuyeH xunepnapamupeougu3bm npu gepuyum Ha Bu-
MamuH A UAU HayaAHa 6bOpeyHa HegocmambyHOCM.
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Bb3 ocHoBa Ha pempocnekmuBeH aHaAu3 3a 5-2oguwieH nepuog Ha NpemuHaAume cAyyau Ha
xunepnapamupeougu3bm 68 KauHukama no mupeougHu u memaboAumHu KocmHu 3aboaaBaHus,
gokaagBame gaHHu 3a popmume u yecmomama Ha [MXTT, BkAa. napamupeougeH KapuuHom, guae-
HOCMUYEH U guepeHyuarHo-guazHOCMuUYeH areopumbm, mepaneBmuyrHo noBegeHue.

Hyperparathyroidism - Incidence, Clinical Forms, Diagnostic
and Therapeutic Approach - 5 Years Retrospective Analysis.

R Kovatcheva, AM. Borissova, A. Shinkov, J. Vlahov, R. B. Ivanova, M. Angelova,
J. Manova, R. Ivanova.

Department of Thyroid and Mineral Bone Diseases, Clinical Center of Endocrinology and Gerontology,
Medical University, Sofia

The clinical spectrum of primary hyperparathyroidism (PHPT) was changed dramatically in the
90’s of the last century from rare and seriously disabling disease to unsuspected and asymptomatic
diseases. Its incidence increases with age, affecting about 1% of the population overall. The female to
male distribution is 2-3:1 and in most cases occurrence is sporadic rather than familial. In normocal-
cemic cases differential diagnosis with secondary hyperparathyroidism due to vitamin D deficit or ini-
tial renal insufficiency has to be made.

On the ground of 5-years retrospective analysis of cases with hyperparathyroidism, admitted in
the Department of thyroid and metabolic bone diseases, we report data on the incidence and clini-
cal forms of PHPT, including parathyroid carcinoma, diagnostic algorithm and therapeuthic approach.

LLuaHa exoepacua u SPECT-CT 3a npegonepamuBHa
AOKaAU3auyua Ha NapamupeougHuU ageHoMU

M. FapueBa’, P. KoBayeBa’, . Baaxo6’, P. MaagenoBa’, I'. [aHueB’

1 KauHuka no HykaeapHa MeguuuHa, AaekcaHgpoBcka 6oaHuua, MY Codpua
2 KauHuueH LleHmbp no EHgokpuHoaozua u FepoHmoaozus, MY Codpua

MNMpegonepamuBHama AokaAu3auua Ha napamupeougHume ageHomu (INTA) e om cbwecmBeHo
3HaveHue 3a ycnewHomo UM XupypauuHo AedeHue. Llea Ha Hacmoawomo npoyuBaHe e ga ce yc-
maHoBu guazHocmuyHama cmouHocm Ha gBa HeurnBa3zuBHu Bu3yaauzupawu Mmemoga Ha u3cAeg-
BaHe: wulHa exoepachua om egHa cmpaHau KombuHupaHa cybmpakuyuoHHa “"Tc nepmexHe-
mam/mempogocmuH cuuHmuepadpusa ¢ KT om gpyea, 3a npegonepamuBHo u3zobpazaBare Ha [NTA.
LLluGnama exoepadua ce ocbwecmBaBawe ¢ anapam Prosound alfa 7, Aloka, ¢ 8 MHz mpatcgio-
cep. SPECT-CT u3caegBaHemo ce uzBopwBawe B8 o6Aacmma Ha wuama uau B 2opHua meguacmu-
Hym, B 3aBucumocm om AokaAu3zayuama Ha 3oHama ¢ ocmambyHa hukcauua caeg cybmpakuyuama.
Mpu 23 60AHU (21 >KeHu u 2 MbyKe) ¢ BuOXUMUYHA U XuCmoAo2u4Ha guazcHo3a 3a ITA 6axa cpab-
HeHu pe3yamamume om gBama Bu3zyaruzupawu memoga, uHmepnpemupaHu om gBama HezaBucu-
mu cneuuaaucmu. INMpu exoepagpckomo u3caegBare ce ycmarnoBu cvBnageHue Ha AokaAu3zayuama
npu 17 6oaHU (74%), a npu SPECT-CT - npu 21 60AHU (91%). IMpu 2 60AHU ce ycmaHoBuxa noBe-
ye om egHa 30Ha Ha HampynBaxe. OzpaHuveHuama Ha wulHama exozpadgua ca cBbp3aHu ¢ pem-
pompaxeaAHa AokaAu3auua (N=2), ekmonuyHa AokaAu3auua (n=2) u peuuguB caeg XupypauuHo Ae-
yeHue Ha [TA (n=1). OzpaHuueHuama Ha SPECT-CT ce gbaxkam Ha marbk pazmep Ha [TA (n=1) u



Ha cbnbmcemBaw, xunep-hyHKUUOHUPAW, MuUpeougeH ageHoMm, KOUMO mackupa O2HUWEMO Ha Oc-
mamubyHa pukcayua (n=1).

B 3akaro4eHue, gBama memoga ca ¢ Bucoka guazHocmuyHa CMoOUHOCM NPU AOKaAu3ayuama Ha
MNTA, kamo 83aumHo ce gonbaBam 6 cayyaume Ha obekmuBHU MexHuUYecku o2paHuveHua 6 max-

HOMO NPUAO>KeHUe.

Neck Ultrasound and SPECT-CT in the Preoperative
Localization of Parathyroid Adenomas
Garcheva, M., R. Kovatcheva >, J. Vlahov ? R. Mladenova 1, G. Ganchev *

1 Department of Nuclear Medicine, University Hospital ,Alexandrovska”, Medical University, Sofia
2 Clinical Center of Endocrinology and Gerontology, Medical University, Sofia

The preoperative localization of parathyroid adenomas (PTA) is essential for successive surgical
treatment. The aim of this study was to determine the diagnostic value of two non-invasive imaging
methods: neck ultrasound and combined nuclear medicine method including *"Tc
pertechnetate/tetrofosmin subtraction and SPECT-CT for the preoperative visualization of PTA. The
neck ultrasound was performed first (Prosound alfa 7, Aloka, with 8 MHz transducer). The SPECT-CT
was done according to the zone with residual focal uptake after subtraction: neck and eventually
upper part of the thorax. The accuracy of the two methods was analysed in 23 patients (21 women
and 2 men) operated for PTA, with histological verification of the diagnosis. In all patients there were
biochemical data for hyperparathyroidism (HPT). The results were interpreted separately by 2 experi-
enced specialists. The PTA localization was achieved preoperatively in all patients. The ultrasound
diagnosis was correct in 74% (17/23 patients). The combined nuclear medicine method was correct
in 91% (21/23 patients). In 2 patients was found multi gland disease (MGD). The limitations of the
neck ultrasound examination were related to the retrotracheal localization of PTA (n=2), to an ectopic
localization (n=2), and to the recurrence of PTA after previous surgery (n=1). The nuclear medicine
method’s limitations were related to the small size of the PTA (n=1), or to a coexisting thyroid ade-
noma, which hyperfunction can masque the residual focal uptake (n=1).

In conclusion, both imaging methods are diagnostic in patients with hyperparathyroidism. The
consecutive application of the nuclear medicine method when retrotracheal or ectopic localizations
are suspected will increase the accuracy of the preoperative visualization of PTA.

MuHumaaHo-uH6azuBHa napamupougekmomus. 3HaueHue
Ha npegonepamu6Hama guazHocmuka 3a ycnewHomo
XUPYP2UYHO AeuyeHue

lranye6 I, Buguro8 K., apyeBa M.*

KauHuka no EHgokpuHHa Xupypaug, YCBAAE ,Akag. M168. IMenueB” - Codpusa
*KAuHUYeH ueHmMbp No HYKAeapHa meguuuHa, MeguuuHcku YHuBepcumem - Cocpusa

[Mpe3 nocaegHume 20guHU npugobuxa NONYAAPHOCM peguua MuHUMaAHO-UHBa3zuBHU xupyp-
2UYHU MEXHUKU 3a AedeHuemo Ha nbpBuyHua Xxunepnapamupeougu3bm.TexHume goka3aHu NoA3U
3a nauueHma npegu3Bukaxa noBcemecmHomo um npuaazaHe. ToBa om cBoa cmpaHa npegu3Buka
yBeauuaBanemo Ha 6poa Ha peonepayuume no noBog Ha NbpBuueH xunepnapamupeougu3ibm.
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Lleama Ha moBa npoyuBaHe e ga nokake Heobxogumocmma om gobpama npegonepamuBHa
guazHOCMuKa U AoKaAu3auua 3a ycnewHomo NnpuAazaHe Ha MUHUMaAHO-uHBa3zuBHume onepamub-

HU MeXHUKU.

Memogu: 3a nepuog om egHa 2oguHa 6 KauHukama no EHgokpuHHa xupypaua ca onepupaHu
20 nauueHma c¢ nbpBuyeH xunepnapamupeougu3bm OM eguH U CbWu XupypaudeH ekun. Om max
Ha 14 nauueHma 6axa HanpaBeHu nbAHUA HAbop oM NpenopbYUMEAHU 3a KAUHUKama u3caegBaHusa
- T1TX, Y3A c Aonaep Ha wua u SPECT CT, gokamo npu ocmaHaAaume 6 hauueHma nopagu (puHaH-
coBu npuuuHu 6e HanpaBeHo camo MTX U Y3A Ha wus.

Pezyamamu: Om Bcuukume 20 nauueHma, 16 6axa NOGAOXKEHU Ha MUHUMaAHO-UHBa3uBHa om-
BopeHa napamupougekmomun, gBama 6axa NOgAO>KeHU Ha MuHUMaAHo-uHBa3uBHa Bugeo acucmu-
paHa napamupougekmomua u npu gBama nayueHma ce HaaoXKu kKoHBepcua Kbm KOHBeHUUOHaAHa
gucekuyua Ha wuama. [NMpuyuHama 3a koHBepcua npu me3u gBama nauueHmu 6e 3Ha4YUMEAHO He-
cbomBemcmBue mexgy yampazBykoBama aokaauzauusa u uHmpaonepamuBHama Haxogka.

3akaroyeHue: MuHumaaHo-uHBa3zuBHama napamupougekmomuna € Memog NPUAOXKUM NPU NOY-
mu Bcuuku cayyau Ha nbpBuueH xunepnapamupeougu3bm. Heobxogumo ycaroBue 3a ycnewHomo
My AedeHue e npuAazaHemo Ha agekBamua npegonepamuBHa Arokaauzauua ¢ Y3A u SPECT CT.

Minimally Invasive Parathyroidectomy. Role of the Preoperative
Diagnosis for the Successful Surgical Treatment

Ganchev G., Vidinov K., Garcheva M.*

Endocrine Surgery Clinique, USBALE ,Akad. Iv. Penchev” - Sofia
*Clinical center of nuclear medicine, Medical University - Sofia, Bulgaria

Background: Recently there has been a strong development in minimally-invasive surgical tech-
niques in the treatment of primary hyperparathyreoidism. During their implementation they have
proven themselves to be with more benefits to the patients than the conventional techniques. How-
ever their wide implementation led to the increase of reoperations for primary hyperparathyreoidism.
This study was designed to investigate the role of the adequate preoperative diagnosis and localiza-
tion in the successful implementation of the minimally-invasive surgical techniques.

Methods: For a period of 1 year in the Endocrine Surgery Department 20 patients have been
operated for primary hypertireoidism by one surgical team. 14 of them have been preoperatively
diagnosed for primary hyperparathyreoidism using PTH, Doppler Ultrasound and SPECT CT= the
other 6 patients for financial reasons were diagnosed using only PTH and Ultrasonography.

Results: Sixteen patients underwent open minimal-incision parathyroidectomy, two patients
underwent video-assisted parathyroidectomy and in two patients the operation began as minimally-
invasive open parathyroidectomy but was converted to conventional exploration. The reason for the
conversion was the lack of correspondence between ultrasound localization and the intraoperative
findings.

Conclusion: Minimally-invasive parathyroidectomy can be used in the majority of cases with pri-
mary hyperparathyreoidism. However the cornerstone for the successful application of this technique
is the adequate preoperative diagnosis using Ultrasonography and SPECT CT.

Key words: Minimally-invasive parathyroidectomy, SPECT CT, Ultrasonography
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Ocmeoapmpo3a u kauecmBo Ha xpyuwiara - gocmuxeHusn, HoBu
mexHoAo2uu, HoB06b3HUKHaAU Bbnpocu u HepeweHu npobAemu

Tpogp. 3ramumup KoaapoB', Poguna HecmopoBa*

1 - Kauruka no peBmamonoaua, MABA ,CB. N16. Puacku” - Codgpusa
2 - PeBmamonoeuuer yenmuvp ,CB. Vipuna” - Cocpusa

NocoueHu ca ocHOBHUME KAUHUYHU U NAaMOMOPEOAO2UYHU Xapakmepucmuku Ha ocmeoapm-
po3zama (OA), noguepmaHo e, ye boAecmeHuUAM NPOUEC 3aca2a He CaMoO XUAAUHHUA XPYWSAA, HO U
Bcuuku Bbmpe- u nepucmaBHu cmpykmypu, aHaAu3upaHu ca ocHoBHUMEe gocmuXKeHua Npu guae-
HO3ama u AedeHuemo Ha boaecmma: uzacHaBaHe Ha cmpykmypama u (PyHKUUAMa Ha XuaAuHHUA
XAYWAA U XOHgpouumMume, Ha MexaHu3Mume Ha ,XpywasHua mbvpHoBbp”, Ha ocHoBHUMe namoze-
HEeMUYHU MexaHU3Mu u npomeHu, BbBexgaHe Ha HOBU 06pazHU U €eHgOCKONCKU gua2HOCMUYHU
memogu: AMP, cmaBHa coHoepadpus, apmpockonus, cb3igaBaHe Ha pvkoBogcmBa 3a AeveHue Ha
pazaudHume gopmu Ha OA, pa3zwupaBaHe Ha Bb3mMoKHOCMUME Ha XUPYP2UYHOMO AeYeHUe.

HoBoBbB8egeHume mexHoAO2UU NpU guazHOCMUUUpaHemo, oueHkama u AedeHuemo Ha OA
ca: BvBexgaHe B AeyebHama npakmMuka Ha XoHgponpomekmopu, pajwupaBaHe Ha apceHaAa Ha
AybpukaHmume, diacerein u gp., AeveHue cbc cmBoaoBu kKaemKu (XOHgpouumHu Kyamypu) - 6
cmagud Ha AabopamopHo npoyuBaHe U egUHUYHU KAUHUYHU eKcnepumeHmu, onumu 3a Bb68exkga-
He Ha buo-mapkepu 3a guaz2HOo3a U MOHUMOpUpaHe Ha borecmma.

HoBo8b3HukHaAume Bbnpocu om HampynaHume no3HaHUA go MOMeHmMa ca:

KakBa e Bpb3zkama mexkgy ,xunepmpoduuHama” u ,ampoduuHa’ gpopma Ha OA? Bb3MOXKHO AU €
buorozuuHo AeyeHue Ha OA?
Vma Au u kakBa e Bpbzkama mexkgy OA u cybxoHgparHama ocmeonopo3a?

HepeweHume npobaemu ca: uzacHaBaHe Ha poArama Ha 2eHemuuHume ¢pakmopu npu OA, gu-
a2HO3a Ha paHHUMe popmu Ha Borecmma, uzacHaBaHe Ha guazHOocmMu4YHama cmodldHocm Ha buo-
mapkepume Ha XpywarHua mbpHoBbp, HaMupaHe Ha NPO2HOCMUYHU MapKepu 3a Xoga, memna Ha
pazBumue u uzxoga om 6orecmma, ycvBbpweHcmBaHe Ha npomeHawume 6orecmHama akmuB-
Hocm cpegcmBa npu OA, AeveHue Ha paHHUMeE hopmu, AedyeHue Ha BoAHU ¢ npugpyrkaBawu 3a-
6oaaBaHug, Bb3moxkHocmma 3a nvpBuuHa npourakmuka Ha 6borecmma.

[MamozeHe3a Ha ocmeoapmpo3ama: mepaneBmuuHu
6b3moxxkHOCMU

Aoy. Pymen CmounoB
KauHuka no peBmamonozua, MBAA ,CB. MBan Puacku” - Cogpua, MD, MY - Codpus

Ocmeoapmpo3ama (OA) e xpoHuuHo 3aboaaBaHe, xapakmepu3upawo ce ¢ 6aBHa gezpagauusa
Ha cmaBHua xpywaa, 6oAka u npozpecupawa uHBaauguzauus.
OcHoBHama npuueaHa movkad npu OA e xpywaaa, HoO boaecmHua npouec 3acaza uarama cmabBHa
cmpykmypa: cuHoBuaaHa membpaHa, cmaBHa Kancyaa, Au2zameHmu, CybxoHgpaAHa KOCM U OKOAOC-
maBHu Myckyau.
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PaBHoBecuemo mexkgy npouecume Ha cuHmesa u gezpagauusa Ha xpywsaia ce noBauaBa om

Bb3pacmma u ce peazyaupa om peguua akmopu, npogyuupaHu om cuHoBusama u XxoHgpouumu-
me, BkArouBawu LUMOKUHU, pacmeXXHU dpakmopu, azpekaHa3u U MampuKkCHU MemaAaonpomeuHasu
(MMP).
Mpu yBperkgaHe hyHKUUAMA Ha XOHgPOUUMUME UAU MAXHama anonmo3a, ce UHgyuupa pez2eHe-
payuama Ha HENbBAHOUEHHU XOHgPOoUUMU, Koumo ca MemaboAumHo MHo20 akmuBHu. Te cuHmesu-
pam npomeo2AUKaHU, KOAa2eH U XuaaypoHoBa KuceAuHa ¢ HamaaeHu azpezayuoHHu cBolcmBa.He-
NbAHOUEHHUME U HeCcmabuAHU NpPOMeOo2AUKAHU AECHO Hanyckam eKcmpaueAypaAHUa XpyuwaAeH
mampukc. PazepaxkgaHemo Ha mampukCHUME KOMNOHEHMU Ha Xpywasa e nocaeguua om yBeauve-
Hua cuHmes3 u akmuBauua Ha u3zBbHKAEMBYHUME NpOMEUHa3u U NO-CNeYUAAHO Ha MampukcHUMe
memaronpomeuHasu. HacmwnBa Hegocmuez Ha pacmexxHu ¢pakmopu ¢ nocaegBaw, Hegocmamtb-
YyeH cuHme3 Ha HoBu MampPUKCHU MaKPOMOAEKYAU.

CuHoBumbm e u3zpazeH B pazauuHa cmeneH u ce xapakmepu3upa ¢ Xunepmpodua u xunepn-
Aa3uq Ha cuHoBuouumume u MOHOUUMHA UHuAMpayua Ha cuHoBuaarHama membpaHa. CBpbxnpo-
u3zBogcmBomo Ha uUMOKUHU U pacmexxHu dpakmopu om Bb3nareHua cuHoBuym u akmuBupaHume
xoHgpouumu, uzpae BaxkHa poaa 8 namoduzuorozuama Ha OA. INpouHdAramamopHume yUMoKuU-
Hu (IL-1B, TNFa, IL6), cuHme3upaHu om cuHoBuaaHama membpaHa gugpyHgupam B xpywasa noc-
pegcmBom cuHoBuaaHama mevHocm. Te akmuBupam xoHgpouumume, koumo Ha cBol peg, npo-
uzBe>kgam npomeasu u gpyau kamaboAHu pakmopu, kamo azomeH okcug (NO) u ca omzoBopHu
3a UHgyYUUpaHemMo Ha XpPYwaAHUA KamaboAu3bm, XOHgPOUUMHama anonmo3a u gpyau cmpykmyp-
HU npomeHu, cBbp3aHu ¢ boaecmHua npouec. TNFo u RANKL uHgyuupam ocmeokAaacmHama Koc-
mHa pe3opbuun, aBreHue, koemo yyacmBa 68 pemogeaupaHemo Ha ocmeoapmpo3Hama cybXoHg-
puaAHa Kkocm.

AU(pEpEHU,U&/\Ha guacHO3a Ha apbﬁuaquama 0oAka
lpog. Pawo PawkoB

KauHuka no peBmamoaoeus, MY - Cocpusn

PazeaegaHu ca 41 npuuuru 3a 6oaku 6 2bpba. MpynupaHu cnopeg ocHoBHUMe pa3geau Ha PeB-
mamoaoz2uama. AHaAu3zupaHu ca 3aboaaBaHuama ¢ 6oaku 68 2bpba om Bb3naaumered mun. Cuc-
memHume 3aboaaBaHua Ha CcbeguHumeAHama mbkaH, gezeHepamuBHume cmaBHu 3aboaaBaHus,
MeKkombkaHHUA peBmamu3bm U KpucmaaHume apmponamuu, KOCMHama u OHKOAO2UYHA NAMOAO-
2Uf, KAKMO U cmamuyHume aHOMaAuU.

TouHO e nocoueHo Koza u npu kou cmaBHu 3aboaaBarua uma 6oaka, kakBa e HeliHama 2eHe3a
U Xapakmepucmuka, Kak ga ce guazHocmuuupa u o2paHudu om gpyaume GOAE3HEHU CbCMOAHUA.
MocoueHu ca peguua BbmpewHu 3aboaaBaHug, npomuyawu ¢ 60AKuU B8 pazaudHU omgeAu Ha 2pb6-
Haka.

M3r0oxkeHume 3aboaaBanua ca ocHoBa 3a paboma Ha npakmukyBawua Aekap npu gugepeHuu-
aAHa guazHo3a Ha 2pbbOHayHama 6oaka.
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Mema6oAumen cuHgpom npu 6v3pacmHu
Aoy. Maauna lNMemkoBa
KauHuka no Bbmpewru 6oaecmu, YMBAA ,C8. Anna” , Codpua

Yecmomama Ha memaboaumHua cuHgpom B pazBumume cmpanu e okoro 20% cpeg Bb3zpacm-
Hama nonyaauua u ma HapacmBa ¢ Bbv3pacmma. To3u pakm ce gbaxku Ha noBuwaBare yecmoma-
ma Ha HagHOPMEHOMO Me2A0 U 3amAabcmaBaHemo cbwo ¢ HanpegBare Ha Bv3pacmma. [Npu Bb3-
pacmHama nonyaauua pa3audHu pu3uoAo2udHU puckoBu ghakmopu ce acoyuupam c no-Bucokama
yecmoma Ha memaboAaumHua cuHgpom. B pesyamam Ha cBobp3aHu ¢ Bb3zpacmoBume npomeHu ¢pu-
3U0A02UYHU MexaHu3mu, Bb3pacmHume xopa ca ¢ noBuweH puck om noaBa Ha uHmpa-abgomuHaa-
HO 3amAbcmaBaHe, HeaAKOXOAeH cmeamo-xenamum ukamo nocaregcmBue-memaboAumeH CUHGPOM.
MocaegHuam ce gedpuHupa kamo cbBkynHocm om cbpgeuHo-cbgoBu puckoBu pakmopu, cBbp3aHu
¢ uHcyaunoBama pezucmenmuocm. V36bH 3HaueHuemo Ha Bceku omgeaeH puckoB gakmop, cbB-
KynHocmma om abgoMuHaAHO 3amAbcmaBaHe, guCAUKeMUS, gUCAUNUGEMUA U XUNEPMOHUA, KOUMO
npegcmaBaaBam memaboAumHua CUHgPOM, e XxapakmepHa 3a uHguBugume CbC 3Ha4umMeAHo noBu-
weH puck om Tun 2 3axapeH guabem u kapguo-BackyaapHu 3ab6oaaBaHun. AaHHUME om nocaegHume
u3zcaegBarus, couam, ve ycnewHomMo mpemupaHe Ha 3amabecmaBaHemo nogobpaBa puzudeckomo
cbecmoaHue, kadecmBomo Ha >kuBom u MeguuuHcKUMe YcaoskHeHus, cBbp3aHu ¢ Hezo.

Ta3u Aekuua npaBu npeaaeg Ha eNUgEMUOAO2UYHUME gaHHU, guazHOCMUYHUME Kpumepuu u
KAUHUYHOMO 3HayeHue Ha MemaboAUMHUA CUHgPOM, Kakmo U KOMNAEKCHUA Namou3uoAo2udeH
MeXaHu3bm Ha uHcyauHoBama pe3ucmenmuocm npu Bv3pacmuu. Cb2AacHO Me3u gaHHU, ugeHmu-
puuupaHemo u AeveHuemo Ha Bvb3pacmHu nayueHmMu ¢ memaboAumeH CUHgPOM e om ocobeHa
BaxxHOCM 3a pegyuupaHe cMbpmHocmma u ygovakaBaHe Ha mexHua >xuBom.

Metabolic Syndrome in the Elderly

Assoc. Prof. Malina Petkova
Clinic of Internal Diseases, UMHAT ,Sv. Anna“, Sofia

In the prosperous countries of the world, the prevalence of the metabolic syndrome is about 20%
in the adult population, and increases with increasing age, which is mainly attributed to the significant
increase in overweight and obesity, also in elderly. In the elderly population, different psychosocial
risk factors are associated with a higher prevalence of the metabolic syndrome. Due to multiple age-
related physiological mechanisms, the elderly are at increased risk of developing intra-abdominal obe-
sity, and metabolic syndrome, including nonalcoholic steatohepatitis.

The metabolic syndrome is defined as a cluster of cardiometabolic risk factors which are related to
insulin resistance. Beyond the importance of each separate risk factor, the aggregation of abdominal obe-
sity, impaired glucose metabolism, dyslipidemia and hypertension, summarized as the metabolic syn-
drome, characterizes individuals with a significant increase in the risk for type 2 diabetes and cardiovas-
cular disease. Current data indicate that weightloss therapy improves physical function, quality of life and
the medical complications associated with obesity. This lecture summarizes epidemiologic data, diagnos-
tic criteria and the clinical importance of the metabolic syndrome, the complex pathophysiologic mecha-
nisms involved in the development of insulin resistance in elderly, and the various therapeutic options.
According to these data the identification and treatment of patients with a metabolic syndrome would be
an important approach to reduce morbidity and impairments in the elderly.

51



52

Echekm Ha memcopmuH Gbpxy kapguomemadboAumHume
puckoBu pakmopu npu Auya ¢ memaboAumeH CUHgpOM U
HOPMaAeH 2Al0K03eH MOoAepaHC

[lema KamenoBa, Miauana AmanacoBa, leopzu KupuroB

Kaunuka no guabemoaozus, Kaunuura rabopamopus, PaguoumyHorozuvHa rabopamopus,
YCBAAE ,Akag. 186. MeHueB”, Cocpun

BucuepaaHomo 3amabcmaBare u uHcyauHoBama peucmeHmuocm ca Bogewu puckoBu gak-
mopu 3a memaboAumeH cuHgpom U mun 2 3axapeH guabem. Lleama Ha Hacmoawomo HabAloga-
meAHo npoyuBaHe b6e ga ce ougHu epekma Ha memdopmuH Bbpxy kKapguomemaboaumHume puc-
koBu pakmopu-BucueparHo 3amabecmabBaHe, uHcyauHoBa pe3ucmeHmHOCM, gucAunugemua u ap-
mepuaAHa XunepmoHuA Npu Auua C memaboAumeH CUHgPOM U HOPMAAEH 2AIOKO3EH MOAEpaHC.

B npoyuBanemo yuyacmBaxa 52 Auua ¢ memaboAUMEH CUHgPOM U HOPMAAEH 2AI0KO3eH MoAe-
paHC, goka3aH C opaAeH 2A0ko3eH moaepaHceH mecm (OITT) cbC 3agbAKUMEAHU Kpumepuu Ha
BrkatouBaHe Haauvue Ha HAGHOPMEHO Me2A0 uAu 3amAabecmaBare u Bucoka HecbomBemHa Ha KpbB-
Hama 3axap uHcyauHoBa cekpeuua Ha 2AagHO U cAeg 2Al0Ko3HomMo HamoBapBaHe npu OITT. M3xo0g-
HO u B x0ga Ha AedeHuUemo C MeM@OPMUH Ha mpumecevHu uHmepBaAau 3a nepuog om egHa 20gu-
Ha Oaxa npocAregeHU MeAecHOMO Me2A0, UHgeKC Ha meAecHa maca (MTM), obukoaka maaus, 2Ato-
Ko3a u uHcyAauH npu OITT Ha 0, 60, 120 u 180 MuH., xoMeocmaseH mogeA Ha uHcyauHoBa pe3uc-
meHmHocm (HOMA), AunugeH npouA u apmepuasHo HaAszaHe. Ao3ama Ha memopmuH 6e mum-
pupaHa om HavaAHa 500-1000 me go makcumanHa 2,55-3 2 gHeBHo.

Pe3yamamume noka3zaxa cuzHUPUKAHMHO HamaAeHue Ha meaecHomo mezao, VITM, obukoaka-
ma Ha maauama, HOMA uHgekc, cepymHUA UHCYAUH Ha 2AagHO U CAeg 2AIOKO3HUA CMUMYA, Nogob-
peHue Ha AUNUgHUA NPOGPUA U HAMAaAeHUEe Ha apmepuaAHOmMo HaAacaHe. AuncBaxa 3Havyumu cmpa-
HUYHU epeKmu om AedeHUemo C MemMOpPMUH.

B 3akaroyeHue, memdopmuH Bu Mo2bA ga bbge megukameHm Ha u3bop 3a HamareHue Ha me-
AECHOMO Me2A0 U UHcyAuHoBa peucmeHmMHOCM Npu Auua ¢ MemaboAuMeH CUHGPOM U HOpMaAeH
2AIOKO3EH MOAEpaHC C UeA pegykuua Ha KapguomemaboAumHua puck u pucka om pazBumue Ha
mun 2 3axapeH guabem.

Effect of Metformin on Cardiometabolic Risk Factors in Sub-
jects with Metabolic Syndrome and Normal Glucose Tolerance
Petya Kamenova, lliana Atanasova, Georgi Kirilov

Department of Diabetology, Unit of Clinical Laboratory, Unit of Radioimmunological Laboratory,
University Specialized Hospital for Active Treatment in Endocrinology ,Acad. Iv. Penchev”, Sofia

Visceral obesity and insulin resistance are the leading risk factors for metabolic syndrome and
type 2 diabetes mellitus. The aim of the present observational study was to evaluate the effect of met-
formin on cardiometabolic risk factors-visceral obesity, insulin resistance, dyslipidaemia and arterial
hypertension in subjects with metabolic syndrome and normal glucose tolerance.

Fifty two subjects with metabolic syndrome and normal glucose tolerance during oral glucose tol-
erance test (OGTT) fulfilled the inclusion criteria presence of overweight or obesity and elevated,



according to the plasma glucose level, fasting and post load insulin secretion, participated in the study.
At baseline and during metformin treatment at three month intervals for a one year period, the body
weight, body mass index (BMI), waist circumference, glucose and insulin at 0, 60, 120, 180 min of
OGTT, homeostasis model assessment of insulin resistance (HOMA), lipid profile and blood pressure
were followed. The dose of metformin was titrated from initial 500-1000 mg/d to maximal 2,55-3 g
daily.

The results showed a significant reduction in body weight, BMI, waist circumference, HOMA index,
fasting and post glucose challenge insulin secretion, improvement of lipid profile and blood pressure
reduction. No serious adverse effects were observed during metformin treatment.

In conclusion, metformin could be considered as a medicament of choice for decrease of body
weight and insulin resistance in subjects with metabolic syndrome and normal glucose tolerance for
reduction of cardiometabolic risk and risk of development of type 2 diabetes mellitus.

Pa3np0cmpaHeHue Ha memaboAumeH CUHgpPOM npu
nayueHmu ¢ mun 2 3axapeH guaﬁem - BAuaHue Ha
BkAaroueHume komnoHenmu 6 He2o6omo gecpuHupaHe

M. IMemkoBa’ , C. laneBa’, A. BeakoBa’, H. [lempo6a’, I.PaaHoBa, T. Pyce6

1 KauHuka no eHgokpuHoao2ua, YMBAA ,I. CmpaHcku” - EAA, TaeBeH, bvazapusa
2 Kamegpa ,CouuarHa meguuuHa u 3gpaBeH meHugxmbHmM”, BMU - INaeBen

Llea Ha Hacmoawemo u3caegBaHe Oe ga ce ougHU paznpocmpaHeHuemo Ha memaboAumHuA
cuHgpom (MC) cpeg nayueHmu cbe 3axapeH guabem mun 2 (3A mun 2) u BAuaHuemo Ha Bkatoye-
HUMe npu geuHupaHemo My kpumepuu Bbpxy HezoBama yecmoma.

Mamepuaau u memogu: MemaboaumHuam cuHgpom be onpegeareH Kamo HaAudue Ha 3A:
mun 2 u = 2 om cAegHume komnoHeHma: BMI = 30 ke/m’, cepymHu mpueauuepugu (TI) =1,7
mmol/l u AH > 140/90 mmHg u /uau aHmuxunepmeH3uBHO AeveHue.

Pezyamamu: Cnopeg nocoyeHume Kpumepuu memaboaumeH cuHgpom be ycmanoBeH npu 8
67,0% om nauueHmume cbC 3A- mun 2 ¢ no-2oAama yecmoma npu >keHume guabemuuu (70,5%)
cnpamo mwxkeme (62,5%).

Koeamo memaboAaumHua cuHgpom ce gepuHupa npu caydaeH nogbop Ha mpu uau noBeye om
HezoBume KOMNOHEHMU, MO HamepeHama Yyecmoma Ha cCuHgpoma e no-Hucka - 31,6%. Ako B ge-
¢puHupaHemo ce Bkarouam gBa Geaeza, vecmomama HapacmBa Ha 35,4%.

U360gu: B 3akaoueHue, bpoam u Buga Ha BKkAloYEHUME Npu guazHOCMUUUPAHEMO Ha Mema-
6oAumHua cuHgpom kpumepuu oka3Ba 3HavuumeaHo BauaHue Bbpxy oueHkama Ha HezoBamo pas-
npocmpaHeHue.

KarouoBu gymu: memaboaumeH CUHgPOM, 3axapeH guabem mun 2
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Prevalence of Metabolic Syndrome Among Patients with Type 2
Diabetes Mellitus and the Influence of the Components,
Used by its Definition

M. Petkova’, S. Ganeva’, A. Velcova®, Petrova N', G. Rayanova’, T. Rusev’
Clinic of Endocrinology - UMBAL, Pleven

The aim of these study was to assess the prevalence of metabolic syndrome (MS) among patients
with type 2 diabetes mellitus (DM- type 2) and the influence of the components, used by its definition
over its frequency.

Materials and methods: Metabolic syndrome was defined as the presence of two or more of the
following risk determinants in addition to type 2 diabetes: BMI > 30 kg/m?, serum triglycerides (TG) >
1,7 mmol/l, blood pressure = 140/90 mmHg, or on hypotensive drugs.

Results: According to these criteria metabolic syndrome was find in 67.0% of the patients with
DM- type 2, with greater prevalence in diabetic women (70,5%) versus men (62,5%).

When metabolic syndrome is defined by selection by chance of three or more of its components, the
determined prevalence of the syndrome is lower - 31,6%. When the definition contains too compo-
nents, then the frequency increase in 35,4%.

In conclusion, the number and the kind of the components, used by diagnosing the metabolic
syndrome have a considerable influence over the evaluation of its prevalence.

Key words: metabolic syndrome, diabetes mellitus type 2

MemaboAumeH cuHgpom-HeBpompodHa xunomesa
MemdopmuH u HebpompochuHu

"MapuaHa Xpucmo@8a, *Ayugxu Aroe
1 AUTICMIT - M. XpucmoBa, BapHa
2 Mlhcmumym no HeBpobuoaozua u moaekyaapHa meguuuHa - Pum, Mimaaua

Bce noBeue HayuHu npoyuBarHua nomBuprkgaBam Bpb3ikama HeBpompoguHu - uHcyauHoBa
pe3ucmeHmHocm u memaboAumeH CUHgPOM.

LleA: uzcaegBare BauaHuemo Ha memdpopmuH Bbpxy cepymHume HuBa Ha HeBpompoduHu
Mauuenmu: M3caegBaru ca gBe 2pynu nauueHmu ¢ memaboAumeH CUHgPOM — paHeH cmaguu (n=
34), HanpegHaA cmagul (n=28) u 3gpaBu koHmMpoau (n=7)

Memogu: cepymuu HuBa Ha pacmexkeH dpakmop 3a HepBu u npou3zBegeH om mo3bka HeBpom-
pogeH pakmop - ELISA memog.

TepaneBmuueH memog - memdopmuH 2 x 850 mg. gHeBHo - 3a 5 meceua

Pesyamamu: paHeH cmagull - Bucoku uzxogHu HuBa Ha HeBpompoduHu, B cpaBHeHue ¢ nauu-
eHmume B KkbceH cmagud u ¢ koHmpoaume. Caeg mempopmuH - HamaraBaHe cepymHume HuBa
Ha HeBpompoduHu.

B kbceH cmagul - noHuxkeHu u3xogHu HuBa Ha HeBpompodguHu 6 cpaBHeHue ¢ KoHMpoAume
Caeg memopMuH HAMa npomaHa 8 HeBpompodguHume.
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U360g: memdopmuH - npuroxkeH B paHeH cmagul Ha memaboAaumeH cuHgpom, baraHcupa ce-
pymHume HuBa Ha HeBpompoduHu go me3u Ha 3gpaBu KoHMpoAU. B kbceH cmaguld memdgopMUH
nogobpaBa uHgekcbm Ha meAecHa macma U 0DUKOAKA MaAufa HO HAMa gocmambueH edpekm Bbp-
Xy XxunoHeBpompoduHemuama.

KatouoBu gymu: HeBpompoduHu, memcopmuH, memaboAumeH CUHgPOM.

AHMponomemMpuYHU noKa3ameAu,xoMeoCma3zHu mogeAu
u KapguomemaboAumHu puckobu pakmopu npu xeHu

C MemaboAUmeH CuHgpoOm
Enyo EHyeB
KAuHuka no eHgokpuHoaozug, MY, NMaoBguB

MemaboAumHuam cCuHgpom e KOMNAEeKC om cpogHuU puckoBu pakmopu 3a cbpgeuHo-cbgoBo
3aboanBaHe u 3axapHa 6borecm. HagHopmeHomo meaao u 3amabecmaBasemo ca cepuo3eH 3gpaben
npobaem. ITM (uHgekc Ha meaecHa maca) ce npenopbuBa cpeg Bcuuku Bb3pacmoBu 2pynu om
pakgaHemo go HanpegHarama Bb3pacm. Obaue, ITM obacHaBa camo cKpomMHO Kopeaauuume
MeXgy KapguomemaboAumHume puckoBu gakmopu npegnoaazauwio,uye gpyau mexaHu3mu, UAU
gpyau macmHu gena moxke bu cbwo gonpuHacam 3a pazBumuemo Ha puckoBu akmopu 3a Cbp-
geuHo-cbgoBo 3aboaaBaHe. Auua ¢ 20Aamo KoaudecmBo BucuepasHa macmHa mbkaH umam noBu-
WeH puck om uHcyauHoBa pe3ucmeHmHocm, 3axapeH guabem mun 2 u amepockaepo3a. [opHo-
meAecHama NogKoyXKHa MacmHa mbKaH kakBamo Hanpumep ce cuuma obuKoAKama Ha wuama, mo-
e bu gaBa puck Hag u uzBbH BucuepasHama macmHa MbKaH.

Llea: Haauue ca MHO200pOUHU Memogu 3a OugeHKa Ha HAgHOPMEHOMO Me2A0 U 3amAabcmaba-
Hemo. Lleama Gewe ga npoyyum Kou ca Hal-u3pa3zeHume KopeAauuu Ha aHMponomempuyHume
noka3ameau ¢ kKapguomemaboAumHume puckoBu pakmopu npu >KeHu ¢ memaboAumeH CUHgPOM.

Mamepuaau u memogu: 30,8+8,52. SD) 20guHu ¢ MemaboAumMeEH CUHGPOM NO MOguPuUUUpPaHU-
me kpumepuu Ha IDF(International Diabetes Federation).AHamHecmuuHO >XeHume He ynompeba-
Bam uuzapu u aakoxoa.Vimam pegoBeH meHcmpyaaeH yukba om 29-31 gHu. Hamam cpamuaHa aHam-
He3a 3a 3axapeH guabem,npuem Ha megukameHmMu(MemgOopPMUH,KOPMUKOCMEPOUgU,XOPMOHAAHU
npenapamu u gp.), 6pemeHHocm, u gpyeu 3aboaaBarus. 3mepBaxa ce aHmponomempuyHume no-
KazameAu:pbCm U MeAeCHO mea2A0;00UKOAKA Ha wuama u maAuama;CbOMHOWEHUEMO maaua -
xaHw (WHR); cbomHoweHuemo xaHw-pbem (%); uHgekc Ha meaecHa maca (MTM ), BSI (Body sur-
face index), BAI (Body Adiposity Index) u % meaecHa macmHa mbKaH.

Caeg 14 uacoBo 2ragyBane 6axa uzcaegBaHu: mpuzauuepugu u obw, LDL u HDL xoaecme-
poA.B xoga Ha OITT (75 2. 2atoko3a) 0, 60, 120 u 180 muHyma ce onpegeAaxa NAa3meHa 2Al0Ko3a
u umyHopeakmuBeH uHcyauH (MPV no memoga ELISA). 3a Hucbk HDL xoaecmepoa ce npuemawe
< 1,293 mmoa/a u Bucoku mpuzauuepugu >1,695 mmoa/A. 3axapHama 6oaecm ce onpegeaawe, Ka-
MO NAa3meHa 2AKo3a > 6,99 MMOA/A. baxa uzuucAaeHU cAegHUMeE mamemamu4ecku MogeAu 3a on-
pegeAasHe Ha uHcyauHoBama pe3zucmeHmHocm u yyBecmBumeaHocm: HOMA-IR, HOMA-B(%),
QUICKI u ISL
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Pegyamamu: OO6ukoAka Ha maauama (cpegHatSEM)-105,96+1,66; obukoAaka Ha wuama-
36,54+0,27cm; cvbomHowuHue maaua-xaHw-1,07£0,02; cbOmMHOWeEHUEe maAua-pbCcm -
65,31+0,94%; WTM-37,22+0,74ke/m* BSI- 22,38+0,44kz/m*, BAI -0,082+0,001; mpuzAauuepugu
-1,76£0,07 mmoa/A; HDL xorecmepoa -1,2410,05MM0A/A; 06w, xorecmepoa-5,94+0,35; LDL-xoaec-
mepona-4,252£0,12 MMOA/A; UHCYAUH Ha 2AagHo - 15,57+0,98 mlU/I; 2aloko3a Ha 2aagHo-5,68+0,09
Mmmon/A; HOMAGIR-3,73£0,23; HOMA-B-169,84+13,38%; QUICKI-0,32+0,01; ISI- 2,42+0,06.

A>KycmupaHume AUHeapeH pe2pecuoHeH aHaAu3 u Pearson’s kopeArauuoHHUME KoeuuueHmMu
noka3zBam caegHume cueHuguKaHMHuU Bpb3KU MeXXgy aHMponoMempuyHUMeE NokKa3ameau ,Kapgu-
omemaboAaumHume puckoBu gpakmopu u xomeocmazHume mogeau: ITM u HDL xoaecmepon (B=
- 0,61, P<0,001); cbomHoweHue maaua-xaHw u mpuaauuepugu (B = 0,56,P<0,001); meaecHo mee-
A0 U 2At0KO3a Ha 2aagHo (B = 0,32, P<0,05); BSI u uHcyauH Ha 2aagHo (B =0,29, P<0,05); meaecHo
mezAo u obw, xorecmepona (B = 0,29, P<0,05); % mearecHa macmua movkaH u LDL xornecmepon (B =
- 0,31, P<0,05); obukoaka na wuama u CRPplus (B= 0,61, P<0,001); BSI u HOMAIR (B= 0,39,
P<0,05); BSI u QUIKI (B= - 0,41, P<0,01); BSI u ISI (B= - 0,41,P<0,001); meaecHo meaaro u HOMA-
B (B=0,45, P<0,01).

3akaroyenua: [lpu >xeHu ¢ memaboAumeAa CUHGPOM aHMPONOMeMpUYHUME noKa3zameAu: Cb-
omHoweHuemo maausa-xaHw, VMITM u % meaecHa macmHa mbkaH Hal-CUAHO KOpeAupam C hAa3me-
Hume HuBa Ha mpuaauuepugume, HDL u LDL xonecmepoaa. Hat-HoBuam aHmponomempuyeH no-
kazamea BSI e Hal-cuaHO cBbp3aHa ¢ XomeocmazHume MogeAu 3a UHCYAuHoBa peucmeHmHocm
u yyBcmBumeaHocm. Aokamo obukoAkama Ha wuama e Had-cuaHo cBbp3aHa ¢ CRP plus.

KaroyoBu gymu: >xeHu, memaboAumeH CUHgPOM, aHMPONOMEMPUYHU NoKa3zameAu, Kapguome-
maboAumHu puckoBu dgpakmopu.

Mumep bpbozen ,llagaHemo Ha Vikap” 1565
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Cmapeewuam AuvHuK
Aouy. Mapua OpbeyoBa,

KauHuka no EHgokpuHoAoz2ua u 6oaecmu Ha obmaHama, YMBAA ,C8. Teopau”, M VY, INroBguB

MeHonay3ama e okoHYUameAHo npekbcBaHe Ha meHcmMpyauuama 6 pe3yamam Ha 3az2yba Ha ak-

muBHocmma Ha atuHukoBume oaukyau. Ta ce npeguecmBa om npexogeH nepuog, no Bpeme Ha
Kolmo HacmbnBam HavyaAHU eHgOKPUHHU, BUOAO2UYHU U KAUHUYHU mpaHcopmauuu. buorozuu-
Homo ecmecmBo Ha npouecume, obycaaBawu npexoga Kbm meHonay3a, BkaouBa kakmo ueHm-
paAHU HeBpOoeHgOKPUHHU NpPOMeHU, maka u npomeHu B camua al4YHUK, ocHOBHa om KOumMo e CuA-
HOMO HamaAeHue Ha bpoa Ha poaukyaume. Ta3u 3az2yba kopeaupa ¢ HapacmBaHe Ha FSH u Hama-
AaBaHe Ha uHxubuHa. MHxubuH A 8 AymeaaHama pa3a u uHxubuH B 6868 poaukyrapHama a3a Ha-
maaaBam c Bvb3pacmma, koemo npegwecmBa nokauBaHemo Ha FSH. Ckopo caeg HacmbnBaHemo
Ha meHonay3a FSH HapacmBa 10-20 nbmu, a LH - okoAo 3 nbmu. loHagomponuHume gocmuzam
makcumaAHu HuBa 1-3 2oguHU hocmmeHoNay3aAHo, caeg koemo ce HabAlogaBa nocmeneHHO AeKo
CHUXeHue u Ha gBama xopmoHa. SuuHuyume He npou3Bexkxgam ecmpozeHu creg meHonay3ama,
obaye nocmMmeHonay3aAHU >KeHU mo2am ga umam 3Hadumu ecmpozeHHu HuBa, 2anaBHo Gaazogape-
Hue Ha ekcmpazaaHgyaapHama KoHBepcua Ha aHgpocmeHguoH (A) u mecmocmepot (T) 8 ecmpo-
2eHu. C u3ue3zBaHemo Ha hoAUKyAUME U cnagaHemo Ha ecmpozeHume Bucokume 20Hagomponu-
HU CMuMyAupam ocmaHaAama cmpomasHa mbkaH 6 aduHuka kbm noBuweHa cekpeuua Ha T. Bon-
peku 4ye npogykuuama Ha T HamaraBa ¢ OKoAo 25% caeg meHonay3ama, nocmmeHonay3aAHUAMm
atuHuUKk cekpemupa noBeue T B cpaBHeHue ¢ npemeHonay3aaHua. CAeg meHONay3ama uupkyaupa-
wume HuBa Ha A ca 0KOAO 1/, om npemeHonay3aAHUMeE U ca NPeguMHO OM agpeHaAeH NPou3xogd.
AUYHUYUMeE cekpemupam camo MaAka byacm om A, Bbnpeku ye nocaegHuam ce aBaBa ocHoBeH
cmepoug, Ha hocmmeHonay3aAHua aluvHuk. AexugpoenuaHgpocmepoHbm (DHEA) u HezoBuam
cyargpam (DHEAS) HamaraBam 3Hauyumo ¢ Bb3pacmma, 8 nocmmyHonay3aaHama gekaga HuBama Ha
DHEA ca ¢ okoro 70%, a Ha DHEAS - ¢ okoao 74% no-Hucku om me3u 8 maaga Bb3pacm.
Mo Bpeme Ha penpogykmuBHama Bb3pacm >keHume ca ,npegnazeHu” om cbpgeuHo-cbgoBu 3a60-
aaBaHua. Caeg meHoNay3ama cbpgedHo-cbgoBuam puck HapacmBa gBolHo kamo amepozeHHUmMe
AUNUQU OKOAO 60-ma 20guHa gocmuzam go HuBa, no-Bucoku om me3u npu mbxkeme. Peguua npo-
yuBaHua nokazBam 60% no-Bucok puck om pa3zBumue Ha memaboAumeH cuHgpom B nocmmeHo-
nay3aAaHua nepuog. XOpMOHaAHUMeE NPOMEHU ce cyumam 3a eguH om ocHoBHume puckoBu dak-
mopu N0 OMHOWeHuUe Ha cbpgedHo-cbgoBama 3aboreBaemocm u ca ¢ gokazaHa B3aumoBpb3ka ¢
KOMNOHEeHMuUMe Ha MemaboAUMHUA CUHGPOM.

KatowoBu gymu: meHonay3za - nocmmeHonay3aAeH alyHUK - CbpgeyuHo-CbgoB puck - memabo-
AUMEH CUHgPOM

Ageing Ovary
Assoc. Prof. Maria Orbetzova,
Clinic of Endocrinology and metabolic diseases, ,Sv. Georgy”, University Hospital, M U, Plovdiv

The menopause is the permanent cessation of menstruation resulting from the loss of ovarian fol-
licular activity. It is heralded by the menopausal transition, a period when the endocrine, biological,
and clinical features of approaching menopause begin. The biology underlying the transition to
menopause includes central neuroendocrine changes as well as changes within the ovary, the most



striking of which is a profound decline in follicle numbers. This loss correlates with increase in FSH
and decrease in inhibin. Luteal phase levels of inhibin A and follicular phase levels of inhibin B
decrease with aging, and may antedate the rise in FSH. Shortly after the menopause, there is a 10-20-
fold increase in FSH and approximately a 3-fold increase in LH, reaching a maximal level 1-3 years
after menopause, after which there is a gradual, but slight, decline in both gonadotropins. Estrogen
production by the ovaries does not continue beyond the menopause; however, estrogen levels in
postmenopausal women can be significant, principally due to the extraglandular conversion of
androstenedione (A) and testosterone (T) to estrogen. With the disappearance of follicles and estro-
gen, the elevated gonadotropins drive the remaining stromal tissue in the ovary to a level of increased
T secretion. Although T production decreases by approximately 25% after menopause, the post-
menopausal ovary secretes more T than the premenopausal ovary. After menopause, the circulating
level of A is about one half that seen prior to menopause and is derived from the adrenal gland, with
only a small amount secreted from the ovary, although A is the principal steroid secreted by the post-
menopausal ovary. Dehydroepiandrosterone (DHEA) and its sulfate (DHEAS) decline markedly with
aging; in the decade after menopause the levels of DHEA are approximately 70% less and levels of
DHEAS are about 74% less than the levels in young adult life.

During the reproductive years, women are ,protected” from coronary heart disease. After
menopause this risk doubles for women as the atherogenic lipids about age 60 reach levels greater
than those in men. A 60% increased risk of metabolic syndrome during postmenopausal period has
been shown in many studies. Hormone changes are considered as one of the main relevant factors
regarding cardiovascular disease as well as some recognized relationship with metabolic syndrome's
components.

Key words: menopause - postmenopausal ovary - cardiovascular risk - metabolic syndrome
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Cmapeewuam mecmuc
Aoy. 3gpaBko KameHoB

KauHuka no EHgokpuHonozus, YHuBepcumemcka ArekcaHgpoBcka boaHuua, M Y - Codpus

(DyHkyuama Ha mecmucume HamaraBa ¢ HanpegBaHemo Ha Bb3pacmma kKamo yacm om
cmapeeHemo Ha XunomaAamo-Xxunogu3zo-2oHagHama oc, Koemo e cbwecmBeHa uvacm om
obWOMOo cmapeeHe Ha MbXKUA oOp2aHu3bm. Pazzaekgam ce pa3AudHU (PYHKUUOHAAHU U
CMPYKMYpHU acnekmu Ha cmapeeHemo Ha mecmucume. CneuuarHo BHumaHue ce ob6pbwa Ha
eHgOKpUHHUME acnekmu Ha mMo3u npouec, BkAlyumeAaHo B3aumoomHoweHusmMa Mexqgy
mecmucume U gpyaume €eHJOKPUHHU >Ae3u U XOpMoHaAHO/memaboaumHu ocu. baBHo
pazBuBawomo ce HamareHue Ha MecmuKyaapHama (UHKUUA MOXe ga Obge yckopeHo om
pa3AaudHuU npouecu. Koeamo ce acouuupa C KAUHUYHU CUMNMOMU U Npu3Hauu, AabopamopHo
nomBbpgeHama xunomecmocmepoHemua ce gepuHupa Kamo XUNO20Hagu3bmM C KbCHO Ha4yao
npu mbxa. ToBa cbcmoarHue noBuwaBa kapguomemaboAumHua puck, HO CbWO Maka MoXe ga
O0bge pazaaexkgaHo kKamo nocregcmBue Ha 3amabcmaBaHemo, memaboAumHua cuHgpom u
3axapHusa guabem. Bbnpeku ye nbpBonpuyuHama Bce owe He e e ymouHeHa, AeveHuemo mpabBa
ga 6bge HacoueHO u Kbm gBeme cmpaHu - memaboAumHa onmumu3auua u mecmocmepoHoBa
cybcmumyuus.

KaowoBu gymu: mecmuc, cmapeeHe, mecmocmepoH, XUNo20Hagu3bMm C KbCHO HayaAo npu
MbXkeme

The Ageing Testis

Assoc. Prof. Zdravko Kamenov

Clinic of Endocrinology, Alexandrovska University hospital, Medical University - Sofia

Testicular function declines with advancing age as a part of the ageing of the hypothalamic-pitu-
itary-gonadal axis, which is a substantial part of the global ageing of male organism. Different func-
tional and structural aspects of the testicular ageing are discussed. Special attention is focused on the
endocrine aspects of this process, including the crosstalk between the testes and other endocrine
glands and hormonal/metabolic axes. The slowly developing decrease of testicular function can be
accelerated by different processes. When associated with clinical symptoms and signs, laboratory
established hypotestosteronaemia is defined as late onset hypogonadism (LOH) in men. This condi-
tion increases the cardiometabolic risk, but can also be considered as a consequence of the obesity,
metabolic syndrome and diabetes. Although the primary event remains to be clarified, the treatment
must be targeted on both sides - metabolic optimization and testosterone substitution.

Key words: testis, ageing, testosterone, late onset hypogonadism in men
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Pezromema/Abstrac

3axapeH guabem u cmapeeHe

Li6emaauHa TaHkoBa

KAuHUYeH ueHMbp No eHgokpuHoAo2un, MeguuuHcku yHuBepcumem, Codpun

Yecmomama Ha 3axapHua guabem HapacmBa ¢ HanpegBaHe Ha Bb3pacmma. B CALL| 20-25%
om xopama Ha Bb3pacm >65 20guHU ca CcbC 3axapeH guabem, kamo okoAo noaoBuHama om max
ca HeguazHoCcmuuupaHu. B gonvaHeHue, okoro 40% om Bb3pacmHume uHguBugu ca ¢ npegua-
6em. Ao 70-eoguwHa Bb3pacm meHgeHuuama Ha HapacmBaHe Ha guabema e egHakBa 3a gBama
NoAa, gokamo caeg moBa yecmomama U e gBa nbmu no-Bucoka npu »keHume.

C yBeauvaBaHe Ha npogbakumeaHocmma Ha >xkuBoma ce ouakBa HapacmBaHe Ha yecmoma-
ma Ha 3axapeH guabem npu Bb3pacmHu. YcmarnoBeHu ca peguua npuduHu 3a moBa. OnpegeaeHo
€ HaAuue 2eHemuuHa npegucno3uyua 3a pazBumue Ha guabem B HanpegHana Bb3pacm. Peguua
hakmopu Ha oKoAHama cpega mozam ga yBeaudam BepoamtHocmma 3a pazBumue Ha 3axapeH gu-
abem npu 2eHemuyHO npegpaznoroxkeHu Bb3pacmHu Auva. Yecmomama Ha 3amabcmaBaHemo, u
mo npegumHo Ha BucuepaaHomo 3amabcmaBaHe, HapacmBa ¢ HanpegBaHe Ha Bb3pacmma. Bb3-
pacmHume xopa nocmeneHHo HamaraBam u ¢puzudeckama cu akmuBHocm. Te no-yecmo umam Cb-
nbmcmBawu 3a60A98aHua U Nnpuemam MegukameHmu, Koumo mozam ga noBauasm Hebaazonpu-
amHO 2Al0KO3HUA MemaboAu3zbm. YecmaHnoBeHo e, ye gehuuumbm Ha HAKOU MUKpOeAemeHmu
(uuHk, xpom) u Bumamuru (Bumamun C u E) moxke ga gonpuHece 3a u3zaBa Ha 3axapeH guabem npu
Bb3pacmHu, HO gaHHUMe He ca nbAHU. Haauduemo Ha mapkepu Ha Bb3naseHue - npouHgAama-
mopHu yumokuHu (C-peakmuBen npomeuH, TNF-a) e cBbp3aHo ¢ noBuweH puck 3a pazBumue Ha
3axapeH guabem npu Bb3pacmuu auya. Om gpyea cmpaHa, noBuweHu HuBa Ha agunoHeKMuH ca
cBbp3aHu ¢ No-HUCHK puck 3a pazBumue Ha guabem. Huckume HuBa Ha mecmocmepoH Npu MbKe
u Bucokume HuBa Ha mecmocmepoH nNpu >eHu cbwo ca cBbp3aHu ¢ noBuweH puck 3a guabem.

C HanpegBaHe Ha Bb3pacmma ce HabalogaBa BaowaBaHe Ha uHcyauHoBama yyBcmBumen-
Hocm u npozpecuBHo HamaraBaHe Ha uHcyauHoBama cekpeuud. Vima gaHHU 3a HamaraBaHe Ha
6poa Ha uHcyauHoBume peuenmopu ¢ HanpegBaHe Ha Bb3pacmma, Kakmo u 3a HapyweHa (PYHK-
UuA Ha UHCYAUH-peuenmopHama mupo3uHKuHazHa akmuBHocm, koemo gonpuHaca 3a pa3Bumue
Ha uHcyAauHoBa pezucmenmHocm. YcmaHoBeHo e u pazperkgaHe Ha 2Al0KO3HUMeE mpaHcnopmepu
GLUT4 8 myckyaume. buoroz2uyHu npomeHu, cBbp3aHu ¢ npouecume Ha cmapeeHe, Cbuwo gonpu-
Hacam 3a HapywaBaHe Ha uHcyauHoBama uyyBecmBumeaHocm - noBuweHa BucueparHa macmHa
MbKaH, HamaAeHa ¢pu3udecka akmuBHocm, XOpMOHaAHU NpomeHu, noBuweH OKUCAUMEAEH cmpec,
cybkAuHUYHO Bb3nareHue. HopmaaHusm npouec Ha cmapeeHe ce xapakmepu3upa ¢ npozpecuBHa
MUMOXOHgpUaAHa gucyHkuua, koamo BepoamHo gonpuHaca 3a HapywaBaHe Kakmo Ha UHCYAU-
HoBama yyBcmBumeaHocm, maka u Ha uHcyauHoBama cekpeuua npu Bb3pacmuu auua. C Hanpeg-
BaHe Ha Bb3pacmma ce HabatogaBa npozpecuBHo HamaaaBaHe Ha 2AOKO30-UHgYUUpaHama UHCY-
AUHOBa cekpeuuna (koemo mMoyke Bu YaCcmUYHO Ce gbAXKU Ha HamareH omzoBop Ha Gema-kaemKku-
me Kbm uHkpemuHume - GLP-1 u GIP) u pe3ucmeHmHocm KbM UHCYAUH-meguupaHomo ycBoaBa-
He Ha 2atoko3ama. OmeaoBopbm Ha Gema-kaemkume kbm ek3zozeHeH GLP-1, obaue, e cbxpaHeH, Ko-
€mo onpegeAa MACMOMO Ha uHkpemuH-6a3upaHama mepanusa npu Bb3pacmHu hayueHmMu CbC 3a-
xapeH guabem mun 2.

Peguua npomeHu 6 opeaHu3ma, cBbp3aHu ¢ Bb3zpacmma, okazBam BauaHue Bbpxy KAUHUYHA-
ma u3aBa Ha 3ab6oraBaHemo. [MoHe noroBuHama om Bb3pacmHume xopa ¢ guabem He ca gua2HoC-
mu-uupaHu. Ao uzBecmua cmeneH npuduHama 3a moBa e, ue nopagu HopmaaHUMe PU3UAO2UYHU



npomeHu B xoga Ha cmapeeHemo, Bb3pacmHumMe nayueHMu pAgKo umam munuyHume npu3Hauu
Ha xunepaaukemua. bbbpeuHuam npae 3a 2aloko3ama HapacmBa ¢ HanpegBaHe Ha Bb3pacmma, no-
pagu koemo npu noBuweHa kpbBHa 3axap He ce HabAlogaBa 2aoko3ypua. o-yecmo npu xunepe-
Aukemus ce HabatogaBa gexugpamauyun, mbl kamo Bb3pacmHume xopa umam HapyweHo yyBcm-
B0 3a »kakga u cbomBemHo HeagekBamHo HabaBaHe Ha meyHocmu.

Xunepaaukemuama npu Bb3pacmHu Auua He e cbnbmemBawo npouyecume Ha cmapeeHe u-
3uoAo2uYHO aBaeHue, a e cBbp3aHa ¢ puck om pazBumue Ha OCMPU U XPOHUYHU YCAOXKHEHUA Ha
guabema. NMpu Aow KoHMpoA Ha guabema npu Bb3pacmHu moxe ga ce HabaogaBa xunepaauke-
MUYHa XunepocmoAapHa Koma, koamo e cBbp3aHa ¢ noBuweH puck om cmbpmHocm. Bcuuku xpo-
HUYHU YCAOXHEeHUA Ha guabema ce cpewam ¢ no-20AamMa Yecmoma npu 8b3pacmHume nayueHmu
- aBmoHomHa HeBponamus, a36u Ha cmbnNaromMo, epekKmuAHa gucyHKUUS, Hehponamus, pemu-
Honamua. Bb3pacmHume nauueHmu ¢ guabem umam okoAao gBa nbmu no-Bucok puck om uH-
hapkm Ha muokapga, UHcyam u 6v6bpeuHa HegocmamwbuHocm B cpaBHeHue ¢ BpbcmHuyume cu
6e3 guabem. ABcoAtomHUAM puUCK 3a CbpgeuHo-cbgoBu 3aboaaBaHua e mHO20 no-Bucok om mo3u
Ha no-mAagume nauueHmu ¢ guabem. Puckbm om amnymauuu Ha KpadHuuu npu 8b3pacmHu xopa
¢ guabem e okoAo gecem nbmu no-Bucok. [Npu Bb3pacmHu ce cpewam u HAKOU NO-PegKU YCAOXK-
HeHua Ha guabema. AuabemHama HeBponamHa kaxekcua obuvalHo ce HabaogaBa npu mbxke U e
cBop3aHa ¢ 6oakoBa nepugpepHa HeBponamus, aHopekcus, genpecua u 3a2yba Ha meanro. B pegu-
ua cAyYau moxke ga ce HabatogaBa pokaaHa u acumempuyHa guabemua HeBponamua (MoHoHeBpo-
namus), Koamo moxke ga ce pa3zBue BHe3anHo u Hal-vyecmo aHzaxkupa lll uepenHo-Mmo3bUeH HepOB.
Mpu Bb3pacmHu navyueHmu ce HabaogaBa u amuompocpua - NPOKCUMaAHa MYCKyAHa caabocm u
cmonaBaHe Ha NPOKCUMaAHUMeE MYCKYAU Ha goAHUMe KpalHuuu, Koemo 3ampygHaBa uznpaBaHe-
MO Ha nayueHmMume om cegHaAo noAaoxkeHue. CBbp3aHumMe ¢ ycroxkHeHuUama Ha guabema Horec-
mMHOCM U cMbpmHocm ca no-Bucoku npu Bb3pacmHu nauueHmu. Vima gaHHu, ye npu guabem u3s-
Bua ce B HanpegHara Bb3pacm, ce HabAalogaBam no-maako npobaemu, cBbp3aHu ¢ pazBumue Ha pe-
muHonamusa 6 cpaBHeHue ¢ guabem, uzabua ce Ha cpegHa Bb3pacm.

Peguua npoyuBaHua ca ycmaHoBuAu, ye puckbm Oom meXKKa UAU (pamaArHa Xuno2AUKEMUS,
cBbp3aHu ¢ npuAo>KeHUe Ha UHCYAUH UAU nepopaAHu cpegcmBa, HapacmBa ¢ HanpegBaHe Ha Bb3-
pacmma. HakoAko ca npuuuHume 3a moBa - Hat-Ba>kHuam KoHMpape2yaamopeH XOPMOH, OCu2y-
paBaw, 3awuma cpewy xunoz2aukemua npu 3gpabu Auya, e 2A1Ka20HbM, Kamo omzoBopbm Ha mo-
3U XOPMOH NpU Xuno2AuKemua e HapyweH npu Bb3pacmuu, u 8 no-2oanama cmeneH npu Bb3pacm-
HU ¢ guabem. YcmanoBeHo e, ue npu 3gpabu Bb3pacmHu uHguBugu cekpeyuama u Ha enuHepuH
u pacmexkeH XopMoH 6 omz2oBop Ha Xuno2AUKeMUA € HamaAeH, KOemo MOXKe ga € NpuyuHa 3a no-
cAabo u3pazeHu uau auncBauwu npuzHauu Ha xunoz2Aaukemus. Bb3pacmHume nauueHmu umam Ha-
MaAeH ycem 3a npegynpegumeAHume Npu3Hauu Ha XUNO2AUKEMUA U 4ecmo He 2u pa3zno3HaBam,
gopu u ga ca obyyeHu 3a moBa. Puckbm om xunoz2aukemua npu Bb3pacmuu e noBuweH npu y6-
pexkgaHe Ha 6bOpeyHama u yepHogpobHama hyHKUUA, NPONYCHAMO UAU HepegoBHO XpaHeHe,
npekomepHa ¢puzudecka akmuBHocm, npuem Ha gpyau megukameHmu (caAuuyuAramu, CYAPOHaMU-
gu, pubpamu, BapgpapuH), Nnpuem Ha aAKOXOA UAU gpyau cegupawu cpegcmBa. Puckbm om xunoe-
AUKemus e no-Bucok npu nayueHmu ¢ koeHUmMuBHU HapyweHua. Te moxke ga umam 3abaBeH ncuxo-
momopeH omzoBop npu Hucka KpbBHA 3axap, hopagu KOEMO ga He mo2am ga npegnpuemam Cb-
omBemHume mepku 3a oBaagaBaHe Ha xunozaukemusn. Xunozaukemuama npu Bb3pacmHume e
cBbp3aHa ¢ noBuweH puck om cbpgeuHo-cbgoBu uHUUgEHMU, Kakmo u ¢ noBuweH puck om ge-
MeHUUA. Aenpecua u gemeHuua ce cpewam no-4ecmo npu Bb3pacmHu nauUEHMU CbC 3axapeH gu-
abem u vecmo Bogam go 3ampygHeHua npu camokoHmMpoAa Ha 3aboaraBaHemo, koemo e npuvuHa
3a AOW 2AUKemudeH KoHMpoA. TepaneBmuyHuam nogxog npu Bb3pacmHu hauueHMuU CbC 3axapeH
guabem mpabBa ga e HacoUYeH KbM KOHMPOA Ha Xunepaaukemuama, u3zbazBaHe Ha memaboAaumHa
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gekomneHcauua u KOHMpPOA Ha cbnbmcecmBawume cbpgevHo-cbgoBu puckoBu hakmopu (apmepu-
aAHa xunepmoHuf, gucAunugemus, cnupaHe Ha miomioHonyweHemo). Lleaume Ha AedeHuemo
mpabBa ga ce nocmaBam Ha 6a3ama Ha ougHKa Ha UAAOCMHUA (PYHKUUOHAAEH cmamyc, ovakBa-
Hama NPoOgbAXKUMEAHOCM Ha >kuBoma, HaAu4uemMo Ha YCAOXKHEHUA, Haauduemo Ha cbnbmemBa-
wu 3ab6oaaBaHun, coyuaaHa u ouHaHcoBa nogkpena, Kakmo u Bb3moXKHOCMUME U >KeAaHUemo Ha
nayueHma ga ce cnpaBu ¢ HazHayeHama mepanua. Heobxogumo e cBoeBpemeHHo ugeHmudguuupa-
He Ha npobAemume, koumo 6uxa gaau ompaxeHue Bbpxy ycnewHomo npoBexkgaHe Ha cbomBem-
HOomMo AeveHue. Haauuuemo Ha conbmcemBawu 3a60aa6aHug, koeHumuBHa gucyHkuua u uHBaau-
gu3auua gaBam ompaxeHue Bbpxy AedveHuemo Ha guabema, ocobeHo npu Bb3pacmuu navueHmu.
Yecmo Bvb3pacmHume xopa umam Ko2HUMuUBHU HapyweHus, o2paHuveHus B8 exxegHeBHUMe cu ak-
muBHocmu, HeguazHOCMUUUPaHa genpecua u peguua couuasHu npobaemu. ConbmcemBawu 3a60-
AaBaHun, Kamo gemeHuua UAU NCcuxuampuyHu GoAecmu, MoXKe ga HaaoXkKam No-0NpoCMeH NOgxod.

Cnopeg npenopbkume Ha AmepukaHckama AuabemHa Acouuayua Bb3pacmHu nayueHMu Cbe
3axapeH guabem mun 2 u ouakBaHa npogbAkumeaHocm Ha »kuBoma Hag 5 2oguHu mpa66a ga ce
cmpemam ga noggbpkam HuBo Ha HbA;. <7%. Npu Bv3pacmHu nauueHmu ¢ mHoxxecmBo Cb-
nbmcmBawu 3aboaaBaHusg, ouakBaHa no-maaka NpogbAXKUMEAHOCM Ha »kuBom u no-u3zpa3eHa uH-
Baauguzauua ce npenopwvuBam no-Bucoku HuBa Ha HbA. - < 8,0%.

AaHHume om npoyuBanuama ADVANCE (The Action in Diabetes and Vascular Disease: Preter-
ax and Diamicron Modified Release Controlled Evaluation) u ACCORD (The Action to Control Car-
diovascular Risk in Diabetes) noka3zaxa, ue azpecuBHomo AeveHue Ha Bb3pacmHU NauueHmMuU CbC
3axapeH guabem He e cBbp3aHo ¢ HamaraBaHe Ha cMbpmMHOCMMA.

(Du3uoroz2uama Ha cmapeeHemo e cBbp3aHa ¢ npomeHu 6608 hapmakokuHemukama Ha UHCY-
AUHA U NepopaAHUme Xuno2aukemusupawu cpegcmBa. Emo 3awo npu AeveHue Ha Bb3pacmHu na-
uueHmu ¢ guabem mpa66a ga ce umam npegBug npomeHume B abcopbuuama, paznpegeseHue-
mo, memaboAu3ma u KAupbHca Ha AekapcmBama. Npegu HazHavaBaHe Ha mepanua mpa66a 3agba-
»KUmeAHO ga ce HanpaBu oueHka Ha 6bbpeyHama u yepHogpobHama yHKUUA.

IMpu Bb3pacmHu nayueHmMu mo2am ga ce npusazam Bcudku Bb3MOXKHU HaAUYHU MmepaneB-
muyHu cpegcmBa. MemopmuH mpabBa ga ce npuraza BHumameaHo, mblU Kamo moxke ga goBege
go pegykuua Ha mez2ao, aHopekcusa. [Npegu BkaouBaHe Ha mepanua ¢ memopmuH mpabBa ga ce
u3caegBa kpeamuHuHoB kaupbHc. CyadhoHUAypelHUmMe npenapamu moz2am ga npegu3Bukam xu-
noz2AuKemua npu HeagekBameH XxpaHUMEAEH peXKum, Nopagu Koemo npenapamu C gbA2o gelcm-
Bue u akmuBHu memaboaumu (2aubeHkramug) mpabBa ga ce uzbaeB8am npu Bv3pacmHu nayuen-
mu. Puckbm om Xuno2AuKemua npu NpuAo>keHue Ha uHcyauH HapacmBa c HanpegBaHe Ha Bb3-
pacmma. [Npu onpegeaaHe Ha uHcyauHoB pexkum mpabBa ga ce omyuma Bb3moxxkHOCMMa Ha na-
uueHma ga ce cnpabu ¢ Hez2o. CbBpemeHHume uHkpemuH-6a3upaHu cpegecmBa Cbwo umam mac-
MO Npu AeveHue Ha 3axapeH guabem mun 2 npu B8b3pacmHu, kKamo ce umam npegBug npomeHu-
me B ecmecmBeHume UHKpeMUHU, KaKmo U NO-HUCKUAM PUCK OM XUNO2AUKEMUA NPU NPUAOXKEHU-
emo um.

Heobxogumo e uzbaeBaHe Ha xunoz2aukemuume u aekapcmBeHume B83aumogedcmBua, Koumo
ca cBbp3aHu ¢ noaudpapmazuama npu Bv3pacmuu. BaxkHo e npoBexkgaHemo Ha AedeHue U Ha Cb-
nbmcmBawume 3aboaaBaHus, KOUMO mo2am ga gagam ompakeHue Bbpxy KOHMPOAA U CAMOKOH-
mpoAa Ha 3axapHua guabem.

YcmanoBeHo e, e npomaHama 6 HaduHa Ha »kuBom e om u3kAlUYumeAHa BaxkHocm 3a npe-
BeHuua Ha 3axapeH guabem npu Bv3pacmHu auua. B npoyuBanemo DPP (Diabetes Prevention Pro-
gram) e ycmaHoBeHo, ye npomaHama Ha XpaHUMEAHUA PEXKUM U ¢pu3zudeckama akmuBHocm ca bu-
AU no-ecpekmuBHu npu Bb3pacmHu B cpaBHeHue ¢ maagu xopa NO omHoweHue Ha npeBeHyua Ha
pa3zBumue Ha 3axapeH guabem.



3axapHuam guabem HapacmBa ¢ HanpegBaHe Ha Bb3pacmma u ce aBaBa cepuo3eH 3gpaBer
npobrem cpeg Bb3pacmHOMO HaceAeHue, HaAazaw, cheuuduueH KomnaekceH, uHguBugyaneH
nogxog.

Diabetes and Aging

Assoc. Prof. Tsvetalina Tankova

Clinical Centre of Endocrinology, Medial University, Sofia

The prevalence of diabetes increases with aging. The tendency is similar for males and females
up to the age of 70 years, while after that the prevalence is twice higher in females.

Impairment in insulin sensitivity as well as progressive decrease in insulin secretion has been estab-
lished with aging. Biological changes associated with aging contribute to impaired insulin sensitivity -
increased abdominal fat mass, decreased physical activity, hormonal changes, increased oxidative stress
and inflammation. Some evidence suggests decreased number of insulin receptors and defective insulin
receptor tyrosine kinase activity in elderly patients. A lower density of the glucose carrier GLUT4 in the
muscle has also been established. Normal aging is characterized by progressive mitochondrial dysfunc-
tion, and it is possible that it contributes to impairments in both insulin sensitivity and insulin release in
these patients. There is also progressive decrease in glucose-induced insulin secretion, which may be
due, in part, to a decreased beta cell response to the incretin hormones GIP and GLP-1. The response
of the beta cells of older people with diabetes to exogenous GLP-1 is preserved and therefore incretin-
based therapy should be considered as appropriate therapeutic intervention in this age group.

Many age-related changes affect the clinical presentation of diabetes. At least half of the diabetic
elderly population does not even know they have the disease. Part of the problem is that, because
of the normal physiological changes associated with aging, elderly diabetic patients rarely present
with the typical symptoms of hyperglycemia. The renal threshold for glucose increases with advanced
age, and glucosuria is not seen at usual levels. Dehydration is often more common with hyper-
glycemia because of elderly patients’ altered thirst perception and delayed fluid supplementation.

Hyperglycemia in older adults is not just a benign physiological phenomenon of aging because it
is associated with risk for acute and long-term diabetes complications. Diabetes appears to be a serious
health problem among elderly people, thus requiring a specific, complex and individualized approach.

[NepcoHaAuzupaH N0gxog Npu AeYeHUe Ha FaxapHua
guabem 6 cmapuecka 6v3pacm
lpogp. Apazomup Koe6

B nocregHume 2oguHu Bce noBeue ce Haraza BurkgaHemo, ye 6bgewemo 6 AeueHuemo Ha
yoBeka e nepcoHaAauzupaHama MeguuuHa, KOAMO omuuma cheuuduyHume ocobeHocmu Ha
uHguBuga u cvbobpazaBa nogbopa Ha megukameHmume u mepaneBmuyHama cxema C 2eHOMUNA,
Bb3pacmoBama u AuyHOCmMHama xapakmepucmuka, ycroBuama Ha cpegama, cbnbmcmBawume
3aboanBaHun, ko-megukauuama u gp. AuabemHo 6oaHUMe B cmapuecka Bb3pacm uzuckBam
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nepcoHaAu3upaH NOgxog, Nopagu peguua npuyuHU cBbp3aHu ¢ npoueca Ha cmapeeHe, HamareHama
ovakBaHa npogbaxkumeaHocm Ha >kuBoma, mHokecmBomo cbnbmcecmBawu 3aboaaBaHus,
HanpegHaAu CbpgeuHo-cbgoBu ycroxkHeHua u gp. OcBen moBa, nonyaauusma B cmapuecka
Bv3pacm exkezogHo ce yBeauuaBa u ¢ moBa npeguzBukameacmBama npeg Aekapume AekyBawu
mo3u KoHmuHzeHm cmaBam Bce no-zonemu. AedeHuemo Ha 3axapHua guabem 6 cmapueckama
Bb3pacm mpabBa ga ueau npegu Bcuuko gobpo kadecmBo u HOpmaAHa NPOYHLAXKUMEAHOCM Ha
>kuBoma 6e3 puckoBe om xunozaukemua u BaowaBaHe Ha cbpgeuHocbgoBua cmamyc. ToBa Haaaza
cneuuduyeH ar20pumbM 3a AedeHue Ha guabema B cmapueckama Bb3pacm, kolmo ga omezoBapa
Ha nepcoHaAu3upaHua nogxog 6 aeueHuemo. Nogbopbm Ha aHmuguabemHume opaAHu npenapamu
U Ha cxemume 3a uHcyauHoBo AeuveHue mpabBa ga ce uHguBugyaauzupam u Hepagko ga ce
omauvaBam om me3u Ha 6oAHUMe B mAaga u cpegHa Bb3pacm.

B npesenmauuama we ce guckymupam npegumcmBama u Hegocmambuume Ha pajaudHume
CXEMU 3a AedeHue Ha 3axapHua guabem 6 cmapuecka Bb3pacm u we ce gagam Npenopbku 3a
nepcoHaAu3upaHe Ha mepaneBmuyHama npakmuka.

Personalized Approach in the Treatment of Diabetes
Mellitus in the Elderly

Prof. Dragomir Koev

In the last years the view that the personalized medicine is the treatment of the future, becomes
more and more popular. This means that one should choose antidiabetic drugs and the therapeutic
approach according to the genotype, age and gender, personal characteristic, environment, society, con-
comitant diseases, co-medications etc. Elderly diabetic patients need personalized approach because of
different reasons connected with ageing, shorter life expectancy, a lot of accompanying diseases and
disorders, cardiovascular complaints etc. Moreover, geriatric population grows from year to year and the
medical challenges in front of diabetologists and general practitioners increase, as well. The treatment of
diabetes mellitus in elderly must have as a main goal a good quality of life and normal life expectancy
without risks of hypoglycemia and worsening of cardiovascular status. All this requires particular algo-
rithm for the treatment of diabetes mellitus in the elderly according to the personalized approach. The
selection of oral antidiabetic drugs as well as insulin treatment plans should be individualized and they
may differ from the therapeutic practice in young and middle-aged patients. The advantages and disad-
vantages of variety of therapeutic approaches in antidiabetic treatment of elderly are discussed and rec-
ommendations for personalized treatment in this particular group of diabetic patients will be presented.

3axapeH guabem npu nayueHmu 6 HanpegHaAa 6b3pacm:

KAUHUKA U YCAOXKXHEHUA
Aoy. Baagumup XpucmoB

3axapHuam guabem e cbwecmBeH npobaem npu nayueHmume 6 HanpegHara Bb3pacm.
HezoB8omo paznpocmpareHue gocmueza c6oa Bpbx 666 Bb3zpacmoBama gekaga 65-74 2., 8 koamo
20% om mbxxeme 15% om >keHume umam guabem.

KAuHuuHama xapakmepucmuka Ha Bb3pacmHume nauueHmu ¢ guabem uma Hakou BaxkHu
eAemeHmu:



- Te npegcmaBaaBam xemepozeHHa 2pyna, yecmo ¢ MHO20 npugpykaBawu 3aboaaBaHun
u yBpexxgaHusa, koumo noBauaBam KAUHUYHUA cMamyc;

« Npu Hemaaka yacm om Bb3pacmHume guabemuuyu ocmpume YcAoXKHeHUA Ha guabema
npomuyam no.MexKo U YycAoxkHaBam no cneyuduyeH HayuH AedyeHuemo;

« CneuuanHu u3caegBaHua u AeuvebHU ueAau mpabBa ga ce umam npegBug npu
guabemuuume, ckAOHHU KbM mpabBmu u yBpexkgaHus;

« Auabemuuume 8 HanpegHaaa Bb3pacm, ocobeHo oHe3u, Koumo umMam pazHocmeneHHa
6b0OpevHa HegocmMambyHOCM Umam yckopeHa 3azyba Ha MyCKyAaHa maca u pyHKuua (capkoneHus);

+ Bb3pacmHume nauueHmu c guabem ca CbC 3HA4YUMEAHO NO-20AM PUCK 3a OCHOBHU
2epuampuyHu  NpobAemMuU Kamo: NOAU-Npazmasus, genpecus, Ko2HUMUBHU HapyweHus, ypuHHa
uHKOHMuUHeHuus, yBpeskgawu mpabmu npu nagaHe U YeCMO NPOYHAXKUMEAHO Nepcucmupauu 6oAKu.

Bcuuku me3u ocobeHocmu onpegeaam Heobxogumocmma om agekBameH KOHMPOA Ha

XunepzaAaukemuama npu guabemuuume 8 HanpegHaaa Bb3pacm, kamo AevebHama cmpamezua mpabdBa
ga 6bge cmpozo uHguBugyaau3zupaHa u MHO20 gobpe npeueHeHO CboOMHOWEeHUEMO NOA3a/pUcK.

Diabetes in Old Age: Clinic and Complications

Assoc. Prof. Vladimir Hristov

Diabetes is an important condition in the elderly people. The prevalence of diabetes mellitus
peaks in persons between 65 to 74 years of age. Twenty percent of men and more than 15% of
women 65 to 74 years of age have diabetes. Older patients are different in several important ways:

« Because of their numbers and prevalence of complications older patients have a large
influence on health service utilization and costs;

+ Older patients are heterogeneous, often with co-morbidities and disabilities that must be
considered for their influence on the patient’s clinical status;

- Some older patients may be more symptomatic from hyperglycemia than younger
patients, but they are also mote prove to complications of treatment special evaluation and treatment
goals must be devised for the ,frail” elderly;

« Older patients with diabetes, particularly when associated with renal failure, have accel-
erated lots of muscle function (sarcopenia);

+ Older patients with diabetes are at greater risk for common geriatric syndromes such as
polypharmacy, depression, cognitive impairment, urine incontinence, injurious falls and persistent
pain.

Overall, all these issues argue for the importance of adequate control of hyperglycemia in older
patients with diabetes.

Because of the heterogeneity of the geriatric population care must be individualized to the pre-
senting patient and the benefits and risks of therapy must be weighed judiciously.
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"not. EK302€eHHa Xunoz2Aaukemua — gemozpagcku u

KAUHUYEH aHaAU3

M. boagxueBa’, 1. KapamogopoBa’', K. Xpucmo3o06',A. LjBemkoBa’, M. Xaumepar?,
E. 3ramaHoBa’

1 KauHuka no EHgokpuHoaozua u 6orecmu Ha obmaHama, MBAA ,CB. MapuHna“, BapHa

2 MeguuuHcku yHuBepcumem, BapHa

SAmpozeHHO-UHgYUUupaHama Xuno2AUKeMUA € MeguuuHCKU npobaem ¢ Bucoka yecmoma u co-
yuaAHa 3Hayumocm. Lleama Ha Hacmoawomo pempocnekmuBHo npoyuBaHe e ga ce aHaAu3upa ge-
Moz2papckama U KAUHUYHA Xapakmepucmuka Ha XochumaaAu3upaHu NO cNewHOCM nayueHmu ¢ Xu-
noz2aukemua. AHaau3upaHu 6axa gaHHUMe om mMeguuuHckama gokymeHmauua Ha 143 nocaegoBa-
meAHU nauueHmu, npoaexaau 6 nepuoga 2008-2010 2oguHa. Pesyamamume om HanpaBeHuam
aHaAu3 ca kakmo caegBa: cpegHa Bb3pacm 67,8+15,9 2oguru, mun 1 3A/mun 2 3A (15,4%/84,6%);
MbxKke/>keHu (48,3%/51,7%); 2pagcko HaceAeHue/ceAcko HaceaeHue (82,5%/17,5%); BMI 24,54 4;
Ha uHcyauHoBo AeyeHue (63,6%), Ha nepopaaHa mepanua (36,4%). INpu 16,8% e Haauue XpOHUYHa
0bbpeuHa HegocmambyHocm. CpegHuam 6oAHUYeH npecmoul e 5,7+2,3 (1-16 gHu), AemaaeH u3-
X0g e HabAaogaBaH npu yemupuma nauueHmu (2,8%).

MpeobragaBawama yacm om nauueHmume 6axa noaumopbugHu, Ha Bb3pacm Hag 60 20guHU
u Beue peaausupaHa mo3buHO-CbgoBa 6orecm.

“Po1. Exogenious Hypoglycemia — Demographic and Clinical

Analysis

M. Boyadzhieva', P. Karatodorova', K. Hristozov', A. Cvetkova’, M. Hachmerian?
E. Zlatanova®

1Clinic of Endocrinology and Metabolic disease, University Hospital ,Sv. Marina”, Varna

2Medical University, Varna

The hypoglycemia induced by antidiabetic drugs is a problem with high prevalence and social
impact. The aim of the present study is to analyze the demographic and clinical parameters of the
patients, admitted because of hypoglycemia. The data from 143 consecutive patients who are hos-
pitalized in the period 2008-2010 are analyzed. The results are as follows: mean age 67,8+15,9 years,
type 1 /type 2 diabetes mellitus (15,4%/84,6%); males/females (48,3%/51,7%); urban/rural
(82,5%/17,5%); mean BMI 24,5%4,4; on insulin therapy(63,6%), on peroral therapy (36,4%). The
chronic renal failure is found in 16,8% of the subjects. The mean hospital stay is 5,7£2,3 (1-16 days),
the mortality rate is 2,8%. The majority of patients are with multiple comorbidities, older than 60
years of age and with already known cerebrovascular disease.
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BAuaHue Ha HoOBume guazHocmuyHu Kpumepuu Gbpxy
yecmomama Ha 2ecmayuoHHuAa guabem 6 bbvazapua

M. boagxueBa’, 1. AmanacoBa’, C. 3axapueBa’, T. TankoBa’', A. Mapko®&’,

B. AumumpoBa’, B. Cmoiiko6a>, C. Kequko8a’
1 YCBAAE ,Akag. MBan lNenueB”, 2 YCBAAAT ,Maduux gom”

MexxgyHapogHama acouuauug no u3zydyaBaHe Ha guabem u 6pemeHHocm (IADPSG) nybaukyBa
HoBu Kpumepuu 3a guazHo3a Ha 2ecmauvuoHHUA 3axapeH guabem (3A), 663 ocHoBa Ha pe3yamamume
om HAPO npoyuBaHemo. Te mpabBa ga caykam kamo ocHoBa 3a BvBexkgaHe Ha equHHU
MEXXgUHapOgHU Kpumepuu 3a guazHOCmuKa u Kaacudpukauua Ha guabem no Bpeme Ha GpemeHHocM.

Llea: ga ce cpaBham Hacmoawume kpumepuu 3a guazHo3a Ha [3A u ga ce onpegeau
B8b3geticmBuemo Ha HoBume guazHocmuuHu kpumepuu Bbpxy yecmomama Ha 3A.

Mamepuaau u memogu: B npoyuBaHemo 6axa BkaoueHu 800 GpemeHHU >keHu npoBeau
OpaAeH 2Al0KO30-MmoAepaHmMeH mecm CbC 75 2p 2Al0KO3a Kamo npeHamaneH CKpuHuHz 3a [3A.
Peyamamume 06axa uHmepnpemupaHu chopeg Kpumepuume Ha AmepukaHckama guabemHa
acouuauua (ADA), ABcmpaautckama acoyuauua no guabem u 6pemeHHocm (ADIPS), KaHagckama
guabemHa acouuauua (CDA), EBponeltckama acouuauua no uzydvaBare Ha guabem (EASD ), HoBo
3eAaHgckama acouuauus no uzydaBaHe Ha guabem (NZSSD), CBemoBHama 3gpaBHa opzaHuzauus
(C30) u HoBume kpumepuu Ha IADPSG.

Pezyamamu: Cnopeg pa3zAaudHume guazHOCMuUYHU Kpumepuu, yecmomama Ha 3A Bapupa om
10,8 go 31,6%. INpuaoxkeHuemo Ha IADPSG kpumepuume Bogu kamezopu3upaHe Ha Hal-20AaM
6pol >keHu Kbm 2pynama Ha 3A (31,6%). Bbnpeku moBa, me He ycnaBam ga ugeHmuduuupam
yacm om >xeHume c 3A, onpegeaeHu kamo makuBa cnopeg kpumepuume Ha ADIPS. YcmaroBeHa
6e cmamucmuyecku 3Havuma pazauka 6 ocHoBHume memaboAumHu napamempu  Mexgy
nauueHmkume c 3A u koHmpoaHama 2pyna, 6e3 3HaveHuUe Kol OM guazHOCMUYHUME aA20pUMMU
6e u3znoa3zBaH. He3zaBucumo Kou kpumepuu ca npuAokeHu, yecmomama Ha LleapoBo ceueHue
(LUC) e no-Bucoka B epynama c 3A. Bvnpeku moBa, camo IADPSG u ADA kpumepuume
ycmaroBuxa no-Bucoka yecmoma Ha makpo3zomua Ha naoga (OR 2,36) u LIC cpeg epynama c 3A.

3akaroyenua: Heobxogumocmma om BbuBexxgaHemo Ha ckpuHuHe 3a 3A e 6Ge3cnopHa.
HoBume guazHocmuuHu kpumepuu Bogam go 2,3 nbmu yBeauueHue Ha yecmomama Ha [3A.
Kpumepuume Ha IADPSG ca nbpBume, koumo ca u32pageHu Ha 06a3ama Ha u3xoga om
bpemeHHocmma, a He Bbpxy npocaegaBaHe Ha >xeHume, pa3zBuau 3A,

KaroyoBu gymu: 2ecmauyuoHeH 3axapeH guabem, Kpumepuu, Yecmoma

The Impact of the new Diagnostic Criteria on Prevalence
of Gestational Diabetes in Bulgaria

M. Boyadzhieva', I. Atanasova’, S. Zaharieva', T. Tankova’, D. Markov’, V. Dimitrova’,

V. Stoykova’, S. Kedikova®
USBALE ,Acad. lvan Penchev”, MU-Sofia

The International Association of Diabetes and Pregnancy Study Groups (IADPSG) published new
criteria based on HAPO findings for screening of gestational diabetes (GDM). They should serve as
the basis for internationally endorsed criteria for the diagnosis and classification of diabetes in preg-
nancy.



Aim: To compare current guidelines on GDM diagnosis and to assess the impact of the new diag-
nostic criteria on GDM.

Research design and methods: Eight hundred pregnant women underwent 75-g oral glucose toler-
ance test for antenatal GDM screening. The results were interpreted and classified according to differ-
ent guidelines including the ones of the American Diabetes Association (ADA), the Australasian Diabetes
in Pregnancy Society (ADIPS), the Canadian Diabetes Association (CDA), the European Association for
the Study of Diabetes (EASD), the New Zealand Society for the study of Diabetes (NZSSD), World
Health Organization (WHQO) and the new criteria of IADPSG. A general inductive approach was applied.

Results: The application of different diagnostic criteria resulted in prevalence of GDM between
10,8 to 31,6%. The IADPSG criteria were the most inclusive criteria and with the highest prevalence
of GDM. However they did not pick up all the cases identified as GDM by the other inclusive ADIPS
criteria. There was significant difference in the major metabolic parameters between GDM and con-
trol groups, no matter which of the diagnostic criteria have been applied. All of the criteria for GDM
were associated with increased proportion of delivery by Caesarean section (CS). However, only the
IADPSG and ADA criteria identified both increased macrosomia prevalence (OR; 2,36) and CS rate.

Conclusions: The need for GDM screening is undisputable. The new diagnostic criteria leads to
2.4 fold increase of GDM diagnosis. The IADPSG are the first criteria based on pregnancy outcome,
not on the follow up of the women. They should be used for initiation of national screening program.

Keywords: gestational diabetes mellitus, criteria, prevalence

HeobOxogumo Au e npoBexxgaHe Ha opaAeH 2A0K030-
moAepaHmeH mecm Ha Gcuuku 6pemeHHU XeHu?

M. boagxxueBa’, U. AmanacoBa’, C. 3axapueBa’, T. TankoBa’', A. Mapko6’,

B. AumumpoBa’, B. Cmoiko6a’, C. Kequko6a’
TYCBAAE ,Akag. MBan MenueB”, 2YCBAAAT ,MaduuH gom”

M03.

Llea: Lleama Ha Hacmoawemo npoyuBaHe e ga onpegeAau npozHOCMUYHAmMa CMOUHOCM Ha
nAaazmeHama kpbBHa 3axap (K3) Ha 2aagHO npu nocmaBaHe Ha guazHO3ama 2ecmauuoHeH 3axapeH
guabem (I3A) cnopeg kpumepuume Ha MexxgyHapogHama acouuauua no u3zydaBaxe Ha guabem u
opemeHHocm (IADPSG) u AmepukaHckama Auabemna Acouuauua (AAA).

Mamepuar u memogu: B npoyuBaHemo Oaxa BkatoueHu 572 OpemeHHU >eHu, npoBeau
cmaHgapmeH opaAeH 2A0k030 - moaepaHmeH mecm (OITT) cbe 75 2. 2Aa0Kk03a mexgy 24 u 28
eecmauuoHHa cegmuua. ABe npazoBu cmodHocmu Ha K3 Ha 2aagHo Oaxa uznoa3BaHu, 3a ga
BrkAatouam uau cbomBemHo u3kAloUam >keHume Kbm guazHo3zama [3A.

Pezyamamu: Cnopeg IADPSG u AAA kpumepuume, I3A 6e ycmanoBer cbomBemuo npu 181
(31,6%) u 77 (13,5%) 6pemeHHu >eHu (p<0,001). MNMpu nocmabBaxe Ha npaz Ha naa3meHama K3 Ha
enagHo > 5,1 mmoa/a, T3A 6e ycmaHoBeH npu 132 (23,1%) >keHu, kamo cheuuduyHocmma be
100%. NMocmaBaHe npaz 3a goaHa 2paHuua Ha K3 Ha 2aagHo < 4,4 mmoa/A u3kaouu 159 (27,8%)
>keHu om npoyuBaremo ¢ uyBcmBumeaHocm 95,6%. Mpu 291 (51,3%) >keHu, K3 Ha 2aagHO moxke
ga NOCAY>KU Kamo ¢pakmop 3a uzbaeBaHe npoBexkgaHemo Ha OITT.

3akaroyenue: TNpunrokeHuemo Ha IADPSG kpumepuume Bogu go 2,4 nbmu noBuwaBaHe
yecmomama Ha 3A, cnpamo ma3u Ha AAA. B3umaHe nog BHumaHue Ha egHOKpamHO uzmepeHama
K3 Ha 2rAagHO MOXKe ga onpocmu guazHOCMUYHUA aA20pPUMBM U ga HamaAu 3HaYumeAHo b6pona Ha
npoBexxgaHume OITT.
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Should we Perform Oral Glucose-tolerance Test to all
Pregnant Women?

M. Boyadzhieva', I. Atanasova’, S. Zaharieva’, T. Tankova', D. Markov’, V. Dimitrova’,

V. Stoykova’, S. Kedikova’
USBALE ,Acad. lvan Penchev”, MU-Sofia, 2 YCBAAAT ,MatuuH gom”

Aim: Aim of the current study is to determine the prognostic value of fasting plasma glucose
(FPG) in the diagnosis of gestational diabetes (GDM) according to the criteria of International Asso-
ciation of Pregnancy Study Groups (IADPSG) and American Diabetes Association (ADA).

Materials and methods: In the study were included 572 pregnant women between 24 and 28
week of gestation. Two thresholds of FPG were used to rule in or rule out the women into diagnosis
of GDM.

Results: According to IADPSG and ADA criteria, GDM was found in 181 (31,6%) and 77(13,5%)
women respectively (p<0.001). FPG thresholds of 25,1 mmol/I ruled in GDM in 132 (23,1%) women
with 100% specificity, while <4,4 mmol/I ruled out GDM in 159 (27,8%) women with 95,6% sensi-
tivity. FPG independently could have avoided the OGTT in 291 (51,3%) women.

Conclusion: The IADPSG criteria increased GDM prevalence 2,4 fold. Taking into account the
FPG could greatly simplify the IADPSG diagnostic algorithm.

"Noa. AuabemHo cmwbnano - cbBpemeHHu mepane6muuHu
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nogxogu

Aanueaa lNonoBa, HukoAad Xagxxunempo®B, lNempanka TpoaHoBa
YMBAA ,Llapuua MoanHa - ICYA”, Cocpua

AuabemHomo cmbnaro e 4Yecmo YCAOXKHEHUE, KOemMO Ce Xapakmepu3upa C KAacudyeckama
mpuaga HeBponamus, ucxemua u uHgekuua. CuHgpoMbM € acouuupaH C NPOGHLANKUMEAHO
AeYeHUe U xochumaausauuu, Bucoku pazxogu u Heobpamumo npozpecupaHe, gocmuzawo go
amnymupaHe Ha KpalHuka.

NMpegomBpamaBanemo Ha guabemHomomo cmbnaao e ocHoBeH npuopumem, ocobeHo npu
nauueHmu ¢ Bucok puck, kKamo me3u ¢ nepugepHa HeBponamus, nepugepHa cbgoBa 6oaecm,
gehopmayuu Ha xoguaama u Haaudue Ha KaaBycu.

Lleama Ha Hacmoawomo npoyuBaHe e ga ce aHaauzupam ocobeHocmume B npomuuaHemo
Ha guabemHomo cmbnhaAo u CbBpemeHHUMeE NOGXOgu 3a NPOPUAAKMUKA U AeUeHUE.

MoAyueHume pesyamamu gokazBam, ve pazBumuemo Ha UHMEPQUCUUNAUHAPHU eKunu 3a
HabaogeHue Ha 6oaHume ¢ guabem e cpegcmBo 3a oepaHuuaBaHe Ha puckoBume hakmopu u
npeBeHyua Ha ycroxkHeHuama. AelHocmma um mpabBa ga gage npaBuaHa oueHKa Ha KOXKHUME
npoaBu u cbcmoaHuemo Ha cbgoBeme, Bb3moxkHocm 3a peBackyrapuzauua Nnpu Hyxkga, Kakmo
U KOHMpPOA Ha HeBpoAoz2uuHua cmamyc, paHHo omkpuBaHe u agekBamHo koHcepBamuBHo u
onepamuBHO AeyeHue Ha ucxemuama u uHgekuyuama u nocregBawo npocaegaBaHe u
HabAlogeHue.



Adiponectin u guabem mun 2

A. BezenkoBa, B. MaHoroB8
EngokpuHoaoaua ,MBAA AaekcaHgpoBcka”; CMAA |, KanguaapoB8”

AgunoHeKmuHbM € nenmugeH XopmoH, yyacmBaw, 6 peguua memaboAaumHu npouecu,
BrAIOUUMEAHO 2AlOKO3HAMa peayrauua u kamaboAauzma Ha macmHume KuceAuHu. Tol uepae BaxkHa
poAa npu guabem mun 2, 3amabcmaBaHe, amepockAepo3a, HEAAKOXOAHO MacmHo HampynBaxe 6
uepHua gpob; mou e puckoB pakmop 3a pazBumue Ha memaboAUMHUA CUHGPOM.

AgunoHeKMUHbM ce CUHMe3upa oM agunouumMumMe; cekpeyuama My ce CMmumyaupa om UHCYAUHa.
Memogbm Ha u3zcaegBaHe e koaudecmBeH eH3umeH umyHoaHaAu3. Sdmkume ca HamoBapeHu ¢
MOHOKAOHAAHU CneuuuyHU aHmumeaa 32 AGUNOHEKMUH.

B npogbaxkeHue Ha 7 meceua uzcaegBaxme 30 nauueHma. 15 om max »eHu, 15 mbxxe; Bb3pacm om 30
go 55 2oguHu. 12 om max 6axa Ha AeveHue cbe CYIT. 18 6axa guaezHocmuuupaHu ¢ guabem mun 2.

Mpu 10m om nauueHmume Ha AedeHue cbc CYIT (kamo Toabymamug) ce HabaogaBawe
3Ha4umeAHo nokayBaHe HuBama Ha AQUNOHEKMUH, KOPeAupawo C 2ALOKO3HUA U UHCYAUHOB cmamyc.

Mpu 18™ nauueHma c guabem mun 2 ce ycmaHoBuxa 3HayumMeAHO HUcku HuBa Ha XxopmoHa.
HamaanaBane HuBama Ha AgunoHekmuH ca cBvp3aHu ¢ pa3zBumue Ha uHcyauHoOBa
pe3ucmeHmMHOCM U XunepuHCcyAuHemusn, kKoumo ce ycmaHoBaBam ce npu navueHmu c guabem
mun 2. INpenapamu om 2pynama Ha CYI1 noBuwaBam HuBomo Ha AgunoHeKmuH Npu UHCYAUHO-
pe3ucmeHmMHU navueHmu.

Bucokume HuBa Ha xopmoHa ca cBbp3aHu ¢ noHUXXeH puck om pa3Bumue Ha guabem mun 2.

"N06. AucthyHkuyuu Ha wumoBugHama xAe3a npu nayueHmu

CbC cbpgeuHu 3aboaabBaHua
lTepenoBa X.", KamenoBa 3.>, 3rameBa A.°, )KenreB Ba.

1Kamegpa INponegeBmuka Ha BbmpewHu 6orecmu/EHgokpuHoaozug; 2 Kamegpa no BbmpewHu 6oaec-

mu, MeguuuHcku MDakyamem, Tpakuticku YHUBepcumem, Cmapa 3azopa

Llea Ha npoyuBaHemo e ga ce oueHU HaAu4UEemMO Ha guChyHKUUU Ha wumoBugHama xae3a
NpuU NauueHMu cbC cbpgedHo-cbgoBu 3aboaaBarua u maxHomo BauaHue BbpXy KAUHUYHOMO
npomuuaHe. ToBa e pempocnekmuBeH enugemuoAO2UYH aHaAU3 Ha enukpu3ume Ha nauvueHmu,
xocnumaausuparu 8 KauHuka no kapguoaozua, YMBAA, Cmapa 3azopa npe3 nepuoga 2004-2005.
Hue u3kaouuxme om aHaau3a Bcuvuku navueHmu AekyBanu ¢ amiodarone (Cordarone).

YcmaroBuxme mupeougHu gucdpyHKuuu npu 29 nauueHmu (6 mbxke u 23 >keHu). lemgecem u
geBem npoueHma om nauueHmume ca buau Hag 60-2oguwHa Bvb3pacm. Hawemo npoyuBane
nomBbprkgaBa no-Bucoka uvecmoma Ha wumoBugHume guCyHKUUU NpU >KeHume, Kakmo u
HapacmBaHe Ha paznpocmpaHeHuemo Ha 3aboaaBaHemo, cbe 3acmapaBaHemo 6 uzyyaBaHama om
Hac koxopma om 6oAHU. Hue ycmaHoBuxme Bogewa poaa Ha mupeouguma Ha Xawumomo 6
npozpecuama Ha Xunomupeougu3ma, Kakmo U 3HaveHuemo My 3a npoaBa Ha pe3ucmeHmMHOCM KbM
Kypca Ha AedeHue Ha CbpgedHume 3aboaaBaHua. AucyHkuuume Ha wumoBugHama >Kae3a
ycaoxkHaBam pazBumuemo Ha cbpgeuHo-cbgoBume 3aboaaBaHun, Bogam go noBuweHu HuBa Ha
KpbBHOMO HaafeaHe; HapyweHua Ha CbpgeuvHua pumbm - cuHycoBa maxukapgus, npegcbpgHo
MbXKgeHe u apummus.

KarovoBu gymu: mupeougHu gucgpyHkuuu, Bb3pacm, copgedHu 3aboraBaHus,
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B Thyroid Dysfunctions in Patients with Heart Diseases

Gerenova |.", Kamenova Z.*, Zlateva A.?>, Zhelev VI?
1Department of Propeudetics of Internal Diseases/Endocrinology, 2Department of Internal Diseases/Cardi-
ology, Medical Faculty, Trakia University, Stara Zagora

The aim of the study was to evaluate the presence of thyroid dysfunctions in cohort of patients

treated in Department of Cardiology and their influence of clinical course of cardiovascular diseases.
It is retrospective epidemiological research through analysis of epicrisis of patients hospitalized in
Department of Cardiology, University Hospital, Stara Zagora during the period 2004-2005. We
excluded of analysis all patients treated with amiodarone (Cordarone).
We found thyroid dysfunctions in 29 patients (6 males and 23 women). Fifty-nine percent of patients
were over 60 years old. Our study confirms higher frequency of thyroid dysfunctions in females as
well as higher prevalence of illness due to ageing. We demonstrate the principal role of the Hashimo-
to’s thyroiditis in the progress of hypothyroidism, registering an uncommon cardiovascular status resis-
tant to the course of cardiac disease treatment. The thyroid dysfunctions complicate the development
of the cardiovascular diseases that lead to increased levels of blood pressure; abnormalities of cardiac
rhytm - sinus tachycardia, atrial fibrillation and arrhythmia.

Key words: thyroid dysfunctions, age, cardiovascular diseases

Edpekmobm Ha nbpBa pukcupana go3za | *' npu nauueHmu ¢
mupeomokcuko3a Hag 60 2oguHu 3a 10 coguweH nepuog

K. Xpucmo3zo06', b. LjBemanoBa’, I1. bo4yeB’, b. Yayweb’, M. CugepoBa’

1 KAuHUKa no eHgokpuHoAo2ua u 6oaecmu Ha obmaHama - MBAA, ,CB. Mapuna”, BapHa

2 OmgeAeHue NO HYKAeapHa meguuuHa, memaboAaumHa mepanusa u Abuyemepanua - MBAA
,CB. MapuHa”, BapHa

Bwv6BegeHue u yea: B Hacmoawomo u3roxkeHue npegcmaBame pempocnekmuBeH aHaAu3 Ha
mepaneBmuyHume pe3yamamu om npuAazaHemo Ha (ukcupaHa go3a | "' 3a AeuveHue Ha
mMupeomMoKcuKo3a npu nauueHmu Hag 60 2oguwHa Bbv3pacm ¢ bazegoBa 6orecm uau mokcuuHa
Bb3Arecma 2ywa (TBI) 3a nepuoga 2002-2010e.

Mamepuaau u memogu: baxa npocaegeHu 81 nauueHmu, pazgereHu 8 gBe Bb3zpacmoBu
2pynu: 60-69 20g. - 42 nauueHma u Hag 70 20g. - 39 nauueHma. ABeme 2pynu Haxa pazgeseHu
Ha no gBe nogepynu: 1. NMauueHmu ¢ mokcuyHa Bb3recma 2ywa u 2. navuueHmu c¢ ba3zegoBa
borecm. baxa aHaauzupaHu AabopamopHume cmolHocmu Ha TSH, FT3 u FT, caeg nvpBama
20guHa om AedveHuemo c | "' npu nayueHmume, noAy4uAau camo egHa AeuyebHa gosza. [lpu
navyueHmMume ¢ nepcucmupawa akmuBHocm Ha 3aboaaBaHemo e npuaazaHa nopegHa AevyebHa
go3a (obukHoBeHOo 3-6™ meceu, caeg nbpBoHauaaHua npuem). MNMavyueHmume ¢ akmuBHocm Ha
3abornBaHemo, KOUMO NO pa3AUYHU NPUYUHU HEe ca NOAYYUAU nopegHa AedvebHa go3a ca
aHaAu3upaHu kamo akmuBHu, camo ako akmuBHocmma e nepcucmupasa uau ce e noaBuaa caeg
nbpBama 2oguHa om nbpBoHauaAHOMO AeuyeHue.
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Effect of First Fixing Dose | '

Pezyamamu: 60-692 70+
Hogo3Ha | bazegoBa |Hogo3Ha | bazegoBa
cmpyma | boaecm cmpyma | 6oaecm

O6uw, 6poa nayueHmu 18 24 26 13
1 go3a 18 21 19 10
2 gos3u 0 3 5 3
3 go3u 0 0 2 0
Pe3yamam npu nayueHmume

C egHa go3a 18 21 19 10
XunepmupeougHu 3 2 1 0
EymupeougHu 11 4 9 3
XunomupeougHu 1 7 0 1
Hama gaHHu 3 8 9 6

Obcwxgare: Pesyamamume nokazBam Hyskgama om no-2oaam 6pol mepaneBmuytu go3u
npu nauueHmume ¢ THI 6866 Bb3pacmoBama 2pyna Hag 70 20guHU, KAKMO U NO-AOW edpekm om
eguHuYHa npuAokeHa akmuBHocm. [Mpu nauueHmume ¢ bazegoBa 6oaecm ce omuuma Bucok gaa
Ha nayueHmume C Xunomupeougu3bm cAeqg egHokpameH npuem Ha | ' u B8 gBeme Bv3pacmobu
epynu. CbwecmBeH mMomeHmM e no-Huckama npocAegumocm Ha nauueHmume 6 2opHama
Bb3pacmoBa 2pyna, uzpazaBawa ce npakmuuecku 6 Aunca Ha nocmmepaneBmuuHu Buzumu,
Heu3zBbpwBaHo npocaegaBaHe (Npu meaegoHHa aHKema), KOMOPOUGHOCM U CMbpPM.

in Patients with
Thyreotoxicosis over 60 Years for 10 Years Period

K. Hristozov', B. Cvetanova’, P. Bochev’, B. Chaushev’, M. Siderova’

1Department of Endocrinology - MHAT ,St.Marina”, Varna,
2 Department of Nuclear Medicine and Metabolic Treatment - MHAT ,St. Marina“, Varna

Introduction and aim: In this summary we present retrospective analysis of therapeutic results of
applying fixed dose of I"*" for treatment of thyreotoxicosis in patients over 60 years of age with
Graves™ disease or toxic nodular goitre (TNG) for ten year period.

Material and Methods: We treated a total number of 81 patients in the age group 60years and
above, divided into two age groups: first group -42 patients, aged 60 - 69 and second group - 39
patients 70wears of age and older. These two groups were subdivided in another two subgroups: the
first subgroup includes patients with toxic nodular goiter and the second subgroups include patients
with Graves™ disease. We analyzed TSH, FT, and FT; levels after the first year following treatment
with 1" in patients receiving a single treatment dose. Patients with persisting activity of the disease
are receiving secondary dose (ususally 3 - 6 months after first dose). Patients with persistent hyper-
thyroidism who failed to receive another dose (by various reasons) were considered active disease if
only activity of the disease is persistent or appear after first the year from initial treatment

Results:
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60-69 years 70+
Graves Graves

NG disease NG disease
Total number patients 18 24 26 13
1 dose 18 21 19 10
2 dose 0 3 5 3
3 dose 0 0 2 0
Results in patyients with one
dose 18 21 19 10
Hyperthyroid 3 2 1 0
Euthyroid 11 4 9 3
Hypothyroid 1 7 0 1
No data 3 8 9 6

Discussion: Results show the need of increased numbers of treatment doses in patients with toxic
nodular goiter in the age group patients over 70 years. In patients with Graves’s disease the rate of
hypothyroidism is high in both age groups. Substantial moment is the higher rate of patients lost for
follow up in the age group over 70, mainly due to the lack of posttreatment visits, actual lack of fol-
low up (phone survey), co-morbidity or death.

NI Xunomupeougu3bm — uHgyuupad om Sunitinib
K. Xpucmo3zo06, lNlempo6a M, KoHcyroBa A.*, Kare6 A™.

KauHuka no EHgokpuHoAaoz2usa, KauHuka no MeguuuHcka oHkoAaoz2ua®, MY- BapHa

Sunitinib malate (Sutent, Pfizer) e opareH MmyamumapzemeH MuUpO3UH-KUHA3eH uHxubumop,
npumexkaBaw, npomuBomymopHa akmuBHocm upe3 GAoKupaHe Ha KuHa3HUA gomelH Ha pa3AuYHU
peuenmopu: VEGFR, PDGFR, KIT, FLT3, CSF-1 u gp. Ype3 mapzemHo cBbp3BaHe 6 me3u cuzHaaHU
nbmuwa mol Hamupa NPUAOXKEHUE Npu AedyeHue Ha 0ObOpevYHO KAembUeH KapuuHOM,
2acmpouHmMecmuHaAHU CMPOMaAHU U HeBpOeHgOKpUHHU MyUMOpU, MegyAapeH KapuuHOM Ha
wumoBugHama »Ae3a, HAKou AUMPOMU U AeBkemuu.

OcHoBHu cmpanuuHu aBaeHusa (cmeneH 3-4) npu AevyeHue cbc Sunitinib ca ymopa,
HeymponeHua, mpombouyumoneHus, CUHgPOM Ha pbka/Kpak, guapus.

Xunomupeougu3zbm ce aBaBa ¢ pazaudHa yecmoma npe3 3-4 cegmuua om Ha4aAOMO Ha AeyeHue
cbe Sunitinib CvrwecmByBa xunomesa, ye xunomupeougu3mbm e 6AazonpuameH NPo2HOCMuUYeH
dphakmop 3a no-gobwbp mepaneBmuueH omzoBop npu 6bOPeUHO-KAEMBYEH KapUUHOM.

NMpegcmaBa ce KAuHUYeH cAaydal Ha 62 20g >keHa C memacmamudeH cBemaokrembueH
KapUUHOM U XUunomupeougu3bm, UHgyuupaH om Sunitinib.
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Sunitinib-Induced Hypothyroidism

Hristozov K., Petrova M., Konsoulova A., Kalev D.
Endocrinology clinic, Medical Oncology clinic, University Multiprofile hospital for active treatment
,Sveta Marina“, Varna

Sunitinib is an oral multi-target tyrosine-kinase inhibitor that possesses antitumor activity by block-
ing the kinase domain of different receptors: VEGFR, PDGFR, KIT, FLT 3, CSF -1 etc. Its targeted bind-
ing in these signal pathways leads to the inclusion of Sunitinib in the process of treatment of tumors
such as renal cell carcinoma, gastrointestinal stromal tumors (GIST) and other neuroendocrine tumors,
medullar carcinoma of the thyroid gland, some lymphomas and leukemias.

The principle side effects grade 3-4 of the Sunitinib treatment are fatigue, neutropenia, thrombo-
cytopenia, head-foot syndrome and diarrhea. The hypothyroidism is also a factor, aggravating the
fatigue; it appears with different frequency in the third/fourth week after the introduction of the treat-
ment. There is a hypothesis, suggesting that the hypothyroidism is a prognostic factor for a better ther-
apeutic response during treatment of renal cell carcinoma.

We introduce a case report of a 62-year-old female patient, diagnosed with metastatic bright-cell
renal cell carcinoma and Sunitinib-induced hypothyroidism. 4 monts after beginnig of threament with
sunitinib TSH - 7,17 1U/l, normal range (0,55-4,78), FT3 - 2,14 pmol/l, normal range (0,55-5,38), 3
months after withdrow of Sunitinib TSH - 5,704 FT3 - 3,14. TPO- Abs and Tg- Abs negativ. US of
thyroid gland shows diffuse hypoechogenity. This is first case of thyroid disfunction after sunitinib in
Bulgarian oncology practice.

NiEN Bumpeympo6HO npozpamupaHe Ha XpOHUYHUME

3a00An6aHun

Kama AnanueBa-TogopoBa
Cneuuanu3upaHa 6oaHuUa 3a akmuBHO AeveHue no akywepcmBo u 2uHekoaoz2ua ,MadduH gom”,
Meguuurcku yHuBepcumem, Codpun

lMpe3 nocregHume gBe gecemuaemua ce Hampynaxa ybegumeaHu gokazameacmBa 3a
pemanHua npou3zxog Ha 3aboaaBaHus, HabAaogaBaHu npu Bb3pacmuHu kamo: 3amabcmabade,
guabem, memaboAumeH CUHgPOM, apmepuaAHa XunepmoHus, KopoHapHa 6oaecm, pak, gemeHuua
U aaepaus. Bpb3kama mexgy HUCKOMO MeAeCHO Me2A0 Npu pakgaHemo, nopagu (emaAHo
HegoxpaHBaHe u npegpa3znoroxkeHuemo Kbm cBbp3zaHume ¢ Bb3pacmma 3aboaaBaHua e
ycmaHoBeHa npu ekcnepuMeHMaAHu U KAUHUYHU npoyuBanua. TMopBu Barker e uzkazaa
xunome3ama, 4e emarHomo HegoxpaHBaHe npe3 cpegHa u KbcHa OpemeHHocm Bogu go
guCNPONOPUUOHAAEH pacmexk U Npozpamupa NPOgbAXKUMeEAHU npomeHu B8 kpbBHOMO HaaazaHe,
uHcyauHoBua omezoBop Kbm 2At0KO3a, xorecmeporoBua memaboau3zbm, Koazyaauuama u
XOpMOHaAHama peayaauua. [lpou3zxoga Ha XpoHUYHUME CbpgeyHo-CbgoBu u MemaboAumHu
3aboaaBaHua moxe 6u ce kopeHu B8 me3u BbmpeympobHO ,Npo2pamupaHu’ HapyweHus.

Bbnpeku, 4ye npeuu3zHua mexaHu3bm Ha ma3u OuoAoz2udHa namem ocmaBa He HanbAHO
u3acHeH, HampynaHume gokazameAacmBa nomBbpykgaBam, ye uHcyauHoBama pezucmeHmHoCm
(MP) e nbpBuuHua ocHoBeH puckoB hakmop, gedcmBaw, om GpemeHHOCMMa go cmapocmma.
MocmoanHomo Hapywenue 8 VIP u gonbaHUmMeAHomo gelicmBue Ha XpaHUMeAHU, AMPO2EHHU,

77



noBegeHuecku u gpyau pakmopu Ha cpegama noBuwaBam nogamauBocmma kbm cBbp3aHume ¢
Bb3pacmma 3aboaaBaHus.

B Hacmoswama Aekuua ce obcbxkga cbBpemeHHama KoHuenuua 3a PemaaHuUa NPouU3xog Ha
3aboaaBaHuama npu Bb3pacmHume, 3aegHo ¢ poaama Ha puckoBume akmopu, 3agbrbouaBawu
uHcyauHoBama pe3ucmeHmHocm, Koumo ca om cbuwecmBeHHO 3HaYeHuUe 3a NpoghuAakmuKama u
AedeHuemo Ha 6oaecmume, cBbp3aHu ¢ Bv3pacmma.

BZEM In Utero Programming of Chronic Disease

Katya Ananieva Todorova MD, PhD
High Risk Pregnancy Department, Specialized Hospital of Obstetrics and Gynecology,
Medical University Sofia

During the last two decades there are convincing evidence, refer to in utero origins of age-relat-
ed diseases such as obesity, diabetes mellitus, metabolic syndrome, arterial hypertension, coronary
heart disease, cancer, dementia and allergic diseases. Association between low birth weight due to
undernutrition in fetal life and increased susceptibility to age-related diseases is demonstrated in both
experimental and human clinical studies. First D.). Barker is stated hypothesis that fetal undernutrition
in middle to late gestation, leads to disproportionate fetal growth and programmes persisting changes
in blood pressure, insulin responses to glucose, cholesterol metabolism, blood coagulation and hor-
monal regulation. These in utero ,programmed” changes may be the origins of chronic cardio-circu-
latory and metabolic diseases in later life.

Although the precise mechanism of this biological memory remains unclear, the growing evi-
dences confirm, that insulin resistance (IR) beginning from pregnancy to adulthood is the primary
basic risk factor. The permanent impairment of IR after the impact of cumulative environment nutri-
tional, jatrogen and behavioral factors increased susceptibility to chronic age-related disease.

In the present lecture are discussed the current concept of fetal origins of adult diseases with the
associated role of IR inducing risk factors, which appears to be of critical importance for the preven-
tion and treatment of chronic age-related diseases.

Ii(¥ Hauaaen onum 6 npurazanemo Ha uzcaegBanu BRAF

/8

V600E mymauuu 6 6uoncuueH mamepuaA npu wumo-
6ugHu 6b3AU C HeoNpegeaeHa yUMoOAO2UA

H. Paiiko8', A. Kupo8, T. Togopo8’, A. TogopoBa>, K. Xpucmo3o6°, BuyeBa’

1T MBAA BapHa, BbmpewHo omgeaeHue, BapHa, 2 leHemuuHa Meguko-AuazHocmuyHa Aabopamopus
,renuka”, Copun, 3 MBAA ,CB8ema Mapuna” - KauHuka no EHgokpuHoao2us, BapHa, 4 MAO3C ,Map-
Ko MapkoB8“- OmgeaeHue No KAUHUYHA namoAo2us, BapHa

NMpegonepamuBHama guazHo3a Ha wumoBugHume Bb3Au ce ocHoBaBa Ha UUMOAO2UYHO U3-
caregBaHe Ha mamepuan, NOAYYeH upe3 mbHKou2AeHa buoncua. TouHocmma Ha memoga ce nogob-
paBa upe3 MmoAeKkyAapHO-2eHeMUYeEH aHaAu3 Ha uzcaegBaHume npobu (ocobeHo B cayuaume ¢ He-
onpegeAeHa uumoaAoz2us).



Llea: YcmaroBaBanemo Ha auncama Ha BRAF mymauuu 8 uumoaoz2uvueH mamepuaa ¢ Heonpe-
geAeHa guazHo3a no3BoaaBa koHcepBamuBHomo npocaegaBaHe Ha uzcaegBaHume Bb3Au.

Mamepuaau u memogu: 3a nepuog om 3 meceua (12. 20102 - 02. 20112) 6e npoBegeHo uzcaeg-
Bane 3a BRAF V60OE mymauuu 8 6uoncudeH mamepuaa npu 3 nauueHmku ¢ wumoBugHu 6b3au, €
HeonpegeAeHa (indeterminate) yumoaozuyHa guazHo3a. )KeHume 6axa Ha cpegHa Bb3pacm 60,7 20g.
C KAUHUYHU gua2HO3U: HOgo3Ha cCmpyma; moKCUYHa HOgo3Ha cmpyma U HOgo3Ha cmpyma npu mupe-
ougum Ha Xawumomo. Npu omcbecmBuemo Ha cycnekmHu KAuHUYHU U Y3 kpumepuu obcaegBaHu-
me Bb3AuU 6axa buoncupaHu 3a npeyu3upaHe Ha AedebHomo noBegeHue. YcmaroBeHama Heonpege-
A€Hama UumoAO2UYHa Kamez20pua HaAOXKU NPUAa2aHemOo Ha MOAEKYAAPHO-2eHemuyHo u3caegBaHe.

Pezyamamu: B u3zcaegBarume npobu He 6axa goka3zaHu mymauuu. To3u gpakm, npu Auncama
Ha CYCNeKmMHU KAUHUYHU U exoepadpcku Kpumepuu Ha u3zcaegBaHume B6b3Au, MUHUMU3Upa
npoueHma BepoamHocm 3a MaAu2HEHOCM, KOemo onpegeAau ommeHaHemo Ha onepamuBHomo
AeyeHue.

3akaroyeHue: Aoka3zBaHe Ha omcbcmBuemo Ha cneyuguUHU 32 hanuAapHUA KapUUHOM 2eHe-
MuYHU Mymauuu npu wumoBugHu Bb3AU ¢ HeONpegeAeHa uuMoAo2uYHa guazHo3a yBeauuaBa gu-
azHoCmMuyYyHama moyHocm Ha Th u pegyuupa 6poa Ha HEHY>KHUMe pe3eKkuuu.

B2[® An Initial Experience of the Use of BRAF V6000OE Muta-

tion Test in the Evaluation of Thyroid Nodules with
Indeterminate Cytology on FNA

N. Raikov ', A. Kirov? T. Todorov > A. Todorova? K. Hristozov?, S. Viceva*

1 Varna Hospital, Department of Internal Diseases, Varna town, 2 Genetic Diagnostic Laboratory ,Geni-
ca”, Sofia town , 3 ,Saint Marina” Hospital, Clinic of Endocrinology, Varna Town, 4 Medical Center ,Ven-

cor-Patanov”, Varna town

The preoperative diagnose of the thyroid nodules is based on the cytological evaluation of the
FNA smears. The accuracy of the method improves through the molecular-genetic assay of the sam-

ples (in cases with indeterminate cytology).

Aim: The statement of the lack of BRAF mutations in the cytological smears with indeterminate

diagnose allows the follow up of the evaluated nodules.

Materials and Methods: The test for BRAF V600E mutation was applied in 3 indeterminate cyto-
logical smears from thyroid nodules, gained through FNA. The period of time took 3
months/12.2010-02.2011/.The average age of 3 female patients was 60,7 years. Their clinical diag-
noses were: nodular goiter, toxic nodular goiter and nodular goiter with Hashimoto thyroidits. The
nodules had no suspicious clinical and ultrasound signs. The indeterminate cytological category of

the FNA samples required the application of molecular-genetic testing.

Results: No mutations were found in the evaluated smears. This fact, supported by the lack of
clinical ad suspicious ultrasound signs, made the probability for thyroid cancer very low, which can-

celed the surgical resection.

Conclusions: The statement of the lack of specific for the papillary thyroid carcinoma genetic
mutations in nodules with indeterminate cytological category increases the diagnostic accuracy of

FNA and reduces the number of useless resections.
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NifEH PROINSULIN u HeuHcyAuHo-3aBucum guabem

B. MaHoAo8, A. BezeHkoBa
CMAA , KanguaapoB8”; EHngokpuHoaozua ,MBAA AaekcaHgpoBcka”, Cocpun

[pouHcyauHbM e noaunenmug, cbcmoaw, ce om 86 aMUHOKUCEAUHU, KOUMO ce cuHme3upa
om B-kaemkume Ha AaHzepxaHcoBume ocmpoBu 6 naHkpeaca. CBbp3aH e ¢ C-nenmuga u ViHcyau-
Ha, koumo ce cekpemupam B ekBumorapHu koauvecmBa B opzaHuzma. HuBomo Ha NMpouHcyaux 6
cepyma moxke ga 6bge ompaxkeHue Ha pyHKuuama Ha B-kaemkume u nocaegcmBue om Hapywe-
Hama lNpouHcyauHoBa cekpeuun. Tol e npekypcop Ha VIHcyAuHa, Kolmo e 2aaBHuam XOpMoH, pe-
2yAupawy, 2AIOKO3HUA MemaboAUu3bMm.

Memogbm Ha u3caegBaHe e koauvecmBeH eH3uUMeH UMyHOaHaAu3. SIMkume ca HamoBapeHu ¢
MOHOKAOHAAHU cneyudpuyHu aHmumeaa cBbp3Bawu cneuuduyru enumonu (31,32 u 64,65) om
INMpouHcyauHoBama moaekyaa, ¢ koemo ce u3zbaeBa ,parwuBa” peakuua cnpamo HaauuHume C-
nenmug u MHcyaur 8 npobama.

B npogbaxeHue Ha 4 meceua uzcaegBaxme 30cem nauyueHma: 18 >keHu u 12 mbxxe; Bb3zpacm-
ma um 6e om 30 go 60 2oguHu. Om max 26 6axa ¢ HeuHcyAauHo-3aBucum guabem, ¢ Bucoku HuBa
Ha [MpouHcyauH. MepBuam nauueHm 6e guazHocmMuuupaH ¢ UHCYAUHOM. HopmaaHume cmoulHoc-
mu 3a nauueHmu 6e3 3amabcmaBane ca 1,28 - 3,84 pmol/l.

CepymHume HuBa Ha lNpouHcyauH npegocmaBam BaxkHa uHpopmauus 3a guazHo3lama Ha UH-
CYAUHOMUME U HeuHcyAauHo-3aBucumua guabem.

RESISTIN u uHcyauHoBa pe3ucmenmHocm

A. BeseHkoBa, B. MaHoro8
EHgokpuHoaozua ,MBAA AaekcaHgpoBcka’, CMAA ,KaHguaapoB”

CepymHume HuBa Ha Pesucmun ce noBuwaBam 6 cayyau npegu3BukaHu om guema uAu 2eHe-
muuHo 06ycaoBeHo 3amabecmabBanre. Te HamaaraBam 6 omzoBop Ha uHCYAUHO-CMUMyAUpaW,a mepa-
nua. PesucmuHbm e 602am Ha uucmeuH nenmug, omkpum 6v6 ,6b3naaumeaHa 30Ha mpu”, Hape-
yeH owe agunouumeH cneuuduyeH cekpemupaw, gpakmop (ADSF). Tol e komnoHeHmM Ha ,,npome-
uHoBama pamuaun” uzBecmua kamo Pe3ucmuHo-nogobHu moaekyau. HezoBomo meaao e npubau-
3umearo 12,5 kDa. HaG-wupoka uzBecmHocm uma ¢ Bpb3kama cu mexkgy 3amabcmaBaHemo u UuH-
cyauHoBama pe3ucmeHmHocm.

Memogbm Ha u3caegBaHe e koauvecmBeH eH3umMeH uMyHoaHaAu3. SIMKume ca HamoBapeHu ¢
MOHOKAOHaAAHU cneyuguyHu aHmumeaa 3a PesucmuH. 3a nepuog om 12 meceua u3zcaegBaxme 65
gywiu, om koumo 45 eHu, 20 mb>ke, Ha Bb3pacm om 30 go 60 2oguHu. 25 om max 6axa NOGAO-
»KeHU Ha uHmeH3uBHa guema, 40 6axa Ha mepanua cbc CYT1.

Npu nauueHmMume Ha mepanua cbc CYI1 ce HabAlogaBawe HamaraBaHe HuBama Ha Pesucmut. INpu
me3u, NOgAOXKEeHU Ha guema 6e KoHcmamupaH obpameH epekm - 3HavumerHo noBuwaBaHe Ha
cepymHua PezucmuH.

Pe3ucmuHbm noka3Ba nomeHuyuarHama Bpb3ka mexgy 3amabecmaBaHemo u peayaavuama Ha
2Atoko3Hama obmaHa. CepymHume HuBa ce noBuwaBam B8 cayyau npegu3zBukaHu om guema uAu
2eHemuyHO 06ycroBeHo 3amabemaBare. Te HamaraBam B omezoBop Ha UHCYAUHO-CMUMYAUpaWA
mepanus.
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LEPTIN u 3amAabcmaBane

A. BezeukoBa, B. ManoroB
EHgokpuHoaozua ,MBAA AaekcaHgpoBcka”, CMAA ,Kangunaapo8”

(DyHKyuoHaAHO AenmuHbm e Hal-gobpe uzBecmeH ¢ peayrayuama Ha anemuma u u3pa3xog-
BaHemo Ha eHepauama. Tol ce omgeAa om macmHume kKaemku (agunouumu) 68 koaudecmBo, om-
2oBapawo Ha karopulHuam npuem. HapacmBanemo Ha agunouumume e npu3Hak 3a gocmambueH
BHOC Ha Karopuu; AenmuHbM Kamo Cynpecop Ha anemuma cuz2HaAu3upa Ha XunomaaamycHume
30HU, aH2aXKUpaHu ¢ memaboAumHama oomaHa.

AenmuHbm e nenmugeH XOPMOH C MOAeKYAHO mezao 16 kDa, uepaew, katouoBa poaa 68 eHep-
euliHama peayaauusn, BkatouumeAHo anemuma u memaboau3ma. Tol € omKpum npu onum 3a ugex-
muduuupaHe Ha 2eHemuyHama npuduHa (Mmymauua) Bogewa go 3amabcmaBaHe.

HapeueHn e ,Aenmun” (om 2pbuxu ,leptos”, caab) nopagu cnocobHocmma cu ga pegyuupa macms-
Hume gena. Noumu BuHazu ce Hapuya u ,OB” 2eH; 2eHbmM ,,0bese”, Ha 3amAabcmaBaHemo.

Memogbm Ha u3caegBare e koauvecmBeH eH3umMeH umyHoaHaAu3. IMkume ca HamoBapeHu ¢
MOHOKAOHaAHU cneuuduyHU aHmumeaa 3a AenmuH.

3a nepuog om 1 2oguHa u3caegBaxme 40 gywu, Koumo 6axa nogaoXkeHu Ha uHmeH3uBHa gu-
ema, om koumo 32 >eHu, 18 mb>ke, Ha Bb3pacm 30-60 20guHuU.

Caeg 6 go 9 meceua npu 35ma 6e KoHCmamupaHo 3Ha4umeAHo noHuxkaBaHe Ha cepymHua Aen-
muH, cbnpoBogeHo ycnopegHo ¢ HamaaaBaHe Ha bodymass uHgekca.

YcmanoBeHa e Bpb3ka mexkgy HuBama Ha AenmuH u ma3zHuHuU 8 yoBewkua op2aHu3bM, Kamo
npu 2AaagyBaHe UAU Npuem Ha HUCKOKaAopuyHa xpaHa HuBama my ce noHuxkaBam.

IR Cungpomoum Ha Silver-Russell - mogea Ha 3a60aa8ane,
gbAKaAUWO CEe Ha enu2eHemu4HU mogudukayuu

AaHuea UauebB
CneuuaauzupaHa boaHuua 3a AkmuBHo AeueHue no Aemcku borecmu

CuHgpombm Ha Silver-Russell (SRS) ce cpewa cnopaguuHo. Kacae ce 3a nauueHmu, Koumo
npegcmaBaaBam xemepozeHHa B KAUHUYEH U 2eHemuyeH acnekm 2pyna. KAuHuuHama guazHo3a
ce nocmaBa Ha 6a3ama Ha pa3zAuvHa KombuHauua om caegHume Kpumepuu: BbmpeympobHo
u3zocmaBaHe B pacmexka, HUCBLK PbCm C AuNca Ha ,catch-up” pacmex, He3agoBoAaumeaHo Hagga-
BaHe Ha me2A0, MpubebAEH (hayuec, OMHOCUMEAHA Makpouedaaun, meAecHa acuMempus, Kakmo
U HAKOU NO-HEe3HAYUMEAHU 3a guazHo3ama Cmu2Mu Kamo Hanpumep KAUHOgaKmuAua Ha nemu
NpbCM Ha pbkama.

C mepmuHume ,enu2eHemuka” u ,enumymauua”’ ce onucBam mogudpukayuu 6 xpomamuHa, Ko-
umo He 3acazam nocaegoBameaHocmma Ha 6a3ume 68 AHK, Ho Bogam go npomeHu B8 2eHHama ex-
cnpecun. EnuzeHemuyHume npomeHu ca BaxkHu 3a mHoxecmBo uzuoro2uyHU npouecu - pa3Bu-
mue, KAembuHa gugpepeHuuauus, uHakmuBupare Ha X-xpomo3zomama. Te uepaam katouyoBa poas u 6
peguua NAMoOAO2UYHU NPOUECU, Cpeg KOUMO €a KaHuepoz2eHe3a, CUHgPOM Ha XPOHUYHA Ymopa,
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NCUXUYHU OMKAOHeHua. OnucaHume go MOMeHMa enuz2eHemuyHu npomeHu BkaouBam: a) memu-
AUpaHe Ha guHykAeomugHume uumo3uHoBu ocmambuu Ha AHK 8 o6Aacmma Ha 2eHHUmMe NPomo-
mopu; 6) xucmoHoBu Mmoguukauuu Kamo MemuaAupaHe uau auemuaupaHe 6 N-mepmuHana; 8) Ha-
AUYUE Ha M. Hap. ,MaAku peayramopHu PHK moaekyau”.

[NMoHacmoawem enuzeHemuyHU gepekmu mo2am ga 6bgam omkpumu npu NPUBAU3ZUMEAHO
50% om geuama cbc SRS. [Npu okoro 10% om 3acezHamume ce omkpuBa maluuHa egHOpOguMeA-
CKa gu3omua Ha cegma Xpomo3oma, a npu 40% om nayueHmume - enumymauua Ha bawuHa egu-
Hagecema xpomo3oma. CuHgpombm Ha Silver-Russell moxke ga ce cuuma 3a mogea Ha 3aboaaBate,
gbAXKaAWO Ce Ha enu2eHemuyYyHU MoguuKauuu.

N2Z8 Silver-Russell Syndrome - a Model of a Disease Due

to Epigenetic Modifications

Daniel lliev
University Children’s Hospital, Sofia

Abstract Silver-Russell syndrome (SRS) is a clinically and genetically heterogeneous disorder
which is sporadic. The diagnosis is predominantly clinical and is based on the variable combination of
the following characteristics: intrauterine growth retardation, short stature with absent catch-up
growth, unsatisfactory weight, relative macrocephaly, triangular face, and body asymmetry, as well as
some minor anomalies, including clinodactyly V.

The terms ,epigenetics” and ,,epimutation” are used to describe chromatine modifications which do
not affect the primary structure of DNA but alter gene expression. Epigenetic changes are important for
plenty of physiological processes - development, cell differentiation, X-chromosome inactivation. They
play an important role in a lot of pathological processes, i.e. cancer development, chronic fatigue syn-
drome, psychic disorders. Epigenetic modifications described so far comprise: a) methylation of cytosine
dinucleotides of DNA in the region of gene promotors; b) histone modifications such as methylation or
acetylation within the N-terminal; c) presence of the so called ,small interfering RNAs”.

Nowadays, epigenetic defects can be found in approximately 50% of the SRS children. 10% of
the patients bear a maternal uniparental disomy of chromosome 7 (UPD (7)mat). In addition, up to
40% of the SRS patients have an epimutation at the paternal chromosome 11. SRS can be considered
as a model of a disease due to epigenetic modifications.

Acouuauua Ha mun 1 3axapeH guabem c gpyau
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abmoumyHHu 3a60Aa6aHun

KoHcmaumunoBa M.
KauHuka no EHgokpuHoao2us, guabem u 2eHemuka, MeguuuHcku YHuBepcumem - Codpua

B npezeHmauuama ce ob6cbykgam obuume namozeHemuyYHU MEXaHU3MU, Npegpa3znoAazawu Kbm
aBmoumyteH npougec. IMNMpabu ce aHaau3z Ha nybaukyBaHume gaHHu 3a acouuauua Ha mun 1 guabem
¢ aBmoumyHHa mupeougHa 6oaecm u uyeAuakusa, Koumo ca Hal-yecmu. Haauue e Bv3pacmoBo-3aBu-
cuma u3aBa Ha aBmoumyHHUA Npouec, 3acazaw, pa3AudHUMe mapzemu Ha aBmoumyHumem.

Hawu pe3yamamu 3a acouuauua Ha mun 1 guabem ¢ mupeougHo aBmoumyHHo 3aboraBaHe



noka3zBam cxogHa yecmoma ¢ nybaukyBaHu gaHHu - 8,5% 06w 3a gBama noaa, 6,7% Npu MbXx-
KU NOoA U 9,8% npu >XeHcKU noA. [1pu no-2oaamama yacm om nauyueHmume ¢ guabem HapyweHus-
ma 6 mupeougHama ¢yHkyua ca ycmaHoBeHu Ype3 CKpUuHUH2.

Acouuauua Ha mun 1 3A U ueAuakua NpU HawW KOHMuUH2eHM nauvueHmu e Haauue 6 3,32%, Ka-
mo ckpuHuH2080omo u3caegBaHe Ha MbkaHHa MpaHczAymamuHasza e Bogewo 3a guazHo3ama. AaH-
HUMEe om Aumepamypama 3a no-pegku acouyuauuu om aBmoumyHHu 3aboaaBaHua, kKamo guabem-
Ha 2acmponamusa, aBmoumyHeH agpeHaaum, Xunogu3ium Harazam ga ce npoBexkga HacoueH CKpu-
HuHe 3a cBoeBpemeHHa guazHo3a Ha ymexkHaBawume npozHo3ama U HaAazawu npomaHa B Aeuve-
HUemo Ha 3axapHua guabem acouuupaHu aBmoumyHHu 3aboaaBaHus.

KAuHuuyeH cayuau Ha IPEX cuHgpom

'Ca6Bo8a. P., ’Ellard. S., * Hattersley. A., '"ApwunkoBa. M., 'AHagoAuticka. A.,
"AemupeB. A., 'KonpuBapo6a. K., ' KoncmaumunoBa. M., 'lMonoBa. I.

1 Kamegpa lNeguampus, MY - Cocpusn

2 Department of Molecular Genetics Royal Devon&Exeter NHS Hospital

Momue Ha 2 20g. 3 meceua, pogeHo om nbpBa, HOPMAAHO NpomekAa BpemeHHOCM C Mme2A0
3420 2p. MamuaHa obpemeHeHocm: gBama Gpama Ha malikama novuHaAu go 3 2oguwHa Bb3pacm
¢ peuyuguBupawu uHgeKyuu, XpoHU4YHa guapusa u epumpogepmus. [pu eguHua ca ycmaHoBeHu
noBuweHu umyHo2A00yAuHU om KAaac E u e nocmaBeHa guazHo3a cuHgpom Ha Job. Ha egHomeceu-
Ha Bb3pacm gememo e aekyBaHo 3a cencuc, nHeBmoHua, epumpogepmun. YcmaHoBeH e umyHeH
gecpuuum u noBuweHu umyHo2robyauHu E 855 IU/ml. B kbpmavecka Bb3pacm e xocnumaausu-
paHO MHO20KpamHo 3a nHeBmoHuu, Xunompodua, eK3emamo3eH gepmamum, AumdgageHomeza-
Auf, MeHuHeum. Ha 6 mec. Bb3pacm ca ycmaHoBeHu xugpoHedpo3a u maapomauyua Ha AaB 6b6-
pek, eozuHoguaua go 13% u HuBo Ha umyHoz2aobyauHu E Hag 4000 1U/I (Hopma go 10). Ha 6b3-
pacm 1 20g. 6 meceua cmapmupa mun 1 3axapeH guabem C NOAOXKUMEAHU UMUHOAO2UYHU Map-
kepu (aHmu- GAD65 u IA) u Hucok Cp. INpu xocnumaausayuama gememo umawe XxapakmepHu 2py-
6u yepmu Ha Auuemo, cmaBeH cBpbxdaekcuburumem, xunompodus, ek3emamo3HU NPOMEHU NO
Ko>Kama, CmygeHu NogKoXkKHU abcuecu u HazHouA abcuec Ha 6egpomo, AekyBaH xupypaudHo.

Caeg 2 2oguwHa Bb3pacm Bogewu KAUHUYHU NpoBAEMU cmaHaxa XpoHuuHa, HeoBaagaBawa
ce guapua u mexkka maaHympuyua. CbCcmoaHuemo ce YCAOXHU ¢ NHeBMOHUA U meykka guxamea-
Ha HegocmambuyHocm, goBeaa go AemaneH u3zxog Ha Bb3pacm 2 20g. 3 mec.

lFeHemuuHomo u3zcaegBaHe ugeHmudpuuupa mymauua 8 ekzoH 10 Ha FOXP3 2eHa c.1010G
_>A p. (Arg337GIn), nomBbprkgaBawa IPEX cuHgpom. B xemepo3uzomHo cbcmoaHue mymauus-
ma 6ewe nomBbpgeHa npu malikama, Koamo ce nogAaoxKu B8 BbAzapua Ha npeHamaAHa guazHo3a
npu caegBawama cu bpemeHHOCM.
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CKpuHUHZ 3a ueAuakua npu geua ¢ nbp6Bu mun

jaxapeH guabem

'E. [MTanmeaeeBa, 'Xp. Xeaeb, 'I1. Ine6Ba, > K. KonpuBapoBa, *P. Cabo8a,

M. KoncmaumuwnoBa, ‘1. AAmwvukoBa, °T. boyeBa
CBAAADB - 1 K-ka no 2zacmpoeHmepoaozug, 2 K-ka no guabem; 3 MBAA ,C8. MBan Puacku”

BwvBegerue: Lleauakuama (L) e umyHHO-meguupaHa eHmeponamua ¢ omkAlouBaw, dpakmop
2AyMmeH-CbgbpKawume XpaHu Npu 2eHeMUYHO npegpa3znoAokeHu uHguBugu. Ll. e egHo om Hal-
yecmume XpoHu4Hu 3aboaaBanua B8 cBema. 3HauumeAHa yacm om nauueHmumMe ce guazHoCMuUUU-
pam nopagu HaAuvue Ha CbMHUMEAHU 3a 3aboaaBaHemo KAUHUYHU npoaBu uAu nopagu npuHag-
AeKHocm Kbm Bucoko puckoBume 2pynu.

Llea: ga uzBbpwum ckpuHuHe 3a L. cpeg geyama ¢ nbpBu mun 3axapeH guabem (3Al), ga on-
pegeAaum vyecmomama Ha 3aboaaBaHemo u oueHum egpekma Ha Ge3zaaymeHoBama guema (BlrA)
Bvpxy KoHMpoaa Ha ocHoBHomo 3aboaaBane. CkpuHuH2bM e npoBexkgaH Kakmo No nokazaHus,
maka u cpeg Bcuuku geua Ha KAUHUKama no guabem, noHe 1 2oguHa caeg uzaBama Ha guabema.

U3cregBanu auya: ckpuHupaxme 290 geua cbe 3Al nocpegcmBom ueAauakuyHUMeE aHMuMeAa.
MokazaHue 3a uzBvpwbBaHe Ha mbHKoupeBHa buoncua (Th) 6e omkpuBaHemo Ha NoAO>KUMEAHU
eHgomu3zuymHu aHmumeaa (EMA).

Pezyamamu: npu geuama cbc 3Al omkpuxme 15 ¢ noroxkumearu EMA, npu 14 om max u3zBop-
wuxme Tb, koamo nomBbpgu guazHo3zama. Aecem meceua caeg BkatouBaHe Ha BIA umyHoAro2uy-
HUmMe mapkepu ce HeeamuBupaxa npu 13 geua, KAUHUYHaAMa cumnmomamuka npembpna 06pamHo
pazBumue, nogobpu ce u 2aukemuyHuaM KoHMpoA. ABe geua ocmaHaxa mpadHO NOAOXKUMEAHO 3a
EMA, auncBam onaakBaHus, Ho HBA, . ce 3agbp>ka 11-13%.

3akaroyenue: Hecmomama Ha L. cpeg geuama cwe 3Al e 4,83% (95% Cl:2,36% - 7,3%). Tuxo-
MO U amunu4yHO NpomuYaHe Ha ueAuakuama 6 ma3u puckoBa 2pyna Haaaza CKpUHUH2 C noMow,Mma
Ha UMUHOAO2UYHUME MapKepu.

Screening for Celiac Disease in IDDM Children

84

'E. Panteleeva, 'Ch. Zhelev, 'P. Yaneva, 'M. Bayceva, ’K. Koprivarova, *R. Savova,

’M. Konstantinova, °I.Altankova, °T. Boceva
University Pediatric Hospital, Sofia, 1Clinic of Pediatric Gastroenterolgy, 2 Diabetes Clinic,
3University Hospital ,St.I.Rilski”

Introduction: Celiac disease (CD) is an immunomediated enteropathy with a strong genetic back-
ground. The trigger is gluten-containing food. CD is one of the most common chronic diseases world-
wide. Most of the patients are diagnosed due to the high clinical suspicion or as a result of an active
case-finding policy in certain risk groups.

Aim: To screen pediatric IDDM patients for estimating prevalence of CD and the effect of gluten-
free diet (GFD) on the control of diabetes. We screened the symptomatic patients as well as all the
IDDM children at least 1 year after the onset of the disease.

Patients: 290 IDDM children were screened by means of celiac antibodies. Small intestinal biop-
sy (SIB) was performed in EMA positive patients.



Results: 15/290 IDDM patients were found EMA positive, SIB was performed in 14 of them, the
diagnosis of CD was confirmed. Ten months after starting GFD 13 children were EMA negative, they
were free of symptoms, they had much better control of HbA;.. Two patients remained EMA posi-
tive, they were non-compliant with the diet, they had no complaints but diabetes was poorly con-
trolled (HbA{. - 11-13%).

In conclusion: The prevalence of CD among IDDM patients is 4,83% (95% Cl:2,36 - 7,3%).
IDDM patients need a regular screening with celiac antibodies because CD is silent and atypical in
this risk group.

FEY Cayuau Ha cungpom Ha HENNEKAM ¢ nepudpepHa
mupeougHa pe3ucmeHmHoCcm

M. baiyeBa’, E. [TanmeareeBa’, Xp. XKenreB', E. CmeghaHoBa’
CBAAAB-EAA, MY, Cocoua - 1T KAuHUKA NO 2acmpoeHmepoAo2us,
2 KAUHUKa no eHgokpuHoAo2u§, guabem u 2eHemuka

CuHgpombm Ha Hennekam e pagko aBmo3zomto-peuecuBHo 3aboraBaHe, koemo ce xapakme-
pu3upa c¢ upeBHa AumcpaHauekmaszua, Mexbvk Aumegem Ha KpalHuuyume u 2eHUMaAuume, AuUe-
Bu aHomaauu, ymcmBeHo uzocmaBare. OnucaHu ca cAayyau u Ha cbnbmemBaw, Xxunomupeougu-
3bm. [eHepaauszupaHama AumgamuuHa gucnAa3us, XxapakmepHa 3a CUHgPOMA, 3acfea NpPegumHo
kpatHuuyume u vepBama, Ho moxke ga ce u3aBu u 6 gpyau opzaHu - naeBpa, nepukapg, wumoBug-
Ha »Ae3a, 6bbpeuu. 3aboaaBanemo ce cBbp3zBa ¢ mymauuu 6 2eHa 3a CCBET, 18g21.32.

MpegcmabBame cayual Ha 4 20gUWIHO MOMUYE C aHaMHe3a 3a XPOHUYEH guapueH CUHgPOM Om
paHHa Kbpmavecka Bb3pacm, nepuopbumasHu u N0 goAHU KpalHUUU OMOUU, Yecmu UHMPEKUUU Ha
guxameAHama cucmema. Du3zukarHo ce ycmaHoBaBa gusmopgpudeH ayuec, cyxa koxka, omoveH
CcuHgpom; HopmaaHo ymcmBero pazBumue. Om u3caegBaHuama: xunonpomeuHemua ¢ Xunoaaby-
muHemus, Hucku IgG, Aeko noBuwieHu mpaHcamuHazu u xorecmepoa, 3a2yba Ha GeaAmbk om cmo-
MawHo-ypeBHua mpakm, obekmuBu3upara ¢ Bucoku cmoldHocmu Ha pekareH aagpa-1 aHmumpun-
CUH, eHJOCKONCKU U XUCMOAO2UYHU gaHHU 3a upeBHa aumpaHauekmazua. KoHcmeaayuama Ha u3-
caegBaHume wumoBugHu xopmoHu e 8 noA3a Ha nepudpepHa mupeougHa peucmeHmuocm - TSH
14,05 mU/I (0,4-5), fT4 16,7 umol/l (8,8-22,8), TAT u MAT 8 pecdepeHmHu 2paHuuu. Exoepacpuama
Ha wumoBugHa xaAe3a ycmaHoBaBa npomeHu, xapakmepHu 3a mupeougum. 3anovyHamo e Aede-
HUe ¢ A-mUpOKCUH C goObp KAUHUYEH edpekm.

Mpu npocaegaBaHe, Ha (hoHa HA guemuUHO xpaHeHe, 0602ameHo ¢ GeambuuHu u cpegHo-Be-
PUXKHU MaCMmHU KUCEAUHU (C 02Aeg Ha npomeuH-2ybewama enmeponamus) u agekBamHo 3amec-
MUMeAHO AeveHue ¢ A-mupoKCuH, gememo noka3Ba 3HauumeAHo nogobpeHo uzuyecko pa3Bu-
mue, He ce HabAlogaBa guapua u omoYeH CUHgPOM, HOpMaAu3upaHe Ha GuoXuMUYHUME U XOPMO-
HaAHU NoKa3ameadu.

Karo4yo6u gymu: cungpom Ha Hennekam, upeBHa aumcpaHauekmaszus, nepugepHa mupeougHa
pe3ucmeHmMHocm
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A Case with Hennekam Syndrome with Peripheral

Resistance to Thyroid Hormone
M. Baycheva’, E. Panteleeva’, Ch. Zhelev', E. Stefanova*

University Pediatric Hospital, Medical University, Sofia, 1 Clinic of Gastroenterology,
2 Clinic of Endocrinology, Diabetes and Clinical Genetics

The Hennekam syndrome is a rare autosomal recessive disease which presents with intestinal
lymphangiectasia, severe lymphedema of the limbs and genitalia, facial anomalies, mental retarda-
tion. Cases with concomitant hypothyroidism were reported. The generalized lymphatic dysplasia
that characterizes this syndrome predominantly affects the limbs and bowel, but can also manifests
in the other organs - pleura, pericardium, thyroid, kidneys. The disease is associated with mutations
in CCBET gene, 18g21.32.

We present a case of 4-year-old female with a history of chronic diarrhea from early infancy, peri-
orbital edema and lymphedema of the limbs, respiratory tract infections. On physical examination she
presents with facial anomalies, dry skin, generalized edema, and normal mental development. Labo-
ratory investigations show hypoproteinemia, hypoalbuminemia, low IgG levels, slightly elevated
transaminases and cholesterol, abnormal protein loss in the GI tract documented by high levels of
fecal alpha-1 antitripsin, endoscopic and histology findings consistent with lymphangiectasia. The thy-
roid hormones studies suggest peripheral resistance to thyroid hormone - TSH 14,05 mU/I (0,4-5),
fT4 16,7 umol/I (8,8-22,8), normal levels of thyroid antibodies. The ultrasound reveals changes char-
acteristic for thyroiditis. Treatment with L-Thyroxin is started with good clinical results.

The high protein and medium-chain triglyceride rich diet (because of protein-losing enteropathy)
and the optimal hormonal replacement therapy with L-Thyroxin lead to considerable physical
improvement, without episodes of diarrhea and edema, normalization of biochemical and hormonal
results.

Key words: Hennekam syndrome, intestinal lymphangiectasia, thyroid hormone resistance

IiEEN Xunoguncua - xunepHampuemua CUHGPOM C
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6mopuueH xunepargocmepoHUCLM Npu geme C
guczeHe3ua Ha Corpus Callosum

IMonoBa I, Aurno6a M., KengepoBa B., [lempoBa K.

Aemcka KauHuka, boaHuua Tokyga, Cocpun

Xunoguncua - xunepHampuemua cuHgpom e cBbp3aH ¢ HapyweHue B xunomaramuyHama oc-
MopeuenmopHa peayaauun Ha »kaxkgama. MuHepaAKOpmMuUKOUgHUAM U3AUWDBK € MHO20 pagbk B
gemcka Bb3pacm ¢ uzkaloueHue Ha BmopuyHua XunepargocmepoHU3bM NPU hauueHMU CbC Cbp-
geuvHu u 6vbpeuHu 3aboaaBaHun, KAKMO U NpU XpoHUYeH obemeH gedpuuum.

MpegcmaBame momuue Ha 1 20g 3 mec Bb3pacm ¢ uzocmaBaxe 6 HIP, xochumaau3zupaHo 6
KAUHUKama no noBog enu3og Ha cybpedbpuaumem u xunomoHua. AabopamopHume u3zcregBaHua
omxBbpAauxa UH(pekyuo3Ha 2eHe3a Ha cbecmoaHuemo. YcmaHoBu ce xunepHampuemua - 163-158
mmol/l, HopmaaHu HuBa Ha kaauu - 3,9-4,2 mmol/l, xuneparngocmepoHuzbm - 1153 pmol/l /H. 55-



470/, xuneppeHuHemusa - 31,6 ng/ml/h /H.0,3 - 3,5/. AuthbepeHuuaHo-guazHocmuyHumMe u3caegBa-
HUA HacoYuxa Kbm Xunoguncua kamo Hal-8epoamHa npuduHa 3a nocoveHama KoHcmeaauus. B noa-
3a Ha moBa 6ewe ycmaHoBeHama B xoga Ha guHamuyHOMoO npocAaegaBaHe 3aBucumocm Ha Ham-
puemuama om akmuBHa nepopaaHa xugpamauua. YcmaroBu ce u 3aBucumocm Ha gobpua eaekm-
pOAUMEH KOHMPOA oM AeveHue cbC CNUPOHOAAKMOH, KAKMO U hepcucmupaHe Ha Xunepaagocme-
POHU3BbM U XuneppeHuHemus, He3aBucumo om nocmuzHama HopmoHampuemua npu npoBexxgaHo-
mo AeuveHue. C oeaeg Ha moBa ce npoBege CAT Ha kopem, koamo He ycmaHoBu uzmouHuk Ha aB-
MOHOMHA NPOgYKUUA Ha PEHUH UAU argocmepoH. MpegBug uzocmaBanemo 6 HIP u xunoguncu-
ama ce npoBege MRI Ha LIHC, npu koamo ce Bu3yaausupa guceeHe3ua Ha corpus callosum. Tazu
CMpYKmMypHa aHOMaAUA MOXe ga Ce Cbyemae C XUnomaAamuyHo HapyweHue B8 peayrayuama Ha
»Kakgama. IMpu gememo ce ycmaHoBu eguHcmBeH ueHmMpaaeH makcuAapeH UHUU30p, Koemo 3a-
egHO ¢ guczeHe3uama Ha corpus csllosum, Hacouu KbM MbpCceHe Ha UHKOMNAEMHA (POPMa Ha Cb-
omBemHua cuHgpom. Bb3morxxHocmma 3a nocmuzaHe Ha noAoxkumeaeH Bogen 6araHc Gewe goc-
mambyeH 3a NoggbpykaHe Ha HOpMaAHU HuBa Ha Hampud, aAgOCMEPOH U peHUH 6e3 AeveHue CbC
Spironolactone, kamo ce omueme nogobpeHue 6 pazBumuemo Ha gememo.

Moggbp>kaHemo Ha HopmaAHu HuBa Ha Hampul e BaxkHO 3a npogpuAraKmMuKa Ha YCAOXKHeHUA-
ma Ha XunepHampuemuama kamo KoHByacuu, mo3bueH KpbBou3auB, pabgomuoau3a, ocmpa 6b6-
peyHa HegocmMamwbyHOCM.

Hypodipsia - Hypernatremia Syndrome with Secondary
Hyperaldosteronism in a Child with Dysgenesis
of Corpus Callosum

Popova G, Lilova M, Kenderova V., Petrova K
Paediatric Department, Hospital Tokuda, Sofia, Bulgaria

Hypodipsia- hypernatremia syndrome is connected with hypothalamic osmoreceptor dysregula-
tion of thirst. Mineralcorticoid excess is very rare in childhood, with the exception of the secondary
hyperaldosteronism in patients with cardiac and renal diseases and chronic volume depletion.

A 1 yr 3 mo old girl with neurologic and psychologic developmental delay presented with sub-
febrile temperature and muscle hypotonia. The laboratory tests excluded infectious genesis of the
condition and established elevation of sodium level - 163-158 mmol/Il, normal potassium level - 3,9-
4,2 mmol/l, hyperaldosteronism - 1153 pmol/Il (r 55-470) and elevated renin level - 31,6 ng/ml/h
(r 0,3-3,5). The differential diagnostic investigations directed to hypodipsia as the most probable
cause. Active oral rehydration together with Spironolactone treatment restored the electrolyte status,
but with still elevated aldosterone and renin level. Abdominal CT did not found source of
autonomous production of renin or aldosterone. Cerebral MRI visualized dysgenesis of corpus cal-
losum, a structural defect which can be associated with thirst regulation disturbance. The child was
found to have a single central maxillary incisor, which together with the dysgenesis of corpus callo-
sum directed to an incomplete form of the corresponding syndrome. The ability to achieve positive
water balance was enough to maintain normal sodium, aldosterone and renin levels without Spirono-
lactone treatment, which led to improvement in the development of the child.

Keeping normal sodium levels is important to prevent complications of hypernatremia like con-
vulsions, cerebral haemorrhage, rhabdomyolysis, acute renal failure.
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BAuaHue Ha cneyuuUYHU eHgOKPUHHU pakmopu
6bpxy buorocuuHama Bv3zpacm

88

Kpacumup BuzeB
Maxkyamem ObwecmBeHo 3gpabe, Kamegpa MNMpeBanmuBra Meguuuna, MY - Codpusn

[Mpe3 nocaegHume 20guHU KoHugnuuama obacHaBawga Bv3HukBaHemo Ha HOBu npucnocobu-
meAHU mexaHu3mu B8 xoga Ha cmapeeHemo Ha opzaHuzmume Bce noBeve ce ymBoprkgaBa. Hepab-
HoMepHUme npomeHu B pezyrauuama Ha pazaudHu HuBa om >kuzHeHoCcmma Ha opeaHu3ma B ycao-
Buama Ha nbpBuyHO O2paHuUYeHa 2eHemuYHa gemepmuHupaHocm, npuBaeue mHO20 uzcaegoBame-
Au. ToBa npegumHO ce omHaca 3a NpucNOCobuMeAHUME MexaHu3Mu /Npu PU3UOAO2UYHUME U KAU-
HUYHU HabAlogeHun/, koumo ocobeHo apko ce uzaBaBam npu eHgokpuHHama cucmema Ha YoBeka.

OnpegeasHemo Ha (PYHKULUOHAAHOMO CbCMOAHUE Ha op2aHu3ma u cobcmBeHo Ha HezoBume
cucmemu, Ha memaboAu3ma Ha mbkaHume e cBbp3aHo ¢ onpegeaaHemo Ha m. Hap. buoaozuuHa
Bb3pacm! lNMocaegHama moxke ga npegcmaBu obekmuBHa oueHka 3a Bb3pacmoBomo pazBumue
u cbcmoaHue Ha yoBeka u eBeHmyaaHo ga npo2HO3Upa NPogbAKUMeAHOCMMA Ha >xuBoma. B oH-
mozeHe3ama, (ocobeHo B HelHume KbCcHU emanu) B8 mexaHu3ma Ha PopMUpPAHEMO Ha 3awUMHU-
me peakyuu Ha Op2aHU3Ma, MHO20 20AAMO 3HAYeHUe uma (hu3zuoA02UYHaAMa cucmema Xunomaaa-
Myc-xunocu3za-Hagbwvopek, 8 koamo »kuzHeHo BaxkHa poaa uepae HagbbbpeuHama kopa. Npu Hed-
Homo BHumameaHo uzyuyaBare c HanpegBaHemo Ha Bb3pacmma B /oHmozeHemuyeH acnekm / ce
uzacHaBam Bb3pacmoBume ocobeHoCcMu Ha peakuyuume Ha op2aHu3ma NPU NOCMOAHHO U3MeHs-
WU ce >KuzHeHu cumyauuu. HepaBHomepHume npomeHu 8 peayrauuama u agekBamHama aganma-
uua Ha ope2aHu3ma, onpegeaam 3anazBaHemo Ha xomeocmazama Ha cmapeewua op2aHuzbm, 6 yc-
AoBua Ha noHUXKeHa HageXkHocm.

ToBa onpegeaa cmapeeHemo Kamo MHO2002HUWEH npouec, B KoUmo eHgoKpUHUYMbM 3aema
egHO om ueHmpaAaHume mecma. baazogapeHue Ha mexaHu3mume Ha HeBpoxymoparHama peayaa-
uua ca ce ycwvBobpweHcmBaau u npouecume Ha aHmucmapeeHe, ybeauvaBalku BugoBama npo-
gbAKUMeAHoCm Ha >xuBoma. Bb3zpacmoBume uzmeHeHua Ha HeBpoxymopaaHama peaysauvua ca
Bogew, mexaHu3bM Ha cmapeeHemo Ha Bcuuku HUBa 6 opzaHu3ma, Kbgemo 2AIKOKOpmMuKougume
u guzmpecbm umam onpegeaeHa, Bogewa poaa 8 gezeHepamuBHumMe npouecu.

MpegcmaBam ce o6ekmuBHu, Bucoko3HauUMU EHgOKPUHHU hakmopu 3a onpegeAaaHe Ha buo-
Ao2uvHama Bb3pacm Ha voBeka.




A3BYYHUK:

. PegpemoB C. - 20 cmp.
. Anoe A. - 54 cmp.
. AAmbHkoBa . - 84 cmp.

. AHaHueB tO. - 30 cmp.
. AHzeenroBa M. - 43 cmp.
7. ApwuHkoBa M. - 83 cmp.

U1 kW N =

8. AmaHacoBa . - 57, 70 cmp.

9. AcaaroBa. H. - 28 cmp.
10. batueBa M. - 85 cmp.
11. bopucoBa A-M. - 22, 23,

28, 29, 36, 38, 40, 42, 43 cmp.

12.
13.
14.
15.

boueB I'l. - 31, 84 cmp.
boueBa T. - 31, 84 cmp.
boueBa 4. - 31 cmp.
boagxkueBa M. - 69, 70
cmp.

16. boaHoB M. - 40, 41, 42 cmp.

17. BezenkoBa A. - 73, 80,

81 cmp.

18. BeakoBa A. - 53 cmp.
19. BugunoB K. - 33, 45 cmp.
20. BuzeB K. - 88 cmp.

21.
22.

BuueBa - 78 cmp.
BraxoB W. - 42, 43, 44
cmp.

23. BykoB. M. - 28 cmp.
24.
25.
26.

27.

laneBa C. - 53 cmp.
laHueB I. - 33, 45 cmp.

. AHagoauucka A. - 83 cmp.

laBpauroBa M. - 42 cmp.

FapueBa M. - 44, 45 cmp.

28.
29.
30.
31

32.
33.

lepeHoBa X. - 30 cmp.
MbAabboBa M. - 30 cmp.
AemupeB K. - 83 cmp.

. AumumpoBa B. - 70, 71

cmp.
Ellard S. - 83 cmp.
EHueB E. - 55 cmp.

34

35.
36.
37.
38.
39.
40.
41.
42.
43.
44.
45.
46.
47.
48.

49.
50.
51.
52.
53.

54.
55.
56.

. 3axapueBa C. - 70, 71 cmp.

3ramanoBa E. - 69 cmp.
3rameBa A. - 73 cmp.
XKeneB BA. - 73 cmp.
KeneB Xp. - 84, 85 cmp.
MBarnoBa K. - 30 cmp.
MNBanoBa P. b. - 43 cmp.
MBaHoBa P. - 43 cmp.
AaHuen V. - 81 cmp.
Mowan E. - 30 cmp.
KareB A. - 76 cmp.
KamenoBa 3. - 73 cmp.
KamenoBa 1. - 52 cmp.
KamenoB 3. - 60 cmp.
KapamogopoBa I'l. - 69
cmp.

KegukoBa C. - 70, 71 cmp.
KeHgepoBa B. - 86 cmp.
KupuroB T. - 52 cmp.
KupoB A. - 78 cmp.
KoBaueBa P. - 29, 43, 44
cmp.

KoaapoB 3 - 48 cmp.
KoeB A. - 66 cmp.
KoHcmanmuHoBa M. -

82, 83, 84 cmp.

57.
58.

59.
60.
61.
62.

KoHcyaoBa A. - 76 cmp.

KonpuBapoBa K. - 83, 84

cmp.

KpacHaaueB W. - 371 cmp.

AunroBa M - 86 cmp.

ManoBa tO. - 43 cmp.

ManonaoB B. - 73, 80, 81

cmp.

.MapkoB A, - 70, 71, 72 cmp.

. MaageHoBa P. - 44 cmp.

. OpbeuyoBa M. - 58 cmp.

. ManmeaeeBa E. - 84, 85
cmp.

. MemkoBa M. - 51, 53 cmp.

. MempoBa K. - 86 cmp.

. MempoBa M. - 76 cmp.

70. NMempoBa H. - 53 cmp.

71. MonuBanoB I1. - 40, 41,
42 cmp.

72.MonoBa I. - 83, 86 cmp.

73. MonoBa A. - 72 cmp.

74. PatkoB H. - 78 cmp.

75. PawkoB P. - 40, 42, 49
cmp.

76. PaanoBa I'. - 55 cmp.

77.PyceB T. - 53 cmp.

78. CaBoBa, P. - 83, 84 cmp.

79. CeuaHoB T. - 33 cmp.

80. CugepoBa M. - 31, 32, 75
cmp.

81. CmedgparoBa E. - 85 cmp.

82. CmoukoBa B. - 70, 71 cmp.

83. CmounaoB P. - 48 cmp.

84. TaHkoBa Ll. - 62, 64, 70,
71 cmp.

85. TemeakoBa H. - 40, 42 cmp.

86. TogopoBa A. - 78 cmp.

87. TogopoBa K. - 77 cmp.

88. TogopoB T. - 78 cmp.

89. TpoaHoBa I'l. - 72 cmp.

90. XagrkunempoB H. - 72 cmp.

91. Hattersley A. - 83 cmp.

92. XaumepaH M. - 69 cmp.

93. XpucmoB B. - 66 cmp.

94.
95.

XpucmoBa M. - 54 cmp.
Xpucmo3zoB K. - 25, 26,

27,69, 75, 76, 78 cmp.

96.

LLlunkoB A. - 28, 29, 40,
42 cmp.

97. LIBemkoBa A. - 69 cmp.
98. LUBemaroBa b. - 75 cmp.
99. YaywebB b. - 31,75 cmp.
100. SdneBa 1. - 84 cmp.
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CbEOVNHEHVETO

—
Lev@mir

& CUIYPHO
VHKEKTVIPALLIO
YCTPOVICTBO®
i 40% IMO-MAJIKO
HAOOABAHE

HA TENECHO TEMNoO’

BEAHDBXX
AHEBHO™ NOAOBPEH
[TMKEMUYEH
KOHTPOT**
MOHWXKEH
PUCK OT
XUMNOMNMNMKEMUN*

Levemir: MckaiiTe noBeue & e nosyymre noBeye

npomeHsime guabema



[IPABA CUJTIATA

NovoRapid® e Han-U3nNon3BaHNUAT
6bp30aenCTBaLY MHCY/IMH B CBeTa,
AOKa3an npeaMMcTBaTa cu npes

peceTuneTne KNMHM4YHa ynorpe6a

1. Phills-Tsimikas A, et al, mTherapemame 28[10] 1569.1581, 2. Levemir® EU Summary of Product Characteristics, 3. Blonde L et al. The TITRATE. Study. Dfabetes, Obesity and Metabolism 2009;11:623.631. 4. Hermansan
K- et al, Diabebes Care 2006;2%(6):1269.1274, 5. Rosenstock 1. et al, Disbetologia 2008;51:408.416, 6. Pukosoncrss 3a yroTpefa va NovoPen® 4, 7, IMS Heatth Inc. IMS MIDAS (MATG209). Nexapcreeni npogykmi. Manncear ce no nesapcxo
npegnincarme. ELY1/04/278/002; KXM: 02/2011; EJ{IJWL]S!CIJZ KXM: 02/2011; A167/28.04.2011; D - 166/1/2011. 3a nopave wHdhopmauws: Hoso Hopguox Gapma EAL, Codms 1407, yn. “Inates por® 20, Ten.: (02) 962 74 71/72
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PEBOAIOLINOHHO AEYEHUE
3A )KEHU C NOCTMEHOINAY3AAHA
OCTEOITIOPO3A

"HOBA CM.
CPELLY dJPAKTngTE

MHXMBHPA Cb3PABAHETO }
HA,OCTEOKAACTUIE U PE3OPBLIN
HA KOCTTA

ﬁ :

KXTT: 26 maa 2010 e. \

Vprol ia
denosumab

60 mg urkekuuoHeH pasmBop

0 Mo aekapcko npegnucaHue.
A N GlaxoSmithKline

Amgrker Brazapus EOOL hakcoCmumKaain
1606 Cogus, Bys. TomnebeH 53-55 1408 Codgun, kB. NBax BaaoB,
Buanec Uenmup Peayc, oduc 104106 ya. Qumumsp ManoB, 6a.10 BG-PR-AMG-04-2011

HOBA CUAA CPELLY OPAKTYPUTE

men.: 805 70 20 + 359 2 953 10 34 A473/01.11.2010



Januvia
Staglioin

Kamo moxomepanusa uau 6 komBuHayua ¢ gpyeu wupoko usnucBanu npogykmu

JANUVIA® noHwkaBa 3HayumenHo
kpvBHama 3axap npu pasaudHU hayuesmu

¢ guabem mun 2

B kautuyHu usnumbanus,’

SHayurmearo noHwkaBa HbA,; Ypes GUILDADZUHEH MEXaHUZLM Ha gedcmBue

He noBausABa no NPUHLLIN ME2ZAOMO NPU Manbk puck om Xuno2aukemua

MeyeHue kamo ugko ¢ gobpa noHocumocm

BuHazu eguH mom gHeBHo

NekapemBerusm npogykm ce omnycka no Aekapck:

npegnucanue
Januvia (KXT: 26.11.2010)
Janumet (KXIT: 26.11.2010)

( Janume’r

(sitagliptin/metformin)

Kamo Ha4arHo Ae4eHue 3a NAUUBHMU HEKOHMPOAUPAHU C MEMPOPMUH

JANUMET® gaBa mouwHo noHwkeHue Ha
HbA:; u noma2a Ha noBeye nayueHmu c
guabem mun 2 ga nocmuzHam ueama

B kausudAy uanumBanus,

» MowHo noHuXexue Ha HbA,, U nomaza Ha noBeye nauueHmu
ga nocmuzHam ueama (uea HbA,, <7%)?

= Jaeyba Ha mezAo u no-pAgko xunozaukemus (cbe 100 mg cumazaunmus +

Mem@OPMUH) c/y CyADaHuAypes + Mempopmun’
* Komnaekcen mexaHuzbm, kolimo nomucka 3 ocHoBHU gedekma

npu guaéem mun 22

npegu ga npegnuweme MOAA, npuqememe nNbAHama nekapcmBeua unpopmauus.

JANUMET e npomuBonoka3zaH npu
nauueHmu c:

* HubpedHo 3aboanBaHe uAu

Ce Hamanu pucka om xunaaaukemus.
B KAUHUYHU uanumBatus, Hal-4ecmo
cbobuiaBanama HeenaHa peakuua,

B kAUHUYHU u3numBaHus
HablogaBaHume HekeaaHu peakuuu,
HeaaBucumo om ougHkama Ha

JANUVIA kamo gombAHEHUE Kbm
guema u us. ynpakHeHUA 3a
Ha4anHO ABYEHUE, CAMOCMOAMEAHD

uAu B kombBuHauus ¢ MmemdopmMuH,
uAau kamo gonoAHeHue kbm
memadopmu, PPARy azoHucm,
cyndadunypes, cynadunypes +
Memaopmut uau PPARy az2oHucm +
MemdopmuH, kozamo
npoBeXgasama cxema He gaba
agekBameH aaukemuye KoHmpoa.
JANUVIA e npomuBonokasaH

npu NAUUEHMU Cbe
cBpox4yBemBumeadocm kbm Hakos

om cbcmabkume Ha Mo3u npogykm.

Kozamo JANUVIA ce u3noa3Ba 8
komBuHauuA CoC CyAQaHUAYPER,
MoXe ga ce gaBa no-Hucka goaa
cyadaHUAYpER, 3a ga Ce HamaAu
pucka om UHgyuupaqa om
CynpaHuAypeama xunozaukemus.

MNpenopwyBa ce kopekuua

Ha go3ama npu NAUUeHML ¢
ymepeHa uau mexkka 6vbpedHa
HegocmambyHocm, uAu B kpalxa
(basa Ha bubpeyHo 3aboanBane,
HaA32al0 XEMO- LAU NEPUMOHEAAHA
guanusa.

uacaegnBamenn 3a NpUYUHHOCM,

B =3% om nauueHMuMe Ha
cumazaunmuH kamo MoHoOmepanua
u B komBuHauua ¢ MmemdopmMuH
LAU NUO2AUMA30H, U NO-4ECmO
omkoAkomo npu nauueHmume

Ha nAauebo, ca uHdekuun Ha
20pPHUME QUXAMEeAHU MbMLULLA,
HazohapuHzum U guapus.

gucdyHkuua, Hanp. npu HuBa Ha
cepymeH kpeamuHud =1,5 ma/dL
[voske], =1,4 mg/dL [kenu];

* gaHHU 33 cBpuxyyBecmBumeaHocm

koM cumazaunmuH gocgam,
MemGOPMUH XUGPOXAOPUG UAU gpyau
cbemabku Ha JANUMET;

* 0CMpa UAL XpOHUYHA MemaBoAumHa

auugosa, Bka. guabemna
kemoauugoza.

JANUMET moxe ga ce usnoasBa

33 nogobpeH aaukemuyeH KOHMPOA
kamo gonbAHeHuUe kKoM guema u us.
ynpakHeHUA, kamo HayaAHa mepanua,
npu nauuesmu HeagekBamHo
KoHMpoAUPaHU camo ¢ MeMdOPMUH
LAU CUM@EAUNMUH, NPU NaUUeHMU Ha
komBUHAUUA CUMazAUNMUH +
MembopmuH u B komBUHAUUA Cbe
cyadaHuAYpen Npu nauueHmu,
HeagekBamHo koHmpoaupaHu ¢ Beeku
2 om 3-me npogykma: MemGopMUH,
CUMagAUNMUH UAU CyADaHUAYpER.
Kozamo JANUMET ce uanoasBa 8
komBUHaUUA Coe CyAdaHUAYpes, MOXe
0a ce npeLeHu no-Hucka gosa, 3a ga

e MSD DIABETES  Copyright @ (2011) Mepk Lapn u floym Buazapun EOO[. Bousky npada sanasetu,
10-09 JAN-2008-W-1272306-J

He3aBucumo om oueskama 3a
NPUYUHHOCM Ha U3cAegoBamens,
npu =5% 0m nauueHmume U no-
YECMO NPU NAUUEHMU Ha nAauebo,
ca CAegHUME: guapus, ukdekuuu
Ha 20pHUME QUXAMEAHU MbMmULLE U
2/aBoboAue (33 koMBUHLPAHO AeYeHus
CUmMazAuNMuH U Mem®@opMuH);
HasohapuHaum (3a MoHomepanua
CUMA2AUNIMUH) U guapus, 2ageqs/
noBpuliade, GAamyAeHmHocH,
ypeBeH guckompopm, HapyLUEHo
XPaHOCMUAGHE, aCMEHUA U
2naBoboaue (3a MoOHOMEpanus ¢
MEMQOPMUH).
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IDIAPREL MR60 .

Jdenumu mabnemku

r)f \

LIanocmHo memaboaumHo u
cb00860 s1e4yeHue Ha ouabem mun 2

Q EdeKTuseH
r/IMKeMUYeH KOHTpon!

Mpepnassa
B-Knetkara*
' -
HucbK puck or
XUnoraukemmmu:
AHTHOKCHAaHTHH
CBOMCTBaA® 0
9 HeytpaneH

no OTHOLWEHHue
Ha Ternorto*

MuKpo- n makpocbaosa ) /
NPoTeKuuA'?

Mepeama deauma mabnemka
C U3MeHeHo oceoboxoasaHe

CocmaB: Beaka mabaemka c uamerero ocBobokgaBane cogupika 60 mg aaukaasug. Mokasanus: [QuaGem mun 2.
[MosupoBka: 30 go 120 mg, B saBucumocm om omazoBopa, Begiok greBro, cympuH Ha 3akycka, Bkalowumenso npu
Bb3apacmHu NaULeHmU u nauuesmu ¢ aeka go ymepesa Bubpedra Hegocmamuutocm (CrCH5S mimin). CBodcmBa:
HamannBa kpoHama saxap, BoacmaxoBaBa panHuA Bpux Ha UHcyauHoBama cekpeuus u yBeaudaBa uHcyAuHoBama
yyBemBumenarocm. MpumekaBa veaaBucunu xemoBackysapHu u aHmuokcugasmuu cBolcmBa. Hama uupkyaupaluy
akmuBHu memasoaumu. MpomuBonokasanua: fuabem mun 1, asepaua kem CYTT, mexka GuBpeyHa u HepHogpobHa
HegocmanmbyHocm, Gpemenrocm u kopmene, kemoauugosa, guabemua koma u npekoma, B komBuHauua ¢ MukoHason.
AekapcmBenu BaaumogedcmBua: Xunepaaukemua npu chBMECTIHO ABYEHUE € GaHA30A, XAOPNPOMa3UH, 2alokokopmu-
kocmepougu, NPo2EcmepoHy, B.-azonucmu. MomeHuupaie Ha xunozaukemuaupawomo gedcmBue npu chBmecmHo
npuemaqe Ha dexuabymason, ankoxos, daykonason, B-6aokepu. Hekeaanu nekapcmBenu peakuuu: Xunozaukemus,
2aCMPOUHMECTMUHAAHU CMYLWeHUR, kouu peakuuu (pagko), uskalouumeano pAoko OMKAOHEHUR OM HOpMama Ha
kpbBHume u YepHogpoBHume AabopamopHu nokasameau. Mpegoaupane: Buamokua e meska xunozaukenun, usuckBa-
Wa UHMPABEHO3HO NPUADKEHUE HA XUnepmoHuved pasmBop xa aalokoza, Hawuw wa omnyckawe: Mo aekapcko
npegnucasHLe.
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GALVUS® u EUCREAS®
3A KOMINAEKCHO AEHMEHUE
HA 3AXAPEH AUABET TUI 2!

Sap's®

GALVUS e HoB DPP-4 nHxnbutop, noaobpsBaLl, rAMKEMUYHUS KOHTPOA
Upe3 MOLLHO CTUMYAMPaHe Ha GpYHKLMATA HA OCTPOBHUTE KAETKM'

EUCREAS e nbpeata kombuHauma ot DPP-4 uuxubutop, GALVUS + metformin?

—Q@
Eucreas

g
5

Uy NOVARTIS

Novartis Pharma Services Inc. Mo Aexapcko npeanucatme. E
Buarec Mapk Codus, crpasa 8 C, et. 6, MaaaocT 4, Codua 1766 3a nbAHa AexapcTeeHa MHopmauma sk Galvus KX, EMEA 21.08.2009 &
Tea.: (02) 489 98 28, dakc: (02) 489 98 29 3a nbAHa AekapcTBeHa MHGOpMauma Bk Eucreas KX, EMEA 28.08.2009 &




; 11>Aaapc1<o gpyxecmbo PN
NO eHgOKPUHOoAO2UA

VHUBEPCUTETCKH KYpC
N0 3aXapeH AuaoeT

11-13 Hoem6Bpu 20112. ApbaHacu - BeAuko
TovpHoBo, xomea Pe3ugeHc u xomea N360p
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14-16 okmomBpu 20112. kypopm Yupauk -
Tpoancko, xomeA BeHuka IMarac u xomea BeHuka
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