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OPTAHU3AUMNOHEH KOMUWTET:

[MTouemeH npegcegamea - [podp. Apazomup KoeB
[Mpegcegamen - [1pop. AHHa-Mapua bopucoBa
Cekpemap - Aou. LIBemaauna TaHkoBa
Kacuep - A-p ArekcaHgop LLIuHkoB

YaeHnobe:

[Mpop. A-p CabuHa 3axapuebBa
Aou. A-p Baagumup Xpucmo8
Aou. A-p Maauxa NemkoBa
Aou. A-p KaauHa KonpuBapoBa
Aou. A-p Kupua Xpucmo3o6
Aou. A-p Mapua OpbeuoBa
Aou. A-p MBan LluHAaukoB

B BbJITAPCKO OPY>XXECTBO MO EHAOKPUHOJIOINA
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Obuwa uHgpopmayua:

Macmo 3a npo6exxgaHe Ha Cumno3zuyma:
HoBomea-IAroBguB

Ten/@axc: 032/ 934 346

Pecucmpauua:

Yem6Bobpmubk, 12 toHu 2008 2oguHa om 8,00 go 19,30 uaca
Memwuk, 13 toHu 2008 om 8,00 go 19,00 yaca
Cv60ma, 14 toHu 2008 2oguHa om 8,00 go 19,00 yaca
PecucmpauuoHHomo 6iopo Ha KoHepeca we 6bge paznoroxkeHo 6 ueHm-
paaHomo ¢potiae Ha HOBOTEA - NMAoBguB

PecucmpayuoHHama makca Ha yyacmuuuume BxarouBa:

Yuacmue 6 HayuHama npoepama Ha Cumno3uyma, 12-14 oHu
Yuacmue 6 V3a0>x6ama Ha dpapmaueBmuuHama uHgycmpus, 12-14 1oHu
[Mpoz2pama u abcmpakmu

Kacpe-naysu - 13 u 14 oHu

Obegu 6 nembk u cbboma, 13 u 14 oHu

Kokmeua ,Aobpe gowau” - 12 1oHU

Beuepsa ,Cpewa c npuasmeau” - 13 toHuU

Beuepa ,AoBuxkgaHe” - 14 oHu

YaHma, beAe>xkHUK, XuMukaA u bagx

VVVVVVYVVYY

Takca npa6oyuyacmue 6 Cumno3zuyma:

3a uaeHobBe Ha BAE, peczucmpupaHu cbc cbombemeH maroH om cnucaHue
Engokpunoaozua 2004, I1X, 2, 47
® peaucmpauua no 6aHkoB nbm go 31. 05. 2008 - 30,00 AeBa
® peaucmpauua Ha macmo - 45,00 reBa
® 3a uaneHoBe Ha BAE cneuuaauzaHmu, gokmopaHmu - 15,00 pecn. 22,00 AB.
3a He-uAeHOBe Ha BAE
® pecucmpauua no 6aHkoB nbm go 31. 05. 2008 - 250,00 AreBa
® pecucmpauua Ha macmo - 300,00 reBa
banko6 npebog:
3a bbAcapcko gpykecmBo no eHgokpuHoAo2UA
BYABAHK - kaoH LleHmpaaeH, Cocpua - 1000, na. CBema Hegeaa 7
banko6 kog/BIC: UNCRBGSF
IBAN: BGO6 UNCR 76301076254999
Mpe6exga: mpume umeHa Ha yuacmHuka, (ET, AKL] ...), agpec

Xl HauuoHaAeH cumno3uym NO eHgOKPUHOAO2UA



12™ HayuoHaAeH cumMno3uym NO eHGgOKPUHOoAO2UA

,AeuyeHue Ha YycAoXKHeHUAMa Ha 3axapHua guabem”

12-14 oHu 2008 2o0guHa
Hauyaao Ha Cumno3zuyma - 20,00 yaca Ha 12. 06. 2008 2oguHa
Kpaa Ha Cumno3uyma - 19,30 yaca Ha 14. 06. 2008 2oguHa

Ynencku BHOC — 50,00 j1eBa 3a cnenuaaucTu™®

Ynencku BHOC — 25,00 5eBa 3a crenyaiM3aHTH W JOKTOPAHTH C TPEICTABeH oQuIuaIcH
TOKYMEHT OT PbKOBOJIUTENIS HA CIICIUAM3AIMATA WM JOKTOpaHTypaTa™.

*CobrnacHo Pemenue va O0uioro cropanne Ha BJIE ot 24 ¢espyapu 2007 1.

PeructpanuonHno orwpo:

I]le CC U3BbpPUIBA PETUCTPALUA HA HOBU YJICHOBC HA Bmlrapcxo APYXKECTBO IO CHIOKPUHOJIOI'UA
oT 12 go 14 toHu 2008.

Axkpeautanusi no IIocTOAHHOTO MeTUIMHCKO O0y4YeHHne

Cepmucpukamume we 6bgam Ha pa3znoAo>KeHUe Ha cneyuasHo 0603HaueHo macmo B
PeaucmpauuoHHomo 6topo Ha 14 oHU - cbboma om 12 go 17 yaca. Cumno3uymsbm e nok-
pum c kpegumu om BAC no Kamezopusa b. 3a koHmakmu - bAC.

Curypnocr
Haeta e oxpana ot cneuuanusupana ¢pupma npen 3™ 3aiu 3a npoBexaane Ha Cummosuyma u
HOIITHA oxpaHa 3a M3nox0aTa Ha GapmaneBTUYHATA WHIYCTPHSL.

XoTeJ (orpaHnyeH Opoii Jieria, NPUHINNA HA MbPBUSA NPUCTHTHAT):
BJ/IE criorcopupa 4wieHOBETe CH U 1E 3aIUIaTH JIEITIOTO B IBOMHA CTasl HA BCEKU T.€. XOTEJIBT €

Oe3IUIaTeH.
[Ton3BaHe Ha eAMHUYHA CTas € HEBB3MOXKHO NIPU TOJIEMUST OpOIl YUJIEHOBE HA IPYKECTBOTO.
B/IE He 3amamia KoHCyMauusiTa OT MUHUOapa B cTauTe Ha yyacTHULUTE B CUMIo3nyma.

B BBJIFAPCKO PYXXECTBO MO EHOOKPUHOJIOTUA
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Mucua u npuHuunu Ha HauuoHaAHUMe KOHZpecu u
cumno3uymu Ha bbAazapcko gpyxkecmBo no eHgoKpuHoAo2UA

logumnnre Hanmonanuu Konrpecu pecn. Cumnosuymu opranusupanu ot B/IE ce siBsiBat msicToTo 32 Hail-
rojiiMaTa TOJMINHA Cpellla Ha CINEUUATMCTUTE MO EHJOKPHHOJIOrUS OT bbiarapus u Taka 4pe3 TAX ce
MOJUTBPKaT aKaJeMUYHNATE TPaJULUKM HA OOLIHOCTTA.

PvxoBoncTBoTo Ha B/IE cren BHMMaTeseH Noa00p KaHU caMO U3ThKHATU €BPONENCKU U CBETOBHU YUEHU
3a yYacTHe C IUICHApHU JIEKIMM B CHOWTHATA Ha J[py’KECTBOTO W Taka C€ OCBIIECTBSIBAT CPEIIH C Haii-
rOJIEMHTE €KCHEPTH MO AaACHUs NPOOJIeM U3BBH MPEAEINTE HA CTPaHaTa HH.

Karto akamemuuno cropyxenue BJIE cbaeiicTBa 3a ykpenBaHe Ha OOOpUTE BPB3KH C (papmaneBTHYHATA
MHIYCTPUS U BCUUKM MHCTUTYIMU, KOUTO UMAT OTHOILIEHHE KbM Pa3BUTHETO HA M3CJIeloBaTeNICKaTa U yueOHa
JeiHoCT B 00J1acTTa Ha €HJOKPUHOJIOTUATA.

Tognaure cpem Ha BJIE ce opranm3upaT Taka, 4e Ja c€ OCUTypU aKaJeMHYHA HE3aBUCHMOCT Ha
M3CIIeIOBATENINTE U JIEKapUTe, KOUTO ca HAl-HoOpuUTe ,,aJBOKATU HA CBOUTE OOJTHU.

Ocnosuara nen Ha B/IE e na ce cb3nanat Bb3MOXHOCTU B bhirapus 3a pa3BuTue Ha M3CIIEABAHUATA B
o0yacTTa Ha €HIOKPHHOJIOTHATA, HA YCJIOBUS 3a MO-OBP30 panmpocTpaHEHHe Ha HEOOXOAUMHTE TO3HAHUS
cpern o0LIHOCTTA U Ha (DaKTOPH 3a YIECHEHOTO UM NIPUIIOKEHNE B PAKTUKATA.




12™ HauuoHaAeH cumno3uym
NO €HgOKPUHOAO2UA

CITOHCOPMH:

NovoNordisk
Sanofi-Aventis
Eli Lilly
Berlin-Chemie
AkBaxum (Merck-Serono)
Servier
MSD
Solvay
GlaxoSmithKline
Novartis
Ecopharm
AstraZeneka
Hoffmann La Roche
Bayer
MapBeHa
3enmuBa
Woérwag Pharma
Abbott
Actavis
Gedeon Richter
Sopharma
Walmark
KPKA
PCP
Ciech Polfa
bopoaa
NHdgpomeg




[TPOIPAMA

12™ HauuoHaAeH cCumMno3uym no eHgOKPUHOAO2UA
,AeueHue Ha YCAOXKHEeHUAMA Ha 3axapHuAa guabem?

12 oHu 2008 2oguHa (uemBbpmbK)

AHmuuyeH meamsp - Mrobgub
20,00 -20,45 KoHuepm

20,45 - 21,00
OmkpuBane Ha 12™ HayuoHareH cumno3uym nO eHgOKPUHOAO2UA
Mpod. AHHa-Mapua bopucoBa
[NMpegcegamen Ha BAE

21,00 - 21,45
CATEAUTEH CUMITO3NYM
M®apmauyebmuuna komnaHua - Eli Lilly
MukpemuHoBu mumemuuu - eBoatouyua 8 AedeHuemo Ha
mun 2 guabem
Incretin mimetics - evolution in treatment of type 2 diabetes
Prof. Dario Guigliano (Italy)

_ 22,00 yaca
KOKTEUA ,, AOBPE AOLUAU“ - Eli Lilly
Cmap NMroBgubB - ,KoHowHume Ha uapa”




8,30 - 10,30 - CECUA ,,Aemcku guabem*
Mogepamop: Aoy. Kaaunka KonpuBapoBa

8,30 - 8,40 XunepuHcyauHemuuyHa Xxunozaukemua. Tpu cayyaa ¢ mymauus 6 2eHa 3a SURT

Maa KoncmanmuHoBa, S. Ellard, K. KonpuBapoB8a, P. leopzueBa, E. Xpucmo@Ba,
U. AumBunenko, I'. [TonoBa, A. AHagoAuticka

8,40 - 8,50 [NlepmaHeHMeH HeoHamaAeH 3axapeH guabem (MH3A) nopagu mo3auyHa My-
mauua Ha KCNJ11 2eHa, oepaHuyeHa go pazmHo>XKumeAHUme Kaemku, npu gBe
geua c obw, pogumea: gbazompalHo npocaegaBare (3 20g.) npu omHoCuUMeA -
HO pagbk Mun mymauusa

B. MomoBa, C. Apmcmpone, C. Eaapg, A. Xambpcau
Permanent neonatal diabetes mellitus (PNDM) in two half-siblings due to a germ
line mosaic mutation of the KCNJ11 gene: long-term follow-up (3 years) in a rela-
tively rare type of mutation
Violeta lotova, Sarah Armstrong, Sian Ellard, Andrew Hattersley

8,50 - 9,00 Xunoa2aukemuu 6 gemcka Bv3pacm

lpogh. BarenmuHa LjaneBa
Hypoglycaemia in childhood
Prof. Valentina Tzaneva

9,00 - 9,10 MemaboAumeH CuHgPOM Npu geuama

A. BraxoBa, A. KypmeB, E. CmegparoBa, K. KazakoBa, 3. [TempoBa
Metabolic syndrome in childhood
D. Vlahova, A. Kurtev, E. Stefanova, K. Kazakova, Z. Petrova

9,10 - 9,20 CvpgeuHo-cbgoBa aBmoHomHa uHepBauua npu geua cbc 3axapeH guabem
Pagka Ca6o6a, K. KonpuBapo6a, M. KoncmanmunoBa, M. ApwunkoBa, I'. [TonoBa,
M. KazakoBa, X. bakvpgxuan, . Mumo@8, . Aackaro6
9,20 - 9,30 BuBerkgaHe Ha AeveHue C uHCyAuHoBa nomna B bbazapus
Maa KoncmanmuHoBa
9,30 - 9,40 CepymHu HuBa Ha pacmeykeH xopmoH u IGF-1 npu geua cbc 3axapeH guabem u

CUHgpPOM Ha Mauriac
M. ApwunkoBa, K. KonpuBapoBa

Serum Levels of Growth Hormone and Insulin - Like Growth Factor -1 in Children
With Type | Diabetes and Mauriac Syndrome
M. Archinkova, K. Koprivarova

9,40 - 9,50 AeueHue c PacmexxeH XOPMOH Ha pegku cuHgpomu u 3aboaaBaHun 6
gemckama Bb3pacm
Aoy. Kaaunka KonpuBapoBa

BbJIFTAPCKO LOPYXECTBO 1O EHOOKPUHOJIOIUA
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9,50 - 10,00 NMobpBuuHa xunomazHezuemua ¢ npoaBa 6 nocmHeoHamaAHua nepuog -
2 20guwHO npocaegaBaHe

B. boagxueB, B. lomoBa, B. MaageHo8
Primary hypomagnesaemia expressed in the postneonatal period - 2 years follow-up
V. Boyadzhiev, V. lotova, V. Mladenov

10,00 - 10,10 BERARDINELLI-SEIP CONGENITAL LIPODYSTROPHY (BSCL)

X. XenaeB, P. TunyeBa, E. [ManmeneeBa, U. LLIymkoB, I1. Sueba,
K. KonpuBapo6a, M. KoncmaumuroBa

10,10 - 10,30 - Auckycus

8,30 - 10,30 - CECUA ”"Auabem u 2oHagu”
Mogepamop: TlNpo¢p. Muxaua lNpomuy

8,30 - 9,00 KbcHo 3anouBaw, Xuno20Hagu3bm: XOPMOHAAHU NPOMEHU NPU MbyKeme
Hag 40 2oguHuU
@. KymanoB, A. TomoBa, P. Po6eBa, I. KupuroB
LATE-ONSET HYPOGONADISM: HORMONAL ALTERATIONS IN MALES OVER 40 YEARS
Kumanov Ph, A. Tomova, R. Robeva, G. Kirilov

9,00 - 9,30 TecmukyAaapHa gucyHKUUA npu 3axapeH guabem mun 2
Aoy. Muxaua boanoB
Testicular dysfunction in type 2 diabetes
Assoc. Prof. Mihail Boyanov

9,30 - 10,00 EpekmuAHa gucyHKUUA NpU 3axapeH guabem

Aoy. 3gpaBko KameHoB
Erectile dysfunction in diabetes
Assoc. Prof. Zdravko Kamenov

10,00 - 10,30 - Auckycua

8,30 - 10,30 - CECU4A ,, Auabem u bpemeHocm*
Mogepamop: Aoy. Mapua OpbeyoBa

8,30 - 9,00 AkmyaaHu acnekmu 6 emuoAo2uama u namoezeHe3ama Ha 2eCmayuoHHUA
guabem
Kama Togopo6Ba-AnaHueBa
Actually aspects of etyology and patogenesis of gestational diabetes mellitus
Katya Todorova-Ananieva

Xl HauuoHaAeH cumno3uym RO eHgOKPUHOAO2UA
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9,00 - 9,15 CkpuHUH2 3a 2ecmauuoHeH HapyweH Bba2aexugpameH moAepaHC - aHaAus3
Ha aHmponomempuyHu u AabopamopHu nokazameau (npegBapumeaHu
pe3yamamu)

I1. KapamogopoBa, K. Xpucmo3o8, H. YweBa, b. L|BemanoBa
Screening for gestational impaired glucose tolerance - anthropometric and
laboratory characteristic (preliminary results)
P. Karatodorova, K. Hristozov, N. Usheva, B. Zvetanova

9,15 - 9,30 lNpeHamaneH I'TT 3a omkpuBaHe Ha 2ecmayuoHeH guabem u u3xog Ha

bpemeHHOCMmMa
M. MaaunoBa
Prenatal Glucose screening on the diagnosis of gestational diabetes and Pregnancy Outcome
M. Malinova

9,30 - 10,00 Auabem u 6pemeHHocm- State of the Art

A-p Kama TogopoBa-AHanueBa
Diabetes and pregnancy - State of the Art
Katya Todorova-Ananieva

10,00 - 10,15 DumoecmpozeHu npu 3amabcmaBaHe u guabem npu
nepumeHonay3aAHU >KeHu
M. MaaunoBa
Phytoestrogens in obesity and diabetes in perimenopausal women
M. Malinova
10,15 - 10,30 - Auckycua

10,30 - 11,00 - Kacpe-nay3a

11,00 - 11,45 - CATEAUTEH CUMITO3NYM

D®apmaueBmuuna komnaHua - Merck Sharp Dohme
,OnmumusupaHe Ha AedeHuemo npu guabem mun 2: noBeuve om epekmuBeH
2AUKEMUYEH KOHMPOA,,
,Optimizing the type-2 Diabetes treatment: beyond the effective glycemic control"

Mogepamop: l1pogp. Muxaua llpomuy
Chairman: Prof. Mihail Protich
DPP-IV unxubumopume - Ho6u Hagexgu

IMramen NMonuBarno6B
DPP-IV INHIBITORS - NEW HOPES
Plamen Popivanov

BbJITAPCKO HPYXECTBO MO EHOOKPUHOJIOINA
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ot e,

- npozpama/program -

JANUVIA - cmbnka Hanpeg
Hamanua TemeakoBa
JANUVIA - A Step Forward
Natalia Temelkova

11,45 - 12,00 - Kacpe-nay3a

12,00 - 13,00 - CATEAUUTEH CUMITO3NYM

M®apmaueBbmuuHa komnaHua Servier
,ADVANCE - Hal-zonamomo npoyuBaHe 3aboreBaemocm-cmbpmHocm ¢ guabemuuu. Pe-
3yamamu u npuAoxkeHue B KAUHUYHamMa npakmuka.”

Mogepamop: lpog. AnHa-Mapua bopucoBa
Aekmopu: Aoy. LjBemaruna TaHkoBa
Aoy. Baagumup Xpucmo8B

,ADVANCE - the biggest morbi-mortality trial in diabetes. Results and clinical implications.”
Chairman: Prof. Anna-Maria Borissova
Speakers: Assoc. Prof. Tsvetalina Tankova
Assoc. Prof. Vladimir Hristov

13,00 - 13,45 - MAKET-OBSIA

13,45 - 14,15 - CATEAUTEH CUMIIO3NUYM (6 mpu 3aru egHoBpemeHHO)

®apmaueBmuuHa komnaHua - Ak6axum-npegcmabumeacmBo Ha Merck-Serono
Kapguo-MemaboaumeH KoHMpoA - cbwecmBeHama uea Ha AedeHuemo npu guabem mun 2

[AUKemMuYeH KOHMPOA - KpalbabAeH Kambk B AedeHuemo Ha guabem mun 2
Aouy. Kupua Xpucmo3zo8

KoHmpoa Ha apmepuarHOMO HaAnzaHe — cbwecmBeH komnoHeHm B8 AedeHuemo Ha guabem
mun 2
Aouy. Baagumup Xpucmo8

CoBpemeHHu npenopbku 3a mepaneBmuuHa cmpameauda npu guabem mun 2
Aoy. Mapua Opb6eyoBa

Xl HauuoHaAeH cumno3uym o eHgOKPUHOAO2UA
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14,30-16,30 - CECUA ,Auabem u cobpue”
Mogepamop: Aoy. Baagumup Xpucmo6

14,30 - 15,00 CopgeuHocbgoBu 3aboraBaHun u guabem: ocHOBHU NpenopbKU Ha
EBponedckomo Kapguoaoz2uuHo gpykecmBo

lMpog. TemeHnyza AoHoBa

Cardiovascular diseases and diabetes mellitus: basic recommendations of the Euro-
pean Society of Cardiology
Prof. Temenuga Donova

15,00 - 15,20 Bema-6A0kepu npu 60AHU ¢ mMemaboAUmMeEH CUHgPOM U 3axapeH guabem

Aoy. Baagumup Xpucmo8
Beta-Blockers in the Treatment of Patients with Metabolic Syndrome and Diabetes Mellitus
Assoc. Prof. Vladimir Christov

15,20 - 15,40 CovpgeuHo-cbgoBu 3aboaaBaHun u 3axapeH guabem

AHHa-Mapu;z bopucoBa, Pycanka KoBayeBa, Arexcangwop LLIuHkoB,
UUruaHa AmanacoBa, Mopgan BraxoB, Huna AcaanoBa, Auaua AakoBcka, Mupyo BykoB

Cardoivascular disorders and Diabetes mellitus
Anna-Maria Borisova, Roussanka Kovatcheva, Alexander Shinkov, lliana Atanasova,
Jordan Vlahov, Nina Aslanova, Lilia Dakovska, Mirtcho Vukov

15,40 - 15,55 Bpwb3ka HA ocmeonpomezepuH C 2AIOKOMEMABUAUMHU NOKa3ameau
npu nauueHmu ¢ HoBoomkpum mun 2 guabem
M. boagxxueBa, K. Xpucmo3o6
The relationship of osteoprotegerin with glucometabolic indices in newly diagnosed type 2
diabetic patients
M. Boyadzhieva, K. Hristozov

15,55 = 16,10 HoBoomkpumu 2AUKEMUYHU HApyweHUa Npu hayueHmu ¢ KopoHapHa
aHauonAacmuka
M. boagxueBa, K. Xpucmo308, C. leopzueB, P. Mopgano6
Newly detected glycemic disturbances in patients with coronary angioplasty
M. Boyadzhieva, K. Hristozov, S. Georgiev, R. Yordanov

16,10 - 16,20 ABHOpPMHa 2AIOKO3HA pe2yrauua NPU hayueHmu ¢ KopoHapHa boAecm Ha Cbpuemo
Xyauema lepernoBa, lara YenzaroBa, lMabear ManeB, 3gpaBka KamernoBa
Abnormal glucose regulation at patients with coronary heart disease
Julieta Gerenova, Galia Chengalova , Pavel Manev, Zdravka Kamenova

16,20 - 16,30 - Auckycua

I BbJIFTAPCKO HPYXECTBO IO EHOOKPUHOJIOIMUA

13



14,30 - 16,30 - CECUS ,, Auabem u uepeH gpo6*
Mogepamopu: Aoy. Arogmusa MameBa, Aoy. LjBemaruHa TaHkoBa
14,30 - 15,00 3axapeH guabem u uvepeH gpob. HeaankoxoaHa cmeamo3Ha 6orecm (HACH)

Aouy. Arogmura MameBa
Diabetes mellitus and the liver. Nonalcoholic fatty liver disease
Assoc. Prof. L. Mateva

15,00 - 15,20 CovpgeuHo-cbgoB puck npu HeaakoxoaHa cmeamo3Ha 6oaecm (HACB)

Paa UBaHoBa
Cardiovascular disease risk and Nonalcoholic fatty liver disease
Raya Ivanova

15,20 - 15,35 Macmomo Ha exozpacpuama 3a guazHo3ama Ha HeaarkoxoAaHama cmeamos-

Ha boaecm
A. Arekcueb
The role of ultrasound for the diagnosis of NAFLD
A. Alexiev

15,35 - 15,50 XucmoAo2U4YHU NpOMeHU Ha YepHua gpob npu HeaakoxoAaHa cmeamo3Ha bo-
Aecm u 3axapeH guabem (guabemHa xenamockAepo3a)

Paguna N6anoBa
Histologic findings in nonalcoholic fatty liver disease and diabetes mellitus

Radina Ivanova

15,50 - 16,10
Auabem npu HanpegHaro YyepHOgpobHo 3aboaaBaHe (YepHOogpobHa yuposa)

Aouy. Arogmura MameBa

Diabetes in advanced liver disease (liver cirrhosis)
Assoc. Prof. L. Mateva

16,10-16,30 - Auckycua

14,30-16,30 - CECUA ,, Auabem u gucaunugemuu”
Mogepamop: Aou. Mapua Opb6euoBa

14,30 - 15,10 CmamuHu B AeuyeHuemo Ha 3axapHua guabem mun 2 - HoBa mepa-
neBmuuHa cmpameaun
lpogp. Apazomup Koe6B
Statins in the treatment of type 2 diabetes mellitus - a new therapeutical strategy
Prof. Dragomir Koev

Xl HauuoHaAeH cumno3uym no eHgOKPUHOAO2UA -
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15,10 - 15,30 HympuzeHomuka - 6bgewemo Ha Haykama 3a XpaHeHe
Aumumosp AumumpoB
Nutrigenomics - the Future of Nutrional Science

Dimiter Dimitrov
15,30 - 16,00 hS-C-PeakmuBeH npomeuH npu 3axapeH guabem mun 2 ¢ gucAaunugemus

I1. ®omeé, K. lNabrob
hS-CRP in Diabetes Mellitus Type 2 with Dyslipidemia
P. Fotev, K. Pavlov

16,00 - 16,30 - Auckycua

16,30 - 17,00 - Kagpe-nay3za

17,00 - 18,00 - CECUS ”Auabem u 3amAabcmaBane “
Mogepamop: Aou. Kupua Xpucmo3o8
17,00 - 17,20 AeueHue Ha 3amabcmaBaHe npu mun 2 3axapeH guabem

K. Xpucmo3o8 , M. boagxueBa
Treatment of obesity in type 2 diabetic patients
K. Hristozov , M. Boyadzhieva

17,20 - 17,35 XpanHumeaAHu HaBuuu npu 2pynu € pa3AudeH puck 3a mun 2 3axapeH guabem

M. boagxxueBa, K. Xpucmo3o06
Dietary habits in groups with different risk for type 2 diabetes
M. Boyadzhieva, K. Hristozov

17,35 - 17,50 Yecmoma Ha 3amabcmaBaHemo cpeg bbAz2apckume geua npe3 nocaegHume
18 20guHu u cBbp3zaHume c He20 puckoBu gpakmopu

B. MlomoBa, C. l'aryeBa, V. MomoB, K. TempoBa, M. eopzueBa,
A. bauzHakoBa, B. LjaHe6Ba
Obesity prevalence among Bulgarian children and adolescents in the last 18 years
and associated risk factors
V. lotova, S. Galcheva, Y. Yotov, K. Petrova, M. Georgieva, D. Bliznakova, V.Tzaneva

17,50 - 18,00 - Auckycua

B BBJIFAPCKO JAPYXXECTBO MO EHOOKPUHONOIMA
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17,00 - 18,00 - CECUS ,,AuabemHa kemoayugo3a*
Mogepamop: Aou. Xpuncume boxuyeaaH

17,00 - 17,20 KanaHume Ha guabemHama Kemoauugo3a

K. Xpucmo3o6, Xp. boxyeaan, M. [TempoBa, 1. KapamogopoBa, M. boagxueBa,
M. CugepoBa, P. flukoBa, T. KvoceBa, O. KupakoBa, M. lTempoBa
Traps and ketoacidosis in adult diabetic patients in Varna region
K. Hristozov , H. Bohshljan, M. Petrova, P. Karatodorova, M. Bojadjieva, M. Siderova,
R. Jankova, T. Kjoseva, O. Kirjakova, M. Petrova

17,20 - 17,35 AuabemHa kemoauugo3a y 6b3pacmHu - pa3AuveH cueHapul
M. MempoBa, X. boxyeaan, K. Xxpucmo3zo6, . Momo6
Diabetic ketoacidosis in adults - a different scenario
M. Petrova, H. Bohcheljan, K. Hristozov, . Jotov

17,35 = 17,50 YpouHpekuuu npu guabemHa kemoauyugo3a
X. box4eaan, K. Xpucmo3o08, C. XuneB, M. I1. [TlempoBa, K. boxkoBa,
M. CugepoBa, C. AakoB, B. YaukoB, M. lMempoBa, M. boagxxueBa
Uroinfections and diabetic ketoacidosis
H. Bohchelian, K. Hristozov, A. Hinev, M.P. Petrova, K. Bojkova, M. Siderova,
S. Djakov, V. Chankov, M. Petrova, M. Boyadzhieva

17,50 - 18,00 - Auckycua

18,00-19,30 - CATEAUTEH CUMITO3NYM

DMapmaueBmuuna komnaHua Sanofi-Aventis
,Sanofi-Aventis: FTAobaAHa 2puka 3a nauueHmume 8 eHgokpuHoAO2UYHamMa npakmukal”

Mogepamop: lMpoc. AHHa-Mapua bopucoBa

,Sanofi-Aventis: ,Sanofi-Aventis: globally taking care of the patients in the
endocrinological practices!”
Chairman: Prof. Anna-Maria Borissova

KoHceHcyc arzopumbm 3a AeveHue Ha 3axapeH guabem mun 2 -
npegu3zBukameacmBama Ha uHcyauHoBama mepanusa
Aoy. L{Bemaauna TaHkoBa
A Consensus Algorithm for the Management of Type 2 Diabetes -
the challenges of insulin therapy
Assoc. Prof. Tsvetalina Tankova

Xl HauyuoHareH cumno3uym No eHgOKPUHOAO2UA .
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3awo nauueHmume ¢ guabem ce HY>Kgaam om AeveHue ¢ gba2o-gelicmBauwy,
UHCYAUHOB aHaro2?
Aoy. Baagumup XpucmoB
Why do patients with diabetes need the long-acting insulin analogue treatment?
Assoc. Prof. Vladimir Hristov

budocgoHamu - uma Au pazauku 8 2pynama?
Aoy. Muxaua boano6
Biphosphonates - are there any differences within the group?
Assoc. Prof. Michail Boyanov

Actonel: egpekmuBHocm u 6ezonacmHocm
Aoy. Kupua Xpucmo3zo8
Actonel: efficacy and safety
Assoc. Prof. K. Hristozov

20,00 yvaca

Beuepa - CnoHcop: Sanofi-Aventis

14 oHu 2008 2oguHa (cb60ma)

8,30 - 10,30 - CECUA ,, Auabemna HeBponamua*

Mogepamop: Aou. Li6emaauna TankoB8a

8,30 - 9,10 YBpexgaHe Ha LIHC npu 3axapeH guabem

Aoy. MpeHa BeayeBa
CNS damage in diabetes mellitus

Assoc. Prof. I. VELCHEVA

9,10 - 9,50 Auabemua HeBponamus

Aouy. MapuHn Aackaro8
Diabetic neuropathy

Assoc. Prof. Marin Daskalov

9,50 — 10,10 Ecpekm Ha 4-20guwHO AeveHue C aadpa AunoeBa KuceauHa npu guabemHa no-
AuHeBponamus: uznumBaHe NATHAN 1

lpogp. UBairo Topueb
Effect of 4-Year Antioxidant Treatment with [alpha]-Lipoic Acid in Diabetic Polyneuropathy:
The NATHAN 1 Trial

Prof. Ivailo Tarnev

By BBJIFAPCKO APYXXECTBO MO EHOOKPMHONOTA
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10,10 - 10,30 - Auckycua

8,30-10,30 - CECUA ,,Auabem u 6b0Opeuu”
Mogepamop: Aou. BAagumup Xpucmo6

8,30 - 9,00 AuabemHa Hedpponamusa: Npo2HO3a, pazBumue u npeBeHuun
Aoy. Baagumup XpucmoB
Diabetes nephropathy: prediction, progression and prevention
Assoc. Prof. Vladimir Christov

9,00 - 9,30 TpolHama 3anraxa. Enugemuama om guabem, cbpgeuyHo-cbgoBu U XpOHUYHU
6v0bpeuHu 3ab60A96aHuA
Aoy. Cmegpan KpuBowueb

Triple threat - epidemics of diabetes, cardiovascular and chronic renal diseases.
Assoc. Prof. Stefan Krivoshiev

9,30 - 10,00 CwvBpemeHHu Bb3Mmo>KHOCMU 3a pegykuua Ha NpomeuHypuama npu
3axapeH guabem
Aoy. bopana KunepoBa
Modern approaches to reduce proteinuria in diabetes mellitus
Assoc. Prof. Boriana Kiperova

10,00 - 10,15 B3aumoBpb3ka mexkgy xomouucmeuHemua u 6bbpeuHa pyHKuua npu
nayueHmu cbC 3axapeH guabem mun 2

C. BrageBa, A. TepzueBa, M. MaBroBa, M. OpbeyoBa, A. TpoeB
Association Between Homocysteinemia and Renal Function in Patients with
Type 2 Diabetes Mellitus

S. Vladeva, D. Terzieva, M. Pavlova, M. Orbetzova, D. Troev

10,15 - 10,30 - Auckycua

8,30-10,30 - CECUA ,MemaboaumeH cuHgpom u guabem “

Mogepamop: Aou. MaauHa lNMemko6a

8,30 - 9,00 MemaboAaumeH CuHgpom U 3axapeH guabem

Aoy. Maauna lNMemkoBa

Xl HauuoHaAreH cumno3uym N0 eHgOKPUHOAO2UA
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Metabolic Syndrome and Diabetes Mellitus
Assoc. Prof. Malina Petkova

9,00 - 9,30 Yecmoma u mun Ha BbeaexugpamHume HapyweHua npu memaboAumeH CUHgPOM
AnHa-Mapua bopucoBa, Pycanka KoBayeBa, ArekcaHgwop LllunkoB, Viauana AmanacoBa,
Huna AcaanoBa, Mopgan BraxoB, Auaua AakoBcka, Mup4yo BykoB

Prevalence and Type of the Carbohydrate Abnormalities in Subjects with the Metabolic Syndrome
Anna-Maria Borisova, Roussanka Kovatcheva, Alexander Shinkov, Iliana Atanasova,
Jordan Viahov, Nina Aslanova, Lilia Dakovska, Mirtcho Vukov

9,30 - 9,50 Hakou HOBu Hacoku B8 AeveHuemo Ha 3amAabcmaBaHemo

lMpogp. Muxaua lNMpomuy
Some new trends in obesity treatment
Prof. Michail Protich

9,50 - 10,05 Yecmoma Ha AeBokamepHa guacmoAHa gucgyUHKUUA NpU hauueHmu
¢ HoBoomkpum 3A mun 2
M. lMemkoBa, C. laneBa, A. leopzueBa
Prevalence of left ventricular diastolic dysfunction in patients with new onset type
2 diabetes mellitus
M. Petkova, S. Ganeva, L. Georgieva

10,05 - 10,20 3axapeH guabem mun 2, uHcyauHoBa pe3ucmeHmMHOCM U HeaAKOXOAHama
MacmHa ge2eHepauua Ha YyepHuUAa gpob

Xyauema lepenoBa, 3axapu Hukumo@8, EmuaeHa ByykoBa, AoHka AmaHnacoBa
Diabetes mellitus type 2, insulin resistance and nonalcoholic fatty liver disease
Julieta Gerenova, Zahari Nikitov, Emilena Vuchkova, Donka Atanasova

10,15 - 10,30 - Auckycua

10,30 - 10,45 - Kacpe-nay3a

10,45 - 11,30 - CATEAUTEH CUMITO3NYM
®apmauebmuuyna komnaHua - Solvay
,2Auabem mun 2: pokyc Bbpxy mukpoBackyrapHume ycaoxkHeHua”

Mogepamop: Aou, LilBemaauna Tanko6a
,Type 2 Diabetes: Focus on microvascular complications”
Chairman: Assoc. Prof. Tsvetalina Tankova

BbJITAPCKO OPYXECTBO MO EHOOKPNUHONOIAA
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Aekmop: Aoy. Li6emaruna TaHkoBa
Mogxog kbm mukpoBackyaapHume YcAoXKHeHUA Ha 3axapHua guabem
cAeg npoyuBaremo FIELD

Assoc. Prof. Tsvetalina Tankova
Approach towards microvascular complications of diabetes after the FIELD study

11,30 - 11,45 yvaca - Kacpe-nay3a

11,45 - 12,45 - CATEAUTEH CUMITO3UYM
®apmauebmuuna komnaHua - Novo Nordisk
»A\a npomeHum guabema”
,Changing diabetes”
Mogepamop: MNMpog. AHHa-Mapua bopucoBa
Chairman: Prof. Anna-Maria Borissova

12,45 - 13,30 - MAKET-OBSA - npeg 3ara MroBgub (Novo Nordisk)

13,30-14,15 - CATEAUTEH CUMITO3NYM

D®apmauebmuuna komnaHua - Novo Nordisk
»Aa npomeHum guabema”
Mogepamop: Aou. LLlBemaauna TaHko6a
,Changing diabetes”

Chairman: Assoc. Prof. Tsvetalina Tankova

14,30 - 16,30 - CECUA ,,AuabemHo cmbnaAo”
Mogepamopu: Prof. Michael Edmonds (UK), Aou. LlBemaauna Tanko6a

14,30 - 15,30 Multidisciplinary Management of the Diabetic Foot
Prof. Michael Edmonds (UK)

15,30 - 16,00 Charcot’s osteoarthropathy - current standards
NL Petrova

16,00 - 16,30 - Auckycua

16,30 - 17,00 uvaca - Kacpe-nay3a

Xll HauuoHaAreH cumno3uym hO eHgOKPUHOAO2UA
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17,00 - 18,00 - CECUS ,,HoBu mepane6muuyHu Bb3moxxHocmu”

Mogepamop: Mpog. AHHa-Mapua bopucoBa
Chairman: Prof. Anna-Maria Borissova

17,00 - 17,20 ACLASTA® - omBbg uero2oguwHama ocmeonpomekuua 8 egHa uHdy3ua

Hamaaua TemeakoBa
ACLASTA® - BEYOND YEARLONG OSTEOPROTECTION IN ONE INFUSION
Natalya Temelkova
(Novartis)

17,25 - 17,45 TalHama Ha 2pu>kume 3a nayueHma, e ga Hu e 2puxka 3a nauueHma (GSK)

Aoy. Muxaua boano8
The secret of good care is to really care about the patient (GSK)
Assoc. Prof. Mihail Boyanov

17,45 - 18,00 uvaca - Kape-nay3a

18,00 - 19,30 - CATEAUTEH CUMITO3UYM

®apmauebmuuna komnanua - Berlin-Chemie AG
,CoBpemerHHu Hacoku 8 mepaneBmuyHomo noBegeHue npu MemaboAumeH cuHgpom”
Mogepamop: Aou. BAagumup XpucmoB
Actual therapeutic guidelines for the treatment of metabolic syndrome
Chairman: Assoc. Prof. Vladimir Hristov
Aekuuu:
MHcyauHoBa peucmeHmHocm u HuckocmeneHHo Bb3naseHue Ha eHgomeaa.
Poaama Ha AeueHuemo ¢ mema@opmuH (Siofor®)
Aoy. Baagumup Xpucmo8
Insulin resistance and the low grade inflammation of the endothelium: role of metformin
treatment
Assoc. Prof. Vladimir Hristov

Nebilet® - ynukaaHuam 6ema-6aokep
Aou. 3gpaBko Kameno8
Nebilet® - the unique beta-blocker
Assoc. Prof. Zdravko Kamenov

20,00 yaca T'AAA-BEYEPS ,, AoBuxgaHne”

CnoHcop: MapmaueBmuuna komnaHua Berlin-Chemie

BbJITAPCKO OPYXXECTBO NO EHOOKPMHONOIMNA
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1. KopeaauuoHHa 3aBucumocm Ha cepymHume
HuBa Ha OcmeoKaAUUH C KOCMHama MUHepaAHa
NABMHOCM NPU NauUueHMuU CbC 3axapeH guabem
mun 1.

Hukoaad bomywaroB, IMaBea IMabrob,
Mapua OpbeyoBa

2. OugeHka Ha B3aumoBpb3ikama mexkgy noroBu-
me XOPMOHU U KOCMHama MuHepaAHa NAbM-
HOCM Npu Mbyke ¢ mun 1 3axapeH guabem

EH4yo EHyeB

3. B3aimoBpb3ka mexkgy noAoBu XOpMOHU U KOC-
MHa MUHEPaAHa NABMHOCM NPU Mb>Xe C mun 2
3axapeH guabem Ha uHcyauHoBo AeueHue.

EH4yo EHyeB

4. Poasma Ha mua3zugHume guypemuuu u 6ema-
orokepume Bbpxy BaowaBanHemo Ha memabo-
AUMHUA CUHGPOM

Aumumuwp BacunreB leopeueb

5. OmpuuameaHa uHmepepeHuua Ha mepa-
neBmuyHume cxemu npu AeveHue Ha KOMOpOuUg-
HU CbCmMoAHUA om guabem, NapKUHCOHU3bM U
WU30peHUn — MOgeAU Ha MEgUKAMEHMO3HO UH-
gyuupaHu 3aboaaBaHus.

Aumumusp BacunreB leopeuel

6. KAauHuuHa, AabopamopHa u namoAo20aHamo-
MUYHa Haxogka Npu Mpu CAy4Yaa Ha He3zuguob-
Aacmo3sa 6 3pasa Bvu3pacm

K. Xpucmo3o86, P. Magxo@, 1. KapamopoBa,
U. KpacHaaueB, M. boagxueBa, M. XpucmoBa

7. YCAOXKHEHUA HAa ycmHama KyxuHa npu guabem
M. lMemkoBa

8. ABmoumyHeH noAu2AaHgyAapeH CUHgPOM
mun |
3. MempoBa, E. CmegparoBa

9. CuHgpom Ha TbpHep - paHHama guaz2Ho3a yc-
AoBue 3a gobbp MEeHUGKMbBbHM Ha nauueHmume
E. CmegharoBa

10. CopgeuHo-memaboaumHu puckoBu dpakmo-

pu Npu havueHmMu ¢ mun 2 3axapeH guabem cno-

peg geduHuyuasma 3a memaboAumeH CUHgPOM

Ha MexxgyHapogHama AuabemHa (Degepauyun
1. KamenoBa

11. AMbyramopHomo moHUMoOpupaHe Ha apme-
pUaAHOMO HaAfAzaHe Kamo Memog 3a gua2HOoC-
muuupaHe Ha apmepuasHa XunepmoHua Npu Au-
ua c npeguabem u 3axapeH guabem

H. CmodneB, H. YakwvpoBa, L. TaHkoBa

1. Prof. Michael Edmonds - 14.06 (14.30-16.30)
2. Mpod. AHHa-Mapua bopucoBa - 13.06 (12.00-13.00 u 18.00-19.30),

14.06 (11.45-12.45 u 17.00-18.00)

3. Mpod. Muxaua INMpomuu - 13.06 (8.30-10.30), 13.06 (11.00-11.45)

4. Aou, Baagumup XpucmoB - 13.06 (14.30-16.30), 14.06 (8.30-10.30), 14.06 (18-19.30)

5. Aou,. Kaaunka KonpuBapoBa - 13.06 (8.30-10.30)

6. Aou. LIBemaauna TankoBa - 13.06 (14.30-16.30), 14.06 (8.30-10.30, 10.45-11.30, 13.15-

14.15)

7. Aou. MaauHa NemkoBa - 14.06 (8.30-10.30)

8. Aou. Mapua OpbeuoBa - 13.06 (8.30-10.30), 13.06 (14.30-16.30)
9. Aou. Kupua Xpucmo3zo6 - 13.06 (17.00-18.00)

10. Aou. Atogmuaa MameBa - 13.06 (14.30-16.30)

11. Aou. Xpuncume boxueaan - 13.06 (17.00-18.00)

XIl HauyuoHareH cumno3uym NO eHgOKPUHOAO2UA
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CepymHu Huba Ha pacmexxeH xopmoH u IGF-1 npu geua cbc 3axapeH guabem
U CUHgpoOm Ha Mauriac

M. ApwurkoBa, K. KonpuBapoBa
Kamegpa no neguampus, KauHuKa No eHgOKpUHOAO2US, guabem U KAUHUYHA 2eHemuka,
MY - CBAA no Aemcku 6oaecmu, Cocpun

CoBpemeHHOMO UHCYAUHOBO AeueHUe C MHO2OKpamHU UHCYAUHOBU UHXKEKUUU UAU UHCYAUHO-
Bu nomnu, egHoBpemeHHO ¢ no-gobpume Bb3MOXKHOCMU 3@ gOMaWeH CaMOKOHMPOA Ha guabema
ca BaxkHu ycaroBua 3a ocueypaBaHe Ha HopmaaHO pu3uvecko u nybepmemtuo pazBumue Ha geua-
ma c guabem.

OnucaHu ca 4 geua cbC cuHgpoma Ha Mauriac u 3axapeH guabem, npu koumo ca ycmaHoBeHu
npomeHu 6 HuBama Ha pacmesxHua xopmoH, IGF-1, HBA; ., AunugHume noka3zameau u 4yepHOgpoO-
Hume eH3umu. YcmaHoBeHa e meHgeHuuA 3a noAo>KumeAHa KopeAaauua mexkgy HuBomo Ha IGF-1
om egHa cmpaHa u HuBama Ha mpuzAuuepugume, 4epHOgPOOHUME eH3UMU U MeMaboAUMHUA KOH-
MpPOA. AOKamo cepymHume KOHUEHMpayuu Ha pacmeskHua XopMmoH ca noBuweHu u npu 4-me geua,
mo cepymHomo HuBo Ha IGF-1 e Hucko 3a Bb3pacmma u Bapupa om 34,68 go 183,68 ng/ml.

MocmuezaHemo Ha gobbp memaboaumeH KOHMPOA e 3ampygHeHo om 3amBopeHua nopoyeH
Kpb2 Ha noggbpykaHa uHcyauHoBa peucmeHmHocm om Bucokume HuBa Ha pacmeykeH XOPMOH, AU-
NugHUMe HapyweHua u 2paHuyHo noBuweHume yepHogpobHU eH3umu. [pekbcBaHemo Ha mo3u
Kpb2 Ou M02A0 ga cmaHe ¢ BrkaouBaHe Kbm AeveHuemo Ha guabema Ha pekombuHaHmeH IGF-1, ko-
€mo no mexaHu3ma Ha noHuwkaBaHe HUBOMO Ha pacMeXXHUA XOPMOH We HaMaAu pucka om Hacmbn-
BaHe Ha gONBAHUMEAHU YCAOXKHEHUA OM MUKPO- U MakpoaHauonamuveH mun.

Serum Levels of Growth Hormone and Insulin - Like Growth Factor -1 in Chil-
dren with Type 1 Diabetes and Mauriac Syndrome

M. Archinkova, K. Koprivarova
Clinic of Diabetes, Endocrinology and Genetics, University Children’s Hospital, Sofia

Over the last years the prognosis for growth and pubertal development in children and adoles-

cents with type 1 Diabetes mellitus has improved considerably. Failure of intensified insulin therapy
restore the IGF-1 levels to normal contribute to growth abnormalities in some diabetic children.
We describe 4 children with Diabetes mellitus type 1 and Mauriac syndrome and analyze the rela-
tionship between serum levels of insulin-like growth factor-1 (IGF-1) and glycemic control, serum lev-
els of growth hormone, lipid status and liver enzymes. There is a tendency of positive correlation
between the level of IGF-1 and serum triglyceride levels, liver enzymes and metabolic control.
Although GH serum level was elevated in all four children, the serum level of IGF-1 was lower than
expected for age and vary between 34,68 and 183,68 ng/ml.

Establishment of good metabolic control is difficult due to circus vicious of insulin resistance
because of high serum GH levels, lipid disturbances and borderline elevated liver enzymes. Adding
to the therapy of diabetic patients, recombinant IGF-1 might stop the circus vicious. Pathophysiologic
mechanism of its action may be due decreasing serum levels of GH and through that pathway reduced
risk for development of complications such as micro- and macroangiopathy.

Key words: growth hormone, insulin-like growth factor -1, rhIGF-1, diabetes mellitus type 1, Mau-
riac syndrome

XIl HauuoHareH cumno3uym N0 eHgOKPUHOAO2UA
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Berardinelli-Seip Congenital Lipodystrophy (BSCL)

X. XeaeB, P. TunyeBa, E. [lanmeaeeBa, U. LLIymko6, I1. ueBa, K. KonpuBapoBa,

M. KoHcmanmunoBa
Kamegpa lNeguampusa, Kaunuka no Aemcka Nacmpoenmepoaozus, KAUHUKA NO eHgOKPUHOAO2UA,
guabem u KAuHuU4YHa 2eHemuka, MY - CBAA no Aemcku 6oaecmu, Cocpusa

BERARDINELLI-SEIP CONGENITAL LIPODYSTROPHY (BSCL) e HacaAegcmBeHo aBmo3zomHo-peue-
cuBHo 3a6oAa8aHe, onucaHo 3a nbpBu Nbm npe3 1954 2 om Berardinelli npu nauuenmu 6 bpazuaua
u npe3 19592. om Seip 6 HopBeaua. [lNamozeHemuuHa ocHoBa Ha cuHgpoma ca mymauuu Ha 2 2eHa:
AGPAT 2 - npegu3BukBaw, BSCL type 1 u BSCL 2 npegu3BuxBaw, BSCL type 2. lNamozeHe3ama ce
uzpazaBa B Aunca Ha hyHKUUOHUPawU agunoyumu, koemo Bogu go omaazaHe Ha Aunugume 6 gpy-
2ume mbkaHu BKAIUYUMEAHO MYCKUYAU U YepeH gpob. 3aceeHamume uHguBugu pazBuBam uHcyau-
HoBa pe3zucmenmHocm u 8 25-30 % - 3axapeH guabem m/y 15 u 20 2oguwHa Bb3pacm.

MpegcmaBame KAuHUYEH cAyval Ha Kbpmade Ha 5 meceuHa Bb3pacm, pogeHo gOHOCEHO, Yue-
mo 3aboraBaHemo gamupa om 2 meceyHa Bb3pacm ¢ nogyBaHe Ha Kopema, He HaggaBaHe Ha mee-
A0 U obcmunauua. Haauue ca caegHume comamuyHu 6eae3u : akpome2aAougHU Yyepmu, NOGKOXKHA
AunoampoduAa 3acazawia UAAOMO MAAO, MeAapXe, Xenamome2aaun, MyckyaHa xunepmpoaua u no-
BuweH myckyaeH moHyc. Om napakauHuuHume u3caegBaHua - noBuweHu mpuaauuepugu /8.8
mmol/l/, noBuweHna mpaHcamuHazHa akmuBHocm, mpombouyumo3sa, VIPU 44,3 Ha 0-8a muHyma u
230,9 mE/l. Ha 120 muH. caeg obuualiHa 3akycka. Maakama Bb3pacm He gaBa Bb3mokHOCM 3a npo-
Be>kgaHe Ha AedyeHue ¢ uHcyauHoB ouyBecmBumen, nopagu koemo eguHcmBeHama npenopbka e ga
ce XpaHu pauuoOHAAHO, C O2paHUYeH npuem Ha KpucmaaHa 3axap. CemedcmBomo e HacoyeHo 3a 2e-
HemuyHa KOHCYAmayua u npeHamaaHa guazHo3a npu eBenHmyanta caegBawa 6pemeHHocm.

Xunozaukemuu 6 gemcka 6v3pacm
B. LjaneBa

Kamegpa no l'leguampusa u meguuuHcka 2eHemuka, KAUHUKa N0 gemcka eHgoOKpUHOAO2USA,
MY - BapHa

Xunozaukemuume ca Hal-4yecmomo memaboAaumHo HapyweHue 6 gemckama B8b3pacm, koemo
Kpue cepuo3eH puck 3a UHMeAeKmyaAHa pemapgauus, hopagu Aunca Ha aamepHamuBHuU eHepaul-
HU cybcmpamu 8 mo3zbka Ha gememo. Hag noanoBuHama om xunozaukemuume 6 Kbpmavecka u paH-
Ha gemcka Bb3pacm ce gbAXkam Ha XUNepuHCYAUHU3bM, Hal-yecmo cBbp3aH ¢ mymauyua Ha 2eHu-
me SUR 1 u Kir 6.2, peayramopu Ha uHcyauHoBama cekpeuua 6 6ema-kaemkume. Had-uecmama xu-
no2Aaukemua 8 no-20Aemu geua e KemozeHHama Xuno2Aukemus.

Pa3zeregaHu ca cbBpemeHHama KAacugpukauun, €muoAo2UA U AeYeHUE Ha XUNO2AUKEeMUYHUME
CbCmMoAHUA Yy geuama. VI3epageH e gugepeHUUarHO-gua2zHOCMUYEH aA20pUMDBM 3a HYXKgume Ha
KAUHUYHamMa npakmuKa Ha neguampu U gemcku eHgokpuHoao3u. [MpegcmaBeHu ca pe3yamamume
om cpaBHumeaHo npoyuBaHe Ha xunoz2aukemuume 8 guabemHo 60AHU geua 3a nepuoga 1983-1993
2oguHa u 2000-2007 2oguHa. YcbBbpweHcmBaHemo Ha uHcyauHoBomo AeveHue ¢ BvuBexxkgaHe Ha
aHaA0208u UHCYAUHU U 0O6yveHuemo Ha 6oAaHUMe ca goBeAu go 3HAYUMEAHO HaMaAeHUEe Ha MeXKKU-
me Xuno2AUKemuu, om koumo ca buau 3acezHamu 36 % om geuama npe3 nbpBua nepuog cpewy
5,4% npe3 Bmopua. Aekume u ymepeHu xuno2Aukemuu npogbaxkaBam ga ca yecmo cbnbmcmBaw,o
aBaeHue B exxegHeBuemo Ha guabemHo boAHUMe geua u cepuo3Ha npeuka 8 nogobpaBaHe Ha me-
maboAumHUA KOHMPOA.

BbJITAPCKO OPY>XXECTBO MO EHOOKPMHOJIOINA
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Hypoglycaemia in childhood

V. Tzaneva
Dept. of Pediatrics and Medical Genetics, Clinic of Pediatric Endocrinology, Varna Medical University

Hypoglycemia is the commonest metabolic abnormality in childhood, which is associated with a
serious risk of mental retardation, because of the lack of alternative energetic substrates for the child’s
brain. More than half of the hypoglycemia’s cases in infancy and early childhood are a result of hyper-
insulinemia, most commonly associated with SURT and Kir6.2 gene mutations, regulators of the 2-cells’
insulin secretion. The commonest hypoglycemia in older children is the ketogenic hypoglycemia.

There are overviewed the current classification, etiology and treatment of the children’s hypo-
glycemic conditions. A diagnostic algorithm for the needs of pediatricians’ and pediatric endocrinolo-
gists’ clinical practice is constructed. There are presented the results of a comparative study of hypo-
glycemia in diabetic children in 1983-1993 and 2000-2007. The optimization of the insulin therapy with
the insulin analogues and children’s education has resulted in a significant reduction of the severe hypo-
glycemia, which affected 36% of the children during the first period and 5.4% during the second. Mild
and moderate hypoglycemias continue to be common a condition in diabetic children’s every day life
and a serious obstacle in the improvement of the metabolic control.

MopBuuna xunomazHezuemua ¢ npoaBa 6 nocmHeoHamaAHuUA nepuog -
2 2oguwHo npocaegaBane

B. boagxueB, B. lomoBa, B. MaageHoB
Kamegpa no Neguampua u meguuuHcka 2eHemuka, KAUHUKa N0 gemcka eHgOKpUHOAO2US,
MY - BapHa

NMpegcmaBame Kbpmaue € pagka popma Ha KbCHU XunokaAuyuemudHu 2bpyoBe BcaegcmBue Ha
nbpBuuHa xunomazHezuemua. A.C.A. e pogeH ¢ mopgoro2uuHa 3parocm 36 2.c., meaao 3060 2p,
pbcm 48 cm. M3nucaH Ha 18 gHeBHa Bb3pacm. B goma pogumeaume 3abeanzBam nompenBaHua Ha
KpalHuuume, ycmuume, ,8bpmeHe” Ha ouyume, BnocaegcmBue 20A9M MOHUYHO-KAOHUYEH Npuna-
gbk. buoxumua c KT, EEI" u KAT Ha u.H.c. 8 Hopma. INpu HopmaaHu HuBa Ha Hampud, XAOp U hocdpop
e HaAuuge u3pazeHa xunokaauuemus - 0,69...0,72 mmol/l, pecppakmepHa Ha AeveHue ¢ KaauueBu npe-
napamu u ¢ nepcucmupaxe Ha HeBpoaoz2uuHume npoaBu. AonbaHumeaHu u3caegBarua - PTH 8 Hop-
Ma, cepymHu HuBa Ha Mg 0,22 mmol/l. Careg gobaBare kbm mepanuama Ha Bum. D u Mg KAOHUYHU-
me nompenBaHua/2bpuoBeme nocmeneHHo om3Byuam, HuBama Ha Ca ce HopmaAu3upam, kamo Mg
ocmaBa Hucbk - makcumaaHo go 0,50 mmol/l. BpogeHume HapyweHua Ha maz2He3zueBama obmaHa
opopmam 2 20AemMU emuoAO2UYHU 2pynu - cBbp3aHu ¢ HapyweHua B 6bOpeuyHama UoHHa peayaa-
yua u BcaegcmBue Ha uHMecmuHaAHa Maaabcopbuua. HopmaaHama 6b6peuHama cpyHKUUA U AUNCa-
ma Ha ypuHapHu UOoHHU 3a2ybu npu gememo 208opam B noa3za Ha nbpBuvHa XunomazHe3zuemua CbC
cbnbmemBawa BmopuyHa XxunokaAuuemua. MHO20KpamHUAM CKPUHUH2 Ha CepyMHUME U ypuHapHU
eArekKmpoAumu u mumpupademo Ha Ca/Mg npenapamu 3a 2 2oguHu nogcuaypaBam HOpMaAHOMO
puzuyecko/uHmearekmyasHo pa3zBumue Ha gememo. [Npegcmou 2eHemuyHo nomBbprkgaBaHe Ha
guazHo3ama upe3 AHK aHaau3 Ha TRPM6 2eHa 8 xpomo3zoma 9q12.

Xl HauuoHaAeH cumno3uym o eHgOKPUHOAO2UA
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Primary hypomagnesaemia expressed in the postneonatal period -
2 years follow-up

V. Boyadzhiev, V. lotova, V. Mladenov
Dept. of Pediatrics and Medical Genetics, Clinic of Pediatric Endocrinology, Varna Medical University

We present a boy with rare form of late hypocalcemic seizures due to primary hypomagnesaemia.
D.S.A. is born in 36 g.w., weight 3060 g, length 48 cm, discharged 18 days later. At home the parents
noticed jerks of the extremities and the jaw, swirling of the eyes, and a grand mal followed. Biochem-
istry with BGL, EEG and the c.n.s. CT scan were normal. Besides normal Na, Cl and P levels, a severe
refractory to i.v. Ca therapy hypocalcaemia was detected with Ca level 0,69...0,72 mmol/l. The neuro-
logical symptoms persisted. Further investigations showed normal PTH levels and very low serum Mg
- 0,22 mmol/l. As soon as vitamin D and Mg-containing drugs were added to the therapy the seizures
ceased and Ca normalized, while serum Mg levels remained low, with maximum values up to 0,50
mmol/l. The inborn errors of magnesium metabolism are due to two major etiological disorders - renal
hypomagnesaemia and primary intestinal hypomagnesaemia. The normal renal function and the lack of
urinary electrolyte losses made the primary intestinal hypomagnesaemia with secondary hypocal-
caemia the most probable diagnosis. The numerous screenings of the serum and urinary electrolytes
and the frequent changes in the dosages of the Ca and Mg preparations provided normal physical and
intellectual development of the child during the 2 years of follow-up. The genetic confirmation of the
diagnosis by DNA analysis for mutations in TRPM6 gene (9q12) is underway.

BbBexgaHe Ha AeueHue ¢ uHcyauHoBa nomna 6 bwazapua

Maa KoncmanmuHoBa
MY - Kamegpa no lNeguampus, CBAAAB - KauHuka no EHgokpuHoAo2uq, guabem u 2eHemuka

AeueHuemo ¢ uHcyauHoBa nomna, BbBegeHo no-wupoko B cBemoBHume guabemHu ueHmpoBe
npegu noBeue om 15 20guHU, uma 20AaMomo NpegumcmBo 3a MakCUMAAHO MOYHO gO3upaHe Ha UH-
cyauHoBama go3a npe3 geHoHowuemo. Auncama Ha pea2ucmpauua Ha uHcyauHoBa nomna 6 cmpa-
Hama go X.2005 2. bewe npuyuHa ObA2apPCKU hauueHMU, XKeAaewu ga 3anovyHam AevyeHue C UHCY-
AuHoBa nomna, ga nocewaBam ueHmpoBe 3a moBa u3B6bH cmpaHama.

Llea: Aa ce cbobwam HavaaHume pejyamamu om BbBexkgaHe Ha AedeHue ¢ uHcyauHoBa nom-
na 8 bva2apua.

Mamepuaa, memogu u pezyamamu: Om m. Ill. 2007 20g. e 3ano4Hamo AeveHue C UHCYAuHoBa
nomna npu 14 Hawu nauueHmu Ha Bb3pacm mexgy 3 u 22 2., X =9,09 2. £ 6,06 2.,
¢ HbA{. x=9,01 £ 2,05 %.

Hacmwbnu 3HauumeaHo nogobpeHue B 2AaukemudyHUA KOHMPOA NPU NO-20AAMama Yacm om HabAloga-
BaHume nauueHmu.

KonmpoaHuam HbA;. (npu 6 nayuenmu): x = 7,7 £1,69 %. Had-uecmume npobaemu npu AeuveHue ¢
uHcyauHoBa nomna ca cBbp3aHu CbC CMON Ha UHXXEKMUpPaHUA UHCYAUH NOpagu mexHu4yecku 2peuw-
ku. [Mpu Hawama 2pyna nauueHmu HabaogaBaxa 4 enu3oga Ha HavaAHa guabemHa kemoayugo3a.

M3B8ogu: 1. AeveHuemo ¢ uHcyauHoBa nomna moyke ga ocuz2ypu 3HauuMeAHO no-gobbp mema-
6oAumeH KoHmMpoA B8 cpaBHeHue ¢ AedyeHUEMO C MHO20KpamHU UHCYAUHOBU uHXKekuuu. 2. 3a ga ce
noAydu Bb3MOXKHO Hal-gobpua KOHMPOA € UHCcyauHoBa nomna e Heobxogumo npeuu3Ho obyyeHue
Ha nayueHmMa Kakmo 3a mexHuyeckomo ynpaBaeHue Ha nomnama, maka U 3a HenpekbCHamomo
aganmupaHe Ha uHcyauHoBama go3a kbm npomeHawume ce ycaoBua Ha >kuBom Ha nayueHma.

BbJITAPCKO HPYXECTBO MO EHOOKPUHOJIOINA
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XunepuHCYyAuHEeMUYHa Xuno2Aukemua
Tpu cayuana ¢ mymauyun 6 zeHa 3a SURT

KoHcmanmunoBa, M., S. Ellard?, K. KonpuBapoB8a', P. leopzueBa’, E. XpucmoBa’,

U. AumBunenko®, I. IMonoBa*, A. AHagoAuticka’®
KauHuka no EHgokpuHoaozua, Auabem u l'enemuka (1), Kaunuka no HeoHamoaozua (3), KauHuka no
HeBponoaua (4), Kaunuka no Nyamoaozua u MumenzuBen Cexkmop (5), CBAAAB - Codpuan
Peninsular Medical School, University of Exeter and Plymouth, Royal Devon and Exeter NHS Founda-
tion Trust, Molecular Genetic Laboratory, UK (2)

XunepuHcyAauHemuvHama xunozaaukemua (XX) e egHa om Had-yuecmume NPUYUHU 3a Nepcucmu-
pawa xunoz2aukemua npu HoBopogeHu u kbpmavema. Yecmomama u e 1 Ha 30 000 - 50 000 >xu-
BopogeHu geua. KauHuuHama uzaBa e pazHoobpazHa, a npo2Ho3ama Ha »kuBoma ce onpegeaa om
paHHama guazHo3a u edpekmuBHOMO AeveHue.

Llea Ha Hacmoawomo cbobweHue e ga ce npegcmaBu kKauHUYHama u3aBa u ecpekma om Aeye-
Huemo Ha nbpBume mpuma nayueHmu 6 bbAzapua ¢ goka3zaHu 2eHHU mymauuu 8 cyadgpaHuaypel-
HUA peuenmop Ha naHkpeacHume B kaemku (SURT), npegu3BukBawu XX.

MopBume gBama nauueHmu ca cecmpu om KpbBHopogcmBeH Gpak ¢ uzaBa Ha xuno2aukemuu-
Hume enu3ogu BegHaza caeg paxkgaHemo. Te ca HocumeAu Ha egHakBa xomo3u2omHa mymauua Ha
SURT (ABCC8) 2eHa: R1215W/R1215W, onpegeaaw, aBmo3omHo peuecuBHa popma Ha XX. ABama-
ma pogumeAu ca Hocumeau Ha cbuwama mymauua 6 xemepo3uzomHo cbemoaHue: R1215W/N. Bon-
peku egHakBuam 2eHomun, 3a6oAaB8aHemMo npomuya No pazAuveH HaduH. [pu no-2oramama cecm-
pa Bbnpeku, ye He e npuaazaHo AeveHue c diazoxid, HacmbnBa cnoHmaHHa pemucusa 6e3 xuno2au-
Kemu4Hu npoaBu caeg 6-2oguwHa Bb3pacm. INpu no-markama cecmpa ce npoBexkga redeHue ¢ dia-
zoxid om 75 geH Ha »kuBoma, Ho Bbnpeku moBa e ¢ KAUHUYHA u3aBa Ha enuAencus, Hacazawa aH-
mukoHByAacuBHa mepanua go momeHma.

Tpemuam nauueHm e momue, Yuamo nbpBa uzaBa Ha xunozaukemus e Ha 3-meceuHa Bb3pacm. leHe-
MUYHUAM aHaAu3 goka3a xemepo3u2omHo HocumeAacmBo Ha HoBa missence mymauua 6 SURT
(ABCC8) 2eHa, 8 ex30H 7, Hykreomug 1036. INMpoBexga ce HenpekbcHamo AedeHue ¢ diazoxid u an-
mukoHByAcaHmu.

Mpu mpumama nauueHmu e ycmaHoBeHo rekocmeneHHo uzocmabaHe 6 1Q, Harazawo no-cne-
UUAAHU 2pUXKU NpU OmM2AeXKgaHemo.

Bb3moskHOCcmma 3a npeHamanHa guazHo3a npu caegBawo geme 6 cemeticmBomo ¢ Beue ycma-
HoBeHa 2eHHa mymauua B nocoueHua 2eH Haraza npeyu3upaHe Ha guazHo3ama npu Bceku nauueHm
¢ peuuguBupauwu Xuno2AuKemuu.

NMepmaHeHMeH HeoHamaaeH 3axapeH guabem (MH3A) nopagu mo3zauyHa my-
mayua Ha KCNJ11 2eHa, o2paHuuyeHa go pa3mMHOXXUMEAHUME KAemKu, npu
gBe geua c 06w, pogumea: gbazompaiiHo npocaegaBane (3 20g.) npu omHo-
CUMEAHO pPAJHK Mun mymauyus

B. MomoBa', C. Apmcmpon2’, C. Eaapg’, A. Xamvpcau®
'Kam. no neguampusa u meguuuHcka 2eHemuka, KAuHuUKa no gemcka eHgokpuHoAo2ua, MeguuuHcKu

YHuBepcumem - BapHa
‘AuabemeH 2eHemuyeH ueHmbp, Ekcembp, ObeguHeHomMo kparcmBo

Xl HauuoHaAeH cumno3uym o eHgOKPUHOAO2UA
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AxkmuBupawume mymauuu Ha KCNJ11 2eHa, kogupaw, Kir6. 2 cybeguHuuama Ha B-kaembuHume
KATP kaHaAu ca Hal-yecmama u3BecmHa npudyuHa 3a MNH3A. NMoBeyemo Bv3HukBam de novo npu
geua c HezaceeHamu pogumeau. [NpegcmaBame gBe geua c NMH3A ¢ 06w, pogumea (6awa). Bpambm
e Ha 17 20g., ¢ guacHOCMuuupaH UHCYAuHo3zaBucum 3axapeH guabem Ha 17 cegmuuHa Bvb3pacm.
MpupogeHama my cecmpa Ha 3 2. 9 mec. e guaecHOoCmuuupaHa Ha 6,5 cegmuyHa Bb3pacm npu xuBo-
mo3acmpawaBawa kemoauugo3a. 1 gBeme geua ca rAekyBaHu C UHCYAUH U He ca UMaAu gpyau 3g-
paBHu npobaemu. Pogumeaume ca 3gpabu u 6e3 pogHuHcka Bpb3ka nomexkgy cu. CekBeHupaHemo
Ha KCNJ11 2eHa omkpu xemepo3uzomHa mymauua R201C npu gBeme geua. MymauuoHeH mo3au-
uu3bm 3a R201C 6e guaezHocmuuupaH 68 cnepmamo3zougu om b6awama u moBa e Bmopomo nybau-
kyBaHo cemetcmBo c NMH3A y noay-cubauHau, gbaxkaw, ce Ha bawuH noroB mozauuu3bm 3a KCNJT
Mymauuama.

Aeuama npemuHaxa Ha mepanusa ¢ nepopaneH IubeHkaamug 8 caegBawume 3 20guHU, € mak-
cumareH HbA;. coomBemHo 5,6 u 6,8 %, 6e3 ocmpu ycroxkHeHus. Mo-kbcHo egHoBpemeHHO npu
gBeme geua ce noaBuxa yecmu xuno2aukemuuHu enuzogu ¢ HuBa Ha KI go 1,4 mmol/l u gozama 6e
nocmeneHHO HamaAeHa om 0,2 go 0,05 mg/kg npu cecmpuukama u om 0,8 go 0,15 mg/kg npu 6pam
4. O6cbgeHu ca Bb3moxxHume u3zBogu om moBa aBaeHue.

Permanent neonatal diabetes mellitus (PNDM) in two half-siblings due to a
germ line mosaic mutation of the KCNJ11 gene: long-term follow-up (3 years)
in a relatively rare type of mutation

Violeta lotova’, Sarah Armstrong’, Sian Ellard’, Andrew Hattersley’
'Dept. of Pediatrics and Medical Genetics, Clinic of Pediatric Endocrinology, Varna Medical University
?Diabetes Genetics Centre, Exeter, UK

The activating mutations of the KCNJ11 gene encoding the Kir6.2 subunit of the 2-cell KATP chan-
nel are the commonest known cause PNDM. Most (>85%) mutations are de novo in children with unaf-
fected parents. We report a pair of half-siblings with PNDM. The brother is a 16-year old boy, diagnosed
at 17 weeks as having insulin-dependent diabetes. His 3,9-year-old half-sister was diagnosed at 6.5
weeks during life-threatening ketoacidosis. Both were treated with insulin and were otherwise healthy.
All parents are unrelated and not diabetic. Sequencing of the KCNJ11 gene showed both children were
heterozygous for the R201C mutation. A R201C mutation mosaicism restricted to the father’s germline
was diagnosed and this is the second published family with PNDM half-siblings as a result of paternal
germline mosaicism of a KCNJ1 mutation.

The children were switched to oral Glibenclamide and were well for 3 years thereafter, mean max-
imal HbA, . between 5,6 and 6,8 %, with no acute complications. Then frequent hypoglycemic episodes
with BGL as low as 1,4 mmol/l followed simultaneously in both children and the dosage was gradual-
ly decreased from 0,20 to 0,05 mg/kg in the girl and 0,8 mg/kg to 0,15 mg/kg in the boy. Possible impli-
cations of this phenomenon are presented.
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CovpgeuHo-cbgoba abmonomHa uHepBayua npu geua cbc 3axapeH guabem

P. CaBoBa, K. KonpuBapoBa, M. KoncmanmuroBa, M. Apwurko@Ba, I. [TonoBa,

M. KazakoBa X. bakvpgxuar’, I. Mumo6’, . Aackaro6’
' Kamegpa lNeguampusa, MY, Cocpus;
*Aabopamopua no enekmpomeguuyuHcka anapamypa, bAH, Cocgua

Llea. NpoBegeHo e mpaHcBep3aaHo npoyuBaHe Ha cbpgevHo-cbgoBama aBmoHomHa uHepBayua
npu 214 geua cbc 3axapeH guabem Ha Bb3pacm 7-20 20guHU, aHaAu3upaHu no Bb3pacmoBu uHmep-
BaAu, no cmeneHu Ha nybepmemHo pazBumue u no KAUHUYHU nogepynu B 3aBucumocm om npeg-
wecmByBawua HBA . -nog 7, 7-8, 8-9, 9-10 u Hag 10 % (5 nogepynu) u npugpy>kabawume KbCHU
YCAOXHeHua Ha guabema 6e3 uau ¢ uzocmaBaHe B8 pacmexa (6-a u 7-a nogepyna). Pesyamamume ca
cpaBreHu ¢ 342 3gpabu geua Ha Bb3zpacm 4-18 2oguHu. M3caegBaHemo BkaouBa cbpgeuHa yecmo-
ma (CH) u BapupaHemo Ha cbpgeuHama yecmoma (BCH) 8 nokol u npu opmocmamuyHa npoba, om-
pa3zeHo upe3 koeuyueHm Ha BapupaHe Ha R-R unmepBaaume om EKI (KB) u cnekmpaareH aHaAus3
(CA). OueHeHa e pedpaekmopHama bpagukapgua npu npobama ¢ gbAboko guware, npobama Ha Val-
salva u npu opmocmamuuHo HamoBapBare ¢ nokazameaa ,30:15".

Pe3yamamu. Mpu 3gpaBume geua uma 3aBucumo om Bb3zpacmma HamaraBaHe Ha CH u BCY 6
nokol u 3Hayumo BauaHue Ha nybepmemuama ¢a3a Ha pazBumue Bbpxy HamareHuemo Ha BCY u
pedaekmopHama bGpagukapgua. Aeyama ¢ guabem umam no-yckopeHa CY, cbc 3Ha4UMU pa3Auku
npu npegnybepmemHume geua u 3aBbpwusume pazBumuemo cu cnpamo koHmpoaume. BCY 6 no-
kol (KB u CA), pecpaekmopHama bpagukapgua npu BaacarBa u CA npu opmocmamuyHa npoba ca
3HAYUMO HamaAeHu cnpamo KoHmpoaume B 2oanemume Bv3pacmoBu epynu u npu 3aBbpweHomo no-
AroBo pazBumue. CpegHume uHgeKcu Ha cmaHgapmHume OmKAOHeHUA Ha u3caegBaHume nokazame-
AU NO KAUHUYHU NOg2pynu ca 3Ha4uUMoO NPOMEHeHU Npu geuama ¢ guabem om wecma u cegma KAU-
Hu4Ha nogepyna 6 cpaBHeHue ¢ nbpBume nem. C MHO20PaKmMopeH aHaAu3 ce ycmaHoBaBa 3aBucu-
MOCmMmMma Ha HamareHama cbpgeuHo-cbgoBa aBmoHomHa uHepBauua npu geyama CbC 3axapeH gua-
6em om npegwecmByBawua 2aukemuveH KOoHMpPoA, gaBHocmma Ha guabema u NPOgbAKUMEA-
HOCMmMa Ha KOHBEeHUUOHAAHOMO UHCYAUHOAEUEHUE.

Xl HauuoHaAeH cumno3uym no eHgOKPUHOAO2UA

30



AeueHue c pacme)xeH XOPMOH Ha pegku cuHgpomu u 3aboraBaHua 6 gemcka
6v3pacm

K. KonpuBapoBa
Kamegpa no neguampua, KauHuka no eHgoKpuHoAo2u§, guabem u KAUHUYHA 2eHemuka, MY - CBAA
no Aemcku boaecmu, Cogpusa

Moka3zaHu ca pezyamamume om 20 2oguwHomo npoyuBaHe KIGS npu AeuyeHuemo Ha Hakou
pegku cuHgpomu u 3aboaaBaHua ¢ pekombuHaHmMeH pacmeykeH xopmoH 6 gemckama Bv3pacm. He-
3aBucumo om npuyuHama 3a uzocmaBaHe 6 pacmexa npuroxkeHuemo Ha PX npu mHo20 om me3u
geua e umaro bAaazonpuameH egpekm Bbpxy pacmexkHama ckopocm. TakuBa cuHgpomu kamo Cor-
nelia de Lange, Kabuki s-m, Down, Williams-Beuren, Rubinstein-Taybi, Klippel-Feil, Floating-Harbor, Car-
tilage-Hair Hypoplasia, Turner, Noonan, Diamond-Blackfan anaemia. He3aBucumo om maakua 6pou
geua, AekyBaHu ¢ pa3auuHu go3u PX u npocaegaBaHu 3a pazauueH nepuog om Bpeme pe3yamamu-
me npu Bcuuku ca buau gobpu. ObobweHU cmpaHuYHUME ehekmu Oom AedyeHUemo ca noka3aAu
€gUHUYHU CAYYau Ha npexogHu egemu, 2raBoboaue u 06puBu, koumo ca buau 6e3 0cobeHO KAUHUY-
HO 3HaueHue u He ca buau noBog 3a npekpamaBaHe Ha mepanusama.

Had-2onam 6pol geua (okoro 300 6 14 npoyuBaHun), AekyBaHu ¢ PX ca me3u cbc cuHgpoma Ha
Prader-Willi. Mpu max e omyemeH MHO20 goObp pe3yamam He camo Bbpxy pacmeskHama ckopocm,
HO u B8 npepaznpegeaeHuemo Ha meAecHua cbcmaB (MacmHama mbkaH), HO u Bbpxy Mo3bYHama
gelHoCm u guaxameAHama gyHkuus. [NpenopbuBa ce akmuBHo npocaegaBare Ha BbaaexugpamHun
memaboAu3bM NOpagu CKAOHHAaCMMa Kbm 3axapeH guabem, gonbAHUMEAHOUHgYUUPAH U om mepa-
nuama c PX.

3akAlUEeHUE — O02paHUYeHUAM KAUHUYEH onum u npocAaegaBaHe Ha geua c pa3AudHu 3aboaaBa-
Hua u3BbH Xunocomamomponu3ma Hara2am MHO20 MOYHO ONpegeAaHe Ha Kpumepuume 3a Aeve-
Hue, go3ama Ha PX u npeueHka Ha puck/noa3a

MemaboAumeH CUHgpPOM npu geuama

BaaxoBa A., A. KypmeB, E. CmegparoBa, K. KazakoBa, 3. lTempoBa
KAuHuka no eHgokpuHoao2usa, guabem u 2eHemuka

OcnoBa YcmaroBaBa ce HapacmBaHe Ha yecmoma Ha 3amabecmaBaHemo u cBbp3zaHUMe ¢ He20 yc-
AoxkHeHua B cBemoBeH mawab B8 gemckama u toHoweckama Bv3pacm. Lleama Ha Hawemo npocnek-
muBHo npoyuBaHemo e ga ycmaHoBu yecmomama Ha memaboAumeH CUHgpPOM cpeg geuama u
toHowume ¢ BucokocmeneHHo 3amAbcmaBaHe npemuHaAu npe3 omgeAeHUemo No gemcka eHgok-
puHoaozua Ha CBAAADB 3a 18 meceua.

Memogu 13caregBaxa ce pbcma, me2Aomo, 06UKOAKA Ha MaAuama u XxaHwa u ce uzducau BMI. 3a yc-
maHoBaBaHe Ha yecmoma Ha memaboAUMEH CUHgPOM Ce U3MEPU apmepuarHOMO HaAf2aHe U ce U3Cc-
AegBaxa cepymHume HuBa Ha xorecmepoa, mpuaauuepugu, HDL-C, LDL-C, VLDL-C u ce npoBege OITT.
Pezyamamu 13caegBaHama 2pyna ce cbcmoewe om 127 geua cbe 3amabemaBane (51 momuema u
76 momuuema). CpegHama Bb3pacm Ha geuama e 12,63%3,2 2oguHu. pu 122 e npoBegen OITT
(gaHHU 3a HapyweH 2AKO3eH moAepaHc uma npu 74 navueHma (60,66 %). Mpu 115 nauueHma e u3-
caegBaH u AunugHua cmamyc, kamo npu 53 (46,07 %) ce ycmanoB8aBa memaboAumeH CUHgPOM.
3akaroyeHue MemaboAumHUAM CUHGPOM € no-Yecm cpeg geuama CbC 3amabcmabaHe, Kamo vec-
moma my ce yBeauuaBa c HapacmBaHe Ha cmeneHma Ha 3amAabcmabaHe.
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Metabolic syndrome in childhood

Vlahova D, A. Kurtev, E. Stefanova, K. Kazakova, Z. Petrova
Clinic of pediatric endocrinology, diabetes and clinical genetics, Pediatric university hospital

Background Obesity and its complications are registered in rapidly increasing rates worldwide. The aim
of our prospective study was to establish the rate of metabolic syndrome in morbidly obese children
and adolescents admitted in the clinic of pediatric endocrinology for a period of 18 months.

Methods The height, weight, waist and hip circumference were measured and the BMI was calculated.
Wanting to establish the rate of metabolic syndrome, in addition we measured the blood pressure and
establish the serum levels of cholesterol, triglycerides, HDL-C, LDL-C, and VLDL-C and was performed
OGTT.

Results We evaluated a group of 127 patients with morbid obesity (51 boys and 76 girls). The average
age was 12.63+3.2 yrs. OGTT was performed in 122 patients (data for impaired glucose tolerance was
established in 74 patients (60.66 %)). Lipid status was examined in 115 patients and 53 of them (46.07
%) have the criteria for metabolic syndrome.

Conclusion Metabolic syndrome is more prevalent in children with obesity and its rate increases with
the elevation of BMI.

ACLASTA® - omBbg uerozoguwHama ocmeonpomekuyua 6 egHa uHgy3sua

Hamaaua TemeakoBa
OmgeaeHue no kocmHu memaboaumHu 3aboaaBarus, ArekcaHgpoBcka boaHuua

Bcaka 2oguHa no cBema Bb3HukBam Hag 1,8 muauoHa begpeHu gppakmypu, a 400 000 om max
8 EBpona. Npe3 nbpBama 2oguHa caeg ppakmypama, cmbpmHocmma ce noBuwaba ¢ 15% go 25%.
Xopama c npexkuBaHa bOegpeHa ppakmypa ca 2,5 nbmu no-npegpaznoAoXkeHu Kbm HoBa dppakmy-
pa, B8 cpaBreHue ¢ me3u 6e3 npexkuBana makaBa, kamo egBa maaka yacm om max ce AekyBam dap-
MaKoAO2UYHO 3a ocmeonopo3a. M3BecmHo e, yue begpeHume ppakmypu ca acoyuupaHu ¢ noBuwe-
Ha 3aboaeBaemocm, BroweHo 06wWo cbecmonaHue u noBuweHa cmbpmHocm cpeg Bb3pacmHume na-
uueHmu, koemo Haraza BvBexxgaHemo Ha HOBu cmpameauu 3a nogobpaBaHe Ha KpalHua u3xog om
3aboraBaHemo.

HeomgaBHa 8 nunomtHomo npoyuBane HORIZON 6e goka3aHo, ye 5 mg zoledronic acid (ZOL)
cnpamo naauebo (p<0,001) 3a 3 2oguHu noHuxkaBa pucka om mopcgomempuuHu Bepmebpasu ppak-
muypu - ¢ 70 %, ppakmypu Ha begpeHa wulka - ¢ 41% u HeBepmebpaau - ¢ 25 % Npu XKeHu ¢ Noc-
mMmeHoNay3aaHa 0cmeonopo3a NoAyvuAu BegHbxk 20guwHo uHmpaBeHo3Ha uHgy3ua. B epynama Ha
ZOL 5 mg kocmHo-muHepaArHama nAbmuocm (KMIT) e 3Hauumo noBuwena (p<0,001) u mapkepume
Ha KocmHua MbpHOBbBP ca 3Ha4YUMEAHO NoHuXKeHu (p<0,001).!

MpoyuBanemo HORIZON-Recurrent Fracture Trial> Hackopo gokaagBa egpukacHocmma u 6e3o-
nacHocmma Ha ZOL 5 mg, npuroxeHa IV BegHbyk 20guwiHO npu nauueHmu, npexxkuBasu ckopowHa
ocmeocuHmesa Ha begpeHa wulika. Mbyxe u >keHu Ha Bb3pacm =50 20guHU ca paHgoMU3UupaHu Ha
ZOL 5 mg IV (n=1065) uau uHdy3ua Ha naauebo (n=1062) go 90 gHU cAeg xupypaudyHama uHmep-
BeHuua. Bcuuku nauuermu (cpegHa Bb3pacm, 74,5 20guHu) ca cynaemeHmupanu ¢ Bumamun D ( 75
000 - 125 000 1U/d) u kaauul. ZOL 5 mg 3Havumo pegyuupa: KymyaupaHua 3-20gulleH puck om Ho-
Ba KAUHUYHa ppakmypa ¢ 35 % (p=0,0012) cnpamo naauebo; KymyaupaHua puck om KAuHu4Ha Bep-
mebparHa ppakmypa ¢ 46% (p=0,02); u KymyaypaHua puck om KAUHUYHa He-BepmebpaaHa ppakmy-
pa c 27% (p=0,03). NoA3ume om cHuxxeHama cppakmypHa yecmoma ¢ ZOL 5mg pegyuyupam obwa-
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ma cmbpmHocm ¢ 28% cnpamo naauebo (p=0,01). B nomBbprkgeHue Ha peyamamume om gpyau
KAUHUYHU npoyuBaHua ZOL 5 mg 3Hauumo noHuykaBa uau coxpaHaBa KMI1 (p<0,001) u npu gBama
noaa. HaG-uecmume HeXxeAaaHu peakuyuu cnpamo naauebo npu navuueHmume, noayduau ZOL 5 mg,
ca: nupekcus (3,1% cnpamo 0,7%), muarzusa (4,9% cnpamo 2,7%), kocmHa 6oaka (3,2% cnpamo 1,0%)
U MUCKYAHO-ckeAemHa 6oaka (3,1% cnpamo 1,2%). Te3u npexogHu ocmpo-gpa3zoBu cumnmomu ca
oyvakBaHu, kynupam ce ¢ npomuBoBb3znarumearHu cpegcmBa u uzuyezBam c nocaegBawume UHpY-
3uu. He ca gokaagBaHu cayyau Ha ocmeoHeKkpo3a Ha YeAlocmma, Kakmo u HexkeAaHu edpekmu Bbp-
Xy 3apacmBaHemo Ha ppakmypume. Yecmomama Ha 6b0OpeyHume u cbpgeuHo-cbgoBume Hexe-
AaHU cbbumus, 8 moBa yucao npegcbpgHO MbXKgeHe u UHcyam ca nogobHu B gBeme 2pynu.

Moazume om ZOL 5 mg, uHpy3upaHa BegHbx 20guwiHo, 3a npeBeHuua Ha HoBu bpakmypu u
nogobpeHue Ha npexkuBaemocmma npu hayueHMu cAeg ocmeocuHmes3a Ha begpeHa wulika, ce
oyakBa ga umam nomeHUUaAHO NOAOXKUMeEAHU nocaegcmBua 3a obwecmBeHomo 3gpabe u 3gpab-
HO-UKOHOMUYEeCKUMe napamempu.

References 1. Black DM, Delmas PD, Eastell R, et al. Once-yearly zoledronic acid for treatment of post-
menopausal osteoporosis. N Engl ] Med. 2007;356:1809-1822.
2. Lyles KW, Col?n-Emeric C, Magaziner J, et al. Zoledronic acid and clinical fractures and mortality after hip frac-
ture. N Engl ] Med. 2007. (e-publication on 17 Sep 2007 ahead of print).

ACLASTA® - BEYOND YEARLONG OSTEOPROTECTION IN ONE INFUSION

Natalya Temelkova
Unit of Bone Metabolic Disease, Alexandrovska Hospital

Every year, more than 1.8 million hip fractures occur worldwide, 400 000 of them in Europe. In the
first year after a hip fracture, mortality is increased by 15% to 25%. Compared with persons without a
hip fracture, persons with a hip fracture are 2,5 times more likely to have a new fracture, however just
few of them receive pharmacologic intervention for osteoporosis. Hip fractures are known to be asso-
ciated with increased morbidity, functional decline and mortality in older adults, and strategies to
improve outcomes are clearly needed.

In HORIZON:-Pivotal fracture trial zoledronic acid (ZOL) 5 mg has recently been proven to reduce
over 3 years vs. placebo (p<0,001) the fracture risk of morphometric vertebral - by 70%, hip - by 41%
and non-vertebral - by 25% in postmenopausal women with osteoporosis when administered as a
once-yearly intravenous (IV) infusion. Bone mineral density was significantly increased (p<0,001) and
markers of bone turnover were significantly decreased (p<0,001) in the ZOL 5 mg group.’

The HORIZON-Recurrent Fracture Trial* recently reported on the efficacy and safety of once-year-
ly IV ZOL 5 mg in subjects who had undergone recent surgical repair of hip fracture. Men and women
aged >50 years were randomised to receive annual ZOL 5 mg IV (n=1065) or placebo (n=1062) infu-
sion within 90 days after surgery. All patients (mean age, 74,5 years) received supplemental vitamin D
(loading dose 75 000 - 125 000 IU/d) and calcium. ZOL 5 mg significantly reduced the cumulative 3-
year risk of new clinical fracture relative to placebo by 35% (p=0,0012); the cumulative risk of clinical
vertebral fractures by 46% (p=0.02); and the cumulative risk of clinical non-vertebral fractures by 27%
(p=0,03). The benefits of ZOL 5mg on fracture rate were reflected in a reduction in all-cause mortality
of 28% versus placebo (p=0.01). As expected from other clinical trials, ZOL 5 mg significantly increased
or preserved total hip and femoral neck BMD (p<0.001) at all time points in both men and women. The
most frequent adverse events in patients receiving ZOL 5 mg, compared with placebo, were: pyrexia
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(0,7% vs. 3,1%), myalgia (4,9% vs. 2,7%), bone pain (3,2% vs. 1,0%) and musculoskeletal pain (3,1%
vs. 1,2%). Transient post-dose symptoms are predictable, can be managed with the use of anti-inflam-
matories, and decrease markedly on subsequent infusions. No cases of osteonecrosis of the jaw were
reported, and no adverse effects were noted on the healing of fractures. The rates of renal and car-
diovascular adverse events, including atrial fibrillation and stroke, were similar in the two groups.
The efficacy seen for a once-yearly infusion of ZOL 5 mg in reducing new fractures and improving sur-
vival in individuals who have recently undergone repair of hip fracture would be anticipated to have
potentially positive public health and health economic implications.

References 1. Black DM, Delmas PD, Eastell R, et al. Once-yearly zoledronic acid for treatment of post-
menopausal osteoporosis. N Engl ] Med. 2007;356:1809-1822.
2. Lyles KW, Col?n-Emeric C, Magaziner J, et al. Zoledronic acid and clinical fractures and mortality after hip frac-
ture. N Engl ] Med. 2007. (e-publication on 17 Sep 2007 ahead of print).

TaGlHama Ha 2pwkume 3a nayueHma, e 6 mo6a ga Hu e 2puxa 3a nayueHma!

Muxaua boaHo6
KauHuka no eHgokpuHoaozua, MBAA ,ArekcaHgpoBcka” - MY Codua

MemaopmuH e npenapam Ha nvpBu u3zbop 3a AedeHue Ha 3axapeH guabem mun 2. Rosiglita-
zone e gpye Beue ymBobpgeH megukameHm. O2pomHUAM KAUHUYEH onum ¢ He20 no3BoAu ga ce
dpopmyaupa 6e3zonacHa 3a hayueHmume cmpameaua Ha NPUAOXKeHUemo My, maka e npaBuaHama
ynompeba npu nogxogawume nauueHmu ga Bogu go nocmuzaHe Ha uckaHume pe3yamamu. Caeg
noAemukama OMHOCHO CbpgedyHo-CbgoBua puck ce npue, ye po3u2AUMa3oH uma nogobHa Ha ocma-
HaAume aHmMuguabemHu megukameHmu cbpgedHo-cbgoBa 6e3onacHocm. CbuemarHuemo Rosiglita-
zone / metformin e nokazaHo npu nauueHmu 6e3 VIbC (BkA. ocmbp KopoHapeH cuHgpom) u 6e3 cobp-
geyHa HegocmamwbyHOCM UAU aHamHe3a 3a makaBa. He ce npenopvuBa rosiglitazone/metformin 6
KOMDOUHAUUA C UHCYAUH UAU HaAUuYHa nepudgepHa cbgoBa 6oarecm. INpuaoskeHuemo Ha rosiglitazone
NPU MeHoNay3aAHU >KeHU UAU MbXKe C 0Cmeonopo3Hu opakmypu u3uckBa BHumameaHa npeueHka
Ha ppakmypHua puck (eBeHmyaAHO KOCMHA geH3UMOMEMPUA) U NPU HY>Kga — CmapmupaHe Ha aH-
mupe3zopbmuBHa mepanua. NoAzume 3a nayueHma om rosiglitazone ca mHo206poUHuU: ocueypaba-
He Ha gbA2ompaeH 2aukemudeH kKoHmpoa (npoyuBane ADOPT), nogobpena uHcyaunoBa vyBecmBu-
meAHOCM, nogobpeHa Gema-kAembyHa (PYHKUUA U NO-MO3U HauyuH omaazaHe pazBumuemo Ha gu-
abema (npoyuBave DREAM), nogobpeHo apmepuarHO Haafa2aHe NPU HaAUYHA XUNepmoHUua, NOHU-
»KeHa MukpoaAbymuHypua u cepymHu HuBa Ha cBobogHUMeE MacmHU KUCEAUHU, MHO20 NO-pegKku Xu-
nozaukemuu B cpaBHeHue ¢ komGuHupaHomo AeveHue memdpopmuH + CYIT. DukcupaHama kombu-
Hauus rosiglitazone/metformin ocuzypaBa u 8v3moxkHocm 3a no-gobpo cbmpygHudecmBo Ha nauu-
eHma. B ouakBaHe cme Ha HoOBume npoyuBaHua APPROACH, VADT, ACCORD, BARI-2 u ¢puHaaHuU-
me pe3zyamamu om RECORD, koumo we pa3wupam no3HaHuUama Hu 3a moYHOMo mMacmo Ha rosigli-
tazone 6 cbBpemeHHUA aA2OpUMbBM 3a AeveHue Ha 3axapHua guabem mun 2.

KatouoBu gymu: 3axapeH guabem mun 2, rosiglitazone, memdopmuH, edpukacHocm, 6e3onacHocm
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The secret of good care is to really care about the patient

Mihail Boyanov
Endocrinology Clinic, MHAT , Alexandrovska” - Medical University Sofia

Metformin is the first choice treatment for type 2 diabetes. Rosiglitazone is another approved drug.
The large clinical experience allowed the formulation of a safe strategy for targeted application in indi-
cated patients and subsequent results. The polemics about the cardiovascular risks assumed a safety
profile for Rosiglitazone comparable to the other antidiabetic drugs. The combination Rosiglita-
zone/metformine is indicated in patients without CHD (including acute coronary syndromes) and heart
failure or history of cardiac problems. Its use is not recommended in combination with insulin or in
presence of peripheral vascular disease. The use of Rosiglitazone in postmenopausal women or men
with osteoporotic fractures requires a thorough fracture risk assessment (bone density testing) and in
some cases - antiresorptive drugs. The benefits of Rosiglitazone are numerous: very good long-term
glycemic control (ADOPT study), enhanced insulin sensitivity and beta-cell function, diabetes preven-
tion (DREAM study), reduced arterial pressure in hypertension, reduced microalbuminuria and free
fatty acids, fewer hypoglycemic episodes in comparison to the combination metformin + sulphony-
lurea. The fixed combination Rosiglitazone/metformine is better for patient compliance. We are wait-
ing for results from ongoing studies: APPROACH, VADT, ACCORD, BARI-2 and RECORD, which will
enrich our knowledge about the right positioning of Rosiglitazone in the diabetes type 2 treatment
algorithm.

Key words: type 2 diabetes, Rosiglitazone, metformine, efficacy, safety

CKpUHUHZ2 3a 2ecmayuoHeH HapyweH BGb2aexugpameH moAepaHC — aHaAuj3
Ha aHmMponomempuyHu u AabopamopHu nokazameau (npeg6apumeaHu pe-
jyAamamu)

1. KapamogopoBa*, K. Xxpucmo3o6*, H. Ywe6Ba**, b. L|6emarnoBa*
* KauHuka no EHgokpuHoAo2uga u borecmu Ha obmaHama, YMBAA ,,CB8. MapuHa” - BapHa
** Kamegpa no couyuanHa meguuuHa u opeaHu3auus Ha 3gpaBeona3zBaHemo, MY - BapHa

lecmauuoHHuam HapyweH BberexugpameH moAepaHc e Hal-4ecmomo MemaboAUMHO YCAOXK-
HeHue Ha bpemeHHOCMMA, HOCEeWO 3HaYUMeAEeH puck 3a malkama u 3a naoga kakmo 6 6Au3bK ne-
puHamaaeH acnekm, maka u 8 caegBawume gekagu. NogobHo Ha cumyauyuama 8 ocmaHarama no-
nyAauua, No-20AAMama Yacm om O6pemeHHUMe C HapyweH 2Al0ko3eH moaepaHc ocmaBam Heguae-
HOCMUUUpPaHU, ako He Ce MbPCAM UEAEHACOYEHO.

Llea Ha Hacmoawomo npoyuBaHe e ycmaHoBaBaHe omHocumeAHUA gaA Ha Kamezopuama Ha-
pyweH 2AI0K03eH moAepaHc cpeg Henogbpara uzBagka om GpemeHHU >keHu caeg 20 2.C U aHaAU3U-
paHe Ha aHMponomempuyHume u AabopamopHumMe noka3zameau.

Mamepuaa u memogu: npocnekmuBHo npoyuBaHe Ha 88 GpemeHHU >KeHu, CPOK Ha bpemeH-
Hocmma 20 - 37 2. c., ¢ npoBexkgaHe Ha aHmponomempua ( pbCm, Me2A0), aHkema 3a puckoBu
hakmopu u meaecHa maca npegu bpemeHHocmma, uzBbpwBaHe Ha OpareH 2AOKO30MOAEepaHCeH
mecm - 75 2p. 2Al0Ko3a ¢ uzcaegBaHe Ha naazmeHa 2aukemun Ha 0°, 607, 1207, AunugeH NpoUA U
uHcyAauHemun Ha 0’. Pesyamamu: ycmaHoBu ce omHocumeaeH gaa Ha HBT 12,5%, cmamucmuvec-
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KU 3HaYuMa pazauka mexgy gbeme 2pynu 3a I'TM npegu bpemeHHocmma u aunca Ha makaBa pas-
AUKa 3a nokazameaume Bb3pacm, pbcm u meaao npegu bpemeHHocmma, kKpbBHa 3axap, UHCYAUH,
HOMAIR, xonecmepoa, HDL, LDL u TAT Ha 2aagHo. 3akAtoueHue: me3u pe3yamamu npegcmaBam
Ha4YaAHU gaHHU 3a pa3npocmpaHeHUemo Ha ,CKpumua“ 2AIOKO3eH UHMOAepaHC cpeg ObazapcKu
OpemeHHU eHu, kakmo u gaBam Bb3moxkHocm 3a 3ano3HaBaHe ¢ aHmponomempuyHama u mema-
6oAuUMHa xapakmepucmuka Ha >keHume ¢ HBT.

Screening for gestational impaired glucose tolerance - anthropometric and
laboratory characteristic (preliminary results)

P. Karatodorova®*, K. Hristozov*, N. Usheva**, B. Zvetanova™
*Clinic of Endocrinology and Metabolic Diseases, University Hospital“St. Marina”
**Department of social medicine, MU - Varna

Gestational impaired glucose tolerance is one of most frequent metabolic complications of the
pregnancy. It cares significant risk of serious complications and consequences for the mother and the
baby during the pregnancy, as well as in the future decades.

The aim of the present study is to find out the percentage of glucose intolerance in excerpt of
pregnant women after 20 week of gestation and to analyze the anthropometric and laboratory data.
Material and methods: a prospective study of 88 pregnant women, week of gestation 20-37, by using
anthropometry (height, weight), questionnaire for risk factors and weight before pregnancy. An oral
glucose tolerance test was performed with measuring plasma glucose at 0’, 60, 120’, lipid profile and
insulin at 0”. Results: the percentage of gestational glucose intolerance in our excerptis 12,5%, the BMI
shows statistically significant difference between the groups, concerning plasma glucose - 0, insulin-
0, HOMAIR, total cholesterol, LDL, HDL, TAG the difference is not significant. Conclusion: these
results provide preliminary data on ,hidden” glucose intolerance distribution among bulgarian preg-
nant women and give us sight on anthropometric and laboratory characteristic of the women with
impaired glucose tolerance.

Auabem u 6pemeHHocm - State of the Art

Kama Togopo6Ba-AHaHueBa
CBAAAT ,MaduyuH gom”

3axapHuam guabem (T1A u T2A) u 2ecmauvuoHHUam guabem (I3A) ca gBeme Had-vyecmu 3abo-
AaBaHun, koumo ycaroxkHaBam GpemeHHocmma u npegonpegeaam cbgbama Ha malkama u HelHo-
mo geme. FfoguwHuam 6pol Ha cmpagawume om guabem >keHu HenpekbcHamo HapacmBa - ¢ 1-2
% 3a »keHume ¢ T1A u ¢ 5-7 % 3a >xeHume ¢ T2A. Mexqgy 3-4 % om Bcuuku GpemeHHU >KeHu omk-
AatouBam I3A npe3 bpemeHHOCcMMa.

OcHoBHa npuyuHa 3a noaBa Ha HebAazonpuamMHUME YCAOXKHEHUA € malyvyuHama XunepaAuke-
mua. MemaboAaumHume npomeHu U uHcyauHoBa pezucmeHmHocm gonpuHacam 3a BaowaBaHe Ha
memaboAumHama KomneHcauua Ha guabema gopu u npu Had-gobpe KOHMpoOAUpaHUmMe u obyyveHu
OpemeHHU XKeHu.
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TpaguuyuoHHomo noBegeHue e HacOYEeHO KbM NOCMU2aHE Ha HOPMOZ2AUKEMUA Npegu u npes3
6pemenHHocmma. Cmpameauama 3a npegBapumeAHo naaHupaHe Ha BpemeHHOCM HopMaAu3upa no-
BuweHama yecmomama Ha HebAazonpuamHume ycaoxkHeHua Ha >xeHume ¢ TTA. Ceza npobaembm
¢ Bucokama vyecmoma Ha embpuo-chemanHu ycaoxkHeHua ocmaBa akmyaaeH 3a >keHume ¢ T2A u
I3A. Ycuauama ce HacouBam Kbm nAaHUpaHemo Ha GpemeHHOCM Npu XKEHU C AAMEHMEH UAU Hegu-
azHocmuuupaH T2 A. OcHoBeH nogxog e cBoeBpemeHHama guazHOCMUKA U ONMUMU3aUUA Ha 2AU-
KEMUYHUA KOHMPOA Ype3 paHHO 3anouyBaHe Ha AedeHue C UHCYAUH.

Hepewernume Bbnpocu B8 o6aacmma Ha 3A ca cBbp3aHu ¢ HeecoBomo KbCHO guazHOCMuUUUpa-
He u HenpaBuAaHomo my AeveHue. Kaou 3a pewaBare Ha npobaemume e BbBexxgaHe Ha macoB ckpu-
HuHe2 3a [3A.

3a nogobpaBaHe Ha 2AuKeMuvHUA KOHMPOA Ha guabema npe3 GpemeHHOCMMa Npe3 NOCAEegHU-
me 20guHuU ce npegAaazam HOBu mepaneBmuyHu cmpamezuu, NPUAOXKEHUEMO Ha HAKOU Om KOumo
e Bce owe cnopHo.

Diabetes and pregnancy - State of the Art

Katya Todorova-Ananieva
University Hospital of Obstetrics and Gynecology - Sofia

Diabetes mellitus (TTDM and T2 DM) and Gestational diabetes mellitus (GDM), are the most com-
mon conditions which complicate pregnancy and predict the fate of mother and her child. Annually the
number of women suffering of diabetes is increasing permanently-1-2% for women with TIDM and 5-7%
for women with T2DM. Among 3-4% of all pregnant women develop GDM during their pregnancy.

The maternal hyperglycemia is the basic reason for developing unsuccessful complications. The
metabolic changes and insulin resistance are the main reasons for getting the metabolic compensa-
tions worse even in the best controlled and educated pregnant women.

Traditional behavior is directed to achieve normoglycaemia before and during pregnancy. The pre-
planning pregnancy strategy normalize the increasing incidence of unpleasant complications in preg-
nant with TIDM. Nowadays the problem with high level of embryo-fetal complications is still remain-
ing actual for pregnant with T2DM and GDM. The efforts are oriented for preplanning pregnancy
among the women with occult and undiagnosed T2DM. The basic approach is timely diagnosing and
normalizing the diabetic control using earlier starting of insulin treatment.

The unsolved problems in field of GDM are connected with late diagnosing and incorrect treat-
ment. The key for solving those problems is to initiate a screening for GDM.

Lately, a new therapeutic strategies are offered to achieve good diabetic glycaemic control during
pregnancy, although applying some of them is still controversial.

AKkmyaAHu acnekmu 6 emuoAoz2uama u namozeHe3ama Ha 2eCmayuUOHHUA
guabem

Kama Togopo6Ba-AnaHueBa
CBAAAT ,MaduuH gom”

Hacmoawume guazHocmuuHu Kpumepuu, uznoa3BaHu 3a guazHo3a Ha 3A npu »eHu ¢ noBu-
weHu 2Atoko3HU HuBa npe3 bpemeHHocmma, ycmaHoBaBam yecmoma Ha [3A mexgy 5-10%. Xu-nep-
2aukemuama Bapupa 6 pazauuyHa mexkecm - om BUCOKU 2AOKO3HU KOHUEHMpayuu, go HUCKU,
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“‘npoepama

OAU3KU gO HOpMaAHUME, KOUMO Cbwo ce cbyemaBam c Bucok puck om pemanHa 3aboreBaemocm.

Moumu npu Bcuuku popmu Ha xunepaaukemua npu [3A ce ycmarnoBaBam uHcyauHoBu HuBa,
KOUMO ca HegocmambuHU ga nokpuam gHeBHume uHcyauHoBu HYkgu. Abazo Bpeme ce e mucae-
AO, Ye uHcyAauHoBama pe3ucmenmuocm e Bogewuam namozeHemu4deH gedpekm npu 3A. MNpegc-
maBeHume gokazameacmBa nomBubpykgaBam cvbwecmByBaHemo Ha xpoHuueH - kKaAembueH ge-
dekm, cowecmByBaa npegu u caeg bpemeHHocmma, koUMo e npuyuHa 3a npomeHu B HuBama Ha
KpbBHama 2atoko3a.

MpuyuHume 3a HacmbnBaHe Ha B kaembuHa gucyHKyua, npuduHaBawa uHcyauHoBa Hegoc-
mambyHoCcm ca HeacHu. Hal-06wo me mo2am ga 6bgam obeguHeHu 6 mpu kamezopuu:

1) aBmoumyHHa B- kAembuHa guchyHkuun, 2) 2eHHU gedpekmu ¢ Bucoka neHempaHMHoOCm, KO-
umo npuvuHaBam HapyweHue 8 uHcyauHoBama cekpeuua u 3) B kAembUHa guCOYHKUUA, KOAMO ce
acouuupa € XpoHu4Ha uHcyauHoBa pezucmeHmHocm.

Foaama yacm om >keHume ¢ 3A pa3zBuBam guabem caeg pakgaHemo. [MoBeue om 50 % om xe-
Hume ¢ npegwecmBauw, [3A we pazBuasm 3axapeH guabem 6 cregBawume 25 2oguHu. NpomeHume 6
cmuaa Ha >kuBom u pegykuuama Ha MeAecCHOMO Me2A0 Mo2am ga Hamaaam pucka om pazBumue Ha
3A. Aeuama, pogeHu om maiiku ¢ 3A cbwo umam Bucok puck om obe3umem u pazBumue Ha T2A.

Actually aspects of etyology and patogenesis of gestational diabetes mellitus

Katya Todorova-Ananieva
University Hospital of Obstetrics and Gynecology - Sofia

The current diagnostic criteria assign to diagnosis of GDM to women with upper glucose levels
estimate the incidence of GDM between 5-10%. The hyperglycemia varies in severity from elevated
glucose concentrations to concentrations that are slightly above normal, but associated with some
increased risk of fetal morbidity.

Like all forms of hyperglycemia, GDM is characterized by insulin levels that are insufficient to meet
insulin demands. It has long been held that pregnancy-induced insulin resistance unmasks the onset of
B-cell defects that underlie GDM. Evidence presented that the defects are chronic, a chronic B-cell
defect is present before and after pregnancy and accompanied by increasing blood glucose concen-
tration.

The causes of pancreatic B-cell dysfunction that lead to insulin insufficiency in GDM are not fully
defined. Three general categories have been identified:

1) autoimmune B-cell dysfunction, 2) highly penetrant genetic abnormalities that lead to impaired
insulin secretion, and 3) B-cell dysfunction that is associated with chronic insulin resistance.

The majority of women with GDM eventually develop diabetes after pregnancy. More than 50 %
of women with GDM develop DM in the next 25 years of their life. The risk of future developing of
diabetes can be reduced with reduction of body weight and changing in style of life. The children of
mothers with diabetes have high risk of obesity and future developing of diabetes as well.
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DumoecmpozeHu npu 3amabcmabare u guabem npu
nepumeHonay3aAHu XXeHu

M. MaaunoBa
AT KauHuka, YMBAA ,C8. Teopau” - NMroBguB

(MumoecmpozeHume umam 6aazonpuameH edgekm Bbpxy meHonayjaAHuUme CUMNMOMU U
peguua pazcmpoicmBa, 6BkalouumeaHo  cbpgedHo-cbgoBu  3aboaaBaHun,  KapuUHOM,
xunepAunugemua u ocmeonopo3a. Vima gokazameacmBa 3a GaazonpusmeH edekm u Bbpxy
guabema u 3amabcmaBaHemo. Te HamaraBam uHcyauHoBama pezucmeHmHocm, HamaraBam
3amAabcmaBaHemo upe3 nogmuckaHe UHcyauHoBama cekpeuua UAU  Ype3 nNogmuckaHe
AunozeHe3ama u yBeauuaBare aunoauzama 6 yepHua gpob u agunouumume.

Phytoestrogens in obesity and diabetes in perimenopausal women

M. Malinova
Department of Obstetrics and Gynaecology, ,St. George” Hospital, Plovdiv, Bulgaria

Phytoestrogens have protective effects against menopausal symptoms and a variety of disorders,
including cardiovascular disease, cancer, hyperlipidemia and osteoporosis. Evidence is emerging that
phytoestrogens play a beneficial role in diabetes and obesity. They reduce insulin resistance and obe-
sity by inhibiting insulin secretion or by inhibiting lipogenesis and enhancing lipolysis in liver and
adipocytes.

Mpenamanen I'TT 3a omkpuBaHe Ha zecmayuoHeH guabem u u3xog Ha Ope-
MeHHOCmMma

M. MaaunoBa
AT Kaunuka, YMBAA ,C8. Feopau” -INroBguB

Temama 3a l'ecmauuoHHua guabem (I'A) e npomuBopeuuBa. MHO20 KAUHUUUCMU NpuA@2am CKpuU-
Hu2 3a HapyweH BbaaexugpameH memaboauzbm no Bpeme Ha bpemeHHocm. Lleama e ga ce Hamaaam
cAyvaume Ha xunepmoHua no Bpeme Ha BpemeHHOCMMA, MakpO30MUA, XUgPamHUOH, mpaBmamuyHo
pa’kgaHe, HEOHaMaAHa XUNnO2AUKeMUSA, XunokaAuemus, XunepbuAupybuHemua u NoAULUMEMUA.

Prenatal Glucose screening on the diagnosis of Gestational Diabetes and Preg-
nancy Outcomes

M. Malinova
Department of Obstetrics and Gynaecology, ,St. George” Hospital, Plovdiv, Bulgaria

The issue of gestational diabetes (GDM) has become controversial. Many clinicians support glu-
cose tolerance test to screen abnormal carbohydrate metabolism in pregnancy. The aim is to reduce
pregnancy induces hypertension, fetal macrosomia, traumatic delivery, neonatal hypoglycemia,
hypocalcemia, hyperbilirubinemia and polycytemia.
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ADVANCE - Hal-zoaAamomo npoyuBaHe 3aboreBaemocm-cmbpmHocm ¢
guabemuyu. Pe3yamamu u npuroxeHue 6 kKAuHUYHama npakmuka

Mogepamop - lNpodc. A-M. bopucoBa
Aekmopu - Aoy. L|. TankoBa
Aouy. B. Xpucmo6

HezaBucumo om goceza npoBegeHume npoyuBaHus, ueaawu ga onpegeaam onmumasHama me-
panua npu nayueHmume ¢ guabem mun 2, Bce owe cbwecmByBam peguua HepeweHu Bbnpocu.

Had-mawabHomo npoyuBaHe B8 ob6aacmma Ha 3axapHua guabem go momeHma - npoy4yBaHemo
UKPDS, 6ewe naaHupaHo ga oueHu BAuaHUEMO Ha 2AUKEMUYHUA KOHMPOA BbpXy YcAo>KHEHUA npu
nauueHmume ¢ guabem mun 2, HO He ycna ga gemoHCMpupa Kopeauua Mexxgy 2AUKeMUYHUA KOH-
MPOA U Yecmomama UAU meykecmma Ha me3u ycaoxkHeHuama. To3u Bbnpoc ocmaBa omkpum 6
NPOgbAXKEHUE HA 20gUHU U go gHec. YuygBawpo e, ue peguua mexxgyHapogHuU npenopbku, ovakBaul-
KU pe3yamamume om mekyw,o npoBexxgaHu npoyuBaHua, mbpcewu omzoBop Ha mo3u Bvnpoc,
Heu3MeHHO pukcupam mapzemuu cmouHocmu Ha HbA{ . Ha 6,5 %, 6e3 ga umam coAugHu gokasza-
meacmBa 3a moBa. Hewo noBeue, UKPDS goka3za Bpb3ikama mexxgy 2aukemuama u mukpoBacky-
AQpHUA PUCK NPU hayueHMume C¢ guabem mun 2, HO HE U OMHOWEHUEMO Ha 2AUKEMUYHUA KOHM-
poA Kbm MakpoBackyaaHume ycaoxkHeHua npu guabem. Taka gHec ADVANCE e eguHcmBeHo npo-
yuBaHe, koemo moxke ga gage omeoBopu Ha HepeweHume Bbnpocu B8 obracmma Ha 3axapHua gu-
abem:

ADVANCE e Hal-coramomo npoBexkgaHo Hakoza npoyuBaHe 3aboaeBaemocm-cmbpmHoOCcm ¢
guabemuuu, KOemo we onpegeAau gbA20CPOYHUME NOA3U OM UHMeH3UBHUA 2AUKEMUYEH KOHMPOA,
6azupaH Ha Diaprel MR no omHoweHue Ha 20Aemume makpo- u MukpoBackyaapHu uHUUgeHmu npu
nayueHmu c guabem mun 2.

Arec unmepecbm kbm ADVANCE e ocobeHo Bucok, caeg HacKopo npekpameHomo pamo Ha
npoyuBaHemo ACCORD (Action to Control Cardiovascular Risk in Diabetes), cmpemawo ce kbm
HbAc < 6 %. MuHaHcupaH om npaBumeacmBomo Ha CALLL, npoekmbm ce npoBexxga 8 CALL, u Ka-
Haga, kbgemo Diaprel MR He e peaucmpupaH. Caeg cnupaHemo Ha uHmeH3uBHomo pamo 6
ACCORD nopagu 27 % no-Bucoka cmbpmHOCM cnNpamo KOHBEeHUUOHAAHO KOHMpPOAUpaHUMe, gHec
ADVANCE e eguHcmBeromo npoyuBane, koemo moxxe ga omzoBopu Ha Bbnpocume, nocmabe-
HU om ACCORD:

- KakBa mpabBa ga 6bge mapeemHama cmouHocm Ha HbAc npu nauueHmume ¢ gua-
6em mun 2 u Bucok cbpgeuHocbgoB puck?

- EguHcmBeHo om KoHMpoAa Ha 2Aukemuama Au 3aBucu gba2ocpoyHama npoz2Ho3a Npu
me3u nauueHmu UAU U OmM megukameHma, ¢ Kolmo e nocmu2Ham mo3u KOHMPOA?

Auckycua 6 masu Bpb3ka 6e npoBokupaHa u om ohuuuarHOMo KomioHuke, 6 koemo Ipod.
Stephen MacMahon, George Institute, ABcmpaaus, (2aaBen uzcaegoBamen 8 ADVANCE), 06a8u, ye
8 xoga Ha npocaegaBaHemo, npu koemo e gocmuzHam HbAc 6,4 % u caeg obpabomka Ha 6AU30
99 % om gaHHume, ADVANCE He nomBbpykgaBa meHgeHuyuama 6 ACCORD 3a noBuweHa cmbp-
mMHOCM cpeg hauueHmume ¢ UHmMeH3uBeH 2AuKemuyeH KOHMPOA.

Pesyamamume om ADVANCE wge 6bgam 06aBeHu Ha 6 FOHuU 2008 2. Ha KoHepeca Ha Amepu-
KaHckama AuabemHa Acouuauus.
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ADVANCE - the biggest morbi-mortality trial in diabetes. Results and clinical
implications

Chairman - Prof. Anna-Maria Borissova
Speakers - Assoc. Prof. Tzvetalina Tankova
Assoc. Prof. Vladimir Hristov

Despite of all the performed studies, looking for the optimal therapy in type 2 diabetes, there are
still unsolved key questions in the field of diabetes.

The largest at present study - UKPDS managed to assess the role of the glycemic control in dia-
betes related complications, but failed to demonstrate the correlation between the glycemia and the
frequency or the severity of the complications. This question remains open till today. What is surprising
is the fact that while waiting for the results from the ongoing studies, all the international guidelines
determine a glycemic target of HbA1c below 6.5% without any solid evidences.

Moreover, UKPDS proved the link between the glycemic control and the microvascular complica-
tions, but not the one with macrovascular complications.

Today ADVANCE is the only trial which can give the answer to the unsolved issues in diabetes treat-
ment. ADVANCE is the biggest ever morbi-mortality trial in diabetes, which will determine the long-
term benefits from the strict glycemic control (HbA;. < 6,5 %), based on Diaprel MR in terms of macro
and microvascular complications

Today the expectations towards ADVANCE are even higher after the recently stopped arm of the
ACCORD (Action to Control Cardiovascular Risk in Diabetes) study, targeting HbAc < 6 %. Financed
by the US government, ACCORD is performed in USA and Canada, where Diaprel MR is not registered.
After the stopping of the intensive glycemic arm, due to 27% higher mortality rate, today ADVANCE is
the only trial, which can answer to the questions raised by ACCORD.

- What should the HbAc target be in type 2 diabetic patients at high cardio-vascular risk?
- Does only the glycemic control matter or the agent, used to reach the target is essential?

Discussions in this contest were also provoked by the official statement of Prof. Stephen MacMahon,
George Institute, Australia (ADVANCE chief investigator), claiming that during the ADVANCE follow-up,
where 6,4 % HbAc was obtained and after the collection of almost 99 % of the data, ADVANCE does
not confirm the ACCORD tendency of increased mortality rate in the intensively treated group.

ADVANCE results will be announced on 6-th of June 2008 at the congress of the American Dia-
betes Association.

Mogxog kbm mukpobackyrapHume ycrokHeHUA HA 3axapHua guabem caeg
npoyuy6anemo FIELD

L. TankoBa
KauHuuen LleHmbp no EHgokpuHoAo2us, MeguuuHcku YHuBepcumem, Codpun

INpoyuBanemo FIELD (Fenofibrate Intervention and Event Lowering in Diabetes) e Had-coaamomo
npoyuBaHe npu 3axapeH guabem mun 2, npoBexkgaHo goceza - 8 He20 ca ydacmBaau 9 795 nauu-
eHmu. To e u Hal-2oaamomo npoyuBaHe 3a nbpBuyHa npourakmuka npu 3axapeH guabem mun 2,
mbU kKamo 78 % om nauueHmume ca 6uau 6e3 gaHHU 3a cbpgeuHo-cbgoBu 3a6oraBaHun. YuacmHu-
uume ca buau ¢ gobbp 2AUKEMUYEH KOHMPOA, C UAU Be3 gucaunugemun. INauueHmume ca paHgomu-

Xl HauuoHaAeH cumno3uym o eHgOKPUHOAO2UA

42



3upaHu Ha peHopubpam uAu naauebo u ca HabaogaBaHu 8 npogbaxkeHue Ha nem 2oguHu. o Bpe-
me Ha npoyuBaHemo npu 19 % om 2pynama Ha peHopubpam u npu 36 % om nayueHmume Ha nAa-
uebo ce e HaroXuAO gobaBaHe Ha mepanua cbe cmamuH. Caeg HazaacaBaHe OMHOCHO gONbAHU-
meAHa AunugonoHuxkaBawa mepanua e ycmaHoBeHo 3Hayumo noBausBaHe Ha nbpBuyHume Kpad-
HU MOYKU - CHUXXEHUe Ha HeamaAeH UHMapKmM Ha mMuoKapga UAU KOpoHapHa cmbpm ¢ 19%
(p=0,01), kakmo u Ha BmopuyHUMe KpalHu MOYKU - pegyuupaHe Ha Bcuuku cbpgeyHo-cbgoBu uH-
yugeHmu ¢ 15 % (p=0,004). Kamo mpemuuHu kpadHu mouku 68 npoyuBaHemo ca aHaAU3UpPaHU MUK-
poBackyrapHume ycAo>KHeHUa Ha 3axapHua guabem - guabemHa pemuHonamua u Hedpponamua.
Caeg npurokeHue Ha peHoubpam e HabAogaBaHo cHuxkeHue Ha pucka om pazBumue Ha pemu-
Honamua ¢ 38 % (p=0,001), Ha Heobxogumocmma om npoBexkgaHe Ha Aa3zep-mepanua ¢ 30%
(p=0,0003), HamarnaBaHe Ha yecmomama Ha makyaonamusa ¢ 31% (p=0,002), Ha npoAucpepamuBHa
pemuHonamusa ¢ 29 %, Ha omok Ha makyaama c 41 % (p=0,002). B xoga Ha npoyuBaHemo e ycma-
HoBeHO CHUYKeHUe Ha npozpecuama Ha MukpoarbymuHypusa ¢ 14% (p=0,002). Te3u edpekmu He mo2am
ga 6bgam obacHeHu ¢ npomara 8 HbA{. uau conbmcemBawa mepanus, KaKmo U ¢ MUHUMAAHOMO CHU-
»KEHUe Ha apmepuarHOmo HaaszaHe B 2pynama Ha gpeHopubpam. MNpoyuBanemo FIELD goka3Ba 3a
nbpBu Nbm, Ye Aunugo-moguuuupawo cpegcmBo, kakBomo e peHopubpam, HamaraBa MUKpo- U Mak-
poBackyaapHume ycAaoXKHeHUA NpuU hauueHmMu CbC 3axapeH guabem 6e3 npegwecmBawo cbpgeyHo-
cbgoBo 3aboaaBaHe, C onmumareH 2AUKeMUYEH KOHMPOA, C UAU De3 amepoz2eHHa gucAunugemus.

Approach Towards Microvascular Complications of Diabetes After
the Field Trial

T. Tankova
Clinical Center of Endocrinology, Medical University, Sofia

The FIELD study (Fenofibrate Intervention and Event Lowering in Diabetes) is the largest trial in dia-
betes ever done, including 9 795 patients. It appears to be the largest trial for primary prevention in
diabetes, as 78% of patients were without a previous cardiovascular disease. The patients were in good
glycemic control, with and without dyslipidemia. The patients were randomly assigned to fenofibrate
or matching placebo and were followed-up for a period of five years. 19% of the patients in the fenofi-
brate group and 36% of the patients on placebo started statin therapy during the study. A significant
reduction of 19% (p=0.01) in the primary outcome (coronary heart disease death or non-fatal myocar-
dial infarction) and a decrease in the secondary outcome (total cardiovascular events) by 15%
(p=0.004) were demonstrated in the fenofibrate group at study end after adjustment for additional lipid-
lowering therapy. The effect of fenofibrate on diabetic microvascular disease - diabetic retinopathy and
nephropathy was analyzed as tertiary outcome in the study. Fenofibrate was associated with less albu-
minuria progression - 14% (p=0.002), and less retinopathy needing laser treatment - 30% (p=0003).
Fenofibtare therapy was shown to reduce the risk of diabetic retinopathy by 38% (p=0.001), to
decrease maculopathy by 31% (p=0.002), proliferative retinopathy by 29% and macular oedema by
41% (p=0.002). These effects can not be attributed to a change in HbAT1c or any concomitant thera-
py, as well as to the minor reduction in arterial blood pressure in the fenofibrate group. The FIELD study
has demonstrated for the first time that a lipid-modifying drug, like fenofibrate, decreases both the
macro- and microvascular complications of diabetes in patients without a history of cardiovascular dis-
ease, with optimal glycemic control, with and without dyslipidemia.
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bucoccpoHamu - uma Au paszauku 6 zpynama?

Aoy. Muxaua boano8
KauHuka no eHgokpuHoaoz2ua, MBAA , AaekcargpoBcka” - MY Codpua

AedyeHuemo Ha ocmeonopo3ama 3aema Bce no-cepuo3Ho macmo B ycuauama Ha meguuuHcKama
obwHocm 3a ozpaHuuaBare Ha couuaAHo-3Ha4umume 3aboaaBaHua. AHmupe3zopbmuBHume cpegc-
mBa ca KAaacuyecku nNogxog 3a npogpuaakmuKka U AedyeHue Ha hocmmeHonya3aAHa ocmeonopo3a.
,3AameH cmaHgapm” cpeg max ca bugochoHamume. Y Hac ce npurazam 3 budpocgoHama 3a ne-
popaAHa ynompeba - areHgpoHam, pu3zegpoHam u ubaHgpoHam. 3a MHO20 AeKapu me u32aexkgam
B3aumo3ameHaemu. XumuvHama um cmpykmypa obave npegonpegeaa pazaudHa aHmMuoOCmMeonopo3-
Ha akmuBHocm in vitro Ha pa3auvHume GugocgoHamu. Cypozamume Kamo KOCMHA MuHepaAHa
NABMHOCM UAU MapKepu Ha KocmeH oOmeH He moz2am ga 06acHAM goCcmMambyHO NbAHO pa3zAuKUMe
8 aHmudpakmypHama egpekmuBHocm in vivo Ha megukameHmume. MDpakmypHama yecmoma ocma-
Ba Hau-BaxkeH nokazamea 3a ecpekmuBHocm. Epekm Bbpxy KAUHUYHUME hpakmypu ce noaydaBam
HaU-paHo npu Risedronate - owe Ha 6-ua meceu, B memaaHaau3 camo Risedronate u Strontium ranelate
noka3zBam epekmuBHocm no omHoweHue Ha HeBepmebpaaHu pakmypu B obwama nonyaauus.
E3opazearHume u 2acmpo-gyogeHaaHu ecpekmu Ha Risedronate BeposmHo ca no-caabo u3paszeHu
om me3u Ha Alendronate. B 3akaoueHue, AedeHuemo c Risedronate ocuaypaBa Hal-6bp3a ocmeon-
pomekuua - KAKMOo Ha NPewAeHU, maka U Ha gbA2U KOCMU; NpU NpeHebpe>KuMu HeXKeAaHUu cmpaHuy-
HU ecpekmu. HaauuHume nepoparHu bugocoHamu He mo2am ga ce pa3z2aexkgam kamo egHakBu
uAu B3aumo3zameHaemu.

KatouoBu gymu: ocmeonopo3a, budpocoHamu, aHmudppakmypHa epekmuBHocm, HeXkecaHu cmpa-
HU4YHU gedcmBua

Biphosphonates - are there any differences within the group?

Assoc. Prof. Michail Boyanov
Endocrynology Clinic, MHAT , Alexandrovska” - Medical University Sofia

Osteoporosis treatment takes a more serious part in the medical society efforts to limit the social-
ly important diseases. Anti-resorptive products are the classical approach for prophylaxis and treatment
of postmenopausal osteoporosis. And among them the ,Gold standard” are the biphosphonates. There
are available 3 biphosphonates for oral administration in our country - alendronate, risedronate and
ibandronate. Plenty of medical doctors consider these products as replaceable. However the chemical
structure of the different biphosphonates predetermines the differences in their anti-osteoporotic activ-
ity in vitro. The surrogates such as Bone Mineral density or the markers of bone turnover cannot explain
fully enough the differences among the products with regard to their anti-fracture efficacy in vivo. The
fracture incidence remains the most important efficacy endpoint. The earliest effect on clinical fractures
is achieved with risedronate treatment - as soon as the 6th month. In meta-analyses conducted only
Risedronate and Strontium ranelate have demonstrated efficacy on non-vertebral fractures in the whole
studied population. The esophageal and gastro-intestinal adverse events are probably less pronounced
with Risedronate compared with Alendronate. In conclusion Risedronate treatment ensures the fastest
osteoprotection - both for the vertebrae and long bones, in the presence of neglectfully low rate of
adverse events. The available biphosphonate products cannot be perceived as identical and inter-
changeable treatment options.

Key words: osteoporosis, biphosphonates, anti-fracture efficacy, adverse events
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3awo nayueHMume ¢ gubem ce HYKgaam om AedeHue C gbAa2o- gelicmbBauwy,
UHCYAUHOB aHaro2?

Aoy. BA. Xpucmo8
YMBAA ,ArekcaHgpoBcka” Codgpun

Bv8 Bpb3ka c npomeHume Hacmbnuau B kpumepuume Ha H3OK u Bb3moxkHocmma 3a AT2 ga ce
Ha3zHauaBa AeveHue ¢ aHaA0208u UHCYAUHU, KAlYOoB Bbnpoc e macmomo Ha Insulin glargin (Lantus) 6 Ae-
yeHuemMo Ha guabemHo GOAHU nauueHmMuU ¢ guabem mun 2, NoA3UMe OM oNMuUMU3UpaHe Ha go3ama u
katouoBu npoyuBaHua gokazaau edpekmuBHocmma Ha Lantus. Kou ca yeaume, koumo Bceku eHgok-
puHoAo2 cu nocmaBa B AeueHuemo Ha guabemHo 6OAHU navueHmu?!

MopBa u ocHoBHa ueA Ha aHmMuguabemHOMO AeyeHue e nocmuzaHe Ha cmolHoCcmume Ha

HbA;. <7. HamaaaBaHe pucka om xunozaukemuu u nogobpaBane kauecmBomo Ha xuBom Ha nauu-
eHmume e Bmopama ocHoBHa uea Ha mepanuama. be3nukoBua npodua Ha Lantus u 24-yacoBomo
my geticmBue ca npegnocmaBka 3a nocmuzaHemo u Ha gBeme ueau. ToBa e goka3zaHo 8 mMHO200-
polHu paHgomu3upaHu npoy4BaHua.
OcBeH paHgomuszupaHume npoyuBaHua uHmepeceH e u BbNpocbm 3a npurokeHuemo Ha Lantus 6
,pearHun kuBom” u npoceagaBare Ha nauueHmume c AT2. OmezoBopu Ha me3u Bbnpocu gaBa npo-
yuBanemo ,Lord”, BkatoueHo B uzroxkeHuemo Ha mamepuana. B exxegHeBHama npakmuka nauyueH-
mume AOWO KOHMpOoAUpaHu Ha 6a3aa- 6boaycHa mepanua ¢ yoBewku UHCYAUH MO2am ga hogobpam
KOHMpOAa cu npu npemuHaBaHe Ha AeveHue c Lantus. AkmyaaHa u 6e3cnopHO mHo20 BaxkHa mema
ca pazxogume cBbp3aHu C AeyeHUEMO Ha nauueHmMu ¢ AT2.

VA npoyuBaHemo, koemo pa3aaexkga KAUHUYHUMe u cpuHaHcoBu pezyamamu Ha navueHmu ¢ AT2,
KOUMO ca Ha AeveHue ¢ Lantus uAu ca npogbAXKUAU AeveHuemo cu ¢ NPH uau ecmecu (2001) ycmaroBs-
Ba, ue AeueHuemo c Lantus nogobpaBa 2aukemuyHua KOHMPOA U HamaaaBa npecmon 6 6oaHuuama. Mo-
Bucokama yeHa Ha MegukameHma ce KomneHcupa om HamaaaBaHemo Ha oCMaHaAume MeqUUUHCKU pasz-
xogu u Bogu go noHuykaBaHe Ha Bcuuku pa3zxogu 3a AedeHue Ha guabemHo 6oAHUME nauueHmu.

Vma Au pazauka mexkgy gba2o geicmBawume uHcyauHoBu aHaro3zu? EguH Bb3morkeH omzoBop
Ha mo3u Bbnpoc ca pezyamamume noaydeHu 6 nbpBomo head- to- head npoyuBaHe cpaBHaBawo
etpekmuBHocmma Ha Lantus ¢ Insulin Detemir.

B 3akatoueHue: NpomeHume B HauuoHaAHUMeE Kpumepuu 3a AedeHue Ha nauueHmu ¢ AT2 6e3c-
NOPHO HOCAM MHO20 NoA3u . [MpaBuaHomo u3znoa3zBaHe Ha HOBume Bb3morkHocmu 3a uznucBaHe Ha
aHaA0208u UHCYAUHU, onmuMu3UpaHemMo Ha go3ama Ha cbomBemHua aHaAo2, npocaegaBaHemo Ha
nauueHmume u pejyamamume om AedeHuemo um ca karvoBu 3a npaBuaHomo umnaemeHmupaHe
Ha me3u Bb3moxkHocmu B Aekapckama npakmuka. bezcnopHo macmo mam uma u eguHcmBeHua 24-
yacoB uHcyauHoB aHaaoz: Insulin glargin (Lantus).

Why do patients with diabetes need the long-acting insulin analogue
treatment?

Assoc. Prof. Vladimir Hristov
University Hospital Alexandrovska - Sofia

Regarding the changes in the National Health Insurance Fund (NHIF) criteria and the possibility of
prescribing insulin analogues for type 2 diabetes, a key issue is the place of Insulin glargine (Lantus) in
the treatment of T2D patients, the benefits of dose optimization and the key studies that prove the effi-
cacy of Lantus. What are the targets that every endocrinologist sets in the beginning of the treatment
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of diabetic patients?!

First and major target of the antidiabetic treatment is reaching the value of HbA;. <7. Lowering the
risk of hypoglycaemias and improving the quality of life of patients is the second major task of the ther-
apy. Lantus peakless profile and 24-hour action are a good prerequisite of achieving these two goals.
This has been proved in many randomized clinical trials.

Besides the randomized clinical trials an interesting topic is the use of Lantus in ,real life” and the
follow up of T2D patients. An answer to these questions gives the ,LORD” trial, included in the pre-
sentation.

In everyday practice patients uncontrolled on basal-bolus therapy with human insulin can improve
their control when switching to Lantus.

Very important and of present interest is the issue of T2D treatment expenses. The VA study (2001),
which investigates the clinical and financial results of T2D patients, treated with Lantus or continuing on
NPH or premixes, found out that Lantus improved glycaemic control and decreased the in-hospital stay.

The higher price of Lantus is compensated by lowering the other medical costs and lowering all
treatment cost for the diabetic patients.

Is there a difference between the long-acting insulin analogues? One possible answer to this question
is the results obtained from the first head- to- head study comparing the efficacy of Lantus with Insulin
Detemir.

In conclusion: The changes in the national criteria for the treatment of T2D patients indisputably
lead to many benefits.The correct use of these new possibilities for prescribing insulin analogues, the
dose optimization of the respective analogue, the follow-up of the patients and the results of their treat-
ment are substantial for the right implementation of these possibilities in the physicians practices. In the
criteria the place of the only 24-hours peakless insulin analogue Insulin glargine (Lantus) as new option
is undeniable.

Actonel: ehekmuBHocm u 6e3onacmHocm
K. Xpucmo3zo6

bugpochoHamume bD) ca cmpamezuyecko HanpaBaeHue B reueHuemo Ha ocmenopo3ama. Paz-
Aukume B uHxubuuuama Ha mapzemuua eH3um u cBbp3zBaHemo ¢ kocmume onpegeaa BUOAO2UYHA-
ma akmuBHocm Ha pazauuHume bD. Actonel kamo npegcmaBumen Ha N-cbgbprkawume bD 3aema
npegHa no3uyua N0 omHoweHue Ha akmuBHocmma, ¢ goka3aH epekm npu pegykuua Ha ppakmyp-
HUA pUCK Kakmo Ha 2pbbOHak maka u Ha 6egpo(VERT study, HIP study). Actonel npomekmupa no-20-
Aam Bpol nauueHmu om ma3zobegpeHu u HeBepmebparHu hpakmypu npe3 2™ 20guHa oM mepanu-
ama B8 cpaBHeHue ¢ Alendronate( REAL study). EgHocegmuuHama my go3a e epekmuBHa u gobpe no-
Hocuma npu npeBeHuua U AedyeHue Ha 2AlDKOKOPMUKOUJ-UHgyuupaHa ocmeonopo3a Npu NOCMEHO-
nay3aAHu >KeHu.
Actonel uma gobpa 2acmpouHmecmuHaAHa noHocumocm cpaBHuma c naauebo.

Xl HauuoHaAeH cumno3uym no eHgOKPUHOAO2UA -
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Actonel: efficacy and safety

K. Hristozov

Biphosphonates (BP) are strategic direction in the treatment of osteoporosis. The differences in the
target enzyme inhibition as well as in the bone bounding determine the biological activity of the differ-
ent BPs. Actonel which is a N-containing BPs is among the leaders with regard to their activity with
proven efficacy in the fracture risk reduction both in spine and in hip (VERT study, HIP study). Actonel
protects greater number of patients from hip and non-verterbral fractures during the 1st year of treat-
ment compared with Alendronate (REAL study). Its weekly dosage is effective and well tolerated in the
prevention and treatment of glucocorticoid-induced osteoprosis in postmenopausal women.

The gastrointestinal tolerability of Actonel is good and is comparable with placebo.

KoHceHcyc arzopumsbm 3a AeyeHue Ha 3axapeH guabem mun 2 - npegu3Bu-
kameAacmBama Ha uHcyauHoBama mepanua

Aoy. LjBemaruna TaHkoBa
KauHuueH LleHmbp no EHgokpuHoAoz2ua, Meguuurcku YHuBepcumem, Codpusa

3axapeH guabem mun 2 e npozpecuBHo pazBuBawo ce 3aboraBaHe, B xoga Ha Koemo ce HaAa-
2a aganmupaHe Ha mepaneBmuuHua nogxog. [Npe3 20062. EBponeldckama Acouuauus 3a M3yyaBa-
He Ha Auabema (EASD) u AmepukaHckama AuabemHa Acouuauua (ADA) nybaukyBaxa KOHCEHCYC aA-
20pUMbM 3a AeveHue Ha 3axapeH guabem mun 2. OcHoBHama uea e nocmuzaHe U nNoggbpykaHe Ha
cmoUHoCcmMu Ha KpbBHama 3axap makcumaaHo 6AU3KU go me3u Ha xopa 6e3 guabem. Npe3 m. aHya-
pu 20082. KoHCeHcycbm 6e akmyaau3zupaH ¢ o2aeg Ha ogobpeHuemo Ha HOBu megukameHmMu Ha na-
3apa (DPP-4 uHxubumopu), kakmo u nopagu noaBuaume ce HoBu gaHHU 3a 6e3onacHocm Ha Mua3o-
AuguHguoHume. TepaneBmuuHuam nogxog npu 3axapeH guabem mun 2 e npegcmaBex 6 mpu oc-
HOoBHU cmbnku. MNMvpBama cmbnka e npomada 6 HayuHa Ha >kuBom u mem@opmuH. Ako ¢ moBa He
ce nocmuz2Ham u Noggbp>kam yeAume Ha 2AuKkemuveH KoHmpoa, B8 pamkume Ha 2-3 meceua caeq Has-
HauaBaHe Ha HauaArHama mepanua mpabBa ga ce go6aBu Bmopu megukameHm. Tyk Bb3MOXKHOCMU-
me ca mpu - gobaBaHe Ha Ga3areH UHCYAUH, Kamo Hal-ecpekmuBHa mepanusa; Ha CYAPOHUAYpPeeH
npenapam - Kamo Had-e8muH BapuaHm; Ha MUA30AUQUHQUOH - NOpagu AUNCA Ha XUNO2AUKEMUU.
AKO C ma3u mepanua He ce noCmu2Ham ueAume 3a goobp 2AUKeMUYEeH KOHMPOA, € HE06XOgUMO No-
HamambwHOo HazaacaBaHe Ha mepanuama. Mpu HbA;. < 8,0 % moxe ga ce uma npegBug gobabare
Ha Mpemu nepopaseH megukameHm, Kamo MOo3u NOGX0g € OMHOCUMEAHO NO-CKbN U NOMEHUUAAHO
no-maAko egpekmuBeH no omHoweHue cHukaBaHe Ha xunepaaukemuama 8 cpaBHeHue ¢ mepanus-
ma ¢ uHcyAuH. IMpu no-Bucoku cmotHocmu Ha HbA; . moxe ga ce go6aBu 6a3areH UHCYAUH UAU ga
ce uHmeH3uuyupa HazHaveHama Beue 6a3zaaHa uHcyauHoBa mepanua. INpu BraouBaHemo Ha 6bp-
3ogelcmBaw, UHCYAUH UAU aHaro2 uHcyauHoBume cekpemazo3u (CYI1, meaaumuHugu) mpabBa ga
6bgam npeycmaroBeHu. [Mpu nauueHmu ¢ u3zpazeHa gekomneHcauua - KpbBHa 3axap Ha 2aagHo >
13,9 mmol/l, cayualiHa kpwBHa 3axap mpadHo > 16,7 mmol/l, HbATc > 10 % uau Haauvue Ha kemo-
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HYPUA UAU U3pa3eHu Npu3Hauu Ha Xunepaaukemus, mepanuasma Ha nbpBu u3zbop e kombuHupaHe Ha
npomaHa B HayuHa Ha >kuBom c uHcyauH. Caeg oBragaBaHe Ha cbcmoaHuemo moxe ga ce gobaBu
nepopaAeH megukameHm, UAu uHcyauHoBama mepanua ga 6bge npeycmaHoBeHa u 3ameHeHa C ne-
popaaHu cpegcmBa. C meueHue Ha Bpememo npu 6oAawuHcmBomo om nauueHmume ce Haaaz2a NPo-
Be>kgaHe Ha KOMOUHUpaHa mepanus.

A Consensus Algorithm for the Management of Type 2 Diabetes - the chal-
lenges of insulin therapy

Assoc. Prof. Tsvetalina Tankova
Clinical Center of Endocrinology, Medical University, Sofia

Type 2 diabetes is a progressive disease requiring adjustment of the therapeutic approach over
time. The European Association for the Study of Diabetes (EASD) and the American Diabetes Associa-
tion (ADA) published in 2006 a Consensus algorithm for the management of hyperglycemia in type 2
diabetes. The main goal is to achieve and maintain glycemic levels as close to the nondiabetic range
as possible. Due to the approval of new drugs (DPP-4 inhibitors) and some safety concerns regarding
the thiazolidinediones, the Consensus algorithm was updated in January 2008. The therapeutic
approach in type 2 diabetes is presented in three steps. Step 1 is lifestyle intervention and metformin.
If lifestyle intervention and maximal tolerated dose of metformin fail to achieve or sustain glycemic
goals, another medication should be added within 2-3 months. There are three possibilities at this level
- to choose among insulin (most effective), a sulfonylurea (least expensive) or a thiazolidinedione (no
hypoglycemia). If lifestyle, metformin, and a second medication do not result in goal glycemia, further
adjustments of therapy are required. When HbA; . is < 8,0 %, addition of a third oral agent could be
considered; however, this approach is relatively more costly and potentially not as effective in lower-
ing glycemia compared to insulin. At higher HbA, . levels addition of basal insulin or intensification of
already initiated insulin therapy should be considered. When prandial rapid-acting insulin or analogue
injections are started, insulin secretagogues (sulfonylurea or glinides) should be discontinued. In the set-
ting of severely uncontrolled diabetes - fasting plasma glucose levels > 13,9 mmol/l, random glucose
levels consistently > 16,7 mmol/l, HbA;.> 10 %, or the presence of ketonuria or symptomatic diabetes,
insulin therapy in combination with lifestyle intervention is the treatment of choice. After symptoms are
relieved, oral agents can often be added and it may be possible to withdraw insulin. Combination ther-
apy will be necessary for the majority of patients over time.

MHcyaunoBa pesucmeHmHocm u HuckocmeneHHo Bb3naAreHue Ha eHgomeaa.
PoArama Ha AeuyeHuemo ¢ memcopmuH (Siofor®)

Baagumup Xpucmo8
KAuHuka no eHgokpuHoAoz2ug, MeguuuHcku yHuBepcumem - Codpun

MakpoBackyrapHume ycAo>KHEHUA gbAXKaAWU Ce Ha amepocKAepo3ama - UHCYAM, uHgapkm Ha
Muokapga u mpomboemboAUYHU UHUUgEHMU ca CU2HUUKAHMHO MHO20 ho-Yecmu Npu hauueHmu
memaboAumeH cuHgpom u guabem mun 2.

Xl HauyuoHareH cumno3uym No eHgOKPUHOAO2UA -
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ViHcyauHoBama pe3ucmeHmHoOCm U memaboAuMHUAM CUHGPOM CUAHO ce cBbp3Bam ¢ eHgo-
meAHama gucgyHKUUa, NpouHMAamamopHUmMe YUMOKUHU U ocmpo ¢pa3zoBume npomeuHu Cbwo
umam omHoweHue KbM Mo3u npouec. Hanocaegbk ce cmama, ye memgOopMuH Nogmucka me3u na-
mozeHemuyHU cuzHaAu. MHcyauHoBama pe3zucmeHmHocm, ocobeHo 8 eHgomeaa, e cepuo3Ha Cbgo-
Ba 3anaaxa.

MNoBuwaBare Ha uHcyauHoBama uyBcmBumeaHocm B eHgomena e BaxkHa nomeHuuasHa Bb3-
MOYKHOCM Ha Mem@OpMuUH ga nogobpu cbgoBomo cbcmosnHue.

Memdopmun noBuwaBa eHgomea - 3aBucumama Bazoguramauua u cbwo HamaraBa KoHUeHmM-
pauuama Ha C-peakmuBeH npomeuH u cubpuHozeH B kpbBoobpaweHuemo. NMpegnoaaza ce, ye
memdpopmuH noBauaBa amepozeHezama upe3 6aazomBopHua cu edpekm Bbpxy cbgoBume puckoBu
akmopu.

Insulin resistance and the low grade inflammation of the endothelium: role of
metformin treatment

Vladimir Christov
Clinic of Endocrinology, Medical University - Sofia

Macrovascular events due to atherosclerosis stroke, myocardial infarction and thromboembolic
events are significantly more frequent in patients with metabolic syndrome and type 2 diabetes.
Insulin resistance and metabolic syndrome are strongly associated with endothelial dysfunction, proin-
flammatory cytokines and acute phase proteins are implicated in this process and metformin has recent-
ly been shown to suppress this pathogenic signals. Insulin resistance, particularly in the endothelium, is
a serious vascular liability, and improved insulin sensitivity in the endothelium is an important potential
site for metformin to enhance vascular performance. Metformin increases endothelia dependant vasodi-
latation and also decreases circulating concentrations of C-reactive protein and fibrinogen. There is low
substantive information that metformin counters atherogenesis via beneficial effects on a range of vas-
cular risk factors and atherogenic events in the vascular wall.

Nebilet® - yHukaaHuam 6ema-6r0kep

3gpabko KamenoB
KauHuka no EngokpuHonroz2us, Meguuurcku yHuBepcumem - Codpua

YHukaaHocmma Ha HebuBoaoa ce gbaxku Ha gBolcmBeHua xapakmep Ha moAekyaama my. D-
eHaHmuomepsm 20 npaBu Had-cenekmuBer 6emal-peuenmopeH baokep, a L-eHaHmuomepbm obyc-
AaBa Bb3moxkHocmma my ga noBauaBa cucmemama L-apeuHuH/a3omeH okuc.

CmumyaupaHemo Ha cuHme3ama om egHa cmpaHa u 3abaBaHemo Ha pazeparkgaHemo Ha NO om
gpyea Bogam go noBuwaBaHe Ha HUBOMO My NO eguH (PU3UOAO2UYEH U €HJO2EHHO KOHMPOAUPaH
HauuH, pazaudeH om mo3u Ha goHopume Ha NO. Taka HebuBoaoa ce HamecBa komnaekcHo B namo-
2eHemuyHama Kackaga Ha amepozeHe3ama Ha eguH om Had-paHHUMe U emanu - eHgomeAHama guc-
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pyHkuua. OcBeH Bazoguaamupawun, ca obekmuBu3upaHu aHMUOKCUgAHMEH, aHMuUazpe2aHMeH,
aHmunpoaAugepamuBeH (nogmuckaHe Ha moHOUUMHama agxe3ua u cbgoBama npoaudepauus) u
gp. edpekmu. 3a pazauka om peguua bema-6r0kepu HebuBoAoA e HeympaaeH u gopu 6aazon
puameH no omHoweHue Ha BbaaexugpamHua u AunugHua memaboAu3bm, kKoemo 20 npaBu mMHO20
nogxogaw, npu npe-guabem u guabem. CbpgeuHo-cbgoBume 3aboraBarua ca ocHoBeH puckoB dak-
mop 3a epekmuAHa gucpyHkuua. To3u HebAazonpuameH ehekm ce peaausupa Kakmo Ha 6a3zama Ha
obuwume namozeHemMu4HU MexaHu3mu, maka u BcaegcmBue Ha AedeHuemo um ¢ Hakou 2pynu Bazoak-
muBHu megukameHmu, BkalouumeaHo Gema-6Aokepume. YHukaaHomo Bb3geticmBue Ha HebuBoaoa
Bbpxy eHgomeaHama NO-cucmema gaBa B8b63M0XKHOCM 3a CbXpaHeHUEe Ha epeKkmuAHama PUHKUUA.
ToBa 6ewe ob6ekmuBusuparo 6 peguua cmyguu, KOUMO NoKa3axa, Ye uHMe2paAHUAM MY NOAOXKUME-
AeH edpekm B cucmemHomo KpbBoobpbweHue ce npoaBaba u B kaBepHozHomMo cbgoBo pycao.

Nebilet® - the unique beta-blocker

Zdravko Kamenov
Clinic of Endocrinology, Medical University - Sofia

Due to its double effect of action nebivolol is an unique beta-blocker. D-enantiomer makes it most
selective beta 1- receptor blocker while L-enantiomer affects L-arginin/NO system.

Stimulation of synthesis of NO and the delay of dissociation of the molecule leads to increase of its
level in a physiological manner different from this of NO donors.

In this way nebivolol implicates in complex manner pathogenetic cascade of atherogenesis in the ear-
liest stage of endothelial disfunction. Beside vasodilating effect, nebivolol has anti-oxidative, anti-agrega-
tive and anti-proliferative effects. In contrast to other beta-blockers nebivolol is neutral and even with
positive effects to glycaemic and lipid metabolism. That makes it very suitable for patients with type 2
diabetes and prediabetes.

Cardio-vascular diseases are main risk factor for erectile dysfunction. This unfavourable effect is due
to the common pathogenetic mechanism and also to the side effects of treatment with vascular active
drugs, including beta-blockers. The unique effect of nebivolol over endothelium NO-system allows pre-
serving of erectile function. That was proven in a number of studies which showed that its positive
effect in systemic blood circulation is expressed in cavernous vessels too.

HympUZEHOMUKa - 6bgeu4emo Ha Haykama 3a XpaHeEHe

Aumumosp AumumpoB
MeguuuHcku yHuBepcumem BapHa, LieHmbp no HympuzeHomuka, (yHKUUOHAAHU XpaHU U Hympa-
ueBmuuu

HympuzeHomukama e egHo om HoBume HanpaBaeHua 6 Haykama 3a xpaHeHe, ¢ BaxkHO 3Haue-
Hue 3a 3gpaBocroBHomo xpaHeHe. Ta e pe3yamam Ha mpu ocHoBHU hakmopa, koumo goBegoxa
go HoBu no3HaHua 3a moBa kak HympueHmume getdcmBam Ha moAekyAaHo HuBo. [MTbpBo, HAKOAKO
wupokoMmawabHu 2eHOMHU npoekma okycupaxa BHumaHuemo Bbpxy 3HaYeHuemo Ha 2eHume 6 Ha-
ykama 3a xpaHeHe. Bmopo, Bce noBeue gokazameacmBa ce HampynBam, ye MUKPO U MakpoHYmMpu-
eHmume ca BaxkHu cuz2Haau, koumo noBauaBam memaboaumHama xomeocmasa. Tpemo, uzcaegoBa-
meAume B8 o6aacmma Ha xpaHeHemo ca Bce no ybegeHu, ye 2eHemuyHama npegucno3uyua e BaxeH
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¢pakmop, koimo cBbp3zBa cmbpmHocmma ¢ guemama npu peguua 3aboaaBaHua kKamo 3amabema-
Bate, guabem mun 2, HeonAa3mu u cbpgeuHo-cbgoBu 3aboaaBarua. Had-uecmo kamo obekm Ha
uzcaegBaHe ca hyHKUUOHAAHU XpaHu, kamo makuBa ce onpegeasm xpaHu, Koumo 3agoBoaumeaHo
gemoHcmpupam 6AazonpuamHu echekmu N0 OMHOWEHUe Ha egHa uAu noBeve mapzemuu yHKUUU
8 opeaHu3ma, u3BubH agekBamHume HympumuBHu epekmu, kakmo u oka3zBaHe BauaHue Ha nogob-
peH 3gpaBeH cmamyc uau pegykuua Ha 3gpaBen puck om pazBumue Ha 3a60aaBaHe.

Nutrigenomics - the Future of Nutritional Science

Dimiter Dimitrov
Nutrigenomics Center Varna, Medical University Varna

In the past decade, nutrition research has undergone an important shift from epidemiology and
physiology to molecular biology, adipobiology and genetics, thus launching the science of nutrige-
nomics. To at molecular level study effects of nutrition on health and disease. The completion of sev-
eral large genome projects has markedly altered the research agenda by drawing attention to
the importance of genes in human nutrition. There has been a growing recognition that micronutrients
and macronutrients can be potent dietary signals that influence the metabolic pathways of cells and
have an important role in the control of energy, vascular and neuronal homeostasis. Accordingly, nutri-
tion researchers have increasingly started to recognize that gene-environment interactions can be impli-
cated in the pathogenesis of lifestyle-related diseases, particularly cardiometabolic diseases, fatty liver
diseases, cancers, and Alzheimer‘disease. An adiponutrigenomic insight into life expectancy is also out-
lined. Overall, we focus on a mater of nationwide importance for Bulgaria, a country at the epicenter
of today’s global healthquake, the obesity and related diseases.

hS-C- PeakmuBeH npomeuH npu 3axapeH guabem mun 2 ¢ gucaunugemus

I1. ®ome8, K. lMabrob
AKL] ,,C8. F'eopau” - 2p. NroBguB

hS-C-peakmuBHuam npomeuH e npegukamop 3a u3aBa u pa3Bumue Ha KOpoHapHama
apmepuarHa 6orecm. OcBeH npu me3u 3aboaaBaHua, HUBomo Ha hS-C-peakmuBHua npomeuH e
noBuweHo U Npu hayueHMu CbC 3axapeH guabem. Llea: Aa ce npoyuam cepymHume HuBa Ha hS-C-
peakmuBHuUa npomeuH npu 3axapeH guabem mun 2, YCAOXKHEH C UCAUNUGEMUSA, NPU A€YEHUE CbC
cmamuHu. Mamepuaa u memoguka: B npocnekmuBHo koHmpoaupaHo u3zcaegBate ca BkatoueHu 30
6oAHU om 3axapeH guabem mun 2 - 12 ¢ gobbp 2aukemudeH KOHMpPOoA u 18 ¢ cow; 666 BvzpacmoB
uHmepBan 45-70 2., npu KOMNeHcupaHa apmepuaiHa XUNepmoHuUA U CpegeH UHJEKC Ha meAecHa
maca 26,9 ke/m’. Om AunugHume noka3zameau e u3cAaegBaH HDL-xonecmepoabm. hS-C-
peakmuBHuam npomeuH e onpegeaeH no BucokouyBcmBumereH umyHonpeuunumMayuoHeH
mukpoyacmuukoB memog (Konelabtm). [AukemuuHume u AunugHume noka3ameAu - NO
mpaguuuoHHUMe AabopamopHu Mmemoguku. Pesyamamu u obcbxkgare: CpegHume 6a3anHu
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nAa3meHu KoHueHmpauuu Ha hS-C-peakmuBeH npomeuH umam caegHama xapakmepucmuka: 3gpatu
KOHMpoAHU Auua - 1,33 me/a, 3axapeH guabem ¢ gob6bp KoHMpoA - 9,35 me/A, ¢ Acow - 20,81 me/A.
Mpu 60AHU CcbC 3axapeH guabem mun 2 HuBomo Ha hS-C-peakmuBHua npomeur e gocmoBepHo
3aBuweHo, ocobeHo B 2pynama c Aow 2AaukemudeH KOHMpoA. CAeg MpUMECEUYHO AeveHUe CbC
cumBacmamunx B8 2pynama ¢ gobbp koHmMpoa hS-C-peakmuBHuam npomeuH e CHUXKeH CpegHo C
3,75 M2/A, @a npu Me3u ¢ AoW KOHMPOA - ¢ 8,71 me/A. 3akaoueHue: AedeHuemo cbe cumBacmamuH
noHwxkaBa gocmoBepHo hS-C-peakmuBHua npomeuH u 8 gBeme guabemHu 2pynu ¢ gucaunugemua.
KatouoBu gymu: 3axapeH guabem mun 2, hS-C-peakmuBBeH npomeuH, gucaunugemun

hS-CRP in Diabetes Mellitus Type 2 with Dyslipidemia

P. Fotev, K. Pavlov
Medical centre ,Sveti Georgi” - Plovdiv

hS-C-reactive proteine is a predictor of the debute and progression of coronary artery disease. hS-
C-reactive proteine levels are also increased in patients with diabetes mellitus. Aim: To investigate the
hS- C-reactive proteine levels in patients with diabetes mellitus type 2 and dyslipidemia treated with
simvastatin. Materials and methods: Thirty patients (age between 45-70 years, BMI 26,9 kg/m?) with
diabetes mellitus type 2 and well controlled arterial hypertension participated in a prospective study.
The subjects were divided in two subgroups - patients with good (n=12) and patients with poor
glycemic control (n=18). HDL-cholesterol was investigated in all particiants. hs- C-reactive proteine was
detected with high sensitivity immune precipitation microparticle method (Konelab™). Glycemic and
lipide index were detected via traditional laboratory methods. Results and discussion: Mean basic plas-
ma concentration of hS-C-reactive proteine were 1,33mg/l in the control group vs. 9,35mg/l in dia-
betics with good metabolic control vs. 20,8 1mg/I in patients with poor metabolic control. Patients with
diabetes mellitus type 2 showed signifficantly higher levels of hS-C-reactive proteine, especially in the
poor glycemic control group in comparison with controls. Three months of simvastatin treatment low-
ered hS-C-reactive proteine with 3,75mg/I in the good glycemic control group and with 8,71mg/I in
the poor glycemic control group. Conclusion: Treatment with simvastatin significantly decreased hS-C-
reactive proteine in both groups diabetics with dyslipidemia.
Key words: diabetes mellitus type 2, hS-C-reactive proteine, dyslipidemia

CmamuHu 6 AeueHuemo Ha 3axapHua guabem mun 2 - HoBa
mepanebmuuHa cmpamezua

lpogp. Apazomup Koe6
MeguuuHcku ueHmbp ,KauHuka npodecop KoeBu” Bapha

XunepAaunonpomeuHemuama e 4yecmo cpewaHa npu 3axapHua guabem mun 2, KakKmo  Kamo
camocmoameAHa hamoaozus, maka u 8 pamkume Ha memaboaumHua cuHgpom. [NMoBuweHume
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Aunugu umam Hebaazonpuamuo BauaHue Bbpxy uarOCMHUA KOHMPOA Ha guabema, o3Ha4YeH Kamo
AUNomokKcudHocm. To3u egekm 3acfea KaKmo Xunep2AUKemMUAma, maka U CbCmOoAHUEMO Ha
kpbBoHocHume cbgoBe, muokapga u 6bvOpeuume. MHxubumopume Ha eH3umMa mMemuA-2AymapuA-
KoeH3um A pegykmasa (cmamuHu) 6Aokupam cuHmes3ama Ha xorecmepoaa 8 op2aHu3ma u no mo3u
HauuH eekmuBHO noHukaBam xunepAaunonpomeuHemuama u HamaaaBam 3HauYUMEAHO
cbpgeuHocbgoBua puck npu guabemHo 6oaHume. Peguua npoyuBaHua (CARDS, Heart Protection
Study u gp.) nokazBam, uve NPOgHLAXKUMEAHOMO A€YEHUE CbC CmMamuHu HamaaaBa 3Hauyumo
cmbpmHocmma npu 6oaHu om guabem. To3u edpekm ce nocmuz2a CbC uarama e2pyna
mMegukameHmu, Ho uma u3zBecmHu  pa3zaudun, koumo 3aBucam om u3bopa Ha npenapama,
go3zupoBkama u npogbaXKUumMeAHocmma Ha AedeHuemo. lo- HoBume npoyuBaHua nokazBam, ue
6AazonpuamHuam ehekm Ha cMmamuHUMme He Ceé gbAXKU CaMO Ha NOHUXKEHUEMO Ha XOAeCmepoAa.
CmamuHume umam naetomponHo gelcmBue, Koemo ce npocmupa gaaed u3BbH mexHuA
aHmuAunemuveH edpekm. Emo 3awo, me gedcmBam GaazonpuamHo u npu guabemHo GOAHU C
HOpMaAeH AunugeH npodua. aedGomponHomo gelicmBue Ha cmamuHume u2pae poAa Ha
BmopuuHa npopurakmuka NO OMHOWeEHUE Ha peguua Makpo- U MuKpoBackyaapHu YCAO>KHeHUA
npu 3axapeH guabem mun 2. ToBa Haraza MHO20 NO-WUPOKO u3noA3BaHe Ha cmamuHu B
AeYeHuemo Ha 3axapeH guabem mun 2, koemo caegBa ga Hamepu macmo 6 npenopbkume 3a gobpa
KAUHUYHa npakmuka.

Statins in the Treatment of Type 2 Diabetes Mellitus -
a new Therapeutical Strategy

Prof. Dragomir Koev
Medical Center ,Clinica professor Koevi” Varna

Hyperlipoproteinemia ia often found in type 2 diabetic patients, as an accompanying condition or
as a part of the metabolic syndrome. Higher plasma lipids deteriorate the integral diabetic control
- an action defined as lipotoxicity. This effect concerns hyperglycemia as well as blood vessels,
myocardium and kidneys. Hydroxy-methyl- glutaryl-coenzymeA reductase inhibitors (statins) block
cholesterol synthesis in the body and in this way they decrease the hyperlipoproteinemia and reduce
significantly cardio-vascular risk in diabetic patients.A number of clinical trials (CARDS, Heart Protec-
tion Study etc.) confirm that long-term statin treatment reduces significantly mortality in diabetic
patients. This effect is achieved by all kind of statins but there are some differences depending
on the drug choice, the dosage and the duration of the treatment. More recent trials show that the
beneficial effect of statins is not only a result of the cholesterol decrease. Statins have a pleotropic
action which is spread out beyond their antilipemic effect. That is why, they are beneficial even in dia-
betic patients with normal lipemic profile. Pleotropic action of statins may be used for a secondary pre-
vention of a number of macro- and microvascular complications of type 2 diabetes mellitus.This data
force the use of statins in type 2 diabetes mellitus much more often than in the moment and this
notion should be included in the guidelines for a good clinical practice.
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Multidisciplinary Management of the Diabetic Foot

M Edmonds
Diabetic Foot Clinic, King’s College Hospital, London, UK

The cornerstone of the approach to the diabetic foot is to encourage early presentation to allow
early diagnosis and early intervention within the multidisciplinary diabetic foot clinic. Multidisciplinary
teams are essential for optimal management of the high risk diabetic foot. Over the years we have seen
a healthy and welcome move towards the development of considerable mutual respect between team
members from different specialities in many countries. We will describe the makeup and organization
of the diabetic foot clinic as it has evolved at King’s College Hospital. While the situation we describe
is not (of course) the only way of organizing care of patients with diabetic foot problems, it has proved
to be successful in reducing amputations and improving outcomes for diabetic patients with foot prob-
lems. No one person can take control of the diabetic foot. Successful management needs the exper-
tise of a multidisciplinary team including the following: podiatrist, physician, nurse, orthotist, surgeon
and radiologist. It is helpful if the multidisciplinary team works closely together, within the focus of a
diabetic foot clinic, which ideally is situated in a hospital. It is extremely important that there is a physi-
cian focus of diabetic foot care to serve the diabetic patients in a defined geographical area. This will
be vital for patients who know exactly where to come for their routine and emergency appointments,
and also vital for local health care professionals who will know where to seek help and where to obtain
advice and education. Busy diabetic foot clinics will need to be open and available to patients through-
out the working week and suitable arrangements made with their associated Casualty Departments to
see patients out of office hours. This overall umbrella of care focused within a definite place is vital for
the diabetic foot patient who often has multiple co-morbidities and complications and needs urgent
investigations and help. The diabetic foot team should be based in such a diabetic foot clinic, and
should meet regularly for joint consultations as well as for ward rounds and X-ray conferences. Some
roles of team members may overlap, depending on local expertise and interest. It is not possible for
the entire team to be working together throughout the week as most people have additional respon-
sibilities outside the area of the diabetic foot. However, it is useful if all team members of the team are
accessible in an emergency in addition to having a formal commitment to work within the diabetic foot
clinic with other team members at certain times.

Charcot’s osteoarthropathy- current standards

NL Petrova
Diabetic Foot Clinic, King’s College Hospital, London, UK

It is extremely important to have a high index of suspicion for Charcot’s osteoarthropathy and to
encourage early presentation of the patient. This should be followed by a rapid diagnosis and early
intervention, and with such a modern approach many Charcot feet can now be healed and deformity
prevented. Charcot’s osteoarthropathy can be divided into two phases: acute active phase and chron-
ic stable phase.

BBJITAPCKO APYXXECTBO MO EHOOKPUHOJIOTUA
55



The acute active phase includes those patients presenting early with normal X-ray and those pre-
senting later with deformity and radiological changes of Charcot’s osteoarthropathy. The acute phase
is characterized by unilateral erythema and oedema. The foot is at least 2 °C hotter than the contralat-
eral foot.

Patients should have initially an X-ray examination which, at this time, may be normal. We then pro-
ceed to two investigations: initially a technetium technetium diphosphonate bone scan, which will
detect early evidence of bone damage and also locate the site of this damage. If the result of the bone
scan is positive we would proceed to magnetic resonance imaging (MRI) examination which will
describe in more detail the nature of the bony damage.

The aim of treatment is immobilization in a plaster cast until there is no longer evidence on X-ray

of continuing bone destruction, and the foot temperature is within 2 °C of the contralateral foot. An
alternative treatment is a prefabricated walking cast, such as the Aircast. A randomized controlled study
of a single 90 mg pamidronate infusion has shown a significant reduction of the markers of bone
turnover and skin temperature in treated compared with control subjects although the fall in skin tem-
perature was similar in both groups. There was a similar finding in a recent study with alendronate. Cal-
citonin has also been used in the acute stage and there was a more rapid transition to the stable chron-
ic phase in the treated group compared with controls.
In the chronic stable phase the foot is no longer warm and red. There may still be oedema but the dif-
ference in skin temperature between the feet is usually less than 2 °C. The X-ray shows fracture heal-
ing, sclerosis and bone remodelling. The patient must now be rehabilitated and gradually moved from
cast treatment to suitable footwear. The patient needs close observation to detect any relapse which
will be evident from further swelling and heat in the foot. Careful rehabilitation is always necessary after
a long period in a cast.
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EpekmuAHa guchyHKuua npu 3axapeH guabem

3gpabko KamenoB
KauHuka no EngokpuHorozua, MeguuuHcku ynuBepcumem - Codpus

3axapHuam guabem (3A) e eguH om 2oremume puckoBu hakmopu 3a epekmuAHa gucyHKuuA
(EA), koamo ce ycmaHoBaBa npu noroBuHama om mbxkeme ¢ 10-2oguwHa gaBHocm Ha 3aboaaBa-
Hemo. EA moxe ga 6bge nbpBa uzaba Ha 3A npu 12% om omkpumume 8 nocaegcmBue cayyau. INa-
mozeHe3ama Ha EA npu 3A e mHo2oakmopHa. KaouoBu 36eHa B Hea ca okcugamuBHuam cmpec,
akmuBupaHuam noAuoAoB Nbm U KbCHUME NPOgYKMU Ha 2AuKupaHemo. YcmaHoBeHu ca Hapywe-
Hua B8 gunamamopHume HeBpoHaAHa U eHgomeAHa cucmemu Ha a3omHua okcug (NO): pegykuyua Ha
6poa Ha NO-cuHmemasa cbgbpykawume HepBu u HamareHa akmuBHoCcm Ha eH3uma, hogmucHama
ekcnpecua Ha eHgomeaHama NO-cuHmemasa, Kakmo u HamaaeHomo U pocopuAupaHe u akmuB-
Hocm. Hapywerua ce ycmanoBaBam u 68 nocaegBawume emanu - Ha cGMP u cGMP-3aBucumama
npomeuxkuHa3a-1. Om gpyea cmpaHa ca homeHuyupaHu KOHCMpPUKMOpHUMe cucmemu - noBeue
peuenmopu 3a eHgomeauH B u akmuBupax RhoA/Rho-kuHazeH nom u gp. 3a pazBumuemo Ha gua-
6emHama EA gonpuHacam u gpyaume KOMNOHEHMU Ha MemaboAUMHUA CUHgPOM, KaKmo U Yecmu-
am xunoz2oHagu3zbm. [Mopagu KOMNAeKCHUA xapakmep Ha guabemHama EA AeueHuemo G e no-mpygHo,
omkoAakomo B obwama nonyaauusa. OcHoBHo cpegcmBo ca uHxubumopume Ha pocoguecmepasza-
5, 3a koumo Beve ce HaMpynaHu gocmambyHO gaHHU B Aumepamypama u coocmBen onum. INpuaa-
2am ce uHmpakaBepHo3Ho BazoakmuBHu cpegcmBa, BakyymHu ycmpotcmBa u npome3upate. INpeg-
cmaBam ce u npuHuunHo HoBuU Bb3MOXKHOCMU 3a 2eHHa U KAeMbYHa Mepanua Ha guabemHama EA.

Erectile dysfunction in diabetes

Zdravko Kamenov
Clinic of Endocrinology, Medical University - Sofia

Diabetes mellitus (DM) is one of the major risk factors for erectile dysfunction (ED). Fifty percent
of men with diabetes have ED within 10 years of their diagnosis. ED might be the initial presentation
in 12 % of patients subsequently diagnosed with diabetes. The pathogenesis of diabetic ED is multi-
factorial. The cornerstones are oxidative stress, activated polyol pathway, and advanced glycation end-
products. Both neurogenic- and endothelium-mediated vasodilator systems of nitric oxide (NO) have
been found to be impaired: reduction in the number of NOS-containing nerves, and decreased neu-
ronal NOS activity, suppressed expression of endothelial NOS, impaired eNOS phosphorylation and
decreased eNOS activity. Disturbances have been found also in the mediators downstream from NO,
such as cGMP and cGMP-dependent protein kinase-1. Vasoconstrictor mechanisms are activated -
increased endothelin B receptor binding sites, upregulated RhoA/Rho-kinase pathway etc. The other
components of metabolic syndrome and more prevalent hypogonadism also contribute for the devel-
opment of diabetic ED. The complex nature of diabetic ED makes its treatment more difficult than in
the general population. The inhibitors of phosphodiesterase 5 represent the treatment of choice, with
a huge body of evidence in the literature and own experience. Further therapeutic options are the
intracavernosal injections of vasoactive drugs, vacuum constrictor devices and prostheses. Finally, new
methods like gene and cellular therapy for diabetic ED are presented.
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KbcHo 3anouyBauwy Xuno2oHagu3bm: XOPMOHAAHU NPOMEHU NpU MbXXeme Hag
40 2oguHu

®. KymanoB, A. TomoBa, P. PobeBa, I'. KupuroB
KAUHUYEH UeHMBbP NO eHJOKPUHOAO2UA U 2epoHmMoao2ug, MY - Codua

KaumakmeponogobHomo cbcmonHue Yy cmapeewume mbxke ce 0b603HauaBa kamo KbCHO 3anou-
Baw, xunozoHagu3bm (LOH). AaHHume 3a Bpb3kama npu He20 mexxgy cepymHume HuBa Ha mecmoc-
mepoHa U CUMNMOMUME Ha aHgPO2EHEH gedpuuum ca 0CKbgHU U hpomuBopeuuBu.

B npoyuBanemo ca uzcaregBaHu 50 mbixke - 33 Ha Bb3pacm mexxgy 40 u 89 2oguHu u 17 nog
40 20guHu.

YcmanoBu ce 3Hayuma pa3zauka mexxgy gbeme 2pynu no omHoweHue Ha obwusa u cBobogHua
mecmocmepoH, a cbwo u Ha AX. CaegoBamearo LOH npegcmaBaaBa cBoeobpazeH xunozoHagom-
poneH xunozoHagu3zbm. He ce ycmanoBu Bpb3ka mexkgy xapakmepa Ha onaakBaHuama u HuBama Ha
mecmocmepoHa. CmoldHocmume Ha 06wua mecmocmepoH ce oka3axa 8 cuzHugukaHmHa Kopeaa-
uuAa € uHgekca Ha meaecHama maca (r = -0,464; p< 0,01) u ¢ meaecHomo meaao (r =-0,413; p<« 0,05).
'AobyauHbm, cBobp3Baw, noroBume xopmonu (CI1XI) 6e 8 cuzHudgukaHmHa Bpb3ka ¢ AX (r =
+0,605; p< 0,001) u c KoHcymauuama Ha aakoxoaa (r = +0,382; p« 0,05).

B eHgoKpuUHHO OMHOWeEHUEe MbXKeme U >KeHume cmapeam No NPUHUUNHO pa3AuYeH HauduH. Xop-
MOHaAHUME npomeHu Npu mbxxeme 3aBucam 2aaBHo om Bb3pacmma, uHgekca Ha meAaecHama maca
U OM HAKOU (PaKmMopu Ha HavyuHa Ha >xuBom.

Late-onset Hypogonadism: Hormonal Alterations in Males over 40 Years

Kumanov Ph., A. Tomova, R. Robeva, G. Kirilov
Clinical Center of Endocrinology and Gerontology, Medical University - Sofia

The climacteric-like situation or androgen deficiency in ageing males is also known as late-onset
hypogonadism (LOH). Data on the relationship between serum testosterone concentrations and the
symptoms of androgen deficiency in them are scarce and controversial.

Fifty men were involved in this study: 33 of them aged 40-89 years and 17 under 40 years.

Significant differences in serum levels of total and free testosterone, as well as of LH were observed
between the 2 groups. Therefore LOH can be regarded as a hypogonadotropic hypogonadism. No
relationship between the symptoms and the testosterone concentrations was found. Total testosterone
levels were significantly correlated with body mass index (BMI) (r = -0,464; p< 0,01) and body weight
(r=-0,413; p< 0,05). Sex hormone binding globuline (SHBG) levels were significantly correlated with
LH (r = +0,605; p< 0,001) and alcohol consumption (r = +0,382; p« 0,05).

As far as the endocrine aspects are regarded the ageing in men and women is quite different. The
important determinants of sex hormones in males are age, BMI and some lifestyle factors.
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TecmukyAapHa gucpyHKUUA npu 3axapeH guabem mun 2

Aoy. Muxaua boaHo8
KauHuka no eHgokpuHoao2uga, MBAA , ArekcangpoBcka” - MY Codpua

3axapHuam guabem mun 2 e komnaekcHo 3ab6oaaBaHe, koemo noBauaBa no MHO20 namozeHe-
MUYHU MeXaHU3MU (pyHKUUAMA Ha pa3AUYHU Op2aHu U cucmemu. Mbykkama 2oHaga He npaBu u3k-
AtoveHue. YBpexkgam ce u cnepmamozeHe3ama, U XopmoHaAHama npogykuua. [pomeHume 6 noka-
3ameAume Ha cnepmozpamama ca NoCMeneHHU, HO gocma paHHuU. [Mpakmuuecku ca MHO20 MaAKO
cpegcmBama, ¢ koumo me mo2am ga 6bgam npogurakmupaHu. CbBpemeHHUMeE memogu 3a acuc-
mupaHa penpogykuyua npegaazam aamepHamuBa npu Hyxxga. [Mpu yacm om mb>xkeme guabemuuu
ca HaAuuge NOHUXKEHU cepymHu HuBa Ha cepymHua mecmocmepoH. TakoBa noHuXeHue e onucaHo u
Npu Mb>Ke ¢ MemaboAumeH cuHgpom, Ho 6e3 u3zabeH 3axapeH guabem mun 2. MogobHU gaHHU 3a
HUCKU HuBa Ha cepymHUA mecmocmepoH NOAYUYUXME U NpU BbA2apCKUu MbXKe C MemaboAumeH CuH-
gpom. YacmuuHuam gecpuyum Ha aHgpoz2eHU npu 3axapeH guabem mun 2 e Bb3moxxHO ga Baowa-
Ba gonbAHUMeEAHO beHomunHama u3aBa u memaboaumHua npogua. Hawuam onum noka3Ba, ve
MbXe CbC 3axapeH guabem mun 2 u YyacmuyeH geuuuM Ha MEeCMOCMepPOH umMam NoA3a oM npu-
AOXKeHUemo Ha mecmocmepoHoB0 3amecmumenHo AedeHue. baazonpuamenr e BepoamHo u edek-
mMbM om nogobpeHomo Mb>Kko camouyBecmBue, eHepauyHOCM U camooueHKa - HabAatogaBaxme no-
HU>KeHUEe Ha meAeCHOMO Me2A0, Ha OOUKOAKama Ha maAuama u 3Ha4umo nogobpeHue Ha 2AUKemuY-
HUA KOHMPOA, KOUMO He MOoXXem ga obacHum ¢ yucmomo mecmocmepoHoBo Bb3geticmBue. B 3ak-
AlOUeHue, 3axapHuam guabem mun 2 Haaaza ga ce u3Bbpwu paHHa OugHKa Ha mecmukyAapHama
(pyHKUUA KamO ce MbpPcam Ha4vuHU 3a hpoduaakmuka u AedeHue B cbBcem HauaneH eman.
KatouoBu gymu: 3axapeH guabem mun 2, mMb>Ke, mecmuc, chepmamoz2eHe3a, mecmoCcmepoH

Testicular dysfunction in type 2 diabetes

Assoc. Prof. Mihail Boyanov
Endocrinology Clinic, MHAT ,Alexandrovska” - Medical University Sofia

Type 2 diabetes is a complex disease affecting many organs and systems by numerous pathologi-
cal mechanisms. The male gonad is not an exception. Both spermatogenesis and hormonal production
are affected. The changes in the sperm quality are early but advancing. Very few preventive measures
are possible. In some cases assisted reproduction might be the method of choice. In many men with
diabetes there are reduced serum testosterone levels. Such reductions were described in men with the
metabolic syndrome but without diabetes. Similar data were published in Bulgarian males with the
metabolic syndrome. The partial androgen deficiency in type 2 Diabetes may contribute to worse phe-
notypic and metabolic profile. Our practice showed that men with type 2 diabetes and partial andro-
gen deficiency may benefit from testosterone supplementation. There is a positive effect on self-
esteem, self-confidence - we observed a reduction in body weight, waist circumference and an
improved glycemic control, all of which could not be explained by pure testosterone effects. In con-
clusion, type 2 diabetes implicates an early testing of testicular function and subsequent early preven-
tion and treatment.

Key words: diabetes type 2, men, testis, spermatogenesis, testosterone
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CovpgeuHo-cbgobu 3a60ra6aHun u 3axapeH guabem

AHHa-Mapua bopucoBa, Pycarka KoBayeBa, ArekcaHgwsp LllunkoB, iauana AmanacoBa,
Nopgan BraxoB, Huna AcaanoBa, Auaua AaxoBcka, Mup4o Byko6*
YHuBepcumemcka cneuuaau3upaHa 6oAHUUA NO eHgOKpuHOAO2UA U “HauyuoHareH ueHmbp No 39-
paBHa uHpopmauus, MeguuyuHcku yHuBepcumem - Codpusa

Mo gaHHu Ha HauuoHaAHua ueHMbp No 3gpaBHa uHhopmauua cmaHgapmusupaHuam KoeuuueHm
3a cMbpmHocm om GoAecmu Ha op2aHume Ha KpbBoobpbweHuemo Ha 100 000 gywu HaceaeHue 3a
2004 2. e ¢ 53% no-Bucok (685,35 cpewy 447,99) B boaeapua 68 cpaBHeHue ¢ EBponelickua cbio3.

Mamepuan u memogu: KV3caegBaHu ca 2404 auua (1343 >xeHu Ha cpegHa Bb3pacm -
48,68+14,42 u 1061 mbxe Ha cpegHa Bb3pacm-46,51+£14,492, NS), paznpegeaeHu 8 mpu Bb3pac-
moBu kamezopuu- 220-442 (n=1067), 45-592 (n=850), 2602 (n=487).

IMpoyuBanemo BkatouBa: MNepcoHaaHo uHmepBio ¢ BbLNPOCHUK OMHOCHO HaAu4vue Ha u3zBecmHo
cbpgeuHo-cbgoBo 3aboraBaHe-muokapgeH uHgapkm, cmeHokapgua (cmabuAHa, HecmabuAHa), pu-
MBMHO HapyweHue, uHcyam; KauHuuHo u3caegBaHe-obukoaka Ha maaua cnopeg IDF 3a kaBka3zka
paca 3a mbyke u xkeHu (WC=94/80cm); pbcm, mez2Aao; uzmepeHo KpbBHO Haanz2aHe cnopeg cmaHgap-
muume u3uckBaHug; KpwbBHu npobu om kybumaanama BeHa caeg 12-uacoB npegwecmBauwy, 2Aag 3a
u3caegBaHe Ha KpbBHa 3axap (K3), 06w, xorecmepoa (Xoa), HDL-xorecmepoa (HDL-xoA), LDL-xoAec-
mepon (LDL-xoA), mpuaauuepugu (TTA);

Pesyamamu: CC3 ce ycmanoBuxa npu 84/2404 om u3caegBaHu Auua (3.5%), koumo ce paznpe-
geauxa B8 mpume Bb3pacmoBu kamepoeauu: >20-442-0,093% (1/1067), 45-592-1,88% (16/850),
>602-13,8% (67/487). Cpeg 6oaHUMe cbc CC3 ce ycmanoBuxa 17 guabemuka (20,2%), 5 auva ¢ HIT
(6%) u 62 boAHU 6e3 BberexugpamHu omkAoHeHua (73,8%). INpu Heguabemuuume yecmomama Ha
xunepmoxusama e 39,0%, a npu guabemuuyume gBolHo noBeue - 79,6%, p<0,001. Obukoakama Ha
maAuama e 3Ha4yumo nho-2oAama npu guabemuuume cpewy He-guabemuuume (90,04% cpewy
57,89%, p<0,01). Xoa, LDL-xoA u TTA ca 3Hauumo no-Bucoku npu guabemuuu cpewy He-guabemuuu
(p<0,01), a HDL-xoA-3Ha4umo HamaaeH (p<0,001). Auabemuuume 3 nbmu no-yecmo umam CC3 6
cpaBHeHue ¢ Heguabemuuume (8,5% cpewy 3%, NS). )KeHume-guabemuuu umam yemupukpamHo
no-yecmo CC3 6 cpaBreHue ¢ >xeHume-Heguabemuuu (10,3% cpewy 2,4%), a npu mbxkeme-guabe-
muuu CC3 ce HabagaBam ¢ 81% no-yecmo B cpaBHeHue ¢ mbxkeme-Heguabemuuu (6,7% cpewy
3,8%). Cpeg auuama cbc CC3 guabemvm e 20,24%, a cpeg auuama 6e3 CC3-7,94% (NS). INpu >xe-
Hume cbc CC3 guabembm e 25%, a npu >xeHume 6e3 CC3-6,6% (p<0,05). MNMpu mbkeme cbc CC3
guabemvm e 11,36%, a npu mbxkeme 6e3 CC3-9,7% (NS).

3akatoyeHue: XXeHume-guabemuuu nokazBam c okoao 53,7% no-Bucoka yecmoma Ha CC3 6
cpaBHeHue ¢ mbxxeme-guabemuuu (10,3% cpewy 6,7%) u moBa BepoamHo we npegonpegeau u No-
Bucoka cmbpmHocm om CC3 npu »keHume-guabemuuu B8 cpaBHeHue ¢ mb>keme-guabemuuu.

Cardiovascular Disorders and Diabetes Mellitus

Anna-Maria Borisova, Roussanka Kovatcheva, Alexander Shinkov, lliana Atanasova,
Jordan Vlahov, Nina Aslanova, Lilia Dakovska, Mirtcho Vukov*

University Specialized Hospital of Enocrinology

*National Center of Health Information, Medical University - Sofia

According to the National Center of Health Information the 2004 standardized coefficient for car-

Xl HauuoHaAeH cumno3uym o eHgOKPUHOAO2UA

60



diovascular mortality per 100 000 in Bulgaria is higher by 53% (683,35 vs. 447,99) than in the Euro-
pean Union.

Materials and Methods: Two thousand four hundred and four subjects (1343 female, mean age
48,68+14,4 and 1061 male, mean age 46,51£14,49 y, NS) in three age groups (20-44 y, n=1067, 45-
59 y, n=850 and =60 y, n=487) were studied. Personal interview with a questionnaire on known car-
diovascular disorder (CVD) - myocardial infarction, angina (stable, unstable), rhythm disorders, cere-
bral insult was taken followed by a clinical examination - waist circumference (IDF for Caucasian ori-
gin - W>94/80), height and weight measurement, pulse rate and arterial blood pressure according to
standard requirements. Venous blood was drawn after 12-hour fast for blood glucose, total cholesterol
(chol), HDL-chol, LDL-chol, triglycerides (Tgl).

Results: CVD was found in 84/2404 subjects (3,5%): 0,093% (n=1) in 20-44 vy, 1,88% (n=16) in
45-59 y and 13,8% (n=67) in the 260 y. Diabetes was found in 17 (20,2%) of the subjects with CVD,
IGT - in 5 (6%) and in 62 (73,8%) there were no carbohydrate abnormalities. The hypertension rate in
nondiabetics was 39,0% and double as high in diabetics - 79,1% (p<0,001). High waist circumference
was significantly more prevalent in diabetic subjects, compared to nondiabetic (90,04% vs. 57,89%,
p<0,01). Chol, LDL-chol and Tgl levels were significantly higher in diabetics than in nondiabetics
(p<0,01) and HDL-chol was significantly lower (p<0,001). CVD was twice as common in diabetics as in
nondiabetics (8,5% vs. 3%). CVD was four times more prevalent in female diabetics than in female non-
diabetics (10,3% vs 2,4%). In males CVD were 81% more prevalent in diabetics than in nondiabetics
(6,7% vs 3,8%). Diabetes was found in 20,24% of subjects with CVD and in 7,94% of those without CVD
(NS). Diabetes was observed in 25% of females with CVD and in 6,6% of those without CVD (p<0,05).
Prevalence of diabetes in males with CVD was 11,36% and in males without diabetes - 9,7% (NS).

Conclusion: Female diabetic subjects had higher prevalence (by 53,7%) of CVD as compared to
male diabetics (10,3% vs. 6,7%). That observation could explain the higher mortality in female than in
male diabetics.

Bpb3ka Ha ocmeonpomezepuH C 2AlOKOMEemMaObUAUMHU noKa3ameAu npu ha-
yueHmu ¢ Ho6oomkpum mun 2 guabem

M. boagxueBa, K. Xpucmo3o06
KauHuka no EHgokpuHoaoaug, YMBAA , ,,C8. MapuHa’, BapHa

BvBegeHue u uer: HampynaHume HanocAegbk gaHHU 3a noBuweH cepymeH ocmeonpomez2epuH
(OIM) npu guabemuuu u HagexkgHama my npegcka3Bawa cmolHocm 3a 6bgewu CbpgeyHoO-Cbgo-
Bu uHUUgEHMU, npegnoAaza MbpceHe Ha Bpb3Ku € pa3AudHU 2At0KOMemMaboAuMHU nokazameau.

Mamepuaa u memogu: NMpu 23 HoBoomkpumu mun 2 guabemuuu (15 mbxke, 8 XKeHu) umepux-
me cepymeH ocmeonpomezepuH ( ELISA, Biomedica), u3xogHu AunugHu noka3zameau, KakKmo U NAa3-
MEHA 2Al0K03a, CEPYMEH UHCYAUH U mpuzAauuepugu Ha O u 120 muH. cAeg cmaHgapmu3upaHa 3akyc-
ka (Frisobin 500 ml). M3mepu ce gBycmpaHHo gebeauHa uHmuma-megua (IMT) Ha kapomugHu apme-
puu, aQpMepUAAHO HaAf2aHe U aHMPONOMEMPUYHU NoKa3zameau.

Pegyamamu: He ycmanoBuxme 3Hauuma pazauka mexxkgy HuBama Ha Ol npu >keHu
(4,029£1,44) u moxe (4,113£1,23). Hamepuxme 3Hauuma noro>kumeaHa Bpb3ka mexkgy HuBama Ha
OITI u kpvBHama 3axap Ha 2aagHo (p=0,0012, r=0,9198), nocmnpaHguaaHo (p=0,0165, r=0,8037)
u cmeneHma Ha nokavBaHe Ha 2aukemusma (p=0,0071, r = 0,7291) caeg cmaHgapmHama 3akycka.
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YcmanoBuxme 3Hauuma noroxkumeaHa Bpb3ka mexgy IMT u HuBomo Ha 2AUKUpaHUA XeMO2AODOUH,
nocmnpaHguaAHama 2AuKemua U cmeneHma U Ha HapacmBaHe, uHcyauHa Ha 120° (p=0,0075
r=0,8504) u cmenenma Ha nokauBaxHemo my (p=0,0039, r =0,8803). He Hamepuxme cmamucmuyec-
KU 3Hauyuma kopearauua mexkgy Ol u apmepuarHOMO HaAAzaHe, KopemHama obukoaka u TM.

3akatoueHue: YcmaHoBeHama Bpb3ka Ha Ol ¢ nokazameAume Ha 2Al0OKO3HamMa Xxomeocmasa
buxa mo2au ga obacHam onucaHume noBuweHu HUBa npu guabemuuu.

The relationship of osteoprotegerin with glucometabolic indices in newly diag-
nosed type 2 diabetic patients

M. Boyadzhieva, K. Hristozov
Clinic of Endocrinology, UMHAT ,,St. Marina’”’, Varna

Background and aims: Recent data indicate elevated serum osteoprotegerin level in diabetics and
its reliable predictive value for future cardiovascular events. This suppose search for associations with
different glucometabolic indices.

Materials and methods: Initial lipid profile and serum osteoprotegerin (OPG) as well as plasma glu-
cose, serum insulin and triglycerides at 0 and 120 min. after a standardized breakfast (Frisobin 500ml.)
were investigated in 23 type 2 diabetics (15 male /8 female). The intima-media thickness of carotid
artery bilaterally, blood pressure and anthropometric indices were measured.

Results: We did not find a significant difference in OPG levels in women (4,029+1,44) and men
(4,113+£1,23). We found a significant positive correlation between OPG levels and fasting glucose
(p=0,0012, r=0,9198), postprandial glucose (p=0,0165, r=0,8037) and the degree of glycemic rais-
ing (p=0,0071, r =0,7291) after a standardized breakfast. We determined a significant positive correla-
tion between IMT and the level of glycated hemoglobin, postprandial glycemia and its raising degree,
insulin at 120 min and its raising degree. No significant correlation between OPG and blood pressure,
waist measurement and body mass index was found.

Conclusion: The association of OPG with indices of glucose homeostasis could explain previously
described elevated OPG levels in diabetics.

H0600prumu ZAUKEMUYHU HapyweHuAa npu nayueHmu C KOpOHapHa aHau-
onAaCmuka
M. boagxueBa’, K. Xpucmo3o08', C. leopzueB’, P. Mopgano6’

' KAuHuka no EHgokpuHoao2us, * Kaunuka no udBa3uBHa kapguoAozua
YMBAA , ,CB. MapuHa”, BapHa

Xunepaaukemusama gBa uaca caeg HamoBapBaHe, 3a pa3auka om mas3u Ha 2AagHO, € ho-yecma
Npu nayueHmu ¢ KopoHapHa 6oaecm, omkoakomo 6 obwama nonyaauus. HoBoomkpumume 2auke-
MUYHU HapyuweHua umam HebAaz2onpuameH epekm npu nauueHmMu ¢ ucxemuyHa 6oaecm Ha cbpue-
mo u ca He3aBucum puckoB dakmop 3a cMbpmHocm caeg npexxuBaH muokapgeH uHgapkm.
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LleA: ga onpegeaum yecmomama Ha 2AUKemMUYHUME HapyweHua Npu nauueHmu ¢ KOpoHapHa aH-

2uonAacmuka.

Mamepuaau u memogu: INpu 20 Auua Ha cpegHa Bb3pacm 59,7+11,1 2., 6e3 aHamHe3a 3a KpbBHO-
3axapHu HapyweHus, ce npoBege OITT 1 mecey, caeg u3zBopwBaHe Ha KOpoOHapHa aHauoNAacMuKa.

Pesyamamu: Mpu 50 % om u3caegBaHume ycmaHoBuxme 2aukemudHU HapyweHua (npeguabem
uAau guabem) Ha HyaeBa u/uau 120 muHyma. Hamepuxme 2AUKEMUYHU HapyweHua Ha 2AagHO npu
28,6%, a 2AUKeMUYHU HapyweHua Ha 120 npu 50 %. Om 2aukemu4Hume HapyweHua Ha 120° - npu
42,9% kpvBHama 3axap Ha 2aagHo (K3T) e 6uaa B HopmaaHu epaHuyu. HoBoomkpum T23A ce Hab-
atogaBa 6 35,7% - 20 % om max ca gocmuzHaAu Kpumepuume camo Ha 120’ u buxa ce nponycHa-
AU ako He ce npoBege OITT. Yecmomama Ha HamaaeH [T e 14,3%, npu HopmaAHa K3 Ha 2aagHo.

3akatoueHue: MNpu 42,9% om nauueHmume ycmaHoBuxme u3oAupaHa Xxunepaaukemusa caeg obpe-
meHaBaHe. 13caegBaHemo eguHcmBero Ha K31 He no3B6oaaBa kopekmHa guazHo3a Ha 20AaMa Yacm
Oom nayueHmMume C KOpoHapHa aHzuonAacmuka.

Newly Detected Glycemic Disturbances in Patients with Coronary Angioplasty

M. Boyadzhieva', K. Hristozov', S.Georgiev’, R. Yordanov*
' Clinic of Endocrinology, * Clinic of Invasive Cardiology, UMHAT , ,St. Marina”, Varna

The frequency of 2-h post-challenge hyperglycemia is much more common in patients with coro-
nary artery disease (CAD) than in the general population in contrast to fasting hyperglycemia. Newly
detected glucose abnormalities have adverse effect in patients with CAD and are independent risk fac-
tor for mortality after myocardial infarction.

Aim:To determine the prevalence of glucose disturbances in patients with coronary angioplasty
(CA).

Materials and methods: In 20 patients without history of glycemic abnormalities an OGTT was per-
formed 1 month after CA.

Results: We found glycemic disturbances (prediabetes and diabetes) in 50% of investigated indi-
viduals at 0‘and/or 120’. Fasting glucose abnormalities were found in 28,6% and post challenged abnor-
malities were found in 50% of the patients. In the group with post-load hyperglycemia - 42,9% of the
individuals had fasting glycemia at normal range. We observed newly diagnosed type 2 diabetes in
35,7%. Twenty percent of newly diagnosed diabetics were diagnosed only by post-challenge hyper-
glycemia and would have misclassified if OGTT was not performed. The prevalence of impaired glucose
tolerance was 14,3% with fasting glucose in normal range.

Conclusion:We found isolated postload hyperglycemia in 42,9% of the patients. The test of fasting
glycemia solely does not allow a correct diagnosis of a substantial proportion of patients with CA.
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AGHOpPMHa 2AI0KO3Ha pe2yAayuAa Npu hayueHmu C KOpoHapHa 6oArecm
Ha cbpuemo

Xyauema lepenoBa, lara YenzaroBa, IMaBear ManeB, 3gpabka KamenoBa
Kamegpa BvmpewHu 6oaecmu u KauHuuHa Aabopamopusn, MeguuuHcku Dakyamem, Tpakutcku
YHuBepcumem - Cmapa 3azopa

LleA: Aa ce npoyyu Haauuuemo u BauaHuemo Ha abHopmHama 2AlKO3Ha pea2yaauua 3a KAUHUY-

Hama u3aBa u npomuyaHemo Ha KopoHapHa 6oarecm Ha cbpuemo (KBC).
Mamepuaa u memogu: AHaAu3zupaHa e pempocnekmuBHO meguuuHckama gokymeHmauusa Ha 190
nayueHma ¢ KopoHapHa 6oAecm Ha Cbpuemo Xxochumaau3upaHu 3a egHo2oguweH nepuog om Bpe-
me (aHyapu - gekemBpu 2005 2oguHa) 8 KauHuka no kapguoaozus, YHuBepcumemcka 6oAHUUQ, 2p.
Cmapa 3azopa. OueHkama Ha 2A0KO3Hama peayaayua Npu NAuUeHMu ¢ HeguazHOCMUUUpPaHU go
mMomeHma omkAaoHeHua e u3zBbpwbaHa upe3 uzmepBaHe Ha nAa3meHa 2A0K03a, caeg uHmepBaa om
NOCAegHUA Npuem Ha xpaHa noHe 8 vaca - I-8a npoba - npu npuematemo u ll-pa npoba - Henocpeg-
cmBeHo npegu uznucBaHemo Ha nauyueHma. Cnopeg cmolUHOCMMa Ha NAa3MeHama 2AloKo3a Ha
2AagHO NauueHmMume ca Kaacudpuyupadu 8 mpu 2pynu: Npu HaAu4ue Ha NAA3MEHa 2Al0KO3a Ha 2Aag-
Ho -go 6,1 mmol/l - Hopma; 6,1-6,9 mmol/l - HapyweHa 2AuKemua Ha 2AagHO; Npu cmouHocm > 7,0
mmol/l - 3axapeH guabem.

Pesyamamu: ABagecem u cegem npoueHma om nauueHmume ¢ KbC ca ¢ uzBecmen 3axapeH gu-

abem mun 2; a npu 21% om xocnumaau3upaHume ¢ KbC npu npuemaHemo ce guazHocmuuupa 3a
nbpBu Nbm abHOpMHa 2AIOKO3Ha peayaauus.
Mpu nauueHmume abHopMHa 2Al0KO3Ha peayrauua (uzBecmen 3axapeH guabem mun 2 + HoBoguae-
HocmuyuupaHu abHopmHo Bucoku kpbBHu 3axapu) u KBC ce 3aauuaBa noroBama pazauka, kamo go-
pu caabo npeBaaupa >keHckua noA. Mbxkeme ¢ KBC 6oaregyBam 8 cmamucmuuecku 3Ha4UMO NO-paH-
Ha Bb3pacm. MNauueHmume ¢ abBHOpMHA 2At0KO3Ha peayrauua nokazBam no-Bucoka yecmoma Ha 60-
AecmHocm om OMM. Kovmpoabm Ha K3 HuBa npegu uznucBaHemo nokaza nepcucmupane Ha HoBo-
guazHocmuuupaHa abHopmHa 2Al0KO3Ha peayaauua npu 5 % om u3caegBaHume nauuenmu ¢ KbC.

B 3akAtoueHue abHOpmHa 2Al0KO3Ha peayrauun (uzBecmen 3axapeH guabem mun 2 + HoBoguae-
HocmuuupaHu abHopmHo Bucoku KpbBHU 3axapu) ce cpewa yecmo cpeg nauueHmume ¢ KbC ocobe-
HO Cpeg me3u C OCMbpP MUOKapgeH uHgapkm, kamo npeBaaupa makap u caabo cpeg >KeHCKUA NOA.
KatouoBu gymu: 3axapeH guabem mun 2, kopoHapHa 6oaecm Ha cbpuemo, abHOpMHa 2A0OKO3HA pe-
2yAauuA.

Abnormal glucose regulation at patients with coronary heart disease

Julieta Gerenova, Galia Chengalova , Pavel Manev, Zdravka Kamenova
Department of Internal Diseases and Clinical Laboratory, Faculty of Medicine,
Trakia University - Stara Zagora

Object: To investigate the prevalence of abnormal glucose regulation in patients with coronary
heart disease (CHD).

Methods: A retrograde study including 190 patients with CHD for period of one year admitted in
Department of Cardiology, University Hospital, Stara Zagora, Bulgaria In patients without known dia-
betes, glucose regulation was based on measuring the plasma glucose: first test in period at least 8
hours after last fasting in admission and second - directly before patient was discharged from hospital.
Patients were divided in three groups depending blood level of fasting glucose: under 6,1 mmol/l -
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normal glucose regulation; 6,1 - 6,9 mmol/l - disturbed glucose regulation fasting; over =7 mmol/I -
diabetes mellitus (DM) type 2.

Results: Twenty seven per cent of the hospitalized patients had diabetes. At 21% of patients with
CHD abnormal glucose regulation is diagnosed for first time. In patients with abnormal glucose regu-
lation (known DM type 2 + newly found high blood sugar) and CHD women slightly prevail over men.
Men with CHD suffer statistically earlier than women. Patients having abnormal glucose regulation
(known DM type 2 + newly found high blood sugar) manifest higher prevalence of acute myocardial
infarction. The control of blood sugar right before discharging patients shows persistence of newly
diagnosed abnormal glucose regulation in 5% of examined patients with CHD.

In conclusion Abnormal glucose regulation (known DM type 2 + newly found high blood sugar) is
common among patients with CHD especially acute myocardial infarction and prevail in women.

Key words: Diabetes mellitus type 2, coronary heart disease, abnormal glucose regulation

bema-6A0okepu npu 60AHU ¢ MemaboAuUMeEeH CUHGPOM U 3axapeH guabem

Bragumup Xpucmo6
YMBAA ,ArekcaHgpoBcka”

MemaboaumHuam cuHgpom, guabem mun 2 u apmepuasHama XunepmoHUa Ca UHCYAUHO-PE3UC-
MEHMHU CbCMOAHUA, NPegnoAazawu Cepuo3eH puck om cbpgeuHocbgoBu ycroxkHeHus, BraouBa-
wu MBC, MO3bueH UHCYAM U CbpgeyuHa HegocmambyHocm. bema-agperepaudHume peuenmopu aH-
maz2oHucmu ca edpekmuBHU Npu AeveHue Ha apmepuaAHama xunepmoxus, Ho go u3zBecmua cme-
neH maxHama ynompeba npu guabemuuu e cpaBHumeAHo oz2paHudeHa, nopagu 8b3MoXKHU HeGAazoN-
puamHu ecpekmu Bbpxy BbeaexugpamHama obmaHa, KOUMo moz2am ga 3agbabouam uHcyauHoBama pe-
3ucmenmyocm. Om gpyza cmpaHa cbwecmByBam gokazameacmBeHu gaHHu, ye HoBume 2eHepauuu
B-6a0kepu ¢ uzaBena B-cenekmuBHocm u gonbaHUMeAHU Ba3zoguramamuBHu cBolicmBa umam no3u-
muBeH ecpekm npu 6oAHU € guabem mun 2 u apmepuaiHa xunepmonua. Bcuuko moBa Haraea BHuma-
meAHa npeoueHka Ha Bb3moxkHocmume Ha B-bAokepume Npu AedeHuemo Ha 3axapeH guabem mun 2
B cbuemaHue c apmepuaAHa XunepmoHua U/UAU pa3HO-CMeneHHU CbpgedHOCbgoBu YycaoXKHeHUS.

Beta-Blocers in the Treatment of Patients with Metabolic Syndrome and
Diabetes Mellitus

Vladimir Christov
Clinic of Endocrinology, University Alexander Hospital

Metabolic syndrome, type 2 diabetes and hypertension are insulin-resistant states that impose an
exercise risk burden for future major cardiovascular events, including coronary heart disease, strike and
heart failure. Beta-adrenergic receptor antagonists are effective for the treatment of hypertension, but
they are underused in diabetic patients because of possible adverse effects on carbohydrate and lipid
metabolism, including insulin resistance, glucose intolerance and dyslipidaemia. Traditional B-blockers
, both non-selective and selective, are vasoconstrictive, however vasodilatation B-blockers are not asso-
ciated with these negative metabolic effects.

Clinical evidence is reviewed for the use of vasodilatating B-blockers in the treatment of hypertension
and in reducing cardiovascular risk in the diabetic population.

BbJIFAPCKO OPYXXECTBO MO EHOOKPUHOJIOTUA
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CvpgeuHocbgobu 3a6oraB8aHua u guabem: ocHoBHU NnpenopbKu Ha
E6ponelickomo KapguoaozuuHo gpyxecm6o

lpog. TemeHnyza AoHoBa
KIBB ,IMpod. g-p Cm. KupkoBuu”, MY - Codcpua

Mpu nauueHMume cbce 3axapeH guabem (3A) noBauaBaHemo Ha pucka om cbpgeyHocbgoBu 3a-
6oaaBarua (CC3) BkaouBa npomana 6 HavuHa Ha »kuBom u KopuzupaHe Ha ocHOBHU puckoBu dak-
MOpU Kamo HagHOPMEHO me2A0, gucAunugemun, miomioHonyweHe. Te3u puckoBu akmopu ca
cBbp3aHu ¢ pazBumue Ha eHgomeAHa gUCYHKUUA, NPOKOA2yAauUOHEeH cmamyc, HapyweHa gub-
puHoAu3a u cbgoBo pemogeaupaHe - npomeHu, noBuwaBawu pucka om pazBumue Ha CbpgevHOCH-
goB u mo3buHOCbgoB uHUuugeHm. Peguua npoyuBaHua cpeg nayueHmMu C ucxemuyHa Hoarecm Ha
cobpuemo (MBC) nokazBam, ye npu 2oAama Yacm om max UMa HapyweHa 2Al0Ko3Ha peayaauun. Te-
3u gaHHu ce nomBbp>kgaBam u om 3aBbpwuro 20Aamo eBponelicko myamuuyeHmpoBo npoyuBaxe
Euro Heart Survey (EHS). Pesyamamume om EHS nokazBam, ye camo 25% om nauuermu ¢ VIBC
umam HOPMAAEH 2AI0KO3eH moAepaHc, gokamo 50% om max ca cbe 3A,

OnmumaAHOMO HemegukaMeHMOo3HO U megukameHmo3Ho noBauaBane npu nauueHmume ¢ MIbC
u 3A BkaouBa nocmuzaHe Ha goObpP 2AUKEMUYEH KOHMPOA, NpuAazaHe Ha Ha ceaekmuBHuU Gema-
6A0Kkepu, He noBauaBawu 2AOKO3HUA U AUNUGHUA MemaboAu3bM, aHmuazpe2aHmHo AeveHue, ACE-
UHXUbumMopu U cMamuHu.

To3u mepaneBmuueH nogxog we ocueypu 3abaBaHe Ha pa3zBumueo Ha 3A, KOUMO e CUAeH U He-
3aBucum puckoB gpakmop 3a cbpgeuHoCbgoBu YycAoXKHeEHUA.

Cardiovascular diseases and diabetes mellitus: basic recommendations of the
European Society of Cardiology

Prof. Temenuga Donova
Department of Internal Diseases ,Prof. St. Kirkovich”, Medical University - Sofia

Correction of the cardiovascular risk in patients with diabetes mellitus (DM) includes change of

lifestyle and control of risk factors, such as body overweight, dyslipidemia, smoking. These risk factors
are responsible for development of endothelial dysfunction, pro-thrombotic state, disturbed fibrinoly-
sis and vascular remodeling - changes, related to increased risk for major coronary or cerebral-vascu-
lar events. Results of studies, including patients with ischemic heart disease (IHD) show that these
patients often have impaired glucose tolerance. These data were recently supported by the results from
a large, multi-center study - Euro Heart Survey (EHS). Results from EHS, show that only 25% of patients
with IHD have normal glucose metabolism, while more than 50% of them have DM.
Optimal non-medical and medical influencing of patients with IHD and DM include achievement of
good control of blood glucose levels, admission of selective beta-blockers, neutral to glucose and lipid
metabolism, agents, inhibiting platelet aggregation, inhibitors of angiotensin-converting enzyme, statins.
This therapeutical approach will provide deceleration of DM development, that is strong and indepen-
dent risk factor for cardiovascular complications.
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CoupgeuHo-cbgo6 puck npu HACH

P. N6anoBa
KauHuka no kapguoaozus, MBAA , ArekcangpoBcka”, Cogpusa

HACB, kamo uvacm om cnekmbpa Ha mMemaboAaumHua cuHgpom, cbydacmBa 6Bv6
namoezeHe3ama Ha cbpgeuHo-cbgoBume yBpexgaHua. OcBen moBa uepHogpobHama macmHa
mbkaH e He3aBucum amepoezeHeH dakmop, u3zBbH uHcyauHoBama pe3ucmeHmMHoOcmM NO NbmA Ha
npomeHua macmeH memaboau3bm, cBbp3aH ¢ mM.H. amepo2eHHa gucAunugemun. B gonbaHeHue
yepHogpobHama uHcyauHoBa pe3ucmeHmHocm Bogu go noBuweHa 4epHOgpPOOHa 2AKKO3HA
npogykuua, okcugamuBeH cmpec u omgeAaHe Ha UUMOKUHU. CbuemaHuemo Mexkgy amepozeHHa
gucaunugemun u Bb3znareHue yBpexkga cbgoBeme u yBeauuaBa pucka om CC3. NayueHmume ¢
HACB umam no-Bucoka yecmoma Ha cbpgeuHo-cbgoBu puckoBu hakmopu, no-cepuo3Hu cbgoBu
NPOMeHU U amepockAaepo3a, BkatoyumeaHo u B gemcka Bb3pacm, no-yecma nosBa Ha OKC u
cmbpmHocm. [lpu 6oaHume ¢ gobpe koHmpoaupaH 3A ymepeHomo noBuwaBaHe Ha
yepHogpobHume eH3zumu e He3aBucum npegckazBaw, cbgoBu npomeHu pakmop. Kakmo 6oAHUMe
¢ HACB kamo uaro, maka u me3u cbe 3A mun 2 u HACh umam no-yecmo MBC, mo3buHo-cbgoBa
u nepucpepHa cbgoBa 6orecm cnpamo me3u 6e3 HACH.

Te3u HoBu gaHHuU gaBam ocHoBaHue ga ce npueme, ye memaboAUMHUAM CUHJPOM € MHO20 NO-
KomnaecHo cbcmosaHue u Ha HACH mpab6Ba ga ce nozaegHe He camo Kamo Mapkep Ha
MemaboAUumMHUA CUHJPOM, HO U paHeH ,meguamop” Ha CC3.

Cardiovascular disease risk and NAFLD

R. Ivanova
Clinic of Cardiology, University Hospital ”Alexandrovska”, Sofia

NAFLD, as a component of metabolic syndrome, also takes part in the pathogenesis of cardio-
vascular injury. Liver adipose tissue is independent atherogenic factor, different from insulin resistance,
through the changed lipid metabolism and the so called atherogenic dyslipidemia. In addition, hepat-
ic insulin resistance leads to increased hepatic glucose production, oxidative stress and cytokines
release. The combination of atherogenic dyslipidemia and inflammation contributes to vessel injury
and increased CVD risk. The patients with NAFLD have higher rate of cardiovascular risk factors, seri-
ous vascular changes and atherosclerosis, including pediatric group, more frequent acute coronary
syndromes and mortality. In patients with compensated DM, the moderate increase of liver enzymes
levels is independent predicting factor for vessel changes. In patients with NAFLD and also with DM
type 2 and NAFLD, the frequency of coronary, cerebral and peripheral vascular disease is higher com-
pared to those without NAFLD. These new data suggest that NAFLD is not only hepatic manifestation
of metabolic syndrome, but also an early ,mediator” of future cardiovascular disease.
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XucmoAoz2u4yHU NpOMEeHU Ha YyepHUA gpob npu HEaAKOXOAHA cmeamo3Ha 60-
Aecm u 3A (guabemHa xenamockAepo3a)

P. NBanoBa
Aabopamopua no namomopdgoaozug, YCBAAE ,Ak. M. MNMenueB”, Cocpua

YepHogpobHama buoncusa ¢ nocregBawo xucmoao2uuHo uzcaegBare e eguHcmBeHuam 3ace-
2a Memog (3AameH cmaHgapm) 3a omgugepeHuupaHe Ha HeaAKOXOAHamMa cmeamo3a Om HeaAKo-
XOAHUA CMeamo3eH Xxenamum U MOYHO onpegeAaHe Ha cmeneHma u cmagua Ha 3aboaaBatemo, a
OmM mam U OueHKa Ha npozpecuama Ha pubpo3za u eBoaouuama my. Camo XucmoAo2uvHUMe Npo-
meHu npegckazBam npozHo3zama, 3a pazauka om HeuHBazuBHume memogu. HeaakoxoaHama cmea-
mo3Ha 6oarecm e omgeaeH Bug yepHogpobOHO yBperkgaHe, koemo no3zBoaaBa gudpepeHuupaHemo
my om gpyaume BugoBe uepHogpobHu 3aboaaBaHun. XucmoaozuyHama guaz2Ho3a cmeamo3sa ce
nocmaBa npu omaazaHe Ha macmu B noHe 5% om xenamouumume. HeaakoxoAreH cmeamo3eH xe-
namum ce npuema npu Haauyue Ha 6eae3u 3a Bb3nareHue u xenamouumuo yBpeskgaHe. [Npu ogop-
meHa Beue yuepHogpobHa UUPO3a, XucmoAo2uyHuam o6pasz Ha cmeamo3HUA XENamum MO>XKe ga Aun-
cBa. XucmoAo2u4HO He MOXKe ga ce pa3epaHudu aAKOXOAHAma om HeaAKOXOAHama emuoaAo2ua. Au-
abemHama xenamockaepo3a ce HabaogaBa npu mexbk 3A. Ta e onucaHa HACKOPO U ce npuema Ka-
mo ¢popma Ha guabemHa MukpoaHauonamus, 3acaawa cbgoBama mpeyka Ha vepHua gpob. Xapak-
mepu3upa ce ¢ u3zpazeHa nepucuHycougasHa pubpo3a npu Aunca Ha 6eae3u 3a HeaAKOXOAeH cme-
amo3eH xenamum.

Histologic findings in nonalcoholic fatty liver disease and diabetes mellitus

R. Ivanova
Lab.of pathomorphology, University Hospital of Endocrinology ,Ak.l.Penchev”, Sofia

Liver biopsy with histological examination is the only one method (gold standard) for differentia-
tion between nonalcoholic liver steatosis (LS) and nonalcoholic steatohepatitis (NASH) and exact deter-
mination of the disease’ degree and stage. In contrast to noninvasive methods, only the histological
findings can predict the prognosis. Nonalcoholic fatty liver disease is a particular type of liver injury,
with specific histological findings, which allow the discrimination between other types of liver disease.
Histological diagnosis of liver steatosis is made in presence of lipid accumulation of at least 5% of hepa-
tocytes. NASH is diagnosed in presence of histological findings of inflammation and hepatocyte injury.
In liver cirrhosis these specific histological findings may disappear. Histological investigation can not dis-
tinguish the alcoholic and nonalcoholic etiology.

Diabetic hepatosclerosis has been described recently as a form of diabetic microangiopathy in
patients with severe DM. It is characterized by hepatic sinusoidal fibrosis not associated with nonalco-
holic steatohepatitis.
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3axapeH guabem u yepeH gpob

A. Mame@Ba
KauHuka no 2zacmpoeHmeponozus, MBAA ,C8. MBan Puacku” - Cocpua

Bonpeku, ye Bpb3kama mexgy 3A u yepHogpobHume 3aboraBaHua e gobpe nozHama, uHme-
pecbm KbM mo3u npobAaem npe3 nocAegHUmMe 20guHU HenpekbcHamo HapacmBa. 1. MHozo HoBu
gaHHU noka3zBam, ye uHcyauHoBama pe3zucmeHmHocm u 3A moxke ga Hbgam npuyuHa 3a YepHog-
pobHO 3aboanBaHe Kamo HeaAkoxoAHama cmeamo3Ha 6oaecm (HACB) uau HanpegHaaa cpubposa
u HeycnewHa aHmuBupycHa mepanua npu xpoHuueH xenamum C. 2. Om gpyza cmpaHa uma gaH-
Hu, ye xenamum C Bupycbm cam no cebe cu uma gupekmeH guabemozeHeH epekm Kamo Hapyuwia-
Ba BbmpekrembUHUME CUZHAAHU MeXaHU3MU U UHgyuupa uHcyauHoBa pe3zucmenmHocm. 3. Kato-
yoBama poaa Ha yepHua gpob B noggbprkaHe Ha 2Al0KO3HamMa xomeocmasa u memaboAu3zma Ha uH-
CYAUHa, kKakmo u BAauaHuemo Ha yepHogpobHomo yBpexkgaHe Bbpxy nepugepHua 2Al0OKO3EH mema-
60AuU3bM U 0bwama uHcyauHoBa yyBecmBumeaHocm, gonpuHaca 3a noaBama Ha 3A npu HanpegHa-
AO vepHOgpoOHO 3aboanBaHe.

1. HeaakoxoAaHa cmeamo3Ha 6oarecm (HACB)

MHcyauHoBama pe3ucmeHmHocm uma ocHoBHa poaa 6 namozeHe3zama Ha HACH, egHo om
Hal-yecmume 3aboaaBaHua Ha yepHua gpo6. Om cBoa cmpaHa YyepHogpobHama cmeamo3a CbWwo
Bogu go yepHogpobHa uHcyauHoBa pe3ucmeHmHocm u 3agbabouaBa obwama. ToBa onpegeas no-
Bucoka yecmoma Ha npeguabem u guabem. Cnekmbpbm Ha HACB BkatouBa npocma cmeamo3a,
HeaAkoxoAeH cmeamo3eH xenamum (HACX), uepHogpobOHa uupo3a u cBbp3aHuam ¢ moBa xenamo-
ueAyaapeH kapuuHom. 3A e puckoB pakmop 3a HACX, HanpegHara pubpo3a u npozpecuBHo 3abo-
AaBane. B noBeuemo cayuau 3ab6oaa8aHemo npomuya 6e3cumnmomHo. Xenamomezaauama e eguc-
mBeHama ¢hu3zukasHa Haxogka. YepHogpobHUmMe eH3umu ca Aeko go ymepeHo noBuweHu ¢ npeBa-
AupaHe Ha AAAT, HO mozam ga paykmyupam u ga 6bgam HopmarHu. HACB ce npuema npu Haau-
yue Ha cmeamo3a om exozpagpckomo u3zcaegBaHe, Aunca Ha 3HaYUMa KOHCYmauua Ha aAKOXOA UAU
gpyea npuyuHa 3a yepHogpobHo 3aboaaBare. Camo yepHogpobHama buoncua ¢ nocaegBawo xuc-
moaAo2uuHo u3zcaegBaHe moxke ga pazaudu HACX om uyepHogpobHama cmeamosa. Bv3zpacm >40,
ACT >50 U/I (1,2 Hag I'PT) u Haauuue Ha guabem npegcka3zBam cepuo3Hu MOPPOAO2UYHU NPOMEHU
C HanpegHaAa pubpo3za. AeueHuemo BkatouBa nocmeneHHa pegykuua Ha mezaomo u noBuweHa
gBuezameaHa akmuBHocm, megukameHmMOo3Ha Kopekuua Ha UHcyauHoBama pe3zucmeHmHocm, Hal-
yecmo ¢ Metformin, kakmo u nogobpaBaHe Ha yuepHogpobHama yHkuua. B npouec Ha npoyuBate
ca U MHO20 gpyau Bb3morkHocmu.

2. AuaGem npu HanpegHaAo YepHOgpo6HO 3a6oraBaHe (uepHogpoOHa yupo3a)

Auabembm npu HanpegHaAo yepHogpobHo 3a60aa8aHe (xenamozeHeH guabem), peyamam Ha
uHcyAuHoBa pe3ucmeHmMHoCM, e YeCcmo YCAOXKHeHUe Ha YepHogpobHama yupo3a. HezoBama kau-
HUYHa Xxapakmepucmuka u eBoAtouyun e pa3audHa om masu Ha guabem mun 2. Puckbm om CC3 u
pemuHonamus e HUCbK nopagu cBbp3aHume ¢ yepHogpobHama yupo3a NPoOMeHU (HUCHK XoAecme-
poA, mpombouumeH 6pod u gpyau). MNpugpyxaBawuam guabem Browaba npoeHo3zama Ha HOAHU-
me C YyepHOgpoOHa uupo3a No Nbma Ha 3agbAbouaBaHe Ha vyepHogpobHomo 3aboaaBaHe u Hezo-
Bume ycroxkHeHun, a He Ha guabema. AedeHuemo Ha xunepaaukemuama mpa66a ga ce uzBopwBa
BHumameaHo u gobpe npeueHeHo 3a Bceku uHguBugyaneH cayyad. MHcyauHoBama u 2Atoka2oHO-
Ba pezucmeHmHocm u mpygHocmume 6 guemoaeveHuemo npaBam KoHmMpoAa Ha guabema u3k-
AIOYUMEAHO MPYgeEH.
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Diabetes mellitus and the liver

L. Mateva
Clinic of Gastroenterology, ,St. I. Rilski“ University Hospital, Sofia

The association between DM and liver disease is well known, but in recent years the interest of
this problem has been increased. 1. New insights into this association came from the recognition that
insulin resistance and DM may be a cause of liver disease, via nonalcoholic fatty liver disease (NAFLD),
and increased risk of advanced hepatic fibrosis and failure of antiviral therapy in patients with chronic
hepatitis C. 2. Hepatic C virus may have direct diabetogenic effects, by itself, can induce insulin resis-
tance by way of disturbing the intracellular signaling pathway of insulin. 3. The key role of the liver in
blood glucose control and the hepatic metabolism of insulin as well as the influence of liver disease on
peripheral glucose metabolism and whole-body insulin sensitivity, contributes to DM in the presence
of advanced liver disease.

1. Nonalcoholic fatty liver disease

Insulin resistance is the pathophysiological hallmark of NAFLD, one of the most common causes
of chronic liver disease. Liver steatosis, by itself, also leads to hepatic insulin resistance. It contributed
to the higher rate of prediabetes and diabetes. NAFLD ranges from simple steatosis to nonalcoholic
steatohepatitis (NASH), cirrhosis, and ultimately hepatocellular carcinoma. DM constitutes a risk factor
for NASH, advanced fibrosis and progressive liver disease. Majority of patients are asymptomatic.
Hepatomegaly may be the only one physical finding. There is mild to moderate elevation of liver
enzymes, with ALT most common. Fluctuation of enzymes values is often observed and normal range
is present. The US based diagnosis of NAFLD can made in the absence of significant alcohol intake and
other causes of liver disease. Only liver biopsy with histological investigation can differentiate NASH and
simple steatosis. Non-invasive predictors of NASH with advanced fibrosis are age >40, AST >50 U/I and
DM. Therapy included gradually weight loss and exercise, insulin sensitizers, most common Metformin,
as well as improvement of liver function. Other therapeutic possibilities have been also studied.

2. Diabetes in advanced liver disease (liver cirrhosis)

Diabetes in advanced liver disease (hepatogenous diabetes) because of insulin-resistant state is a
common complication of liver cirrhosis. The clinical characteristics and the course of hepatogenous
diabetes are different from type 2 diabetes. The cardiovascular and retinopathic risk is low in the results
of liver disease-induced abnormalities (low cholesterol, low platelet count, etc.)The prognosis of cir-
rhotic patients with diabetes is more likely to be negatively affected by the underlying hepatic disease
and its complications than by the diabetes. Insulin- and glucagon resistance, and difficulties in dietary
management, make glucose control extremely difficult to achieve.

Macmomo Ha exozpadpuama 3a guazHo3ama Ha HeaAKOXOAHama cmeamos-
Ha boArecm

A. Arekcueb
KauHuka no 2zacmpoeHmepoaozua, MBAA ,C8. MBan Puacku”, Cocpua

AbgomuHarHama exoepadua e Hal-uecmo uzhoa3BaHuam memog 3a guazHo3ama Ha HACbB npu
memaboaumeH cuHgpom u guabem. CneuudpuueH exozpadcku 0bpa3 (gupyszHo noBuweHa exozeH-
HOCM Ha YepHua gpob) ce ycmarHoBaBa npu makpoBe3ukyrapHa cmeamo3a 6 Hag 30 % om xenamo-
uumume. CmeneHma Ha cmeamo3ama ce onpegeAa Kamo Aeka, ymepeHa u u3pazeHa (mexka)
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NO cneyuuyHU exozpapcku Kpumepuu. Bb3moxkHo e uzmepBare u Ha exozpadgpckama nAbmHocm.
AbgomuHaaHama exozpacpug, Kakmo u gpyzaume KoHBeHuuoHaAHU u3zobpazumeaHu memogu (KT,
MPT) He ca uyBcmBumearu 3a pa3epaHuyaBaHe Ha cmeneH Ha Bb3naeHue u pubpo3a B uepHua
gpob. AuncBa kopeaauua mexgy cmeneHma Ha cmeamo3a, noBuweHu amuHompaHcgepasu
(AAT/ACAT) no omHoweHue Ha XucmoAo2u4Ho ycmaHoBeHume Hekpo3a, Bb3nareHue u pubposa,
m.e. He pa3epaHudvaBa npocmama cmeamo3a (Henpoepecupawo 3aboaaBaHe) om HeaAKOXOAHUA
cmeamo3eH xenamum (HACX). KombuHupaHemo Ha abgomuHaaHama exozpadua ¢ gonaepoBo u3c-
AegBane e ¢ Bucoka guazHocmu4yHa cmMoUHOCM Npu YepHogpobHa uupo3a u NopmasHa xunepmo-
Huf, Bb3HUKHAAU Ha 6a3zama Ha HACB.

The role of ultrasound for the diagnosis of NAFLD

A. Alexiev
Clinic of Gastroenterology, University Hospital ,St. I.Rilski”, Sofia

Abdominal ultrasound is the most common used method for the diagnosis of NAFLD. The specif-

ic ultrasound finding (diffuse increased liver echogenity) is found in the presence of macrovesicular
steatosis in more than 30% of hepatocytes. The different degrees of liver steatosis (mild, moderate,
severe) are established according to specific sonographic criteria.
Liver ultrasound density is also measured. Abdominal ultrasound as well as other conventional imaging
methods (CT, MR), can not distinguish the simple steatosis (nonprogressive disease) from nonalcoholic
steatohepatitis (NASH). Usually there is no correlation between the degree of liver steatosis and histo-
logical grade of inflammation and stage of fibrosis in NASH. The combined use of abdominal ultra-
sound and Doppler investigation is with high diagnostic value, especially in liver cirrhosis and portal
hypertension.

YpouHpekyuu npu guabemHa kemoayugo3a

X. boxyeaan, K. Xpucmo3zo08, C. XuneB, M. I1. [TlempoBa, K. boxkoBa, M. CugepoBa,

C. Aako@B, B. YaHko6, M. lNempoBa, M. boagxueBa
KAuHuKa no eHgokpuHoAozua, Tpema xupypauuHa KAuHuka, Aabopamopua Nno KAUHUYHA
Mukpobuoaozua u Bupycorozua, MeguuyuHcku YHuBepcumem, YMBAA ,CB. Mapuna”, BapHa

YpouHipekyuume ca vyecma npoBokupawa npuyuHa 3a guabemHa kemoauugo3a. Llea Ha
Hacmoawomo npoyuBaHe e u3caegBaHe Ha Bpb3ikama mexxgy ypouHdekuuume u guabemuHama
kemoauugo3a. [NMayueHmu u memogu. lNpoBegeHo e npoyuBaHe mun cayyad - koHmMpoaa. Obekm
Ha u3caegBaHe ca 48 6oAHU ¢ guabemHa kemoauugo3a u ypouHgekyuu. B koHmpoaHama 2pyna ca
BkatoueHu 50 60AHU ¢ guabem 6e3 ypouHgekuuu cbnocmaBumu ¢ 2pyna A no noa, Bb3zpacm u
npogbAKUMeAHOCM Ha 3aboaaBanemo. [NpoBegeHu ca pymuHHU BUOXUMUYHU U UHCMPYMEHMaAHU
uzcaregBaHua ¢ uea ycmanoBaBaHe Ha Hacmoawua comamuuyeH cmamyc U cmeneHma Ha
2AuKemuyeH KoHmpoa. KM3caegBanu ca KAI, GoHoepama, kpbBHo-3axapeH npodpun, HBA;,
6vbpeuHa yHKUUA, ypokyamypu, npu Heobxogumocm - xemokyamypu. NpoBegeHu ca obpazHu
u3caegBanua - exockonug, B omgeaHu caydau KAT Ha 6b0peuume.

BBJITAPCKO APYXXECTBO MO EHOOKPUHOJIOTUA
71



Pesyamamu u o6cbkgare. CpaBHeHu ca ocHoBHume nokazameau 6 gBeme 2pynu. CpegHama
cmoUHOCM Ha npe- U nocmnpaHguarHume kpbBHU 3axapu, HBA;. u cmauuoHapHua npecmol ca
3Hauumo no-Bucoku B uzcaegBanama epyna 6 cpaBHeHue ¢ koHmpoaume (p<0,01). B 4 cayuan e
ycmaHoBeH anocmemamo3eH nueAroHedpum U nhapaHedpum.YpouHgekuuume ymexHaBam u
ygbaxkaBam npomuyaHemo Ha guabemHama kemoauugo3a.

M3Bogu. YpouHgekyuume ca 4vecmo acouuupaHu c Aowua guabemeH kKoHmMpoA. ABeme
cbecmoaHua B3aumHo ce nomeHuupam. INpu Bceku 6oaeH ¢ guabemua kemoauugo3a, caegBa
akmuBHO ga ce mbpcu u AekyBa Bb3morkHa ypouHgekuua.

KatouoBu gymu: 3axapeH guabem, guabemHa kemoauugo3a, ypouHpekuuu

Uroinfections and Diabetic Ketoacidosis

H. Bohchelian, K. Hristozov, A. Hinev, M.P. Petrova, K. Bojkova, M. Siderova, S. Djakov,

V. Chankov, M. Petrova, M. Boyadzhieva
Clinic of endocrinology and metabolism, Third surgery clinic, Laboratory of clinical microbiology and
virusology, Medical University, University hospital for active treatment ,St. Marina“, Varna, Bulgaria

Urinary infections are a frequent cause for diabetic ketoacidosis. Aim of this study is to investigate
the relationship between urinary infections and diabetic ketoacidosis. Patients and methods. A case -
control study is carried out. An object of investigation are 48 patients with urinary infections and dia-
betic ketoacidosis. The control group comprises 50 age and sex matched patients with diabetes with-
out urinary infection. Biochemical and instrumental investigations are carried out to elucidate the
somatic condition and degree of metabolic control. Alkaline-basic profile, potassium-sodium content,
blood sugar profile, HbA; ., kidney function, urine cultures, blood cultures when needed, ultrasound
and computer tomographic investigations are performed. Results and comments. Basic characteristics
are compared in the two groups. The mean pre- and postprandial blood glucose values and the mean
inpatient hospital stay are significantly higher in the investigated group. There is a positive correlation
between the degree of urinary infection and the degree of ketoacidosis. In 4 cases apostematotic
pyelo- and paranephritis are established. Urinary infections deteriorate and elongate the course of dia-
betic ketoacidosis. Conclusions. Urinary infections are often associated with poor diabetes’ control.
The two conditions contribute to a mutual deterioration. In each case of diabetic ketoacidosis one has
to search and treat actively a possible urinary infection.

Key words: Diabetes mellitus, diabetic ketoacidosis, urinary infection

KanaHume Ha guabemHama kemoauugo3a

K. Xpucmo3o086, Xp. box4yeaaHn, M. [TempoBa, I1. KapamogopoBa, M. boagxueBa, M. CugepoBa,
P. flukoBa, T. KboceBa, O. KupakoBa, M. lTempoBa
KAuHUKa no eHgoKpuHoAO2uA U Gorecmu Ha obmaHama - MeguuuHcku YHuBepcumem, YMBAA ,C8
MapuHa”, BapHa

Auabemnama kemoauugo3a (AKA) nocmaBa peguua guazHocmuyHu u mepaneBmuyHu npobaemu.
Llea: uzcaegBaHe Ha Buga u uecmomama Ha pazaudHume npoBokupawu NpUYUHU Npu BOAHU C
npompaxupaHa AKA.
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Mauyuenmu u memogu: MN3caegBaru ca 130 6oaHu ¢ AKA 3a nepuoga aHyapu 2006 - gekemBpu
2007, Ha cpegHa Bb3pacm 49,6£17,8 20g. (34% mbxe, 64% >xeHu). CpegHama NpogbAXKUMEAHOCM
Ha 3aboaaBaHemo e 11,517,220¢. INpoBegeHu ca NbAHU BUOXUMUYHU U UHCMPYMEHMaAHU u3zcaegBa-
Hua- BkAloyumeAHo KpbBHo3axapHu npoduau, HBA ., arda-amuraza, OUHU gbHA, YPOKYAMYAU, Xe-
Mokyamypu, obpa3Hu uzcaegBaHua Ha beausa gpob, exockonua Ha KopemHu opeaHu. Ipu oBragaBa-
Hemo Ha kemoauugo3ama e npuAazaHa BeHo3Ha UHy3ua Ha MaAKu go3u 6bp3ogeldcmBaw, UHCYAUH.

Pesyamamu u obcwvrkgare: Cpeg mHoxkecmBomo npuduHu goBeau go guabemHa kemoauugosa,
Hall-uecmu ca UHMepPKYpeHMHumMe UHMEeKUUU Ha guxameAHama u omgeAumeAHama cucmema,
epewku B guemama u uHcyauHoredeHuemo (B 82% npuuyunama 3a AKA e uHgpekuuo3Ho 3abornaBa-
He, B8 4% - gpyeo eHgokpuHHO 3aboanBanre, 6 14% - HeagekBameH uHcyAauHOB pexxum). MDakmopu-
me, 3ampygHaBawu agekBamHOMO AeveHue ca pa3zAuduHU - om HeagekBamHa aHamHe3a nopagu
HapyWeHO Cb3HaHUe UAU Koma go no-pegku Bb3MOXKHU NpuduHU Kamo npugpy>kaBawu eHgoKpuH-
HU 3aboAaBaHua (onucaHu ca KAUHUYHU cAydau Ha AKA Ha poHa Ha mMupeomocuko3a, Xunomupeo-
ugu3zbm, HagbbbpeuHokopoBa HegocmambuHocm, CuHgpom Ha Barter).

M36ogu: Bcako npompaxupaHo u 3amez2Hamo NpomuyaHe Ha KAUHUYHUA xog Ha AKA Hanaea
BHUMaHUE OMHOCHO gpy2u HeguazHOCMUUUPaHU, amunuyHo npomuyawu u BoaaupaHu om AKA
cbecmonHuA, uzuckBawu agekBamHo ycnopegHo AedeHue.

KatouoBu gymu: AuabemHa kemoayugo3a, guazHo3a, AeyeHue

Traps and ketoacidosis in adult diabetic patients in Varna region

K. Hristozov , H. Bohshljan, M. Petrova, P. Karatodorova, M. Bojadjieva, M. Siderova,
R. Jankova, T. Kjoseva, O. Kirjakova, M. Petrova
Clinic of Endocrinology, Medical University, Varna

Diabetic ketoacidosis (DKA) can confront us with many diagnostic and therapeutic problems.

Aim: to investigate the causes of ketoacidosis in adult diabetic patients.

Patients and methods: 130 patients with DKA, treated from January 2006 to December 2007 were
included. Their mean age was 49,6 £17,8 years (34% male, 64% female). Their mean disease duration
was 11,5+7,2 years. A full range of biochemical and instrumental investigations was carried out includ-
ing blood sugar profiles, HbATc, alfa-amylase, eye fundoscopy, urine cultures, blood cultures, pul-
monary and abdominal image investigations. Treatment of DKA included application of intravenous
infusions of small doses of short-acting insulin.

Results: The most common causes for DKA were infectious diseases in 82%; other endocrine dis-
eases in 4% and insulin deficiency in 12%. The most common infection (in 58%) was urinary tract infec-
tion, upper airway infection (in 32%), acute gastoenteritis (in 4%), other causes for infection-in 6%.Crit-
ical moments in the medical care could appear, when difficulties in anamnesis were available (uncon-
scious patients) or when other endocrine diseases were coexisting (clinical cases are described with
DKA on the background of thyrotoxicosis, hypothyroidism, hypocortizism, Barter syndrome).

Conclusion: any delayed positive effect of treatment of DKA necessitates an attention about other
atypical and attenuated causes needing a parallel adequate treatment.

Key words: -diabetic ketoacidosis, diagnosis, treatment
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Pezromema/Abstracts

AuabemHa kemoayugo3a y 6b3pacmHu - pazaudeH cueHapuil

M. MempoBa, X. boxyeaan, K. Xpucmo3o8, 1. lomo6B
KAauHuka no EHgokpuHoAo2ua u boaecmu Ha obmaHama,
Kaunuka no Kapguonozusa, Meguuurcku YHuBepcumem,YMBAA ,CB. MapuHa”, BapHa

B peguua cayuau guabemuama kemoauugo3a nocmaBa mepaneBmuuHu npobaemu npou3auya-
wu om 3ampygHeHun 68 guaeHo3ama. Llea Ha Hacmoawomo npoyuBaHe e aHaAu3 Ha KAUHUYHU CAY-
Yau Ha hauueHmu ¢ guabemHa kemoauugo3a, npegcmaBaaBawu guazHocmuyeH u AevebeH npob-
Aem. Mamepuaa u memogu - obekm Ha uzcaegBaHe ca 60AHU ¢ guabemHa kemoauugo3a om Kau-
Huka no EHgokpuHoaoz2ua Ha YMBAA ,CB. MapuHa” aekyBaHu npe3 nepuoga om aHyapu 2006 go
gekemBpu 2008. NMpoBegeHu ca NbAHU BUOXUMUYHU U UHCMpPYMeHmMaAHu u3caegBaHua - KpbBHO3a-
XapHu npoguau, HBA,, ouHU gbHa, YPOKYAMYAU, XEMOKYAMYPU, NAA3MeH Kopmu3oa, cBobogeH
kopmu3oA 6 ypuHa, TCX, OT4 u DOT3; EKI u exokapguoepadpua; obpa3zHu u3zcaegBaHua Ha Oeaun
gpo0, exockonua Ha kopemHu opeaHu. OBaagaBaHemo Ha kemoauugo3ama e upe3 BeHo3Ha uH(Y-
3Ua Ha MaAku go3u G6bp3ogetcmBaw, uHcyauH. MNMpegcmabeHu ca 3 KAUHUYHU caydaa Ha AKA, cb-
Nbmcmauwa gpyao me>KkKo eHgoKpuHHO HapyuweHue: 3A mun 1, cbuemaH ¢ Tupeomokcuko3a. Tupe-
omokcuyHa kpu3a, [poAanc Ha mumpaaHama kaana; 3A, caBmoumyHeH xunokopmuuuu3bm u bpe-
meHHocm; 3A u caegxenapuHoB kpbBou3auB 8 myckya. Pesyamamu. OBaagaBaHemo Ha AKA, Hop-
MaAu3upaHe Ha 2aukemuama, Bb3cmaHoBaBaHe Ha eAeKMpoAUMHUME HapyweHua e pe3yamam Ha
KOMNAEKCHO AeveHue garo epekm careg omkpuBaHe u agekBamHo noBausBaHe Ba conbecmBawo
gpy20 MEXKKO amunu4vHO npamuyawo eHgokpuHHo 3aboaaBaHe. 3akaloueHue. AuabemHama kemo-
auyugo3a moxke ga nocmaBu guazHocmMuyHu U mepaneBmuuHu npobAemu. TAXHOMO peweHue Npo-
uzmuya om KOMNAeKCHama ougHka u egHoBpemeHHo noBauaBare Ha Bcuduku NAMOAO2UYHU OMKAO-
HeHua 3agetcmBaau kackagama Ha memaboaumHua cpub.

KatouoBu gymu: guabemHa kemoauugo3a, AeyeHue, guazHo3a

Diabetic ketoacidosis in adults - a different scenario

M. Petrova H. Bohcheljan, K. Hristozov. |. Jotov
Clinic of Endocrinology, Clinic of Cardiology, Medical Universuty, Varna, Bulgaria

In many cases diabetic ketoacidosis puts forward difficult treatment problems result of a diagnos-
tic puzzle. Aim of the study is to analyze patients being a diagnostic and therapeutic problem Patients
and methods. Object of investigation are patients with diabetic ketoacidosis, treated in the Clinic of
Endocrinology of Medical University, Varna from January 2006 to December 2007. A full range of bio-
chemical and instrumental investigations was carried out including blood sugar profiles, HbA, alfa-
amylase, eye fundoscopy, urine cultures, blood cultures, pulmonary and abdominal image investiga-
tions, plasma and urinary cortisol, thyroid hormones. Treatment of diabetic ketoacidosis included appli-
cation of intravenous infusions of small doses of short-acting insulin. Results.The positive effect over
diabetic ketoacidosisa, glycaemic control and electrolytes was achieved only when the initial cause
of an additional heavy disease was discovered and treated. Conclusions. Diabetic ketoacidosis can set
up diagnostic problems. Their solution is a consequence of a complex treatment including an attack of
the initial problem triggering the metabolic cascade ending with ketoacidosis.

Key words: Diabetic ketoacidosis, diagnosis, treatment
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Yecmoma u mun Ha 6b2AexugpamHume HapyweHua npu memadoAumeH
CUHgpoMm

AHHa-Mapusa bopucoBa, Pycanka KoBayeBa, ArekcaHgop LUunkoB, Mauana AmanacoBa,
Huna AcaanoBa, MopgaH BaaxoB, Auaua AakoBcka, Mupyo Byko6*
YHuBepcumemcka 60AHUUA NO eHgOKpUHOAO2UA U *HauuoHareH ueHmbp no 3gpabHa uHpopmauus,
Meguuurcku yHuBepcumem - Cocpua

Lleama Ha Hacmoawomo u3zcregBaHe e ga ce onpegeAu yecmomama u muna Ha Bbeaexugpam-
HUMe HapyweHua npu memaboaumeH cuHgpom (MemC) 6 uzcaegBaHa nonyaauun, caegBaliku Kpu-
mepuume Ha IDF om 2005 2oguHa.

Om u3caegBanume 1067 mbxke npu 675 (63,3%) om max maauama e Hag 94 cm, a om u3cAeg-
BaHume 1348 >xeHu npu 811 (60,2%) maauama e Hag 80 cm uau obwo npu 1486 Auua (61.5% om
Bcuuku 2415 uzcaegBaHu) maauama HagBuwaBa nocoyeHua HopmamuB m. e. HaAuue e abgomuHaa-
HO ueHmpaaHo 3amabcmaBare. MemC cberacHo kKpumepuume Ha IDF ce goka3a npu 743 om 2409
Auua (30,84%), om koumo 349 om 1348 xeHu (25,9%) u 394 om 1061 muxe (37,1%%), p<0,001. B
uaromo npoyuBaHe Bbpxy 2415 Auua 3axapeH guabem (3A) ce ycmanoBu npu 20T u om max npu
162ma (80,6%) ce ycmanoBu u MemC. Om Bcuuku 162ma guabemuka ¢ MemC npu 94 (58%) 3A e
uzBecmer u npu 68 (42%) 3A e HoBoomkpum m.e. HeguazHoCMuUUpaH go momeHma. Hapywer Boe-
AexugpameH moaepaHc (HBT) ce guaeznocmuuupa ¢ ol TT (75g) npu 247 auua (33,2%) ¢ kpbBHa 3a-
Xap Ha 2AagHoO mexgy 5,6 u 6,9 mmol/l u noBmopHo uzcregBare Ha 2aukemuama Ha 120 muHyma.
Mpu 52ma ce ycmaHoBu HapyweH 2atoko3eH moaepaHc (HIT) u npu 195 - noBuweHa 2aukemua Ha
2aagHo (1), Mpu 169 (68,4%) auua ¢ HITHTIT uma u MemC. 3A u HIT+IIT 8 pamkume Ha MemC
ce ycmanoBuxa npu 331 (44,5%) uzcaegBarHu om Bcuuku 743 auua ¢ MemC (mabauya 7).

Tabauya 1. YHecmoma u Bug Ha BbaaexugpamHume HapyweHua cpeg auuama ¢ MC (n=743)

Auua ¢ MemC | 3axapeH guabem HapyweHn 2A10k03eH Auua c HopmaaeH
(n=743) moAepaHc u 2AIOKO3€H MOAepPaHC
Mo6Buwena zaukemusn
Ha 2AagHO
VMmam 162 (21,8%) 169 (22,7%) 412 (55,5%)

3akarodenue: 80,6% om guabemuuume u 68,4% om auuama ¢ HIT+IIT umam u MC. CaegoBamen-
Ho cbBcem onpegeaeHo 3A u HITHIIT mpabBa ga ce pazeaexkgam 6 Hawua mamepuas Kamo npe-
gukmopu Ha MemC.
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Prevalence and Type of the Carbohydrate Abnormalities in Subjects with the
Metabolic Syndrome

Anna-Maria Borisova, Roussanka Kovatcheva, Alexander Shinkov, Iliana Atanasova,
Jordan Vlahov, Nina Aslanova, Lilia Dakovska, Mirtcho Vukov*

University Specialized Hospital of Enocrinology

*National Center of Health Information, Medical University - Sofia

The aim of the current study was to determine the prevalence and type of the abnormalities in
the carbohydrate metabolism in subjects with the metabolic syndrome (MetS) using the IDF 2005 cri-
teria.

Waist circumference was over 94 cm in 675 (63,3%) of the 1067 studied men and over 80 cm in
811 (60,2%) of the 1348 studied women or abdominal obesity was found in 1486 (61,5%) of the total
studied population (2415 subjects). Metabolic syndrome after the 2005 IDF criteria was observed in
743 (30,84%) out of 2409 subjects. Of them 349 (25,9%) of the 1348 women and 394 (37,1%) of the
1061 men, p<0,001. Diabetes mellitus was found in 201 of the 2415 studied subjects and MetS was
diagnosed in 162 (80,6%) of the diabetics. Diabetes had been diagnosed previously in 94 (58%) of the
162 subjects with both disorders and in 68 (42%) it was newly diagnosed. In 247 (33,2%) fasting blood
glucose was between 5,6 and 6,9 mmol/l and oral glucose tolerance test (0GTT) with 75g of glucose
and plasma glucose determination at 120 minute was performed. Impaired glucose tolerance (IGT) was
found in 52 subjects and increased fasting glycemia (IFG) - in 195. MetS was present in 169 (68,4%)
of the subjects with IGT or IFG. DM and IGT/IFG were present in 331 (44,5%) of all the 743 subjects
with MetS (Table 1).

Table 1. Prevalence and type of the carbohydrate abnormalities in subjects with MetS (n=743)

MetS Diabetes IFG and IGT Subjects with normal
(n=743) mellitus glucose tolerance
All 162 (21,8%) 169 (22,7%) 412 (55,5%)

Conclusion: MetS was present in 80,6% of the diabetics and in 68,4% of the subjects with
IGT/IFG. Consequently DM and IGT/IFG should be assumed as predictors of the MetS.
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Yecmoma Ha AeBokamepHa guacmoAHa guchyHKUUA npu nayueHmu
c Ho6oomkpum 3A mun 2

M. lNMemkoBa*, C. laneBa*, A. leopzueBa™*
*YMBAA ,, A-p I.Cmpancku” EAA, MNaeBeH, KauHuka no eHgoKpuHoAO2ua
**YMBAA ,A-p I.Cmpancku” EAA, MNreBeH, Kaunuka no BbmpewHu 6oaecmu

Llea Ha Hacmoawomo npoyuBaHe Ge ga ce uzcaegBa uecmomama Ha AeBokamepHama guacmoa-
Ha gucdpyHkuua (AA) npu nauueHmu ¢ HoBoomkpum 3axapeH guabem mun 2.

Mamepuaau u memogu: N3caegBaru 6axa 39 nauueHmu (15 >xeHu u 24 mbxxe) ¢ HoBoomkpum
3axapeH guabem (3A) mun 2 6e3 gaHHU 3a cbpgeuHu 3aboraBaHua u apmepuasHa xunepmowus. [Mpu
Bcuuku nayueHmu 6e npoBegeHa gBypazmepHa exokapguozpadua (2M Exo Ke) u uzmepBaHu mene-
guacmoaeH pazmep (TAP) u meaecucmonen pazmep (TCP), gebeauHa Ha aaBa kamepHa cmeHa: Ha
mexkgykamepHa cmena (MKC) u Ha cBob6ogHa 3agHa aeBokamepHa cmena (3CAK), cucmoaHa yHK-
uua ype3 pakuyua Ha uzmaackBaHe (DU) u ppakyua Ha ckbeaBane (DC). MNMapamempume Ha AnBa
BeHmpuKkyAHa guacmoaAHa gucgyHkuua: Bpeme Ha uzoBoaymempuuHa peaakcauua (BVP), Bpeme Ha
geueaepauun (BA), paHHa (E-BbaHa) u kbcHa (A-BbAHA) pa3a Ha guaCMOAHO NbAHeHe, kKakmo u E/A
CbOMHOWEHUE Ha MPaHCKAANEH MUMpaAeH 2pagueHm.

Pesyamamu: V1I3caegaBaHume om Hac nauueHmu 6axa Ha cpegHa Bb3pacm 50,95£8,16 20guHU
¢ ITM - 30,6346,58ke/m* u HBA;. - 10,81£2,42%; 52,63% b6axa nywauu. Om npoBegeHama M-
ExoKe Bcuuku nayueHmu 6axa ¢ HopmaaeH cucmoaeH kanauumem (DU- 55,24+6,03%; OC- 29,0+
3,94% ) u 6e3 gaHHu 3a AeBokamepHa xunepmpodua (MKC-10,97+1,48; 3CAK-10,58£1,50 ). Coom-
HoweHue E/A nog 1,0 u gaHHU 3a guacmoAHa gucyHkyua umaxa 63,16% om nayueHmume 6 aHa-
AU3UpaHama 2pyna.

M3B8ogu: Hawume pe3zyamamu codam Bucoka yecmoma Ha AeBokamepHa guacmoAaH gucgyHK-
uua cpeg acumnmomHu nauueHmu ¢ HoBoomkpum 3A mun 2, koemo o6ocHoBaBa Hyxkgama om paH-
Homo npoBexxgaHe Ha 2M ExoKa owe ¢ guazHocmuuupaHe Ha 3aboaaBaHemo.

Prevalence of left ventricular diastolic dysfunction in patients with new onset
type 2 diabetes mellitus

M. Petkova*, S. Ganeva®, L. Georgieva™**
*University hospital ,Dr. G. Stranski”, Clinic of Endocrinology, Pleven
** University hospital ,Dr. G. Stranski”, Clinic of internal diseases, Pleven

The aim of the presence study was to investigate the prevalence of left ventricular diastolic dys-
function (DD) in patients with new onset type 2 diabetes mellitus (type 2 DM).

Material and methods: Thirty-nine patients (15 females and 24 men) with new onset type 2 DM
without data for heart diseases and arterial hypertension were investigated. At all of them 2 M mode
echocardiography was provide and measured: left ventricular end-diastolic (LVEDD) and end-systolic
(LVESD) dimensions, left ventricular wall thicknesses: intraseptal thickness (Iwth) and posterior wall
thickness (Pwth), systolic capacity by ejection fraction (EF) and shortness fraction (SF), left ventricular
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conventional Doppler parameters of diastolic function: isovolumetric relaxating time (IVRT), decelera-
tion time (DT), early (E-wave ) and late (A-wave) diastolic velocities, as well as E/A ration of transvalve
mitral velocities.

Results: Investigated patients were 50,95+8,16 years old with BMI 30,63%6,58kg/m* and HbA . -
10,81£2,42%; 52,63% of them were current smokers. All of analyzed patients had normal systolic func-
tion (EF- 55,24+6,03%; SF- 29,0 3,94%) and normal thickness of left wall (lwth- 10,97£1,48; Pwth-
10,58+1,50) from data of 2M echocardiography. With ratio E/A below 1,0 and diastolic dysfunction
were 63,16% (12) of investigated patients.

Conclusion: Our results indicate high prevalence of left diastolic dysfunction among asymptomatic
patients with new onset type 2 DM. The high prevalence of this impairment in patients with newly diag-
nosed type 2 DM substantiate the early 2M echocardiography providing in this group.

3axapeH guabem mun 2, uHcyauHoBa peucmeHmMHOCM U HEaAKOXOAHamMa macmHa geze-
HepauuA Ha yepHuAa gpob

Xyauema lepenoBa, 3axapu Hukumo@8, EmuaeHa ByukoBa, AoHka AmaHacoBa
Kamegpa BvmpewHu 6oaecmu u kauHuuyHa Aabopamopus, MeguuuHcku (Dakyamem, Tpakulcku
YHuBepcumem - Cmapa 3azopa

HeaakoxoAHama macmHa gezeHepauus Ha yepHua gpob gHec (NAFLD) ce cuuma 3a egHo om
Hal-yecmume yepHogpobHu yBpexkgaHua u BkaouBa pazHoobpa3zeH cnekmbp OM NAMOXUCMOAO-
2uyHu npomeHu. NAFLD ce cpewa yecmo npu nauueHmume cbC 3axapeH guabem mun 2, 3amAbc-
maBaHe u xunepaunugemun. Makap ye Hal-yecmama my u3zaBa e uepHogpobHama cmeamosa, ¢ paz-
AUYHO NO CMeneH HapyweHue Ha bBuoXxumuyHUMe mapkepu 3a YepHogpobHa pyHkuun, B peguua cay-
yau MoXkKe ga hpoezpecupa go cmeamoxenamum u no pagko go ¢pubpo3a c nocaegBawa uupo3a. Co-
Hoz2pacuama nokazBa ,6aecmaw” yepeH gpob, CT - no-Hucka nAbmHocm B cpaBHeHue ¢ ma3u Ha
cae3zkama, AMP - cneuuduueH obpa3. Bonpeku uve, yepHogpobHama buoncua e ,3AameH cmaH-
gapm” 3a guaeHo3ama, KAUHUYHUMe noka3aHua 3a uzBvpwBaHemo G ca npomuBopeuuBu u B 96%
om nauyueHmume ¢ abHopmHu YepHOogpob6HU mecmoBe u exoepagcku gaHHU 32 CMeamo3HO Npome-
HeH yepeH gpob ce nomBbprkgaBa guazHozama NAFLD.

BucueparHomo 3amabcmaBaHe ¢ XunepuHCcyAuHemus U UHCYAuHoBa pe3ucmeHmMHOCm e 3agbA-
»KUmeAHa KOMNOHeHmMa Ha memaboAumMHUA CUHgPOM , HO CbWO Maka ce cpewa MHO20 YeCcmo npu
nauueHmume ¢ NAFLD. Kamo o06wo cB8bp3Bawo 36eH0 ce npegnoaaza noBuweHama npogykuua Ha
aguNOUUMOKUHU U Haauduemo Ha noBuweH okcugamuBeH cmpec. CowecmByBam gaHHu 6 Aume-
pamypama 3a poAama Ha HapyweHuama 8 aunugHama obmaHa u kadecmBomo Ha memaboAumHun
KOHMpoA 3a pazBumuemo Ha NAFLD npu nayueHmume cbc 3axapeH guabem mun 2. Pa3zaexkga ce
mMAXHOMO CcbBpemeHHO HeapmMaKoAO2UYHO U (DAPMaKOAO2UYHO AeYeHUe 32 HopMaAu3upaHe Ha me-
AECHOMO Me2A0, AUNUgHUME U 2AI0KO3HU HapyuweHus.
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Diabetes mellitus type 2, insulin resistance and nonalcoholic fatty liver disease

Julieta Gerenova, Zahari Nikitov, Emilena Vuchkova, Donka Atanasova
Department of Internal Diseases and Clinical Laboratory, Faculty of Medicine,
Trakia University - Stara Zagora

Nonalcoholic fatty liver disease (NAFLD) is currently one of the most common abnormality
observed in hepatology practice. NAFLD involves a large spectrum of histopathologic changes. Com-
mon risk factors associated with NAFLD include diabetes mellitus type 2, obesity, and hyperlipidemia.
Although most patients with NAFLD have simple hepatic steatosis with abnormal liver chemistry results
a significant number develop nonalcoholic steatohepatitis , wich may progress to fibrosis, and cirrhosis.
Sonography shows a ,bright liver," computerized tomography shows lower density of the liver than the
spleen, and magnetic resonance imaging shows T1 phase shifting. Although liver biopsy is the ,gold
standard" for diagnosis clinical indications for biopsy are controversial, as 96% of individuals with abnor-
mal liver enzymes and fatty liver on ultrasound have NAFLD.

Visceral obesity with hyperinsulinaemia and insulin resistance is characteristic component of meta-
bolic syndrome and is also commonly associated with  NAFLD. This link is achieved through release of
abundantly produced adipocytokines and oxidative stress. Dyslipidemia and poor glycemic control in
diabetes type 2 patients are associated with increased risk of developing NAFLD. Expert opinion
emphasizes the importance of exercise, weight loss in obese and overweight individuals, treatment of
hyperlipidemia, and glucose control.

MemaboAaumeH cuHgpom u 3axapeH guabem

M. lNMemkoBa
KAuHuka no eHgokpuHoaoz2ua u memaboaumnru 3ab6oaaBarua, YMBAA ,I. CmpaHcku” - [NaeBeH

MemaboAaumHuam cuHgpom e ueHHa Hay4yHa KOoHuenuua, Koamo nognomaeza u3ydvaBaHe 3gpa-
Bemo Ha nonyaauuama u couuarHo-Ouro2udHUME MmpaHcAauyuu. MemaboAaumHuam cuHgpom ce
cBbp3Ba ¢ HUCBK couuaaHo-ukoHomudecku cmamyc. CucmemamuuHume pazaudua 8 xpaHumeaHu-
me HaBuuu u puzudeckama akmuBHocm gonpuHacam 3a noaBama Ha cuHgpoma. B gonbaHeHue, ncu-
XO-couuarHume hakmopu Kamo xpoHuuHua cmpec ce cBbp3zBam c HezoBama noaBa. MocaegHuMe mo-
eam ga goBegam go memaboAaumHu omkAoHeHus u noBuweH kapguoBockyrapeH puck nocpegcmBom
akmuBupare Ha HeBpoeHgokpuHHua omzoBop. Bucokomo 2atokokopmukougHo HuBo npegu3BuxBa
CcKAQgupaHe Ha Aunugume nog ¢gopmama Ha BucuepasHa macmua mbkaH. Agunouumume cekpemu-
pam mHoxxecmB0o Npo-uHAAMaMOpPHU UUMOKUHU, KOMo gonpuHacam 3a noBuwaBaHe Ha okcugauus-
ma u kAembuHama yBpega. Yn-pezyrayuama Ha heme-oxigenase 1 (OH-1) u peroxidase 8 paHHume pa-
3u Ha guabema HamaraBam okcugamuBHO-MeguupaHOMO HapyweHue Ha KaembuHama cpyHkuua. Mo-
Buwenama akmuBHocm Ha OH ce acouuupa cbc 3HaYUMeAHO HamaAreHue HUBomo Ha superoxid, npo-
maHa B oyHKuuAmMa Ha eHgomeAHUMe KAemMKU U XunepmoHusa. Xunepekcnpecuasma Ha glutathione per-
oxidase B8 6ema-kaemkume moxke 6u npomekmupa me3u KAemku om okcugamuBHua cmpec no Bpeme
Ha pazBumuemo Ha guabema u xunepaaukemusma u 3a6aBa omnagaHemo Ha maxHama cpyHkuua. Ao-
kazBaHemo Ha nogobHu xunome3u npaBu Bv3moxkHO cb3zgaBaHemo Ha HOBu AekapcmBeHu npenapa-
MU U u32pakgaHemo Ha HoBo mepaneBmuuHu cmpameauu 3a AedeHue Ha MemaboAUMHUA CUHGPOM.
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Metabolic Syndrome and Diabetes Mellitus

M. Petkova
Clinic of Endocrinology and Metabolic Diseases, UMHAT ,,G. Stranski”, Pleven

The metabolic syndrome is a valuable research concept for studying population health and social-
biological translation. The cluster of cardiovascular risk factors labeled the metabolic syndrome is linked
with low socioeconomic status. Systematic differences in diet and physical activity contribute to social
patterning of the syndrome. In addition, psychosocial factors are linked with its development. Psy-
chosocial factors could lead to metabolic perturbations and increase cardiovascular risk via activation
of neuroendocrine responses, e.g. in the autonomic nervous system and in several hormonal pathways.
High glucocorticoid levels will promote lipid storage in visceral rather than subcutaneous adipose tis-
sue. Adipocytes secrete several pro-inflammatory cytokines which considered major contributors to
increase in oxidants and cell injury. Upregulation of heme-oxygenase 1 (HO-1) and peroxidase in the
early development of diabetes produces a decrease in oxidative-mediated injury. Increased HO activi-
ty is associated with a significant decrease in superoxide, endothelial cell shedding and blood pressure.
Finally, it is proposed that overexpression of glutathione peroxidase in beta cells may protect beta cell
deterioration from oxidative stress during development of diabetes and hyperglycemia and this may
result in attenuation of beta cell failure. If this proves to be the case, then the scene will be set to devel-
op new drugs and new therapeutic strategies for treatment of metabolic syndrome.

Hakoi Ho6u Hacoku 6 AeueHuemo Ha 3amabcmaBanHemo

TMpogp. M. lNMpomuy
KauHnuka no EHgokpuHoao2ua, MeguuuHcku uHcmumym-MBP, Cogoua

3amabcmaBaHemo e cBemoBer npobaem. Hag 1,1 mapg. gywiu ca cbe cBpbxmeano. 3gpaBHume
nocaeguuu ca cbpgeuHo-cbgoBu 3ab6oaaBaHun, guabem, XunepmoHusg, XunepAunugemua u gp. AKO Hama-
AUM mez2Aomo gaxke ¢ 5-10% ce HamaaaBa pucka om cbpgeuHo-cbgoBu 3aboaaBaHua u guabem mun 2.

AocezawHuam nogxog 6 mepanuama Ha HAgHOPMEHOMO Me2A0 U 3amAabcmaBaHemo e npegum-
Ho nacuBHuam. KomnaekcHama mepanua BkatouBa guema, gBuxkeHue, megukameHmu u gpyau. Ho
cbBpemeHHOMO MegukameHMO3HO AedeHue gaBa HezagoBoaumeaHu pe3yamamu.

CovBpemeHHusM nogxog Npu HagHOpMeHO Mez2Ao e akmuBHuam. U aekapu, u nayueHmu ce Hyx-
gaam om HoBu Bb3moxkHocmu. OcHoBaHua HU gaBam HayyHume u3zcaegBaHun u pa3zezagaBaHe Ha me-
XaHu3Mume 3a KOHMPOA Ha anemuma. B me3u mexaHu3mu e BaxkHa poasma Ha upeBHUME XOPMOHU
xoAeuucmokuHuH (CCK) u 2aokazoH nogober nenmug 1 (GLP1). CCK ce ocBoborkgaBa npu npuem
Ha ma3HuHU uAu 6eambuu 6 gBaHagecemonpbcmHuka. GLPT ce omgeaa npu Haauduemo Ha Bbeae-
Xugpamu uAu ma3HuHu 8 gucmaaHua uaeym. INMokauBarHemo um B kpbBma cuzHaauzupa xunomaaa-
myca. Cv3gaBa ce ycewaHe 3a cumocm. Te3u nenmugu ca (PU3UOAOUYHU pe2yramopu Ha anemu-
ma u uzcaegoBameaume mbpcam HavuHu 3a maxHomo noBauaBaHe, B koemo e Gbgewemo Ha me-
mogume 3a NomuckaHe Ha anemuma.

3aceza Hama peaucmpupaHu AekapcmBeHu cpegcmBa, HO uma npupogHu npogykmu, noBauaBa-
WU MO3u MexaHu3bm, Hanpumep nuHoAeHoBama KuceAuHa, Koamo moxe ga 6bge cpegcmBo 6 no-
MOWw, Ha Aekapume.

BbJIFAPCKO OPYXXECTBO MO EHOOKPUHOJIOTUA
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Some new Trends in Obesity Treatment

Prof. M. Protich
Clinic of endocrinology, Medical Institute - MIA, Sofia

Obesity is a worldwide problem. Over 1,1 milliard of people are with overweight.. The health con-
sequences of this are: cardio-vascular diseases, diabetes, hypertension, hyperlipidemia, etc. If we increase
the weight even with 5 - 10% the risk of cardio-vascular diseases and diabetes type 2 decreases.

The existing approach in overweight and obesity treatment is mainly the passive one. The complex
therapy includes diet, physical activity, medicaments, etc. But the present medicament treatment gives
unsatisfactory results.

The modern approach in overweight is the active one. Doctors and patients need new opportunities.
The scientific researches and the understanding of the mechanism of appetite control give us ground
for this. The role of the gut hormones cholecystokinin (CCK) and glucagons-like peptide 1 (GLP1) in this
mechanism is important. CCK is released during intake of fats or proteins in the duodenum. GLP1 is
released at the presence of carbohydrates or fats in the distal ileum. Their increase in blood signals the
hypothalamus. A feeling of satiety is created. These peptides are physiological regulators of the appetite
and investigators look for ways to influence them, in which consist the future of the methods for appetite
suppression. Up to now there are not registered medicinal products but there are natural products, influ-
encing this mechanism, for example the pinolenic acid which may be a mean helping the physician.

DPP- IV unxu6umopume - HoBu Hagexgu

IMramen IMonuBaHoB
OmgeaeHue no KocmHu MmemaboaumHu 3aboaaBaHus, ArekcaHgpoBcka GoaHuua

Bceku kaac om cbwecmByBawume aHmuguabemuu megukameHmu geticmByBa ¢ yHukareH me-
XaHu3bm 3a nogobpaBaHe Ha 2AUKEMUYHUA KOHMPOA. Te3u cneyuuyHu MexaHu3Mu onpegeaam u
20AAMa Yacm om nomeHyuaAHUme cmpaHuyHu geticmBun, edpekmume Bbpxy me2aomo u Aunugu-
me, kakmo u noBauaBaHemo om gpyau cbnbmcmBawu 3aboaaBaHus. TepaneBmuuHuam u3z60p
mpa66a ga ce 6azupa Ha KOMNAEKCHamMa ougHka Ha homeHuuaAHume ecpekmu npu Bceku navueHm.

Aeduuumbm Ha uHcyauHoBa cuHme3a u cekpeuusa u noHuxkeHama dyBcmBumerHocm Kbm
geticmBuemo Ha UHCYAUHA ca onpegeAaHu Kamo OCHOBHU npomeHu Npu nauueHmu ¢ guabem mun
2. B nocaregHume 2oguHu ocobeHo BHumaHue ce obpbwa Ha pegykuyuama Ha uHkpemuHoBua
epekm, ycmaHoBeHa npu me3u nayueHmume. YpeBHume XxopMmoHU (UHKpemuHu) ca Yyacm om eH-
goceHHama cucmema 3a (pu3uoAO2UYHA peayrauua Ha 2AlKO3Hama xomeocmasa. Te ce ocB8060x-
gaBam om kaemku B8 uepBama u HuBama um ce noBuwaBam 68 omezoBop Ha npuem Ha xpaHa. BbB
pu3zuoAo2uYHU KoHUeHmpauuu Bogam go noBuwaBaxe Ha uHcyauHoBama u HamaaaBaHe Ha 2AlOKa-
2oHoBama cekpeuua. MigeHmucdpuuupaHu ca u peguua uzBbHnaHkpeacHu ecpekmu. DPP-IV e eH3um,
KoUmo pazeparkga me3u XOopMoHuU u omcaabBa maxHomo getcmBue.

DPP-iV unxubumopume ca HoB kaac megukameHmu, HamaraBawu uHakmuBauyuama Ha UHKpemu-
Hume. Edpekmbm um e 2atoko3zo3aBucum, kamo noBausBam egHoBpemeHHo u uHcyauHoBomo ocBo-
boxkgaBaHe u yepHogpobHama 2AlKo3Ha npogykuusa. C yHukaaHocmma Ha cBoemo gedcmBue u
etpekmuBHocmma cu me gaBam HoBu Hagexxgu B8 6opbama ¢ egHo om Hal-3HaYUMUME XPOHUYHU
3aboaaBaHun, kakBomo e 3axapHua guabem mun 2.

Xl HauuoHaAreH cumno3uym N0 eHgOKPUHOAO2UA
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DPP- IV Inhibitors - New Hopes

Plamen Popivanov
Unit of Bone Metabolic Diseases, Alexandrovska Hospital

Each class of existing antidiabetes medicines acts by way of a unique mechanism for glicemic con-
trol improvement. These specific mechanisms determine also a large part of the potential side-effects,
effects on weight and lipids, as well as the effect on other accompanying diseases. The therapeutic
choice should be based on a complex assessment of the potential effects for each individual patient.

The deficiency of insulin synthesis and secretion as well as the lowered sensitivity to the insulin
action are being defined as basic changes in patients suffering from diabetes type 2. In the last few
years a particular attention has been paid to the incretin effect reduction found in such patients. Intes-
tine hormones /incretins/ are part of the endogenous system for physiological regulation of glucose
homeostasis. They are released by intestine cells and their levels increase in response to food intake.
In physiological concentrations they lead to increase in insulin secretion and to reduction of glucagon
secretion. A number of exopancreatic effects have been identified as well. DPP-IV is an enzyme caus-
ing decomposition of these hormones and weakening of their effect. DPP-IV inhibitors form a new
class of medications decreasing the inactivation of incretins. Their effect is glucose dependant as they
concurrently influence both insulin release and glucose production in liver cells. With the uniqueness
of its effect and its efficiency they give new hopes in the struggle against one of the most significant
chronic diseases, such as diabetes mellitus type 2.

JANUVIA - cmbnka Hanpeg

Hamaaua TemeakoBa
OmgeaeHue no kocmHu memaboaumHu 3aboaaBaHun, ArekcaHgpoBcka 6oAHUUA

Habopbm om aHmuguabemru cpegcmBa, ¢ koumo cbBpemeHHama meguuuHa pa3znoAaza cbB-
cem He e maAabk. Bonpeku moBa koHmpoAbm Ha 3axapHuam guabem mun 2 He Hu ygoBaemBopa-
Ba. HoBu mbpceHua 8 obaacmma Ha aeyeHuemo Ha guabema goBegoxa go noaBama Ha meguka-
MEHMU C NPUHUUNHO pa3AuveH mexaHu3bm Ha noBauaBaHe Ha 2AlOKO3Hama xomeocmasa, 8 cpab-
HeHue C no3Hamume go ceaa.

DPP-IV uHxubumopume umam 2atoko303aBucumo geticmBue, kamo amakyBam gBa kaouoBu ge-
¢pekma npu 3axapeH guabem mun 2 - uHcyauHoBama cekpeuun u YepHOgpobHama 2Al0KO3Ha NPOgyK-
uua. HamaaaBanemo Ha pazepaxgaHemo Ha uHkpemuHume Bogu go noBuweHo uHcyauHoBo ocBo-
6o>xgaBaHe, HamaraBaHe Ha 2aokazoHOBama cekpeuus, 3a6abaHe Ha uznpazBaHemo Ha cmomaxa, pe-
gykuua Ha xpaHumeaHua BHoc u nogobpaBaHe Ha 6ema kaembuHama yHkuua. Bcuuko moBa 6e3 ue-
Hama Ha Xuno2AUKemuu u HaggaBaHe Ha me2aomo, Mbl Kamo edpekmbm e 2Alko303aBucum.

JANUVIA e nbpBuam pezucmpupaH 3a ynompeba npenapam om ma3u 2pyna. KAuHU4HUAM
onum ¢ 20Aam 6pol nauueHMu CbC 3axapeH guabem mun 2 ca goBeau go kamezopuuHusa u3Bog,
ye moBa e megukameHm, nogobpaBaw, 2AUKeMUYHUA KOHMPOA, KOUMO ygayHo ce KombuHupa ¢
MemdaopmuH u F'AumaszoHu, HeympaaeH e KbM meaecHomMo mez2ao u He npegu3BukBa cbwecmBer
puck om xuno2aukemuu. Bcuuko moBa Bogu go cmbnka Hanpeg 6 noBauaBaHemo Ha 3axapHun
guabem u gaBa Bb3moxxHOCM Ha KAUHUUUcma ga uHguBugyaau3zupa no-gobpe mepaneBmuuHun
NOgXog Kam nauueHmume ¢ guabem mun 2.
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JANUVIA - A Step Forward

Natalia Temelkova
Unit of Bone Metabolic Diseases, Alexandrovska Hospital

The sets of antidiabetes medications available in contemporary medicine are not at all limited.
Nevertheless, control over diabetes mellitus type 2 is not satisfactory to us. New research in the field
of diabetes treatment have lead to the advent of medications having a basically different mechanism
of influencing glucose homeostasis in comparison to these known hitherto.

DPP-1V inhibitors have glucose dependant action by attacking two key deficiencies in the cases of
diabetes mellitus type 2 - insulin secretion and liver glucose production. The decrease in the decompo-
sition of incretin fluids results in an increased insulin release, decrease in glucagon secretion, delay in gas-
tric emptying, reduction of food intake and improved beta-cell function. And all the said is being achieved
without having to pay such price as hypoglycemia and weight gain, since the effect is glucose dependant.

JANUVIA is the first preparation of this group registered for use. Clinical experience involving a
large number of patients suffering from diabetes mellitus type 2 has confirmed the definite conclusion
that this is a medication improving hypoglycemic control that successfully combines with Metformin
and Glitasons that is neutral to body weight and does not cause a substantial risk of hypoglycemia. All
this is a step forward in diabetes mellitus treatment and enables clinical physicians to individualize in
a better way the therapeutic approach to patients suffering from type 2 diabetes.

Cov6pemenHu 6b3M0KHOCMU 3a pegykuyua Ha npomeuHypuama
npu 3axapeH guabem

bopaHa KunepoBa
KauHuka no Hegpponroaus, YMBAA , ArekcaHgpoBcka”, Cocpun

AADYMUHYpuUama npu 3axapHua guabem He e camoO MapKep Ha CUCMeMHa eHgomeAHa guCcPyHK-
uuq, Ho npegu Bcuyko, 3aegHO C apmepuasHama XunepmoHua, € NPEgUKMOP Ha npozpecuama Ha
XpoHU4YHOMO 6b0OpeuHo yBpexgaHe. [pu 6oaHU ¢ guabemHa Hedpponamua noHukaBaHemo Ha ap-
mMepuaAHOMO HaAfaHe u aAbymuHypusma HamaraBa cbwecmBeHo pucka om mepmuHaiHa 6bopeu-
Ha HegocmambuHocm. [MpaBuaama 3a gobpa KAuHUYHaA npakmuka npenopbuBam npegu Bcuuko
OAOKepume Ha cucmemama peHuH-aH2UOMEH3UH camocmoameAHo uAu B KkombuHauua ¢ gpyau me-
gukameHmu, 3a ma3u uea. AKE unxubumopume u aHeuomeH3uH Il peuenmopHume baokepu (ARB)
ca gokazaHo Hau-epekmuBHume aHmuxunepmen3zuBHu rekapcmBa 3a HetHomo nocmueaxe. ABou-
Hama 06AOKaga Ha cucmemama peHuH-aHeuomeH3uH ¢ AKE unxubumop u ARB uma gonbaHumeaeH
6Aazonpuamen epekm. HeguxugponupuguHoBume 6Aokepu Ha kaauueBume KaHaAu CbWo NOHUYKA-
Bam npomeuHypuama u 3abaBam npoepecuama Ha 6bOpeuHomo 3aboaraBaHe. KombuHayuama om
He-guxugponupuguHoB kaauueB 6arokep u AKE unxubumop e owe no-ecpekmuBHa. Ta3u KombuHa-
uua moxke ga npegomBpamu noaBama Ha mukpoarbymuHypua npu 60AHU € guabem mun 2 u xunep-
moHua, koumo ca Bce owe ¢ HopmaaHa ekckpeuusa Ha aAbymuH. AuxugponupuguHoBume kaauueBu
b6AoKepu, obaye, He noHuxkaBam aAbymuHypuama npu xunepmeH3zuBHu 60AHU ¢ guabem mun 2.
AHec 6 kauHUYHama npakmuka HaBauzam Hakou HoBu mepaneBmuyHu nogxogu. PeHuHoBuam uHxuUbU-
mop aAuckupeH noHuxkaBa egHoBpemeHHO CUCMOAHOMO apmepuaAHO HaAfaHe U NpomeuHypuama y
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guabemuuu. CeanekmuBHama eHgomeauHoBa peuenmopHa bArokaga HamarnBa muokapgHama xunepm-
pocpus, NpomeuHypuama u 2aomepyarockaeposzama. HegpponpomekmuBHua ecpekm Ha aAgocmepoHo-
Bume aHmazoHuUcmMu ce npoyuBa HanocAegbk. AHeC paznorazame ¢ pearHu Bb3mo>kHOCMU 3a npegom-
BpamaBaHe uau 3abaBare Ha eBoatouuama Ha 6bLOpeuHomo yBpexkgaHe npu guabemuuume.

Modern approaches to reduce proteinuria in diabetes mellitus

Boriana Kiperova
University Hospital Alexandrovska, Sofia

Albuminuria in diabetes mellitus is not only a marker of systemic endothelial dysfunction but it is,
along with hypertension, a predictor of renal disease progression. In patients with diabetic nephropa-
thy, lowering blood pressure and urinary albumin excretion is effective in reducing the risk of end-stage
renal disease. Clinical practice guidelines recommend blockers of the renin-angiotensin system alone
or in combination with other agents to reach this goal. ACE inhibitors or angiotensin Il antagonists
(ARB) porved to be the most effective antihypertensive drugs for this purpose. Dual blockade of the
renin-angiotensin system with ACE inhibitor and ARB may offer additional renal and cardiocascular pro-
tection. Non-dihydropyridine calcium channel blockers also may lower levels of urinary albumin and
the progression of renal disease. Combination of non-dihydropyridine calcium channel blocker and
ACE-inhibitor is even more effective. Moreover, these medications can prevent microalbuminuria when
given to patients with hypertension, type 2 diabetes and normal urinary albumin excretion. Dihy-
dropyridine calcium channel blockers, however, do not lower albuminuria in hypertensive type 2 dia-
betics. Today some new approaches make their way in clinical practice. Inhibition of renin with an
active site inhibitor Aliskiren reduces 24 h systolic blood pressure, and this is associated with a reduc-
tion in albuminuria in type 2 diabetic patients. Selective endothelin-1 receptor blockade substantially
reduced cardiac hypertrophy, proteinuria and glomerulosclerosis. The nephroprotecitve effect of aldos-
terone antagonists is investigated. Nowadays we have real possibilities to prevent or to slow down the
evolution of renal disease in diabetic patients.

TpoluHama 3anAaxa - enugemuama om guabem, cbpgeuHo-cbgobu u xpoHuu-
HU 6b0peuHu 3a60raBaHun.

Cm. KpuBowue6
YMBAA ,Llapuua Moanna - ICYA”, Cocpua

AKueAaepupaHume cbpgeuHo-cbgoBu 3aboaaBaHua ca Yecmo ycroxkHeHUe Ha XpOHUYHUMe 6b0-
pedHu 3aboaaBanua (Xb3). B 3aBucumocm om cmenenma Ha HamaaaBaHe Ha ckopocmma Ha 2A0Me-
pyAaHama gpuampauua Kamo mapka 3a 6vbpevHama pyHkyua u 8 3aBucumocm om Bb3zpacmma, 60A-
Hume ¢ Xb3 umam om 1,5 go 1000 nbmu yBeauueH cbpgeuHo-cbgoB puck. AuabemHama Heppo-
namusa e ocHoBHa npuyuHa 3a Xb3 6 pazBumume cmpanu. Kakmo Xb3, maka u guabema 83aumHo no-
meHuupam pucka om cbpgeuHo-cbgoBu 3aboaaBaHun. Aowama npexxuBaemocm Ha guabemuuyume
¢ Xb3 ce KopeHu MHO20 Npegu Ha4aA0OMO Ha UAAU3HOMO AeveHue Nopagu MHOXXecmBomo Npegxox-
gawu puckoBu gpakmopu u cbnbmemBawu cbpgeuHo-cbgoBu ycroxkHeHua. NoBuweHa yecmoma Ha
cbpgeuHo-cbgoBu uHUUgeHmMu u cmbpmHocm ce HabalogaBa owe npu guabemuuume ¢ nepcucmu-
pawa mukpoarbymuHypus u ce yBeauuaBa 3HauuMo npu HaAuvue Ha MakpoaAbymuHypus.
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B pazBumuemo u npoepecusma Ha cbpgeuHo-cbgoBume ycAoxkHeHUA Nnpu guabemuuyu C MUK-
po- U MakpoaArbymuHypua ydacmBam pa3zaudHu mexaHu3imu u Bcuuku me3u mexaHuzmu mpabBa ga
6bgam ueA Ha AeyebHUMe uHmepBeHuuu. Kopekuuama Ha eguH cbpgedHo-cbgoB puckoB dpakmop
He MOXe ga hoCcmuzHe 3Hayum epekm npu guabemuuyume c Xb3.

Yecmomama Ha Xb3 B8 bvazapua e 3Havyuma na-Bucoka B8 cpaBreHue ¢ pazBumume cmpatu. Ta
e uzkatoyumeaHo Bucoka npu guabemuuyu - gaHHu 3a Xb3, (hopmyAaupaHo Kamo CKOpoCm Ha 2A0Me-
pyAHa puampauua nog 60 ml/min/1,73 m? u/uAu Haauvue Ha MUKPOAABYMUHYPUA UAU aAbymuHypun
ce Hamupam npu 53,2% om guabemuuume. Ipu 25,3 % om guabemuuume u camo npu 2,7% om
Auuama 6e3 guabem uau apmepuasHa xunepmorua GFR e <60 ml/min/1,73 m?.

Hue umame cnewHa Hy>kga om ckpuHuHzoBa npoepama 3a Xb3 npu Bucoko-puckoBu 2pynu kamo guabe-
muUUMe, Kakmo U om MyAamugakmopHU U MyAMuguCUUNAUHApHU 2pUxKu, 3a ga hpegomBpamum mpod-
Hama 3anAaxa - enugemuama om guabem, cbpgeuHo-CbgoBu u XxpoHuYHU 6bOpeyHuU 3ab6oanBaHus.

Triple Threat — Epidemics of Diabetes, Cardiovascular and Chronic
Renal Diseases

Stefan Krivoshiev
University Hospital , Tzaritza Joanna - ISUL", Sofia

Accelerated cardiovascular disease is a frequent complication of chronic renal disease (CKD).

Depending on the reduction in glomerular filtration rate as a measure of renal function and depend-
ing on their age, patients with CKD have a 1,5 to 1000-fold higher cardiovascular risk.
Diabetic nephropathy is the leading cause of CKD in developed countries. Both CKD and diabetes syn-
ergistically lead to a high risk of cardiovascular disease. It seems that the poor survival of diabetic
patients with CKD is predestined at the initiation of dialysis because of multiple pre-existing risk fac-
tors and comorbid diseases, particularly cardiovascular disease. The excess of cardiovascular events
and mortality occurs already in diabetic patients with persistent microalbuminuria, but is particularly
evident in macroalbuminuric diabetic patients.

Multiple mechanisms are involved in the development and progression of cardiovascular compli-

cations both in micro- and macroalbuminuric diabetic patients and all these mechanisms should be
regarded as the target for therapeutic intervention. Simple correction of a single cardiovascular risk fac-
tor is not likely to be effective in diabetic patients with CKD.
Frequency of CKD in Bulgaria is significantly higher as compared to other developed countries. It is
exceptionally high in diabetics - evidence for CKD, formulated as GFR less than 60 ml/min/1,73 m?
and/or microalbuminuria/albuminuria was established in 53,2% of diabetics. In 25,3 % of diabetics
and only in 2,7% of persons without diabetes or arterial hypertension GFR was <60 ml/min/1,73 m?.
We need a screening program for CKD in high-risk groups, such diabetics, and multifactorial multidis-
ciplinary interventions to prevent the triple threat - epidemics of diabetes, cardiovascular and chron-
ic renal diseases.
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B3aumoBpb3ka mexxgy xomoyucmueHemua u 6bOpeuyHa (hyHKUUA Npu nayu-
eHMu CbC 3axapeH guabem mun 2

C. BrageBa', A. TepzueBa>, M. lNaBroBa’, M. OpbeyoBa’, A. Tpoe6'’
KAuHUKa no eHgokpuHoAoz2ua u boaecmu Ha obmaHama, YMBAA ,C8. Teopau”, INaoBgub’,
LlenmpaaHa kAauHuuHa Aabopamopusn, YMBAA ,CB. Teopeau”, INroBguB’

BvBegeHue: XomouucmeuHemuama e He3zaBucum cbpgeuHo-cbgoB puckoB gpakmop, Ho Bce owe
e HegocmambuHa uUHpopmauuama 3a Bpb3zkama U ¢ HapyweHama 6bbpevuHa pyHKUUA NPU 3axapeH
guabem mun 2. CepymHama KOHUEHMpauua Ha obuwua xomouyucmeuH omuyacmu ce onpegeaa om
ObOpeyvHuUnA KAUPBHC.

Llea: Aa npoyuum Bb3mokHa B3aumoBpb3ka mexkgy momaaHua cepymeH XoMouucmeuH, 2AoMe-
pyAHama puampauyua u MukpoaAbymuHypuama npu Auua CcbC 3axapeH guabem mun 2. lNavuueHmu u
memogu: O6xB8aHamu 6axa 21 nauueHmu CbC 3axapeH guabem mun 2 u gobbp 2AUKeMUYeH KOHM-
poA — 9 mbxe u 12 »eHu Ha Bb3pacm 45-64 2oguHu, u 10 3gpaBu kKoHMpoAHU Auua B cbwua Bb3-
pacmoB guanazoH. M3caegBaHu Gaxa: obw, cepymeH XoMouucmeuH Ha 2AagHO, CepymeH Kpeamu-
HUH, MUKpPOaAbymMuHypun, 2AOMepyAHa huAmpauun, AUNUGHU Napamempu, 2AUKUPAH XeMO2AOOUH.
MauueHmume 6axa pa3npegereHu B gBe nogepynu 6 3aBucumocm om arbymuHoBama ekckpeuus:
HOpMOAAOYMUHYpUYHU (<2 pg/min, n=10) u mukpoarbymuHypuuHu (20-200 pg/min, n=11). CepymHu-
am xomouucmeuH bewe u3zmepeH upes3 PAYopecueHmMHo-NoAapu3ayUOHeH UMYHeH aHaAu3 (Abbott
Laboratories, AXSYMTM system). Pesyamamu: CepymHume HuBa Ha xomouucmeuH 6axa no-Bucoku
Kakmo npu HopmoaAbymuHypuvHUMe, maka u npu MukpoaAbymuuHume nauueHmu 8 cpaBHeHue cbe
3gpaBume KoHmMpoau (cbomB. 13,65 £ 0,53, 17,91 £ 0,72, 7,91 £ 0,37 umol/l; p<0,05). Xunepxomo-
uucmeuHemuama ombeAa3a NOAOXKUMEAHA KopeAauua CbC CEPYMHUA KpeamuHUH u HeezamuBHa cbe
cmeneHma Ha 2A0MepyAHa cpuampauus. 3akatodeHue: MNoBuweHume KoHUeHMpayuu Ha obwua ce-
PYMeH XOMOUUCMEeUH NpuU hayueHmu CbC 3axapeH guabem mun 2 nogckazBam 3aBucumocm mex-
gy XxomouucmeuHemuama u HapywaBaHemo Ha 6bbpeuHama yHkuua. Hawume peyamamu x8bp-
AamM gonbvAHumMeaHa cBemauHa Bbupxy B3aumoBpbikama mexxgy guabemHama Hepponamua u Kap-
guoBackyrapHUmMe ycao>kHeHUa npu guabem.

KatouoBu gymu: 3axapeH guabem mun 2, XxomouucmeuHemus, MukpoarbymuHypus, 660peyHa dpyHkuua

Association Between Homocysteinemia and Renal Function in Patients with
Type 2 Diabetes Mellitus

S. Vladeva’, D. Terzieva’, M. Pavlova', M. Orbetzova', D. Troev'
Endocrinology clinic, UMHAT ,Sveti Georgi“, Plovdiv',
Central clinical laboratory, UMHAT ,Sveti Georgi“, Plovdiv?

Background: Homocysteinemia is an independent risk factor for cardiovascular disease, but infor-
mation on its association with type 2 diabetes and renal dysfunction is limited. Plasma total homocys-
teine concentration is partly determined by renal plasma clearance.

Objective: To investigate the relationships among total homocysteine, creatinine clearance and
microalbuminuria in persons with type 2 diabetes. Patients and methods: The study group includes 21
type 2 patients with good glycemic control - 9 males and 12 females aged 45-64 years and 10 healthy
control subjects matched for sex and age. The four basic factors - fasting plasma total homocysteine,
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serum creatinine, microalbuminuria and glomerular filtration rate were taken into consideration and
discussed. The patients were assigned to two groups based on urinary albumin excretion: normoalbu-
minuric (<2 pg/min, n=10) and microalbuminuric (20-200 pg/min, n=11). Serum homocysteine levels
were determined by Fluorescence Polarization Immunoassay (AXSYMTM system). Results: Plasma
homocysteine levels were in normoalbuminuric and microalbuminuric patients than in controls (13,65
+ 0,53, 17,91 £ 0,72, 7,91 £ 0,37 pumol/l, respectively; p<0,05). Positive correlations were noted
between hyperhomocysteinemia and creatinine concentrations and negative with glomerular filtration
rate. Conclusions: Elevated plasma total homocysteine concentrations in type 2 diabetics suggest an asso-
ciation between homocysteinemia and deterioration of renal function. These findings enhance under-
standing of relationship between diabetic nephropathy and cardiovascular complications of diabetes.
Key words: diabetes mellitus type 2, homocysteine, microalbuminuria, renal function

AuabemHa Hepponamua: npocHo3a, pazbumue u npeBenyun

Aoy. Baagumup XpucmoB
HauaAHUK KAUHUKA no eHgokpuHoAaozus, YMBAA , AaekcangpoBcka”

AuabemHama Hepponamua e cepuo3Ho ycaoxkHeHue B8 xoga Ha guabema, uzuckBawo 2oremu
pa3xogu 3a AedyeHue. 3a ga ce npeogoAee mo3u npobaem, e Heobxoguma paHHa ugeHmMupukauua Ha
Bucoko puckoBume nauueHmu. PuckoBume chakmopu BrkarouBam 2eHemuyHU mapkepu, pakmopu
Ha XxemoguHamukama kamo akmuBupaHe Ha PAAC-cucmemama, memaboAaumHume akmopu, aAby-
MuHoBa ekckpeuus u miomioHonyweHe. HempaguuuoHHume mapkepu obekmuBu3upaHu 6 nocaeg-
Ho Bpeme, BkarouBam npuzHauume Ha XpoHU4YHO Bb3naseHue, npomeHu B Koazyrauuama, eHgomea-
Hama gucyHKUUA, pacmeXkHu akmopu U UumMOoKUHU. TaxHomo HaBpemeHHO ugeHmuduyupaHe
MOXKe ga Nogobpu paHHama guazHo3a u ueAreHacoveHomo AeveHue. TepaneBmuurHu uHmepBeHuuu
Kamo onum 3a gocmu2aHe Ha CMPUKMEH 2AUKeMUYEH KOHMPOA U bAokupaHe Ha PAAC ca goka3a-
Au cBoama egpekmuBHocm B KAUHUYHaAMa NpakmMuka.

DIABETES NEPHROPATHY: PREDICTION, PROGRESSION AND PREVENTION

Assoc. Prof. VI. Christov
Clinic of Endocrinology, University Alexander Hospital

Diabetic nephropathy is a major problem for patients and health care systems. The costs of treat-
ment remain high. To confront the ongoing challenge, we need to identify individuals at high risk for
initiation and progression of this devastating complication. Risk factors include genetic markers; con-
stitutional factors such as low birth-weight; haemodynamic factors such as urinary AER and smoking.
Modifiable risk factors should be treated aggressively. Potential new markers of risk include indices of
increased inflammation, changes in coagulation, endothelial dysfunction, growth factors and cytokines.
Application of such markers may in time improve risk assessment and allow new treatment targets to be
identified. Interventions that aim to achieve strict glycaemic control and blockade of the rennin-
angiotensin system have been shown to be effective in clinical trials and are feasible in clinical practice.
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Ecbekm Ha 4 2oguwHO AeuyeHue C aAcha AunoeBa kuceauHa npu guabemua
noAauHeBponamusa: ugnumBane NATHAN 1

Ipog. UBairo TepHeB
Kamegpa no HeBpoaozua, MY - Cousa

Lleama Ha npoyuBaHemo e ga ce oueHu ecpukacHocmma u 6ezonacmHocmma Ha 4 20guUWHO
AeveHue ¢ aagpa aunoeBa kuceauHa (AAK) npu nayueHmu ¢ Aeka go ymepeHa guabemua noauHeBpo-
namus, gucmaAHa cumempuyHa popma.

NMpoBegeHo e myamuueHMbpPHO, paHgomu3zupaHo, gBolHo caano npoyuBaHe ¢ 460 nauueHmu
CbC 3axapeH guabem u gucmaaHa cumempuuHa noauHeBponamusa 6 1 uau 2 cmagud. CayyalHo ca
onpegeAeHu 223 nauueHmu Ha opaAHo AedeHue ¢ 600 mg aada aunoeBa KuceAauHa u 227 nayueHmu
Ha placebo 3a uemupu 2oguHu. MbpBuyHume pe3yamamu ca uzmepeHu ype3 cbcmabeH obw, 6pod
movuku, BkatouBawu oueHka Ha HeBponamHomo HapyweHue 8 goAHume KpalHuuu U cegem mecma
3a (pyHKyuama Ha nepudpepHume HepBu. Bmopuunume pezyamamu BrkarouBam momanHa ougHka Ha
cumnmomume, ougHka Ha HeBponamHume cumnmomu, HeBpoaozuuHo u3zcregBaHe Ha goAHume
KpaluHuuu, uzcaegBaHe Ha HepBHama npoBogumocm no momopHume u cemuBHume BaakHa, u Kauec-
mBeHo cemuBHo mecmyBaHe.

Aemozpagpckume npomeHauBu u 6azucHume nokazameau ca cbnocmaBumu 3a gBeme 2pynu,
BKA. U Nno omHoweHue Ha cmolHocmume Ha HbA, .. KombuHupaHuam obw, pe3yamam ce noHuxkaBa
caeg 4 2oguwHo AeveHue B cpaBHeHue ¢ uzxogHume nokazameau B8 epynama Ha nhayueHmume, Ko-
umo ce AekyBam ¢ AAK u ce noBuwaBa 68 2pynama Ha placebo. HeBporozuuHomo cbcmoaHue ce
nogobpaBa npu areueHue ¢ AAK u ce BrowaBa npu placebo. NMogo6paBa ce u pezyamama 3a Myckya-
Hama carabocm B8 goaHume KpadHuuu, kamo B8 cbwomo Bpeme ce BrowaBa npu nauueHmMume Ha
placebo. Hama 3Hauumu pazauuua mexgy gBeme 2pynu caeg Yemupu 20gUWIHOMO AeYeHUe No om-
HOweHue Ha napamempume Ha HepBHama npoBogumocm u kayecmBeHomo ceH3opHO mecmyBaHe.
Yecmomume Ha cmpaHuyHume egpekmu ca cpaBHumu npu gBeme epynu no Bpeme Ha npoyuBaHe-
mo. Cepuo3HuU cmpaHuYHU epekmu U CMbPMHU cAyvau ca ycmaHoBeHu pecn. npu 38,1% u 1,3% om
nayueHmume, Koumo ca buau Ha AedeHue ¢ AAK, u npu 28% u 2,7% - Ha placebo.

B 3akAtoueHUe yemupu 20gUWIHOMO AeYeHUe Ha AeKa go ymepeHa guabemua noauHeBponamusn
c AAK e epekmuBHo u 6e3onacHo. C He20 ce nocmuza MakCUMaAeH egpekm C MUHUMAAHU CMpaHuY-
HU gedicmBus. To nogobpaBa HeBponamHume npu3zHauu U CUMNMOMU, Makap Ye He nogobpabBa npo-
Be>kgaHemo no HepBHume BaakHa.

Effect of 4-Year Antioxidant Treatment with [alpha]-Lipoic Acid in Diabetic
Polyneuropathy: The NATHAN 1 Trial

Prof. Ivailo Tarnev
Department of Neurology, Medical University - Sofia

Results: The aim of this study was to evaluate the efficacy and safety of [alpha]-lipoic acid over 4
years in diabetic patients with mild to moderate distal symmetric polyneuropathy (DSP). In this multi-
center, randomized, double-masked, parallel-group clinical trial 460 diabetic patients with stage 1 or
stage 2a DSP were randomly assigned to oral treatment with [alphal-lipoic acid 600 mg qd (ALA;
n=233) or placebo (n=227) for 4 years following a 6-week placebo run-in phase. Primary outcome mea-
sure was a composite score including the Neuropathy Impairment Score of the lower limbs and 7 nerve
function tests (NIS[LL]+7 tests). Secondary outcome measures included the Total Symptom Score (TSS),
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Neuropathy Symptoms and Change (NSC), NIS, NIS[LL], individual NIS components, motor and sen-
sory nerve conduction attributes, and quantitative sensory testing (QST). Data analysis was based on
the intention to treat.

The demographic variables and the outcome measures at baseline were comparable between the
groups as were the HbA, . levels during follow-up. The NIS[LL]+7 tests composite score decreased after
4 years vs baseline by 0,45[plusmn]0,37 (mean[plusmn]SEM) in the ALA group and increased by
0,34[plusmn]0,35 points in the placebo group (p=0,105). The NIS and NIS[LL] improved by
0,68[plusmn]0,44 and 0,34[plusmn]0,30 points on ALA and worsened by 0,61[plusmn]0,46 and
0,43[plusmn]0,31 points on placebo, respectively (p=0,028 and p=0,051). The NIS[LL] muscular weak-
ness subscore improved by 0,21[plusmn]0,11 on ALA and deteriorated by 0,17[plusmn]0,15 on place-
bo (p=0,045). The NSC score for weakness severity improved by 0,05[plusmn]0,03 points on ALA and
worsened by 0.04[plusmn]0,03 points on placebo (p=0,008). No significant differences between both
groups after 4 years were noted for the nerve conduction parameters and QST. The rates of adverse
events were comparable between the groups during the study. Serious adverse events and deaths
occurred in 88 (38,1%) and 3 (1,3%) patients in the ALA group and 63 (28,0%) and 6 (2,7%) partients
in the placebo group, respectively.

In conclusion, 4-year treatment with [alpha]-lipoic acid in mild to moderate DSP is well tolerated
and improves some neuropathic deficits and symptoms, but not nerve conduction. Future long-term tri-
als should not anticipate significant progression of DSP in diabetic patients.

Auabemna HeBponamua

M. AackaroB )
YMBAA ,Llapuua MoanHa”, MY Codusa

Auabemuama HeBponamua (AH) 3aema nbpBo macmo no yecmoma npegu aAKOXOAHama NOAU-
HeBponamua B pazBumume cmpaHu. boAecmHocmma om AH npu nauueHmume ¢ mun 1 uau 2 3a-
xapeH guabem 3aBucu om HelHama hopma. Hal-uecma e gucmaaHama cumempuydHa noauHeBpona-
mus, KOAMO chopeg pazAudHUMe enugemuoAo2uYHU npoyuBaHua Bapupa mexgy 13% u 43%. Yec-
momama Ha AH ce yBeauuaBa c npogbakumeAHocmma Ha 3axapHua guabem. HeBponamua moxxe
ga ce pa3Bue npu Bcuuku munoBe 3axapeH guabem (uHcyauHo 3aBucum, He-uHCYAUHO 3aBucum, Kak-
mo u BmopuueH 3axapeH guabem).

PazepaHuuaBam ce cumempuuHu u HecumempuuHu hopmu Ha AH. AucmaaHama cumempuyHa cemu6-
HO-MOmMoOpHa noAuHeBponamus ce cpewga npu Bb3pacmHu u geua. B noBeyemo caydau ma couemaBa pas-
cmpoucmBo 668 dyHkuuume Ha cemuBHume, momopHume u aBmoHomHume BaakHa. boAesHeHama gu-
abemHa HeBponamusa ce HabAogaBa npu yacm om guabemuuume u ce npuducaaBa Cbwo Maka Kbm Cu-
mempuuHume gopmu. CowecmByBam u no-pegku hopmu Ha BorezHeHa guabemHa noauHeBponamus.

Kom acumempuuHume cpopmu Ha AH ce npuvucaaBam kpaHuaaHama HeBponamus, guabemHa-
ma AymbocakparHa pagukyaonaekconamusa, mopakoabgomuHaaHama HeBponamua u KOMNPECUOH-
Hume HeBponamuu.

AuabemnHama aBmoHomHa HeBponamus e cpeg Hal-maAko no3HaBaHume u 3amoBa no-pagko gu-
a2HOCMUUUpPaHU YCAOXKHEHUA Ha 3axapHua guabem, HezaBucumo om HelHama 3Ha4uMoCm.

MamozeHe3ama Ha AH ocmaBa HeHanbAHO u3acHeHa u B8 momeHma ce npegaazam mHoxkecmBo
xunome3u. OcBeH namozeHemuyHO obocHOBaHOMO AeveHue, MHO20 CbuwecmBeHo e cumnmoma-
MuUYHOMO AeveHue Ha AH.
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Diabetic Neuropathy

M. Daskalov
University Hospital ,Queen Jovanna“, Medical University - Sofia

The diabetic neuropathy (DN) takes the first place prior to the alcoholic neuropathy in the devel-
oped countries. The prevalence of DN in patients with type 1 or type 2 diabetes mellitus depends on
its form. The most frequent is the distal symmetric polyneuropathy, which varies between 13% and
43% according to different epidemiological studies. The prevalence of DN increases in parallel with the
duration of diabetes. The DN can develop in all types of diabetes mellitus (IDDM, NIDDM and sec-
ondary diabetes).

Symmetric and asymmetric forms of DN are distinguished. The distal symmetric sensory-motor
polyneuropathy is found in adults and children. In most cases it combines impairment in the functions
of the sensory, motor and autonomic fibers. The painful DN is observed in some of the diabetic patients
and it also belongs to the symmetric forms. Some rarer forms of painful DN also exist.

The asymmetric forms of DN include cranial neuropathy, diabetic lumbosacral radiculoplexopathy,
thoracoabdominal neuropathy and compression neuropathy.

Despite its significance, the diabetic autonomic neuropathy is among the less well known and con-
sequently more rarely diagnosed complication of diabetes mellitus.

The pathogenesis of DN remains not enough elucidated and a lot of hypotheses are proposed at
the moment. Besides the pathogenetically based treatment, the symptomatic treatment is also important.

VY6pexgaHe Ha LLHC npu 3axapeH guabem

U. BeayeBa
YCBAAHIT ,,CB. HAYM”, MY COOIA

CoBpemerHu HeBpouzobpazaBawu, HeBponcuxorozuuHu u HeBpoduszuoro2uuHu u3zcaegBaHun
nomBbp>kgaBam yBpexxgaHemo Ha LIHC npu 3axapeH guabem.

MazHumHo-pe3oHaHcHomo u3caegBare Ha 2raaBHua Mo3bk noka3Ba kopoBa, npegumHo memno-
paAHa ampodus, Ae3uu Ha 6aA0mo Mo3buHO BewecmBo u cybkopmuKaAHU MO3bYUHU UHGpapkmu. Kau-
HUYHUME KOopeAamu Ha me3u NPOMEHU ca AeK go ymepeH koeHumuBeH gedpuuum, npoaBeH ocHOBHO
€ HapyweHue Ha BHuMaHuemo, namemma u ek3ekymuBHuUMe (PYHKUUU, KAKMO U C 02HUWHU HeBpoAo-
2UYHU CUMNMOMU, pe3yamam om pazBumue Ha MO3bYHU UCXEMUYHU amepompombomuyHU uHCyamu.

YcmanoBeHo e, ve npu 3axapeH guabem mun 1 koeHumuBHUME HapyweHuA ca No-AeKU U ce aco-
uuupam c kopoBa ampocpus. Mpu 3axapeH guabem mun 2 me ca No-CuAHO npoaBeHu u Kopeaupam
¢ noBuweHu cmotHocmu Ha HbA ., ¢ npogbakumerHocmma Ha 3a6oanBaHemo U HegocmambyHUA
My memaboAaumeH KOHMPOA, KAKMO U C HaAuvue Ha cbgoBu Ae3uu.

Enugemuonro2udHu npoyuBaHua ca nokazaau, ye 3axapHuam guabem e He3aBucum puckoB cpakmop
3a MO3bUeH uHgapkm, kamo pearamuBHuam puck ce korebae mexxgy 1,8 u 3,0. Auabembm e cBbp3aH
3HAYUMO C ACUMNMOMHU MO3bYHU UH(PapKMu u ¢ pa3zBumue Ha MHO>KecmBeHU AaKyHapHU UHpapKmu.

B ocHoBama Ha yBperkgaremo Ha LIHC npu 3axapeH guabem Aexkam memaboAumHU (XpoHUY-
Ha Xunepa2AUKeMUS, NPEXOGHU XUNO2AUKEMUU, XUnepocMoAapumem, kemoayugo3a) u cbgoBu (Hapy-
WeHU eHgomeAHU (pyHKuuu, xunepkoazyrabuaumem u xunepBucko3umem) HapyweHusa. B kapo-
MmugHUMe apmepuu Mo2am ga ce omKpuam paHHU amepoCKAepOMUYHU NPOMEHU, YUUMO Mapkep e
gokazaHomo ¢ yampazBykoBa guaeHocmuka 3agebeanBare Ha cbgoBume um cmeHu. PazBumuemo
Ha MO3bUHU UHapkmu ce Bause om npugpykaBawu guabema cbgoBu puckoBu hakmopu: apme-
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puaAHa XxunepmoHusa, XxunepAaunugemus. Haauuuemo Ha xunepaaukemusa 6 Ha4aAOMO Ha MO3bYHOCH-

goBua uHyugeHm oka3zBa HebAazonpuameH epekm Bbpxy HezoBama npoz2Ho3a.
Mpopurakmukama Ha yBpexxgaHemo Ha LIHC npu 3axapeH guabem BkatouHa agekBameH me-

maboAumeH KOHMPOA Ha guabema u noBauaBare Ha ocHoBHUMe cbgoBu puckoBu hakmopu.

CNS Damage in Diabetes Mellitus

I. Velcheva
UNIVERSITY HOSPITAL ,ST. NAUM®, MEDICAL UNIVERSITY SOFIA

Contemporary neuroimaging, neuropsychological and neurophysiological investigations confirm
the CNS damage in diabetes mellitus.

The brain MRI reveals cortical, predominantly temporal atrophy, white matter lesions and subcor-
tical cerebral infarctions. The clinical correlates of these findings are slight to moderate cognitive deficit
with impairment of attention, memory and executive functions and focal neurological symptoms as a
result of cerebral atherothrombotic ischemic lesions.

In type 1 diabetes mellitus the cognitive impairment is modest and it is associated with the pres-
ence of cortical atrophy. In type 2 diabetes it is more prominent and correlates with increased HbA;,
the duration of the disease, the metabolic control and the occurrence of vascular lesions.

Epidemiological studies have shown that diabetes mellitus is an independent risk factor for cere-
bral infarctions with a relative risk of 1,8 to 3,0. It is significantly associated with the development of
multiple lacunar infarctions and the occurrence of asymptomatric infarctions.

The CNS damage in diabetes mellitus is determined by metabolic (chronic hyperglycemia, inter-
mittent hypoglycemia, hyperosmolarity, acidosis, ketosis) and vascular (endothelial dysfunction, hyper-
coagulability, hyperviscosity) abnormalities. Early atherosclerotic changes can be found in the carotid
arteries, their marker being the thickening of the vessel wall as detected by ultrasound method. The
development of the cerebral infarctions is influenced by the risk factors, which accompany the dia-
betes: arterial hypertension, hyperlipidemia. The presence of hyperglycemia at the onset of the cere-
brovascular accident exerts adverse effect on its outcome.

The prevention of the CNS damage in diabetes mellitus includes adequate metabolic control of
the disease and treatment of the main vascular risk factors.

XpaHumeAHu HaBuuu npu 2pynu ¢ pa3AuyeH puck 3a mun 2 3axapeH guabem

M. boagxueBa, K. Xxpucmo306,
Kaunuka no EHgokpuHoaozusa, YMBAA ,C8. MapuHa", BapHa

3amabecmaBaHemo u T23A ca mHo2ohakmopHu 3aboaaBaHun, B 3HauumeaHa cmeneH cBbp3aHu
C XpaHumeAHume HaBuuu.

Llea: Aa onpegeAum paznpocmpaHeHuemo Ha HagHOPMEHOMO Me2A0 U 3amAabcmaBaHemo cpeg
u3caegBaHume u ougHUM HAKOU XpaHumeAHU HaBuuu npu pa3audHu puckoBu 2pynu 3a T23A.
Mamepuaau u memogu: 432 auua om 25-76 20guHuU BAaxa aHKemuUpaHuU 3a HayuHa Ha XpaHeHe u ce
onpegeau pucka 3a T23A upe3, ,FINDRISK” mecm.

Pesyamamu: 31,7 % ca ¢ UITM 25-29,9 ke/m?, 17,3 % c ITM 230 ke/m’. Pazgeauxme auuama 6
mpu puckoBu 2pynu-A (HUCHK u Aeko noBuwen), b ( Bucok) u C (MHo20 Bucok), ¢ nogobHa Bb3pacm
u pamuaHa obpemeHeHocm. IMpu Bcuuku 2pynu 3a Hal-20AAMO XpaHeHe e nocodeHa Beyepama -
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70,4%,68,5 % u 85,7% om cayuyaume pecn. 6 2pyna A, b u C. Hatd-uecmuam omzoBop 3a KoHcyma-
uua Ha puba e ,He Bcaka cegmuua” - 57,7%, 60% u 78,6% cbomBemto 3a 2pyna A, b u C. HekoH-
cymupawume kage ca Hau-mHo20 B Hal-puckoBama 2pyna C - 42,9%; 11,5% 6 2pyna A nuam Hag
3 kagpema gHeBHo, 3a pazauka om 2pyna b-3,6% u C, kbgemo makb8 omeaoBop auncBa.

3akatoyeHue: YcmaHoBuxme Beuepama kamo Hal-20A9MO xpaHeHe npu Bcuuku  aHkemupaHu,
HUCKa KOHCymauusa Ha puba, ocobeHo 8 Hal-puckoBama epyna. HamepeHama 3aBucumocm mexkgy
HaU-Bucokuam gaa Ha HekoHcymupawume kagpe 6 Had-puckoBama 2pyna npegnoraza no-3agbAboue-
HU npoyuBaHua.

Dietary habits in groups with different risk for type 2 diabetes

M.Boyadzhieva, K. Hristozov
Clinic of Endocrinology, UMHAT ,St. Marina”, Varna

Obesity and T2DM are both multifactorial diseases and are significantly associated with dietary habits.

Aims: To determine the prevalence of overweight and obesity in this population and to assess sev-
eral dietary habits in groups with different risk for T2DM.

Materials and methods: 432 individuals (age 25-76) were inquired about their dietary habits and
were assessed by FINDRISK test for developing T2DM.

Results: 31,7% are overweight and 17,3% are obese. We divided the individuals into three risk
groups with similar age and family history: A (low and slightly elevated), B (high) and C (very high). In
all groups the largest meal is supper - 70,4%, 68,5 % and 85,7% for group A, B, C respectively. The
most frequent answer for fish consumption is , ,not each week’ - 57,7%, 60% and 78,6% for group
A B and C respectively. Coffee nondrinkers are the greatest part in very high risk group C - 42,9%;
11,5% of individuals in group A drink >3 cups of coffee daily in contrast to group B - 3,6%.

Conclusion: We found that supper is the largest meal in all groups, low fish consumption especially
in the most risk group. The association between the greatest part of coffee nondrinkers in the most risk
group suppose more extensive research.

AeueHue Ha 3amabcmaBaHe npu mun 2 3axapeH guabem

K. Xpucmo3o6 , M. boagxueBa
KauHuka no EHgokpuHoaozun, YMBAA ,CB. MapuHa’’, BapHa

Aobpe uzBecmHa e macHama Bpb3ka Mexkgy HagHOPMEHOMO me2A0, 3amAbcmaBaHemo u pas-
Bumuemo Ha T23A. NoBeuemo om nauueHmume ¢ T23A ca ¢ HagHOPMEHO Me2A0 UAU 3amAbcmaBa-
He no Bpeme Ha nocmaBaHe Ha guazHo3ama. CBpbxmeaaomo e 2rabeH kKopuz2upyem puckoB dak-
mop 3a T23A u Ao2udHa uea 3a unmepBeHuua. 3amabecmaBaHemo gonpuHaca 3a uHcyauHoBama pe-
3UuCmeHMHOCM, KOAMO MOXe ga ce HamaAu ¢ agekBamHo noHuxxeHue Ha mea2aomo. HamanaBane Ha
me2A0mo gopu ¢ 5% nogobpaBa 2aukemuuHuAa KOHMPOA U HamaaaBa Hy>kgama om aHmuguabemHu
megukameHmu. Hetpapmakoro2uuHume memogu 3a pegykuua Ha me2aomo ca edpekmuBHu, HO pag-
KO yCnewHu 3a npogbakumeaHo Bpeme. Yecmo e Heobxoguma gonbAHUMEAHA MeguKameHmMo3Ha
mepanuAa 3a AeYeHUe Ha XUunep2AUuKemuama, koamo ga uma u baazonpuameH epekm Bbpxy Hamane-
Hue Ha meAaecHomo meaao. Cb3gagoxa ce obewaBawu HOBU KracoBe aHmuguabemHu megukameH-
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mu 3a AeveHue Ha cBbp3aH cbc 3amabemaBade T23A-GLP-T peuenmopHu azoHucmu, DPP-4 uxxu-
6umopu. Kbm megukameHmume, gedcmBawu Bbpxy uHkpemuHoBama cucmema, ce go6aBu u kaHa-
OuHOUgHUAM peuenmopeH aHMaz2oHUCM-puUMoHabaHg, koimo HamaaaBa meaaomo u nogobpaBa pe-
guua Kapguomemaboaumuu puckoBu pakmopu npu uHguBugu ¢ uau 6e3 3axapeH guabem. Pa3zpa-
6omBam ce u gpyau aHMuobe3HU MegukameHmU, HacoUYeHU Kbm HeBpompaHcMumepHU U nenmug-
HU peuenmopu. Npu BucokocmeneHHo 3amAabcmaBare Bce noBeye ce npurazam onepamuBHuU me-
mogu Ha AedeHue- GapuempuyHa u 6adnac xupypaua. OuakBa ce, ye me3u HOBU hapmakoro2uy-
HU U xupypauuHu Bb3moxkHOCMU we nogobpam cnocobHocmma 3a AeveHue Ha 3aMAbCMeEAU hauu-
eHmu ¢ T23A, pecnekmuBHo HamaraBaHe Ha pucka Oom gbA20CPOYHU CbgoBu YCAOXKHEHUA.

Treatment of obesity in type 2 diabetic patients

K. Hristozov , M. Boyadzhieva
Clinic of Endocrinology, UMHAT ,St. Marina”, Varna

The close link between overweight,obesity and the development of T2DM is well recognized. The
majority of type 2 diabetic patients are overweight or obese at the time of diagnosis. The weight excess
is a major modifiable risk factor for T2DM and a logical target for intervention. Obesity contributes to
insulin resistance, which can be decreased with adequate weight reduction. Even 5% weight reduction
improves glycemic control and reduces the need for anti-diabetic medications. Non-pharmacological
approaches directed at weight reduction are effective but rarely successful for prolonged periods of
time. Additive drug therapy is usually required to treat hyperglycemia with favorable effect on weight
reduction. New promising classes of anti-diabetic medications have been discovered to treat obesity-
associated T2DM-GLP-1 receptor agonists, DPP-4 inhibitors. In addition to drugs acting on incretin sys-
tem, the cannabinoid receptor antagonist-rimonaband has been discovered. Rimonaband reduces body
weight and improves a range of cardiometabolic risk factors in individuals with or without diabetes.
There is a development of other anti-obesity drugs that target neurotransmitter and peptide receptors.
The surgical methods of treatment (bariatric and bypass operations) are increasingly applied in severe
obese patients. It is anticipated that these new pharmacological and surgical options will improve abili-
ty to manage obese type 2 diabetic patients, thus reducing the risk of long-term vascular complications.

Yecmoma Ha 3amabcmaBanemo cpeg 6bA2apckume geua npe3 nocaegHume
18 2oguHu u cbbp3zaHume c He2o puckoBu pakmopu

B. MomoBa’, C. laaqeBa’, U. lomo®, K. [MempoBa’, M. leopzueBa’, A. bauznakoBa’, B. LjaneBa’
'Kamegpa no neguampus u meguuuHcka 2zeHemuka, MY, BapHa, *Kamegpa no BbmpewHu 6orecmu,
MY, BapHa, * Kamegpa no XuaueHa u ekoaozus, MY, BapHa

Yecmomama Ha HagHopmeHO meaao/3amabcmaBare 8 gemcko-toHowecka Bb3pacm HapacmBa 6
cBemoBer mawab. Llea Ha Hacmoawomo npoyuBaHe e ga ce oueHu meHgeHuuasma kbm yBeauveHue Ha
3amAbcmaBaHemo cpeg geua/loHowUu npe3 hocaegHume 18 20guHuU, kKamo ce onpegeAau Bpb3kama my ¢
Hakou puckoBu gpakmopu (xpaHumeaHume/gBuzamearu HaBuuu Ha geuama, VITM Ha pogumeaume, u
gp.). AHaAu3UpaHU ca gaHHUMe Ha 3 2pagcku honyaauuu (1980-822/20012/20072), kKamo HaAuduemo Ha
HagHOpMeHOMOo mez2ao/3amabemaBaHe e onpegeaeHo cnopeg mexkgyHapogHme IOTF kpumepuu. Yec-
momama Ha 3amabcmaBaHe HapacmBa cueHugpukaHmHo cpeg 9-20g. momuema - 3,2% (I 2p.), 9,2% (Il
ep.) u 10,6% (lll 2p.), p<0,0001. INpu momuvemama 3amabcmaBaHemo HapacmBa pa3zko B mpemama 2py-
na (4,9% c/y 4,3% c/y 10,4%), p=0,027. HabaogaBa ce meHgeHuua kbm HamaraBaHe Ha TM Ha Bcuuku
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malku (p<0,01) u HapacmBaHe Ha VITM Ha bawume Ha momudemama (p<0,001). 3a Bcaka Bb3pacm Ha-
AUYMUEMO Ha HagHOPMeHO mez2Ao/3amAabemaBare 3aBucu om mezaomo npu paxgae (p<0,0001), pamua-
Hama obpemeHeHoCcm cbc 3amabecmaBaHe (p<0,0001), HamareHama Yyecmoma U NPOGHAXKUMEAHOCM Ha
gBueameaHama akmuBHocm (p=0,001 u p=0,010, pecn.) u noBuweHama KoHCYmauua Ha 2a3upaHu Ha-
numku (p=0,035). MNMocaegHuam puckoB cpakmop Kopeaupa ¢ Bpememo, npekapBaHo npeg meaeBuzuoH-
Hume npuemHuuu (p=0,007) u komntompu (p=0,002), HapacmBaw ¢ Bv3pacmma (p<0,0001).

TeHgeHuuama Kbm HapacmBaHe Ha HagHOpMeHOMO Mmez2Aao/3amabemaBate cpeg geuama goc-
mu2a enugemuyHuU Nponopuuu nNpe3 nocaegHume 6 20guHu, koemo e npegnocmaBka 3a cnewHu
mepku 8 6opbama ¢ puckoBume chakmopu.

Obesity prevalence among Bulgarian children and adolescents in the last 18
years and associated risk factors

V. lotova', S. Galcheva', Y. Yotov’, K. Petrova’, M. Georgieva', D. Bliznakova', V.Tzaneva’
'Dept. of Pediatrics and Medical Genetics, Medical University, Varna, Dept. of Internal Diseases, Med-
ical University, Varna, *Dept. of Hygiene and Ecology, Medical University, Varna

Overweight/obesity prevalence in childhood/adolescence is increasing worldwide. The present
work aims at assessing the trend of obesity among children/adolescents over a period of 18 years and
at identifying its relationship with some risk factors (children’s eating/exercise habits, parental BMI, etc.).

Three urban datasets are analyzed (1980-82/2001/2007), as the overweight/obesity presence is
defined according to the international IOTF reference. Obesity prevalence increases significantly among
9-year-old boys - 3,2% (I gr.), 9,2% (Il gr.) and 10,6% (lll gr.), p<0,0001. Among girls, obesity rises
sharply in the 3rd gr. (4,9% vs. 4,3% vs. 10,4%), p=0,027. There is a sustained trend towards a decrease
in the BMI of all mothers (p<0,01), and an increase in the BMI of girls’ fathers (p<0,001). At all ages
overweight/obesity is significantly influenced by birth weight (p<0,0001), family history of obesity
(p<0.0001), decreased frequency and duration of physical activity (p=0,001 and p=0,010, resp.) and
increased consumption of soft drinks (p=0,035). The last risk factor correlates with daily television
(p=0,007) and computer time (p=0,002), increasing with age (p<0,0001).

The trend towards overweight/obesity increase among children has reached epidemic proportions
during the last 6 years, which is a precondition for urgent measures in the fight against the risk factors.

CuHgpom Ha TepHep - paHHama guazHo3a ycaobBue 3a goObLP MEHUPKMBHM
Ha nayueHmMume

E. CmegparoBa
KauHuka no EHgokpuHoAo2ug, Auabem u lenemuka Aemcka YHuBepcumemcka boaHuua, Cocpusa

TopHep cuHgpom e ¢ yecmoma 1:2500 >kuBopogeHu om >keHcku noA. OcHoBHU xapakmepuc-
muku Ha 3aboaaBaHemo e Huckua pbcm U NoAoB uHgaHmMuAu3zbm. [Mpu Me3u momuyema ce omk-
puBa 2oHagHa guczeHe3ua Ha KOAMO Ce gbAXKU horoBua UuHPAHMUAU3BM U UHUpMeAumem
no-kbcHo. M3ocmaBadvemo B pacmeyka e eguH om 2aaBHume cumnmomu npu TS (Turner syn-
drome). Te3u momuuema ycnewHo ce AekyBam npe3 nocaegHume 15-20 20guHu ¢ pekombuHaHMeH
pacmesxeH xopmoH (rhGH), koemo nogobpaBa pacmeskHama um ckopocm ,KpalHua um pbcm U
pecnekmuBHo couuaauzauuama um 8 obwecmBomo. HeaekyBanume momuvema ¢ TS 8 bbazapua
gocmuzam KpaeH pbcm go 140 cm (cobecmBeHu npoyuBaHun). NocaegHume 12 2oguHu 8 EHgokpu-
HOAO2UYHA KAUHUKA Ha YHuBepcumecka Aemcka boaHuua - MY 2p. Codgpua ce rekyBam 82 geua ¢
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Peziomema/Abst

TS ¢ rthGH Ha Bb3pacm om 4 go 18 2oguHu. PacmexxHua xopmoH ce nocmaBawe Beuep exkegHeB-
Ho B Hauaromo cbe cnpuHuoBKa, a No-kbCHO ¢ nucaka B go3a 0,2-0,4 me/ke/cegm. Makmopume Ko-
umo okazBam BauaHue Bbpxy pacmekHama ckopocm u nogobpaBam kpadHua pbecm 8 Hawua ma-
mepuaa ca: pbcmbm 6 HauaAomo Ha AeveHuemo, go3ama, Bb3pacmma B HayaAOMoO Ha AedeHuemo,
NPOgbAXKUMEAHOCMMA Ha AeveHuemo, kocmHama Bb3pacm 6 HayaroMoO Ha AedeHuemo.

3abaBaHemo Ha guezHazama ckbcaBa Bpememo 3a AeveHue ¢ PX u BaowaBa pacmexxkHama npoe-
Ho3a. Y Hac cpegHama Bb3pacm Ha guazHocmuyuupaHe e 9,97 20guHU - OMHOCUMEAHO KbCHO. Heob-
X0gumo e ga ce 3Hae noBeue 3a moBa omHocumeaHo yecmo 3aboaaBaHe cpeg >KeHcKua NOA U ga ce
nogobpu Bpb3kama mMexxgy AUYHUA AeKap U gemckua eHgoKpuHoAo2. PaHHama guazHo3a - go 5 20g.
Bb3pacm, ocueypaBa npaBureH meHUg>KMbHM Ha nauueHma, a moBa 3Hauu gobpa u NbAHOUEHHA CO-
uuaauzauua 8 obwecmBomo (kpatHama uea Ha Bceku mepaneBmuueH npougec).

Turner Syndrome - Early Diagnosis as a Part of Good Patient Management

E. Stefanova
Clinic of Pediatric Endocrinology, Diabetes and Clinical Genetics
Pediatric University Hospital, Medical University, Sofia

The rate of Turner syndrome (TS) is about 1:2500 life born females. Major symptoms of the dis-

ease are short stature and gonad immaturity. Ovarian dysgenesis is the main reason for the pubertal
immaturity and infertility later in life in the girls. Short stature is one of the major symptoms of TS. In
the last 15-20 years those girls are successfully treated for short stature with recombinant human
growth hormone (rhGH), which is related with better growth velocity, end height and social adapt-
ability. The end height is 140 cm for girls with TS in Bulgaria, who are not treated with rhGH (self
research).
We have treated 82 patients with TS (age 4-18) in the Clinic of Pediatric endocrinology, Pediatric University
Hospital, Medical University, Sofia during the last 12 years. GH was applied in a dosage 0.2-0.4 mg/kg/wk
s.c. with fill pen. Factors that improve the growth velocity and the end height are: height at the start of the
therapy, dosage, age when the therapy begin, length of the therapy and bone age at the start of the therapy.
Delayed diagnosis shortens the length of the GH therapy and worsens the end height prognosis. 9.97 years
is the mean age for TS diagnosis, which is relatively late. There is need for better understanding of TS among
females and better interaction between the family physician and the pediatric endocrinologist. Early diagno-
sis, before 5 years of age, is essential for the successful management of the patient, which is tightly related
with the improved social adaptation of the patient (the end aim of every treatment plan).

KopeaauyuoHHa 3a6ucumocm Ha cepymHume HuBa Ha OcmeokaAyuH ¢ Kocm-
Hama MUHepaAHa NABMHOCM NPU hayueHMu CbC 3axapeH guabem mun 1.

Hukoaad bomywaroB, INaBea MaBroB*, Mapua OpbeyoBa
KauHuka no EHgokpuHoAao2ua u 6oaecmu Ha obmaHama
*LleHmpaaHa KAuHuU4YHa Aabopamopua
YMBAA ,C8. Teopau” EAA - MY - IaoBguB

BvBegeHue: 3axapHuam guabem (3A) mun 1 ce cBbp36Ba ¢ pegykuua Ha KOCMHOMO MUHEPAAHO
Ccbgbpkumo B ocHoBama Ha koemo cmou HamareHama ocmeobAacmHa PYHKUUA.
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Llea Aa ce npoyuu KoperayuoHHama 3aBucumocm Ha cepymHua OCMEOKaAUUH Kamo mapKep 3a KOc-
MHO u32paxkgaHe C KOCMHoMuUHeparHama nabmuocm (KMIT) npu nayueHmu cbe 3axapeH guabem
mun 1.

Mamepuaa u memogu. B npoyuBanHemo yuacmBaxa 42 >keHu u 32 mbKe CbC 3axapeH guabem
mun 1 Ha cpegHa Bb3pacm 26,44 £3,09 20g U cpegHa NpogbAXKUMEAHOCM Ha 3aboaaBaHemo 10,79
t 8,3 20g U KOHMpPOAHa 2pyna om 25 >eHu u 15 mbxKe Ha cpegHa Bb3pacm 25,41 £2,91 209 6e3
3axapeH guabem. KMIT B g/cm? Ha AymbBaaHua omgea Ha 2pbbOHavuHua cmbab (L2-L4 8 npegHo-3ag-
Ha no3uyun), wulkama Ha pemypa, mpubabAHUKa Ha Ward u mpoxaHmepa Oewe u3zmepeHa upes3
gBouHo-eHepaulHa penmezeHoBa abcopbuuomempua Ha anapam DPX-A- Lunar (Bepcua 1,15). Onpe-
geAeHu 6axa cmodHomcume Ha cepymHua ocmeokaauuH 68 ng/ml (kum hOST- EASIA).

Pe3zyamamu u o6couykgare: KMIT (L2-L4) 8 epynama cbe 3axapeH guabem e ¢ 0,038 g/cm?* u ¢ 0,052
g/cm? cbomBemHo 3a KeHume U MbXKeme No-HUCKa 0m ma3u Npu KOHMPOAHama 2pyna, Koemo e
cmamucmuyecku HecuzHudpukaHmHo (p=0,240). Omueme ce cu2HUUKaHMHO noHWKeHue Ha KMI'
Ha wulkama Ha gemypa u Ha mpoxaHmepa (p=0,031) npu nauueHmume cbc 3axapeH guabem 6
cpaBHeHue ¢ KoHMpoAHama 2pyna, kamo moBa Gewe no-cuAHO u3pa3eHo npu mbxeme (p=0,02).
KMIT u 8 gBeme u3zcaegBaru 2pynu u 3a gBama noaa He 3aBucu om meaecHomo meaao, Bb3pacm-
ma u BucouyuHama Ha uzcaegBaHume nauueHmu. INpogbakumeaHocmma Ha 3A oka3zBa HecuaHUU-
KaHmMHO ompuuameaHo Bb3geticmBue Bbpxy kocmHama nabmuocm (r =-0,093). NogobHo e u B8b3-
getcmBuemo Ha memaboAumHUA KOHMPOA /oueHeH Ype3 cmoliHocmume Ha HBA . Bbpxy KMIT (r
=-0,17). CmolHOoCmume Ha CepymHUA OCMEOKAAUUH He NoKa3axa CuzHuUgpukaHmHa pazAauka npu gBe-
me u3caegBaHu 2pynu (7,308 * 3,889 ng/ml; 10,308 = 2,768 ng/ml; p=0,062); Omueme ce Hecue-
HUPUKaHMHa ompuuameAHa KopeAauua Ha cepymHua ocmeokaAuuH ¢ KMIT (L2-L4) (r = -0,197) ¢
KMTIT Ha wiutkama Ha pemypa (r =-0,237), Ha mpubabaHuka Ha Ward (r = -0,072) u Ha mpoxaHmepa
/r =-0,137. NoAyueHume pe3yamamu He nokazBam noHuxkeHa (PyHKUUA Ha ocmeobAacmume oue-
HeHa upe3 cmoUHoCcmuUMe Ha CepymHUA OCMemMOoKaAUUuH npu navueHmume ¢ 1-6u mun 3A,
KatouoBu gymu: 3axapeH guabem umn 1; KOCMHOMUHEpPaAHA NABLMHOCM; OCMEOKaAUUH
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Pezromema/Abstracts

OueHka Ha 63aimoBpb3zkama mexxgy norobume xopmoHU U KOCMHama
MUHepaAHa NALMHOCM npu MbXke ¢ mun 1 3axapeH guabem

En4o EHyel
KAuHuka no EHgokpuHoAo2uga, MY - TaoBguB

Ocmeonopo3ama e MHO20 yecma 6oaecm u 2raBen obwecmBero-3gpaBer npobaem. MNpu mb-
e u >keHu ¢ mun 1 3axapeH guabem ce cbobwabBa,ue umam HamareHa KOCMHa NABMHOCM U No-
BuweH ppakmypeH puck.lNoBuweHuam puck cneuuasHo 3a begpera ppakmypa e 6ua cBobp3aH npe-
gumHo ¢ mun 1 3axapeH guabem./Iima gaHHuU,ue mecmocmepoHoBua gepuuum e obuyaliHa Haxog-
ka u e cBbp3aH c uHcyauHoBama pe3ucmeHmMHOCM npu mbyke ¢ mun 1 u mun 2 3axapeH guabem.

LIEA: Aa npoyuum Bpb3kama mexkgy noaoBu XOPpMOHU U KOCMHa MUHEpPAAHA NABMHOCM Ha AUM-
GaAHU NpewAeHU Npu mbyXke ¢ mun 1 3axapHa 6oaecm.

MATEPVIAA 1 METOAM: TlpoyuBatemo ob6xBawa 50 mbyke ¢ mun 1 3axapeH guabem, Ha cpeg-
Ha Bb3pacm 27,96 * 3,40 20guHU U UHgEKC Ha meAecHa maca - 24,44 + 3,01 kg/m? u exxegHeBHa go-
3a UHCYAUH - 62,52 £12,30E/gHeBHo. Mpu Bceku nayueHm baxa pezucmpupaHu: Bb3pacm, pbem,
meAecHO mezAao, obw, mecmocmepoH u ecmpaguoa, cBobogeH aHgpozeHeH U ecmpaguoAoB uH-
gekc, cBbp3zBawua noroBume xopmoHu 2A00yauH U obwama exegHeBHa AeyebHa go3a UHCYAUH.
V3caegBaHume Auua Hamam gpyeu 3aboaaBaHua u npuem Ha megukameHmu noBauaBawu memabo-
AU3Ma Ha noroBume xopmoHu. KocmHama muHepaAHa nNAbmHocm Ha AymbaaHu npewaeHu bewe on-
pegereHa upe3 gBolHo-eHepaulHa peHmezeHoBa abcopbuuomempua B npegHo-3agHa npoekuuA
ype3 anapam DXA-Lunar,kamo cmotiHocmma ce npegcmaBa 6 g/cm’.

PE3YATATH: CpegHama KocmHama MuHepaAHa NAbmHocm ce Hamupa 8 goAHa 2paHuya Ha Hop-
mama (1,113 £ 0,106 g/cm?). O6wuam mecmocmepoH e 8 cpegHa Hopma, HecBbp3aHua mecmoc-
mepoH u cBobp3Bawun noroBume xopmoHuU 2A00yYAuH ca nog cpegHa Hopma.Obuwuam ecmpaguoa
KAOHU KbM gOAHA 2paHuua Ha Hopma.HecBbp3aHuam ecmpaguon e 4,29-kpamHo NO-HUCHK OM OA-
Ha 2paHuua Ha Hopmama (Hopma 1,03-3,45nmol/l).KocmHama muHepasHa NAbMHOCM KopeAupa cuez-
HudpukaHmHo c:06w, mecmocmepoH (r=-0,35;P<0,05); HecBbp3aH ecmpaguoa (r= -0,54; P=0,003);
cBop3zBawua noroBume xopmoHu 2A06yauH (r=0,84; P<0,001). ExxegHeBHama AeuebHa go3a UHCY-
AUH (62,52+12,30E/gHeBH0O) Kopeaupa cuzHugukaHmMHo c:006w, ecmpaguoa (r=0,34; P<0,05) u Hec-
Bbp3aH ecmpaguoa (r=0,43; P<0,05).

N3BOAM: T1pu mbxxe ¢ mun 1 3axapeH guabem:

KocmHama muHepaAHa NAbMHOCM Ha AUmbaAHU NpewAeHu ce Hamupa B goAHa 2paHuua Ha Hop-
mama.

CBbp3Bawuam noroBume XOpMOHU 2A00YAUH € Cu2HUUKAHMHO CUAHO cBbp3aH ¢ KocHama
MUHEepaAHa NAbMHOCM Ha AYmBaAHU NpewAeHuU.

CpegHama cmolHocm Ha HecBbp3aH ecmpaguoa e 4,29-kpamHo NO-HUCKA OM  gOAHA 2paHuua
Ha Hopmama. ExxegHeBHama AeuebHa go3a UHCYAUH He KopeAupa CU2HUPUKAHMHO C KOCMHama mu-
HepaAHa NABMHOCM Ha AUMbBaAHU NpewAeHuU.

KAIOYOBU AYMU: Mbyke,mun 1 3axapeH guabem, KoCmHa MuHepaAHa NAbMHOCM, NOAOBU XOPMOHU.
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B3aimo6Bpb3ka mexgy noAroBu XopMoHU U KOCMHA MUHEpPaAHAa NABMHOCM
Npu MbXKe ¢ mun 2 3axapeH guabem Ha uHcyAauHoBo AeueHue.

EHuo EHueB
KauHuka no EHgokpuHoaoz2ua, MY - TaroBguB

Cnopeg aBmopu, nauueHmume ¢ mun 2 3axapeH guabem Had-yuecmo umam no-Bucok UHgeKcC Ha
meAecHa maca u ce odakBa ga umam no-HUCHK puck om pa3zBumue Ha ocmeonopo3a u gpakmypu.
He3zaBucumo om no-Bucokama KocmHa MUHepaAHa NAbMHOCM, NayueHmMume ¢ mun 2 3axapeH gu-
abem umam no-z2oAam pa3zmep Ha hpaKkmMypu Ha 20peH U goAeH KpalUHUK, 2Ae3eH u begpeHa kocm.

LIEA: Ougenka Ha Bpb3kama mexkgy noAoBu XOPMOHU U KOCMHA MUHEPAAHA NABMHOCM HA AYM-
DaAHU NpewAeHU Npu MbXKe ¢ mun 2 3axapHa 6oaecm Ha UHCYAUHOBO AeveHue.

MATEPVIAA VI METOAM: TpoyuBaHemo o6xBawa 54 mbxke ¢ mun 2 3axapeH guabem , Ha cpeg-
Ha Bb3pacm 53,78 £ 6,21 20guHU U UHgEKC Ha meAecHa maca - 29,83+3,52 kg/m? u exxegHeBHa go-
3a UHCYAUH - 36,33%5,85E/gHeBHo. MNpu Bceku nauueHm baxa peaucmpuparu: Bb3pacm, pbecm, me-
AECHO me2A0, 06w, mecmocmepoH u ecmpaguoa, cBobogeH aHgpozeHeH u ecmpaguoAroB UHgeKC,
cBvp3Bawua noroBume xopmoHU 2A006YAUH U obwama exegHeBHa AevebHa go3a UHCYAuH. V3caeg-
BaHume Auua Hamam gpyeu 3aboaaBaHua u npuem Ha MegukameHmu noBausaBawu memaboauzma
Ha noroBume xopmoHu. KocmHama muHepaAHa NAbMHOCM Ha AymbaAHU npewAeHu bewe onpege-
AeHa upe3 gBolHo-eHepauliHa peHmezeHoBa abcopbuuomempusn B npegHo-3agHa npoekyua ypes ana-
pam DXA-Lunar, kamo cmotiHocmma ce npegcmaBa 6 g/cm?.

PE3YATATV: CpegHama KoCmMHama MuHepaAHa NAbMHOCM ce Hamupa 6 cpegHa Hopma
(1,292+0,283g/cm?). Obwuam mecmocmepoH u HecBbp3aHua MecmocmMepoH ca KbM OAHA 2paHu-
ua Ha Hopmama. CBobp3zBawuam noroBume xopmoHu 2A06YAUH e nog cpegHa Hopma. Obwuam ec-
MpaguoA e KbM Hal-goAHa 2paHuua Ha Hopmama u HecBbp3aHua ecmpaguoa e 3,96™™° No-HUCHK
OMm goAHa 2paHuua Ha Hopmama (Hopma 1,03-3,45 nmol/l). KocmHama muHepaaHa nAbmHocm Kope-
AUpa CU2HUPUKAHMHO ymepeHo ompuuameArHo ¢ obwama uHcyauHoBa gosa (r=-0,35; P<0,05). VH-
geKkcbm Ha meAecHa mMaca Kopeaupa CU2HU(PUKAHMHO 3HAYUMEAHO NOAOXKUMeEAHO ¢ HecBbp3aHua
ecmpaguoa (r= 0,61; P=0,001), ymepeHo ompuuameaHo ¢ obwua mecmocmepoH (r= -0,36; P<0,05)
U yMepeHo NOAOXKUMeEAHO ¢ obwua ecmpaguoa (r=0,39P<0,05). CB8vp3Bawuam noroBume xopmoHu
2AODOYAUH KOpeAupa Cu2HU(UKAHMHO CUAHO NOAOXKUMEAHO CbC cpegHua obuw, mecmocmepoH (r=
0,87; P<0,001).

V3BOAM: Tlpu mbxxe ¢ mun 2 3axapeH guabem

KocmHama muHepaAHa nAbmHOCM Ha AymbaAHU npewAeHu ce Hamupa B8 cpegHa Hopma.

KocmHama muHepaAHa nAbmHOCM KopeAupa Cu2HU(PUKAHMHO YMepeHO OmMpuuameAHo ¢ 00-
wama uHcyauHoBa go3a.

HecBbp3aHua ecmpaguoa e 3,96™"™° no-HUCbK OM goAHa 2paHuua Ha Hopmama.

HagHopmeHusam uHgeKkc Ha meAecHa maca KopeAupa CU2HU(UKAHMHO: 3HAa4YUMEAHO NOAOXKUMEAHO
¢ HecBbp3aHua ecmpaguoA, ymepeHo ompuuameAHo € 06wWUA MecCMoCmePOH U YMepeHO NOAOXKU-
meAHO ¢ obwua ecmpaguoa.

KAKOHOBK AYMW: Mbxe, mun 2 3axapeH guabem, KOCmHa MUHepaAHa nAbmHocm, noaoBu
XOPMOHU.
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PoArama Ha muajugHume guypemuuu u 6ema-6rokepume Bbpxy Browabane-
MO Ha MemaboAUMHUA CUHgpPOM

Aumumusp BacunreB leopzuel
OI1A, INroBguB

HenpekbcHamo ce yBeauuaBa 6poa Ha nayueHmume ¢ HoBoBb3HUKHaA 3axapeH guabem.

3HauumeaeH e 6poa Ha XUNEPMOHUYHO BOAHUME C UHgEeKC Ha meAecHama maca u AunugHuU no-
KazameAu Ha KpbBma no-Bucoku om pedepeHmHume cmolHocmu, Koemo e npegnocmabka 3a 6b3-
HukBaHe Ha uHcyauHoBa pe3zucmeHmHocm. M3noa3B8aHume 3a AeyeHue Ha XunepmoHua mua3ugHu
guypemuuu u 6ema-6aokepu Bogam go xunepzaukemun, maHugecmupaHe Ha AameHmeH guabem
upe3 HamaraBaHe Ha 2AOKO3HUA moAepaHc uau BarowaBam guabema. Nopagu cmpaHuyHume gelc-
mBua Bbpxy gelHOCMMa Ha UHCYyAapHUA anapam me3u kaacoBe aHmuxunepmeHn3uBHU MeguKkameH-
mu He mpab6a ga ce npurazam Npu KOMOPOUGHU CbCMOAHUA HA XUNEPMOHUA U 3axapeH guabem,
2aaBHo 3apagu HapywaBaHe Ha 2AlOKO3HUA KOHMPOA U BAowaBaHe Ha KAUHUYHOMO NpomuvaHe Ha
guabema. CmywaBawomo HapacmBaHe Ha 6poa Ha HeuHcyauHoBume guabemuuu cpeg nonyaauu-
ama Ha xunepmoHuuume ce obacHaBa ocBeH ¢ poaama Ha puckoBume hakmopu BaaugHu 3a Bcuu-
KU OCMaHaAu cAyvau, maka u ¢ ynompebama Ha megukameHmu BrowaBawu KoHmMpoaa Ha KpbBHa-
ma 2Aatoko3a B pazeaexkgaHua caydval Ha komopbugumem om XunepmoHua U HeuHCyAauHo3zaBucum
3axapeH guabem.

3a AekapcmBeHo uHgyuupaH guabem ce 2080pu, kozamo ca Haauue caegHume ycaoBua: 1. Aun-
ca Ha pamuAHa obpemeHeHocm 3a guabem. 2. [pogbAKuMeAHa mepanua ¢ megukameHm, 4yulmo
cmpaHuYvHU epekmu npuduHaBam npe- u nocMNpaHguaAHa xunepaaukemus, koamo ce ycmaHoBaBa
MHO20KpamHo npu AabopamopHu uzcaegBaHua. 3. AaHHU 3@ AameHmMeH guabem u HapyYWeH 2AK0KO-
3eH moaepaHc noaBuau ce B xoga Ha NpogbAXKUMEAHA MegukameHmo3Ha mepanua no noBog Ha
XpOHUYHO 3ab0AaBaHe. 4. MoaBa Ha KAUHUYHO u3pa3zeHu cumnmomu u onAakBaHua om cmpaHa Ha
nayueHma xapakmepHu 3a guabema. 5. lMoBuweHu cmolHoCcMu Ha 2AUKUpaHua xemozAaobuH HbA ¢
Hag 5,6 % npu HOpmaAHU cmoUHOCMU Ha KpbBHama 3axap.

Heobxogum e HOB rekapcmBeH koHceHcyc B mepanuama Ha KomopbugHUMe CbCMoAHUA Ha 3a-
XapHua guabem u xunepmoHu4yHama 6oAaecm, nopagu KOemo poAama u MACMOMO Ha omgeAHUme
kaacoBe aHmuxunepmeH3uBHu cpegcmBa caegBa ga 6bgam cmpozo obocHoBaHu CcbobpazHO Cb-
OMHOWEHUEeMO Puck-noA3a. B mo3u cmucbAa ynompebama Ha muajugHume guypemuuu 3a Aeye-
HUE Ha XunepmoHUYHa CbpgeyHa HOAeCM UAU eceHuuaAHa xunepmoHua kamo nbpBo cpegcmBo Ha
u3zbop caegBa ga 6bge uzuArO NpeoueHeHa, pbkoBogelKku ce om mexHUa ymepeH aHmuxunepmeH-
3uBen edpekm u cbBpemeHHume u3zuckBaHuama 3a edpekmuBeH aHmuxunepmeH3uBeH KOHMpPOA. INa-
uueHmu cmpagawu om XunepmoHua u C HagHOopmeHa meAecHa maca ca npomuBonoka3aHu 3a
ynompeba Ha mua3ugHu guypemuuu 2AaBHo 3apagu mexHua npoguabemozeHeH edpekm u Bucokua
puck om pa3zBumue Ha AekapcmBeHo-uHgyuupaH 3axapeH guabem kakmo 6 nbpBoHauasHua, maka
u Bceku eguH eman om mepanuama Ha xunepmoHuama. Ynompebama Ha mua3ugHume guypemu-
Uu Kamo nomowHo aHmuxunepmeH3uBHo cpegcmBo moxke ga 6bge gonycHama 6 kpalHu cayyau ¢
UeA No-gobbp KOHMPOA Ha KpbBHOMO Haafz2aHe camo NPU NPOYHAKUMEAHOCM Ha AeveHUemo no-
Maaka om 6 meceua. TuazugHume guypemuuu ocBeH ye Bogam go xunepaaukemua U 2AUKO3ypus,
MO2am ga npudyuHam peguua memaboAumHU HapyweHua Kamo xunepypukemus, GoHeH gucbasaHc -
XUNOKAaAUEMUA U XUNOHamMpuemua, Xunepaunugemusa u camama um ynompeba moxke ga npegu3Buka
memaboAumeH cuHgpom. 1o u3kAlUYeHUEe 3a AedeHUe Ha OMOYeH CUHgPOM Mo2am ga Obgam Hasz-
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Pezromema/Abstracts

HaveHu mua3ugHu guypemuuu 8 cbomBemcmBawa go3a u pexkum. Xunokaauemuama ce ompasaBa
ocobeHo HebrazonpuamHo Bbpxy HUBomMo Ha KpbBHama 2Atoko3a Kamo cama e npegnocmabBka 3a
noaBama Ha xunepaaukemus.

Kamo peuenmopHuU aHmazoHUCMU Ha eHgo2eHHUMe agpeHep2uYHU Meguamopu (gonamuH, HO-
pagpeHaAuH, agpeHaAuH) 6ema-6Aokepume nogmuckam KOHMpauHcyArapHume um ecpekmu u Bogam
go No-20AAMa CKAOHHOCM om HacmbnBaHemo Ha Xunoz2Aukemuu.

CvBmecmHama ynompeba Ha mua3ugHu guypemuuu u 6ema-6AoKkepu Cbwo e Hegonycmuma
He3zaBucumo om go3zoBua um pexxum, mbld kamo gBama kaaca aHmuxunepmen3uBHu cpegecmBa oc-
BeH ye nomeHuupam AedebHUME cu ehekmu, mo2am ga ymHo>kam HebAaazonpuamHume cu egek-
mu. EgHoBpemeHHama ynompeba Ha mua3zugu u 6ema-6AoKepu Npu XUuNepmMOoHUUU C HOPMAAHa UAU
HagHopmeHa meAecHa maca mpabBa ga ce uzbaeBa 3apagu cnocobHocmma u Ha gBama kaaca megu-
KameHmMu ga npegu3BukBam xunepaunugemun u noHuxkaBaHe Ha naazmeHua HDL. OcobeHo Henog-
xogawu ca u gBama kaaca megukameHmu NpuU MbXKe cmpagawu om eceHyuaaHa XxunepmoHus 6 ak-
muBHa noroBa Bv3pacm, kbgemo mepanuama Bogu go onaakBaHua cBbp3aHu C epeKmuAHa guc-
pyHKUUA.

AedeHuemo Ha XxunepmoHusma npu KoMopbugumema xunepmoHua - 3axapeH guabem caegBa
ga 6bge npoBexkgaHo cbc cneuuduyuHu aHmuxunepmen3uBHu cpegcmBa: ACE-uHxubumopu u aH-
2uOmeH3UH-peuenmopHU bAokepu u Ca-aHmazoHucmu.

Haauuyuemo Ha mHoxecmBeHu namogu3zuoro2usHU mexaHu3mu 3a Bb3HukBaHemo Ha xunepmo-
HuuyHama 6oaecm e coaugeH goBog 3a omxBbpaaHe Ha MoOHOmMepaneBmuuHUA NOGXOQ 3a AeveHue
Ha xunepmoHuvHama 6oaecm. ToBa Baxku u 3a Bcuuku KomopbugHU cbecmonaHua, 6 koumo yyacmBa
u XunepmoHu4yHama 6oaecm. B mo3u cayual mozam ga ce uznoa3zBam gpyeu guypemuuu Kamo aa-
mepHamuBa Ha mua3zugHume npegcmaBumenu kamo Hanpumep uHganamug (Tertensif SR), cnupoHo-
AakmoH (Aldacton) u gpyeu.

Komopbugumembm xunepmoHus - 3axapeH guabem u3uckBa ga 6bge uzbaeBaHa kakmo uHUUU-
aAHama MoHomepanua, maka u KombuHupaHama mepanusa ¢ mua3ugu u 6emabrokepu 866 Bpb3ka
¢ Bucokua puck om npozpecupaHe Ha MemaboAumHumMe HapyweHua u BAoweHoMo npomuvaHe Ha
3axapHua guabem.

MHo20 Yyecmo HaAuduemo Ha 3amabecmaBaHe UAU gpyau CbCmoaHUA HA UHCYAuHOBa pe3ucmet-
mMHOCM (CUHgPOM Ha NOAUKUCMO3a Ha AlYHUUUME, XenamaAHa cmeamo3a, U30AUPaHU (hOPMU Ha
BucuepareH o6e3umem) 6aazonpuamcmBa noaBama Ha AekapcmBeHo uHgyuupaH guabem mun 2 6
pe3yamam Ha NPogbAKUMEAHa MegukameHmMo3Ha mepanusg, U 06pamHo, NPOGHLAXKUMEAHOMO Aeye-
Hue Ha cobnbmemBawu gpyeu 3a6oaaBaHun Ha poHa Ha 3amabecmaBaHe MoXke ga 3aCUAU UHCYAUHO-
Bama pe3ucmeHmHOCM C KAUHUYHA maHudecmauua guabem mun 2. CowecmByBa u Bb3morkHocm-
ma nauueHmu 6e3 3amabcmaBare ga pazBuam guabem Bmopu mun Ha hoHa Ha MeguKaMeHMO3HO
AeveHue. V1 npu mpume Bb3moxxHoCcmu moxe ga ce 208opu 3a AekapcmBeHa UHgYKUUA Ha 3axapeH
guabem mun 2.

Aumepamypa:
1. AambpeB, 1. 2005. Selecta medicamentorum -cnpaBouHuk 3a Aekapu, papmaueBmu u cmomamoao3u.
Cogus. MNwopBo uzgaHue. Cmp. 539-542.
2. Y3yHoB, I. (peg.). 1999. CnpaBouHuk Ha rekapcmBeHume cpegcmBa. Copua. MeguuuHa u puzkyamypa.
3. Y3yHoB, T, A. beaueBa (peg.). 1996. Mapmakorozua. Cmapa 3azopa. VizgameacmBo 3HaHue.
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OmpuuameaHa uHmepgepeHyua Ha mepaneBmuyHume cxemu npu AeuyeHue
Ha KOMOPOUgHU CbCMoOAHUA om guabem, NAaPKUHCOHU3bM U Wu3odpeHun -
MOgeAUu Ha MeguKamMeHMO3HO UHgyYuupaHu 3aboanbaHua.

Aumumsp Bacureb leopzueb
OT1A, 2p. MaoBguB

PazearegaHu ca mpu KAUHUYHU CAyYaa om Koumo 2 ¢ komopbugumem om 3axapeH guabem u
uguonamuyeH napkuHcoHu3bm npu b.[.T. Ha 68 2oguHu u H.A.P. Ha 60 20guHU U eguH Cc guabem c
30 2oguwHa gaBHocm, wu3ogpeHua u napkuHcoHoBa 6orecm - T.M.K. Ha 77 2oguHu. OueHeHo e
Kak KomnAekcHama AekapcmBeHa mepanua ce ompa3aBa 6bpxy npomuyaHemo Ha guabema.

pynama c komopbugumem om 3axapeH guabem u napkuHcoH ce aBaBa cepuo3eH mepanef-
muueH npobaem MbU KamMo npou3xoXkgawume om guabema HeBpoAo2UUYHU YCAOXKHEHUA JONBAHU-
meAHo BaowaBam HaauuHume HeBpoAo2UYHU OMKAOHEHUE npu napuHcoHoBama 6oaecm. OcHOB-
Homo aHmunapkuHcoHoB0o cpegcmBo L-DOPA uma HezamuBHu edpekmu Bbpxy ymuauzauusma Ha
2Atoko3ama B opeaHu3ma u kamo cmpaHudeH edpekm Bogu go xunepzaukemun U Xunepypukemus, Ko-
emo npu guabemuuume gonbAHUMeAHO BrowaBa HaauuHUA MemaboAumeH CUHGPOM.

Om namobuoxumuuHa 2aegHa mouka L-DOPA kamo cveguHeHue npou3BogHO Ha amuHoKuCe-
AUHHamMa cmpykmuypa Ha npekypcopa cu, ce KOHKypupa ¢ 2Aloko3ama 3a BbmpekaembuHUa mpaHc-
membpaHeH mpaHcnopm, koemo goBexxga go nogmuckaHe Ha mpaHcmembpaHua BbmpekrembyueH
mpaHcnopm Ha 2Aloko3ama u noBuwaBa HeGHume u3xogHu HuBa B kpbBHama naazma.

MpocaegaBaHemo Ha KpbBHama 2AoKo3a npe- u nocmnpaguaAHo ¢ anapam Elit Ha dpupmama
Bayer nokaza 3HauumeAHo Bucoku cmolHocmu Ha KpbBHama 2aoko3a B nepuoga careg npuem Ha
mabAemku u kancyau Magonap npu nbpBume gBama nauueHmu, KOemMo U3KAKYUMEAHO MHO20 YC-
AOXHABa mumpupaHemo Ha aHmuguabemHama mepanus. B pe3yamam Ha aeueHuemo ¢ Magonap
om 10 2oguHu nbpBua nayueHm e ¢ Bucoku cmolHocMU Ha KpbBHama 2AlKO03a U NUKOYHamMa Ku-
ceAuHa, 6 pe3yamam Ha koemo om egHa 2oguHa 6oaregyBa om nogazpa u HeuHcyAauHo3zaBucum 3a-
xapeH guabem. [NMpu Bmopuam kKAUHUYeH cayyal npurazaHemo Ha Magonap 250 me 3x1m u Mago-
nap HBS 3x1k 3a AeyeHue Ha napkuHcoHoBa 6orecm goBexxga go Bucoku cmolHocmu Ha KpbBHa-
ma 2atoko3a om 16 go 31 mmoa/A Bbnpeku pegoBHume anAukayuu Ha UHCYAUH mukcmapg 20 6
gHeBHu go3u 60 E. Npu mpemuam KAuHUYeH caydal obaye aHmMuNcuxomuyHama mepanus ¢ XaAo-
nepugoA ce ompazaBa 6aazonpuamHo Ha KpbBHO-2AI0K03HUA Npodua nopagu cBolicmBomo Ha mo-
3u MegukameHm ga cHukaBa cmodHocmume Ha KpbBHama 2Al0K03a, Kamo NPUAOXKEHUEMO Ha XaAo-
nepugoAa Kbm Ha3zHaudeHue UHCYAuH mukcmapg 30 6 gosa 30E/gen Bogu go cmolHocmu Ha KpbB-
Hama 2AoKo3a CympuH Ha 2AagHo 3,4-7 MmoA/A. Tlpu cbwuam nayueHm 3apagu gbA2o20guliHama
HeBpoAenmuuHa mepanua (25 2oguHu) u mpemopHama gopma Ha hapkuHcoHoBama 6orecm moxke
ga ce npegnoAaza Haauvuemo Ha AekapcmBeHo uHgyuupaH NapKUHCOHU3bM.

B koHKpemHume kAuHu4HU caydau Magonap Bogu go BaowaBaHe npomuuaHemo Ha guabema
U e npuyuHa 3a memaboAaumHu HapyweHua (Bucoku cmolHocmu Ha 2aloko3ama 6 kpbBma u xunepy-
pukemus), gokamo Xaronepugoa u pecnekmuBHo uarama HeBpoaenmuuHa 2pyna He Bogam go Bro-
WweHo npomuuaHe Ha 3axapHua guabem. C gpyau gymu Magonapa noBauaBa gobpe HeBporo2uuHu-
me HapyweHua Npu napkuHcoHu3bm, HO BArowaBa npomuyaHemo Ha guabema, gokamo Xaronepu-
goAa cbc cBoume ekcmpanupamugHU cmpaHudHu epekmu ce ompazaBa Hebaazonpusmuo Bbp-
XypyHkuyuama Ha nogkopoBume agpa, Ho Bauae nozumuBHo Bbpxy KAUHUYHOMO NpomuYaHe Ha gu-
abema ¢ Heobxogumocm om no-HUCKU mepaneBmuyHu go3u UHCYAUH. I B mpume KAUHUYHU cAyyan

[ 1 BbJITAPCKO [IPY>KECTBO MO EHOOKPUHOJIOIMSA
105



-

e

““Peziom ema /AbstraCts_ S

ce npenopbuBa AeyeHue Ha napkuHcoHu3ma ¢ Akineton u Amantadin, 3apagu mHo20 gobpomo noB-
AuaBaHe Ha mpemopHUA CUMNMOMOKOMNAEKC. YgauHo e camocmoameaHomo BkatouBaHe Ha Requip
(Ropinirol) 2 m2 npu nauueHmu ¢ HayaAHa u3aBa Ha napkuHcoHoBa 6oAecm uAu Npu A€KO Npomuya-
wu popmu Ha 6oaecmma. B kpaeH cayuall npu mexkko npomuyawa napkuHcoHoBa 6oaecm Ha o-
Ha Ha guabemeH komopbugumem ce npenopbuBa Huckogo3upaH Magonap - Madopar 250 mg 2-
3x1/2m kombuHupaH ¢ MakcumaAHO go3upaH Ropinirol (Requip) uau makcumaaHo go3upaH Mirapexin
1 mg 3-4 x Tmg omHoB0o KombuHupaH ¢ HUCkogo3upaH Magonap.

Bb6 Bpb3ka ¢ ymexxHeHOMO KOMOpPOUGHO NpomuuaHe Ha hapkuHcoHoBama u 3axapHama 6o-
AECM U OMpuyameAHOmMo uHmepgepupaHe Ha aekapcmBeHume cxemu 3a AedeHue Ha gBeme 3a60-
AaBaHug, u He Ha nocaegHO macmo Yyecmomo BrowaBaHe Ha napkuHcoHoBama cumnmomamuka om
cbnbmcemBawume guabema HeBpoAo2UYHU YCAOXKHEHUA, € HeobXxogumo u3zomBaHemo Ha HauuoHa-
A€H KOHCEeHCYC 3a mepanua Ha komopbugumema guabem-napkuHcoHoBama 6oaecm.

Aumepamypa:
1. AambpeB, 1. 2005. Selecta medicamentorum -cnpaBouHuk 3a Aekapu, hapmaueBmu u cmomamoao3u. Co-
pus. MNopBo uzgaHue. Cmp. 539-542.
2.Y3yHoB, I'. (peg.). 1999. CnpaBouHuk Ha aekapcmBeHume cpegcmBa. Cochua. MeguuuHa u ouzkyamypa.
3.Y3yHoB, T, A. beaueBa (peg.). 1996. Mapmakorozus. Cmapa 3azopa. M3gameacmBo 3HaHue.
4. XagkueB A, (peg.) 1995. HepBHu 6oaecmu. MeguuuHa u gpuzkyamypa. Codpus.
EaekmpoHHU uzmouHuyu: www.emedicine.com

KAuHuuyHa, AabOpamopHa U NaMoOAO20aHAMOMUYHA HAX0gKa NPU MPpU CAY4an
Ha He3uguobAacmo3a 6 3para Bb3pacm

K. Xpucmo3o86, P. Magxo6*, 1. KapamopoBa, U. KpacHarueB**, M. boagxueBa,
M. XpucmoBa™***
KAuHuka no EHgokpuHoaoaug; * ll-pa KauHuka no Xupypausg; **Kamegpa no Obwa u KAUHUYHaA
namoaoaun; YMBAA ,C8. MapuHa” - BapHa; AUITICMIT - BapHa™**

He3uguobaacmo3ama e gobpe no3Hama npuvuHa 3a HEOHaMaAHa XUNO2AUKEMUA U PAJKO cpe-
waHa B 3para Bv3zpacm. MNpegcmaBame Mpu KAUHUYHU CAYYan Ha eHgo2eHeH XUNepuHCYAUHU3bM C
MeXKKU XUNO2AUKEMUU, NPU KOUMO XUCMOAO2UYHUAM Npenapam om onepamuBHua mamepuaA noka-
3a B-kaAembyHa Xunepnaaszus.

[MTopBu cayyal: 42-20gulieH MbXK C aHamHe3a 32 CYmpewHU XUNo2AUKEMUYHU enu30ogu € 2bpyo-
Be u 3azyba Ha cb3zHaHue. Caeg goka3zBaHe Ha eHgozeHHUA xunepuHcyauHuzbm, KAT u AMP He yc-
maHoBuxa Ae3uu Ha naHkpeaca u u3zBbH Hezo. CAeg HeycnewHo AeveHue ¢ Aua3zokcug u KOpMuUKoC-
mepougu npu navueHma ce npoBege onepauua Hag 50% - Ha naHKpeacHa pe3ekyua C XUuCmMoAOo2uY-
HeH pe3yamam gudy3Ha Hezuguobracmo3sa.

Bmopu cayyal: 40-2oguwiHa XeHa C aHamHe3a 3a cympewHu Xxunozaukemuu, 3a8bpwbBawu cbe
3a2yba Ha cb3HaHue. Caeg goka3zBaHe Ha eHgozeHeH op2aHuUYeH XunepuHcyAuHu3bm npoBegeHume
ob6pa3Hu u3caegBaHua He ycmaHoBaBam namoaozuuHu Ae3zuu. Cuunmuepadguama c *'I-MIBG ycma-
HoBu HampynBaHe B maromo Ha naHkpeaca. bewe omcmpaxeH Hag 50 % om naHkpeaca ¢ Xucmo-
AO2UYEH pe3yamam UHCYAUHOM Ha (poHa Ha Hezuguobaacmosa.
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Tpemu cayyau: 53-20guwieH MbX C aHamHe3a 3a Yecmu XUNO2AUKEMUYHU Komu, HeoBaagaHu
cAeg uzBbpuweHa pe3ekuua Ha onawkama u maAoMmo Ha haHkpeaca u koHcepBamuBHo aeuerue. [Noc-
AegHuam SIMP noka3zBa yeoremeHa 2aaBa Ha naHkpeaca, cuuimuzpadua cbe 'I-MIBG-HaggoHoBa
cpukcauun 8 yepHua gpob, npu HopmaaHu C-nenmug, UHCYAUH U 20-kpamHO noBuweH NPOUHCYAUH.

MpegcmaBeHume cayvau gemoHCMpupam pagko cpewaHume B KAUHUYHaMa npakmuka He3ugu-
obracmo3a npu Bb3pacmHu U owe NO-PAgGKOMO CbyemaHue Ha He3uguobAaacmos3a ¢ UHCYAUHOM.

Clinical, histological and laboratory abnormalities in three cases of adult
nesidioblastosis

K. Hrstozov, R.Madjov*, P.Karatodorova, I. Krasnaliev**, M. Boyadzhieva, M. Hristova
*Clinic of Endocrinology and Metabolic Diseases; II-nd Clinic of Surgery*;
**Department of Common and Clinical Pathology; University Hospital ,St. Marina” - Varna
*** AIPSMH-Varna

Nesidioblastosis is well recognized cause of neonatal hypoglycemia and is rare in adults. We pre-
sent three clinical cases of endogenous organic hyperinsulinism with severe hypoglycemias, caused by
nesidioblastosis .

42-y old man with history of morning hypoglycemic episodes with seizures and loss of con-
sciousness. The lab results pointed to endogenous hyperinsulinism, but CT and MRI did not show the
sourse of insulin. After ineffective therapeutic treatment, the patient was operated with 50% pancrea-
tectomy. Histological analysis revealed diffuse nesidioblastosis of the pancreas.

40-y old woman with history of morning hypoglycemias and loss of consciousness.

Endogenous organic hyperinsulinism was proven, but visualizing methods did not reveal any lesions.
Y1-MIBG - scintigraphy showed increased uptake in the body of pancreas. 50% - pancreatectomy was
performed with morphological conclusion showing coexisting insulinoma with nesidioblastosis.

A 53-y old man with history of frequent hypoglycemic comas unresolved after pancreatic head and
tail resection and conservative treatment. The last MRI reveals enlargement of pancreatic head, "'l-
MIBG scintigraphy shows abnormal liver uptake. C-peptide, insulin are in normal ranges but proinsulin
is 20 times above the upper normal limit of range.

The presented cases show rare existing entities nesidioblastosis in adult and even more rare described
insulinoma with nesidioblastosis.

YcAOXKHEHUA Ha ycmHama KyxuHa npu guabem

M. MemkoBa
KauHuka no eHgokpuHoaozus, YBAA, INaeBen

3axapHuam guabem e 3aboaaBaHe, Koemo 3acaea ueAua op2aHu3bm. YCAOXKHEHUAMA Ha YCmHa-
ma KyxuHa BkatouBam: kcepocmomus, Bb3nareHue Ha Mekume MbkaHu Kamo NepuogoHmMuUMmMu, 2uH-
2uBumu, mpygHo 3apacmBaHe Ha paHu cAeg xupypeudHu uHmepBeHuuu, yauepauuu, kaBumemu.
CAloHKama cbgbpika: eH3UMU, eAeKmpPoAUMU, MYkyc, aHmubakmepuarHU KOMNOHEHMU,KOMNOHEH-
MU OM HECAIOHUEH NPOU3X0g U gp. EH3umMume uHUUUUpam XpaHOCMUAAMEAHUA NPOUEC U UMam aH-
mubakmepaAHa yHKUUA.
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OcHoBHume catoHueHu eH3umu ca: Lactoferrin, lysozyme and lactoperoxidase. Lactoperoxidase e
oyucmumen Ha cBobogHume pagukaau. Lactoferrin 3ax8awa hydrogen peroxide (H,0,), cBbp3Ba 20
c thiocyanate u obpazyBa hypothiocyanite-equH cuaeH aHmubuomuk. Emo 3awo npu xopa ¢ Hagoc-
mambyHO cAtoHKa B ycmHama kyxuHa Bv3HukBam cepuo3Hu 3gpaBocroBHu npobaemu. YCAOXKHEHU-
ama Ha ycmHama KyxuHa npu xopa ¢ guabem ce gbAakam Ha HapyweHa pyHkuua Ha AeBkouumume,
cbgoBu yBpegu kamo pe3yamam om AOW 2AUKEMUYEH KOHMPOA.

Oral Complication in diabetes

M. Petkova
Clinic of Endocrinology, UMHAT ,G. Stranski” Pleven

Diabetes is the disease affecting all human body. Oral complications in people with diabetes
include: xerostomia, inflammation of soft tissues as gingivitis, periodontitis, long- lasting injuries after
surgical treatment, cavities. Xserostomia is a leading reason for infections in diabetic mount. Saliva con-
tains: enzymes, electrolytes, small organic molecules, other proteins, constituents of non-salivary origin.
Lactoferrin, lysozyme and lactoperoxidase are the main saliva enzymes. Lactoperoxidase is a free rad-
ical scavenger. Lactoferrin grabs the hydrogen peroxide (H,O,) and combines it to the thiocyanate and
creates hypothiocyanite-a powerful antibiotic. In people without saliva the serious oral health problems
will happen. Oral complication in diabetic patients is due to impaired anti-inflammation activity, vas-
cular damages, as a result of bad glycaemic control.

ABmoumyHeH noAu2AaHgyAapeH cuHgpom mun |

3. NMempoBa, E. CmegpaHoBa
KAuHuKa no eHgokpuHoAo2ua, guabem u 2eHemuka
Cneuuaau3upaHa 6oAHuUUa 3a akmuBHo AeveHue no gemcku 6oaecmu

ABmoumyHHuam noauzaaHgyaaper cuigpom mun | (AI1C), uzBecmen owe kamo XAM cuHgpom,

e cpaBHumenHo pagko, uzaBaBawo ce B gemckama Bb3pacm, 3a60ra8aHe.
B kAauHuuHama kapmuta Ha AIC mun | Bauzam 3 ocHOBHU (XpOHUYHA MyKOKYMaHHa KaHgugo3a, Xu-
nonapamupeougu3ibm u AgucoHoBa 6orecm), mHoxxecmBo gonbAHUMeEAHU, (gpyau aBmoumyHu eH-
goKpUHONamuu, eKmogepmaAHa gunaa3us, aBmoumyHHu KoxkHU 3aboaaBanusa, npoaBu om MT) u u3-
BecmeH 6pol uzkAtoUUMEAHO pagko HabalogaBaHu (UMyHoAO2UYHU, 6bOpeYHU, HeBpoAo2uYHU, Cbe-
gUHUMEAHO MbKaHHU 3aboAaaBaHua) cuMNMOMU U CUHgPOMU.

B caegcmBue Ha uzkalouUMeEAHOMO pa3Hoobpa3ue u cneyuduyHOCM Ha CUMNMOMUME, NOHAKO-
2a 2oAemun uHmMepBaa mexxgy Havaromo u Bmopama u3zaBa Ha 3a6oaaBaHemMo, KAKMO U Auncama Ha
cmpoza nocaegoBameaHocm B kauHudHUME npoaBu, vecmo muHaBam 2oguHu Nnpegu nocmaBaHe Ha
moyHama guazHo3a. [1pu 2/3 om cayuyaume guazHo3ama ce nocmaBa egBa caeg xocnumaauszauua
nopagu HagbbOpeuHama HegocmambyHoCcm (coAeBa Kpu3a) UAU meXKKa, pehpakmepHa Ha mepa-
nua xunokaAuuemus, aekyBaHa gbazo Bpeme 3a enuaencusa ¢ aHmukoHByacaHmu. MoHAKo2a ycno-
pegHo ¢ me3u cumnmomu ce ycmaHoBaBa u moHuAua3a, a MOXKe U 20gUHU NO-KbCHO.

MogobeH e u cAyyaa Ha 4 20gUWHO MOMUYE, HA KOemo guazHo3ama ce nocmaBu caeg 4 meceuHo
HeycnewHo AedyeHue Ha enuAencua ¢ kombuHauua om aHmukoHByacaHmu. Xunokaauemuama bewe
cayvaliHo ycmaHoBeHa npu peayaapHu HuoxumuyHu u3zcaegBaHus.
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ABmoumyHHUME NOAURAAHGUYAAPHU CUHJPOMU, C 02Aeg HapacmBawama npe3 nocaegHume 20-
guHu uvecmoma Ha aBmoumyHHume 3aboaaBaHun, ca ocobeHo akmyaAHu u ¢ Ba>kHO npakmuyecko
3HaveHue.

Autoimmune polyendocrine syndrome type |

Z. Petrova, E. Stefanova
Clinic of endocrinology, diabetes and genetics, University Pediatric Hospital

The Autoimmune polyendocrine syndrome type |, also known as APECED, is a relatively rare, pre-
sented in the childhood, disease. Three main (chronic mucocutaneous candidiasis, hypoparathyroidism
and Addison disease), multitude minor (other autoimmune endocrinopathies, ectodermal dysplasia,
skin autoimmune diseases, gastrointestinal components) and several extremely rare symptoms and syn-
dromes (immunological, renal, meurological, connective tissue) represent the clinical manifestations of
APS type I.

Diagnosis is often delayed with years due to the extreme variety and specificity of symptoms,
sometimes the great interval of time between the beginning and the second manifestation of the dis-
order as well as the lack of strict sequence of their appearance. 2/3 of patients are not diagnosed until
admitted to hospital with acute adrenal crisis or severe resistant to therapy hypocalcaemia that has
been treated for epilepsy with anticonvulsants for a long period of time. Sometimes together with these
symptoms or years later candidiasis is proved.

This is the case of a four-year-old girl who was unsuccessfully treated for epilepsy with a combina-
tion of anticonvulsants for four months before true diagnosis was established. Hypocalcaemia was dis-
covered by chance in routine blood tests.

The autoimmune polyendocrine syndromes, in the aspect of the crescent frequency of autoimmune
diseases, are a current question of practical significance.

CobpgeuHo-memaboaumHu puckobu pakmopu npu nayueHmu ¢ mun 2 3axa-
peH guabem cnopeg geuHuyuama 3a memaboAumeH CuHgpom Ha Mexgy-
HapogHama AuabemHa Degepayun

1. KamenoBa
KauHuka no guabemonozusn, YHuBepcumemcka Cneuuaru3upaHa 60oAHUUa 32 akmuBHO AeveHue no
eHgokpuHoAozua ,Akag. M16. INeHueB”

AeduHuuuume 3a memaboaumeH cuHgpom Ha C30 u EBponelickama 2pyna 3a u3zyyaBaHe Ha uH-
cyauHoBama pe3zucmeHmHocm u3zuckBam kamo 3agbAXKumeAeH guazHOCMUYEH KOMNOHEHM  UHCY-
AUHOBama pe3ucmeHmHocm, Koemo oepaHuydaBa maxHama KAUHUYHA NPUAOXKUMOCM. MeXKgyHa-
pogHama Auabemua Degepauua (MAD) cv3igage gedpuHuyua 3a memaboAumeH CUHGPOM C AECHO
U3NbBAHUMU Kpumepuu, u3mbkBalku porama Ha ueHmpaArHOMo 3amabcmaBaHe.

Llea Ha npoyuBaHemo bGewe ga ce xapakmepu3upa memaboAumHua CUHgPOM NPU NauUueHmMu ¢ mun
2 3axapeH guabem cnopeg geguHuuuama Ha MAD u ce ycmaHoBu gaau ma 6u moz2aa ga ugeHmu-
uuupa Auya ¢ uHcyauHoBa pezucmeHmHocm.

Mamepuas u Memogu: Memaboaumuuam cuHgpom (MC) 6e xapakmepu3supaH npu 383 nauueH-
ma ¢ mun 2 3axapeH guabem (194 »keHu, 189 mbxke) Ha Bb3pacm: 62,2+10,4 2, I'TM: 30,8+4,8 ke/m’
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(cpegHu£SD). 50 Auua ¢ HopmaaeH 2Aatoko3eH moaepatc (HIT) yuacmByBaxa kamo KOHMpoAHA 2py-
na 3a uHcyauHoBa uyBcmBumeanocm. Ta be onpegeaeHa CbC ,3AamMHUA CMaHgapm” - XunepuHCyAu-
HEMUYHA ey2AUKeMUYHA KAAMN mexHUKa U XOMeCmO3HUA MogeA Ha uHcyAauHoBa pe3ucmeHmHocm
(HOMAMIR).

Pezyamamu: TMpuaazatku kpumepuume Ha MAD, MC 6e guazHocmuuupaH npu 76,5% om nauu-
eHmume ¢ mun 2 3axapeH guabem (82% >xeHu u 70,9% mbxxe). Hat-Bucok npoueHm om nayueHmu-
me (75.1%) ce xapakmepu3upaxa ¢ hoBuweHo apmepuarHO HarnzaHe, caegBaHu om me3u C NOHU-
»keH HDL xoaecmepoa (63,5%), noBuweHu mpuaauyepugu (62,5%) u KombUHUpaHa gucAunugemus
(42,3%). Hat-uecmuam cbpgeuHo-memaboaumeH puckoB akmop npu >keHckua noa 6e noBuweHo-
MO apmepuaAHO HaAfcaHe (84,9%), a npu mbxxkua-noHuwkeHuam HDL xoaecmepon (76,9%). VIHcyau-
HoBama uyBcmBumeaHocm, uzpazeHa kamo KoaudecmBo memaboau3zupaHa 2A0k03a 6e cuzHudu-
KaHMHO no-Hucka npu Auua ¢ MC 8 cpaBHeure ¢ ma3u Ha auua 6e3 MC u auua ¢ HI'T, a HOMAIR
6e cuzHuukaHmHo no-Bucok.

3akaroyeHue: KomnoHeHMume Ha gedpuHuyuama 3a memaboaumeH cuHgpom Ha MAD ca Hanba-
HO gOCMBNHU U AECHO NPUAOXKUMU B pymuHHama KAUHUYHA npakmuka, koemo a npaBu MHO20 no-
A€3HO gua2HOCMuUYHO cpegcmBo 3a paHHO AeyeHue Ha CbpgeuyHo-memaboArumHume puckoBu dak-
mopu. HezaBucumo, ye uHcyauHoBama pe3zucmeHmHocm He e BkatoueHa 68 ma3u gedpuHuuua, ma 6u
Mo2Aa ga ugeHmudpuyupa u Auua ¢ uHcyauHoBa pezucmeHmuocm.

Cardiometabolic risk factors in patients with type 2 diabetes mellitus according
to the definition for metabolic syndrome of International Diabetes Federation

P. Kamenova

Department of Diabetology, University Specialized Hospital for active treatment in Endocrinology
,Acad. Iv. Penchev”

The definitions for metabolic syndrome of WHO and European Group for the study of Insulin Resis-
tance require as an obligatory component insulin resistance which is limited their clinical applicability.
The International Diabetes Federation (IDF) created definition for metabolic syndrome with easily
applicable criteria pointing out the role of central obesity.

Aim of the study was to characterize metabolic syndrome in patients with type 2 diabetes mellitus
according to the definition of IDF and to establish if it could identify subjects with insulin resistance.
Material and Methods: The metabolic syndrome (MS) was characterized in 383 patients with type 2
diabetes (194 females, 189 males) aged 62,2+10,4 yrs, BMI: 30,8£4,8 ke/m* (meanxSD). 50 subjects
with normal glucose tolerance (NGT) participated as a control group in terms of insulin sensitivity. It
was determined with ,gold standard” - a hyperinsulinaemic euglycaemic clamp technique and home-
ostasis model assessment of insulin resistance (HOMA-IR).

Results: Applying criteria of IDF, metabolic syndrome was diagnosed in 76,5% of type 2 diabetic
patients (82% females and 70,9% males). The highest percent of the patients (75.1%) were charac-
terized by raised blood pressure, followed by those with reduced HDL cholesterol (63,5%), raised
triglycerides (62,5%) and combined dyslipidaemia (42,3%). Insulin sensitivity, expressed as an amount
of glucose metabolized, was significantly lower in subjects with MS in comparison to that of subjects
without MS and NGT subjects, and HOMA-IR was significantly higher.

Conclusion: The components of the definition for metabolic syndrome of IDF are accessible and easi-
ly applicable in routine clinical practice, that makes it a very useful diagnostic tool for early treatment
of cardiometabolic risk factors. Nevertheless that insulin resistance is not included in that definition, it
could identify subjects with insulin resistance, as well.
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AMOYAaMOpPHOMO MOHUMOpUpaHe Ha apmepuaAHOMO HaAfZaHe Kamo Mme-
Mog 3a guazHOCMUYUpPaHe Ha apmepuaAHa XunepmoHuUA Npu Auya € npegua-
6em u 3axapeH guabem

H. CmoudneB, H. YakwvpoBa, L. TaHkoBa
KAUHUYEH ueHMBbpP No eHgokpuHoaoz2ua, MeguuuHcku YHuBepcumem, Codpun

BwvBegeHue: ApmepuaaHama xunepmoHusa e pakmop, 3HavumenaHo yBeauvaBaw, cbpgeuHo-Cb-
goBua puck npu Auua ¢ omkAroHeHusa 816 BbeaexugpamHua moaepaHc. Yecmo xunepmoHuama npo-
muya 6e3CUMNMOMHO UAU C HexapakmepHu cybekmuBHu onaakBaHua, nopagu Koemo mMoxe ga oc-
maHe HeguazHOCMuUUUpaHa gbazo Bpeme.

Llea Ha Hacmoawomo u3caegBaHe e npocaegaBaHe Ha Yecmomama Ha HeguazHoCcmuyupaHa ap-
mepuaAHa XunepmoHua cpeg Auua ¢ npeguabem u 3axapeH guabem.

Mamepuaa u memogu: N3caegBanu ca 114 auua (58 mbxke u 56 >keHu), Ha cpegHa Bb3pacm Bb3-
pacm 46,85+12,78 2oguHu (mexxgy 18 u 75 2oguHu), 6e3 guazHocmuuupaHa apmepuasHa Xunepmo-
Hua u 6e3 npuem Ha megukameHmu Cc aHmuxunepmeH3uBeH egpekm no HukakbB noBog. V3cregBa-
Hume ca pa3npegeAreHu B8 uemupu 2pynu - 24 auua c npeguabem (13 ¢ HapyweHa 2AUKeMUA Ha 2Aag-
Ho - HIT u 11 ¢ HapyweH 2A0k03eH moaepaHc - HIT), 16 - cbe 3axapeH guabem mun 1, 54 - cbe
3axapeH guabem mun 2 u 20 3gpaBu KOHMPOAU C HOPMAAEH 2AOKO3eH MoAepaHc, HO ¢ noBuweH
puck om pa3zBumue Ha 3axapeH guabem. [NpoBegeHo e 24-yacoBo xoAmep MOHUMOpUpPaHe Ha ap-
mepuarHomo HaaszaHe (Oscar, SunTech Medical Instruments, USA) - ugmepBaHemo Ha apmepuaaHo-
Mo HaAfszaHe e npe3 15-muHymeH uHimepBaa npe3 gena (07,00-22,00) u npe3 30-muHymeH uHmep-
Baa npe3 Howma (22,00-07,00). OmuemeHu ca CUCMOAUYHOMO, gUACMOAUYHOMO U CPEgHOMO ap-
mepuaAHO HaAfs2aHe, Kakmo u nyacoBama vecmoma.

Pesyamamu u obcwvkgaHe: ApmepuaaHa xunepmoHua ce ycmano8aBa npu 57 auua (50% om u3-
caegBaHume), cpeg koumo 13 ¢ npeguabem (54,1% om 2pynama) - 8 ¢ HIT u 5 ¢ HIT; 5 cbe 3axa-
peH guabem mun 1 (31,3%) u 30 cbe 3axapeH guabem mun 2 (55.5%); u 9 3gpaBu koHmpoau (45%).
MackupaHa xunepmoHua ce HabatogaBa npu 17 auua (29,8% om xunepmoHuuume) - 1 ¢ npegua-
6em, 2 cbc 3axapeH guabem mun 1, 10 cbe 3axapeH guabem mun 2 u 5 3gpaBu koHmpoau. Cpeg
HopmomeH3uBHume Auua npu 17 ce HabAatogaBa xunepmoHua Ha 6arama npecmunaka (XBIT) - 4 ¢
npeguabem (no gBama c HIT u HIT), 1 cbc 3axapeH guabem mun 1, 9 cbe 3axapeH guabem mun 2
u 3 3gpaBu KOHMpOAU.

Cpeg uzcaegBaHume ce ycmanoBaBam 53 non-dippers (46,5%), om koumo 8 Auua ¢ npeguabem
(4 cHIT u 4 c HIT) - 5 xunepmoHuUuU U 3 C HOPMaAHO apmepuaAHO HaAszaHe, 10 Auua CbC 3axapeH
guabem mun 1 - 4 xunepmoHuUUU U 6 C HOPMAAHO apMmepuaAHO HaAfzaHe, 28 Auua CbC 3axapeH gu-
abem mun 2 - 15 xunepmoHuuu u 13 ¢ HOpMaAHO apmepuaAHo HaAa2aHe, 7 3gpaBu KoHmpoau - 2
XUNepmoHuUUU U 5 ¢ HOPMAAHO apMmepuaAHO HaAf2aHe.

Pesyamamume om Hacmoawomo npoy4BaHe nokazBam, ye ambyramopHOMO MOHUMOpUpaHe
Ha apmepuasHomMo HaanzaHe ce aBaBa BaxxeH memog 3a guazHoCMuuupaHe Ha HeycmaHoBeHa ap-
mepuaAHa XunepmoHua Npu Auua ¢ npeguabem u 3axapeH guabem. Had-Bucoka yecmoma Ha ycma-
HoBeHa c xoAmep-moHUMOpUpaHe xunepmoHua ce HabAtogaBa npu npeguabem (54,1%) u 3axapeH
guabem mun 2 (55,5%), HaU-Hucka yecmoma - npu 3axapeH guabem mun 1 (31,25%). Yecmomama
Ha non-dippers e no-Bucoka npu Auuama c uzabeH 3axapeH guabem B cpaBHeHue ¢ Auuama c npegu-
abem u 3gpaBume koHMpoau ¢ noBuweH puck om guabem.

KatouoBu gymu: ambyaamopHO MOHUMOpUpaHe Ha apmepuarHOMO HaAf2aHe, XUnepmoHus, 3axapeH
guabem, npeguabem
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