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A1 — pgucepTaumoHeH Tpya 3a npuagobueBaHe Ha
OHC ,dokTop”

»AH/IPOT€HHH HIBA NPU Mb3Ke C OCTbP U XPOHUYEH KOPOHApPeH CHHAPOM

AKTyaqHOCTTa Ha TpoOiIemMbT 3a aHaporeHute npu Mbxe ¢ octbp (OKC)m xponuyen
kopoHapeH curipoM (XKC) e cebp3aHa U3sCHsIBaHe naTtorene3ara u npoduinaktuka Ha MbC.
Hanune ca gannu 3a GnaronpusareH eQeKkT Ha aHJIPOTeHUTE BbPXY ChpAeYHATa MyCKyJaTypa
U BacKyJapu3alus, HO ¥ TIOBHILIEH PUCK Ipu cyOcTuTynus. B Ta3u Bpb3ka cu mocTaBUXMeE 3a
Len Ja u3cieABaMe pojsita Ha aHjaporeHutre npu aganrtanusatra kbM OKC kakto u 3a
pazButueTo Ha UBC nipu mbke cbe octhp U XKC. Uscnensanu ca 105 mamuentu - 72 ¢ OKC,
32 ¢ XKC u 35 xoHTponH. YCTaHOBUXME IMO-HUCKH CTOMHOCTH Ha BCHYKH (paKIUU Ha
tectoctepona (T), mo-Bucoka yecToTa Ha xunorecroctepoHemusTa npu namueHtu ¢ OKC .
Haii- Hucku ca nocouenure gpakuuu Ha T W apoMaTuU3allMOHHUS HMHJEKC B Ipynara Ha
nanueHtute cbe ST-enmeBarus, crnpsmo OKC 6e3 ST-eneBamus. B rpymara ma XKC
apoMaTU3alMOHHUS MHJIEKC KOpelldpa C HIKOM JIMIUAHU Mokas3arenu. [lo-Huckure HUBa Ha
SHBG ce cBbp3Bar ¢ nmo-nom MerabonuteH npodun B rpynara XKC, moxaro B OKC mo-
Bucokute HIBa Ha SHBG ca mapameTsp oTpa3sBaill ¥ JOMBIBAI PUCKOBATa XapaKTEPUCTHKA.
OcHoBuu nerepmuHanTd Ha DHEA-S ca Bb3pactTa u raomepynHaTta Quuiitpauusi B rpynuTe
OKC u AKB, nokato 3a rpynara Ha XKC toBa e camo Bb3pacrra. [lo-BucokaTa CTOIMHOCT Ha
otHomeHuneto kKopTu3oi/DHEA-S ce cBbp3Ba ¢ mo-noma pruckosa x-ka Ha manueHTute ¢ OKC.
Pesynrarture oT u3cienBaHeTo gaBaT OCHOBATa 3a MPOBEXKIaHE Ha MPOYYBAHUS, KOUTO OMxa
MOTJIH 1a U3SICHSAT BaYKHU acleKTH B peryJiallisaTa Ha roHaJjaHaTa QyHKIMS M eKCTParoHaJHUTE
e(eKTH Ha CTEpOUHNUTE XOPMOHU B KoHTeKkcTa Ha MBC.

"Androgen levels in men with acute and chronic coronary syndrome"'

The relevance of the problem of androgens in men with acute (ACS)and chronic coronary
syndrome (CCYS) is related to the clarification of the pathogenesis and prevention of CHD.
There is evidence of a beneficial effect of androgens on cardiac muscle and vascularization,
but also an increased risk in substitution. In this regard, we aimed to investigate the role of
androgens in adaptation to ACS as well as in the development of CHD in men with acute and
CHD. We studied 105 patients, 72 with ACS, 32 with CHD and 35 controls. We found lower
values of all testosterone (T) fractions, higher incidence of hypotestosteronemia in patients
with ACS . T fractions and aromatization index were the lowest in the group of patients with
ST-elevation compared to non-ST-elevation ACS. In the CCS group, aromatization index
correlated with some lipid parameters. Lower SHBG levels were associated with a worse
metabolic profile in the CCS group, whereas in the OCS group higher SHBG levels were a
parameter reflecting and complementing the risk characteristic. The main determinants of
DHEA-S were age and glomerular filtration rate in the OCD and ACS groups, whereas for the
HCS group it was age alone. A higher value of the cortisol/ DHEA-S ratio was associated with
a worse risk x-co of ACS patients. The results of this study provide the basis for studies that
could elucidate important aspects in the regulation of gonadal function and the extragonadal
effects of steroid hormones in the context of CHD.



B3 — MoHorpacus

Opranmnpaﬂ MpEexXoa KbM I'puzka 3a Bb3PaCTHHU IPU PEIKA CHIOKPUHHHU 3a200/1sIBaAHNSA

Hepemenute npo0iaemu cBbp3aHu ¢ OPTaHU3UPAHUS IPEXO]] MEKIY 3IpaBHU CUCTEMHU € €THO
OT  Hali-HEOTJIOXXHUTE IPEAU3BUKATEICTBA B CBBPEMEHHOTO 3japaBeonasBaHe  Ilpu
MAUEHTUTE C PEAKU CHIOKPUHHM 3a00JISIBaHUSA U TAXHOTO NMPEXBBPISIHE KbM KIMHUKA 32
BB3pAaCTHU OT MEAUATPUYHHU TPUKM Ca HAIULIE U JONBJIHUTEIHU NPEIU3BUKATEJICTBA.
Mouorpadusara ce mnoguepTaBa HEOOXOIUMOCTTa OT IMpepasriekJaHe Ha Ha TBbpAATa
BB3pacTOBa I'paHula OT 18 roAuHM, KOSITO KOHTPACTHPA C IIOCTEIIEHHUS U CIOKEH XapaKTep
Ha CBh3PSBAHETO, OCOOCHO MPHU HAJMYKME Ha XPOHUYHU 3a0onsBaHus. BpBexaa ce mOHATHETO
,IIPEXo1"“ B MEAUIIMHCKAaTa MpaKTUKa Cliel Mperiel Ha HaJu4yHaTa JUTepaTypa, HErOBUTE
MPUHIMIK, KIOYOBH YYaCTHHULIM W MEXAYHAPOJAHM MOJEIW 3a YCHENIHO IpuiaraHe.
Pasrnenanu ca GMOJOrMYHUTE, ICUXOJIOTMUYECKUTE U COLUAIIHUTE ACIIEKTH Ha IOHOIIECTBOTO,
MOCTaBsl C€ aKIEHT BbpPXY FOTOBHOCTTA HAa MAI[UEHTHTE, MPHUEMCTBEHOCTTa HA TPIKUTE U
poisitTa Ha LUQPPOBUTE TEXHOJOTMM M MYITUAMCUMIUIMHApDHUTE ekunu. J[IBe penxu
€HJIOKPUHHHU CBHCTOSIHUSI - BpOAEHAa HaAOBOpedYHa XUMepIia3usi U XUIMOMUTYUTApU3bM - ca
aHATM3UpPaHU B IBJIOOYMHA, KAaTO KIMHUYHHM CIIy4ad WIIOCTPUPAT PHUCKOBETE OT JIOMIO
yIpaBJsiBaHU npexoau. B3 ocHoBa Ha mpoBeneHus 0030p Ha JUTepaTypaTa W aHaiau3a Ha
cuTyauusTa B bearapus, npeictaBeHUTE IPUMEPU U CHELMPUKUTE HA PEAKUTE €HAOKPUHHU
3a00JIABaHUS € IPEATIOKEHU U aITOPUTHM 32 OOTHUYHA OpraHM3alMs Ha Mpolieca Ha Mpexo/a.

Transition to adult care for rare endocrine diseases

The unresolved issues related to the orderly transition between health systems is one of the
most pressing challenges in modern health care For patients with rare endocrine diseases and
their transfer to an adult clinic from pediatric care, there are additional challenges. The
monograph highlights the need to reconsider the rigid age limit of 18 years, which contrasts
with the gradual and complex nature of maturation, particularly in the presence of chronic
disease. It introduces the concept of 'transition' into medical practice after reviewing the
available literature, its principles, key players and international models for successful
implementation. The biological, psychological, and social aspects of adolescence are explored,
with an emphasis on patient readiness, continuity of care, and the role of digital technologies
and multidisciplinary teams. Two rare endocrine conditions, congenital adrenal hyperplasia
and hypopituitarism, are analyzed in depth, with clinical cases illustrating the risks of poorly
managed transitions. Based on the literature review and analysis of the situation in Bulgaria,
the examples presented and the specificities of rare endocrine diseases, an algorithm for
hospital management of the transition process is proposed.



[6 - KHura Ha 6asaTa Ha 3aluTeH aucepTaymMoHeH
Tpyn 3a OHC ,OokTop”

AHJIPOTreHHM U KOPOHAPHA apTepuaJiHa 00JiecT

Hacrosmara kaura e Hanucana Ha 06azaTa Ha JUCEPTallMOHEH TPYI ,,AHAPOTCHHH XOPMOHHU
IIPU MBXKE C OCTBhP U XPOHHYEH KOpOHapeH cunapoM™. Llenta Ha Ta3u KHUTA € 1a 00001 1
IPEACTaBH MOCJIEAHUTE HAYYHH JaHHH 32 POJISiTa Ha TECTOCTepoHa B martoreHe3ara Ha AKbB
KaKTO B NMATOT€HETHYEH, TaKa W B €THOJOTHYEH, MPOTHOCTHYEH M MPO(UIAKTHYCH IUIaH.
[IpencraBeHn ca HOBHM aCMEKTH IO OTHOIICHHE HAa B3aUMOJACHCTBHETO MEXKIY ITOJIOBHTE
XOPMOHHM y MBXKa M KOpOHapHara apTepuaiHa Oosect. PasrienaHu ca eKCIEpUMEHTAIHU
pe3ynTaTd OT M3CJe[BaHE Ha aHJPOTCHW B KOHTEKCTa Ha OCTPUS KOPOHApEH CHUHAPOM B
CBeTNIMHATA HAa AaKTyaJlHHTEe HayyHu pa3oupanms. OOChIEHM ca acHeKTH Ha
XHUIIOTECTOCTEPOHEMHSATA M BPb3KaTa M C ChPJACYHO-CHIAOBH PHCK, KaKTO U BIUSHHUETO Ha
TECTOCTEPOH-3aMECTUTEIIHOTO JICUCHHE BbPXY ChP/ICYHO-CHI0BATA CUCTEMA. M3uepnaTenHusT
aHamM3 Ha CHOpaHWTE JaHHU IOAYEpTaBa MHOTOCTPAHHUS W JWHAMHYEH XapakTep Ha
XOPMOHAJIHUTE BapHallMy IMPU MAIMEHTH ¢ KOpoHapHU cuHIpomu. [IpeacraBenarta cioxHa
B3aMMOBPB3Ka MEK/Yy XOPMOHATHUTE HUBA, METAOOJIIMTHUTE ChCTOSIHUS M CHPICYHOCHIOBOTO
3apaBe IMoa4YepTaBa HEOOXOAMMOCTTa OT XOJMCTUYEH TOAXOJ MpPH IHArHOCTUKATa W
JICYECHUETO Ha TAMEHTH C KOPOHAPHU CHHIPOMH.

Androgens and coronary artery disease

This book is written on the basis of a dissertation "Androgenic hormones in men with acute
and chronic coronary syndrome". The aim of this book is to summarize and present the latest
scientific data on the role of testosterone in the pathogenesis of ACD, both in pathogenetic,
etiological, prognostic and prophylactic terms. New aspects regarding the interaction between
male sex hormones and coronary artery disease are presented. Experimental results from the
study of androgens in the context of acute coronary syndrome are discussed in the light of
current scientific understanding. Aspects of hypotestosteronemia and its relationship to
cardiovascular risk are discussed, as well as the impact of testosterone replacement therapy on
the cardiovascular system. A comprehensive analysis of the data collected highlights the
multifaceted and dynamic nature of hormonal variations in patients with coronary syndromes.
The presumed complex interrelationship between hormone levels, metabolic states and
cardiovascular health highlights the need for a holistic approach to the diagnosis and treatment
of patients with coronary syndromes.



[7 — [llybnukauun wn goknagu, nybnukyBaHu B
Hay4YHU uU3gaHuda, pedepupaHn U UHOEKCUpaHU B
CBETOBHOM3BECTHM ©0a3nm [JaHHM C  HaydHa
nHdopmaLms

1. Histological Changes in Severe Diabetic Fetopathy: An Autopsy Case
Report

Maternal diabetes is one of the most common and dangerous risk factors during
pregnancy, as often there are no generalized signs. Diabetic fetopathy is a severe, poorly
defined complication of gestational diabetes or preexisting maternal diabetes mellitus, with an
ill-defined histological spectrum of changes. Herein we report a case of severe diabetic
fetopathy diagnosed upon autopsy of a recently miscarried fetus. On histology, the liver
revealed severe generalized macrovesicular steatosis and number of small cysts. The pancreas
revealed not only Langerhans isle hyperplasia, but also Langerhans amyloidosis, evident of the
severity of maternal diabetes and fetal hyperglycemia. The adrenal glands revealed hyperplasia
in zona glomerulosa, due to aldosterone overproduction, evident of fetal hypertension. The
currentcase is an extreme example of an undiagnosed and untreated gestational diabetes
mellitus. The severity of histological changes, in this case, is suggestive of further extension of
the diagnostic criteria of diabetic fetopathy to include more subtle changes that can be observed
clinically and even a combination of maternal-newborn factors.

XHCTOJIOTMYHM NMPOMEHH NPH TeKkKa AuadeTHa (eronaTusi: AyTONCHOHEH KJIMHUYEH
cayyan

MaitunHusT 1uabeT € euH OT Hall-uecTo CpellaHUTe U ONACHU PUCKOBU (PAKTOPH MO
BpeMe Ha OpeMEeHHOCT, Thil KaTo yecTo HAMa oOmu mpusHaiu. J(naberHaTta eromaTus e
TEXKO, CJ1a00 Je()UHUPAHO YCIIO)KHEHHE Ha I'eCTAl[MOHHMS AMa0eT WM Ha ChIIECTBYBAILl
Ipeay TOoBa MalyMH 3axapeH auaber, ¢ HepoOpe JepUHHpaH XUCTOJOTMYEH CHEKThp OT
npoMeHu. Tyk choOlaBame 3a ciiydail Ha TexKa 1uadeTHa ¢peTonarus, TMarHoCTUIMpaHa Ipu
ayTOIICUS Ha HACKOPO abopTupai miof. [Ipu XucTonornyHoTo u3cieaBane Ha YepHus Apoo ce
YCTaHOBM TEXXKa I€HEPATN3UPAHA MAKPOBE3UKYJIapHA CTEATO3a U MHOXKECTBO MAJIKM KHCTH.
[TankpeachT moka3a HE caMO XHUIepIuIa3us Ha JIaHrepXaHCOBUTE OCTPOBHU, HO M aMHJION103a
Ha JIaHrepXaHCOBHUTE OCTPOBH, KOETO CBUJETENICTBA 3a TEXKECTTa Ha MaWuuMHUSA AuadeT U
¢derannara xunepriaukemus. HanObpOpeuHuTe >kje3um pa3Kpuxa XUIEpIUla3us B zona
glomerulosa, nbmKamnia ce Ha CBPBXIPONU3BOJICTBO Ha AIJIOCTEPOH, KOETO € JI0Ka3aTeJICTBO 3a
¢deranna xuneproHus. HacrosmusaT ciaydaid € KpaeH NpUMep 3a HEAMArHOCTHLHPaH M
HeJeKyBaH IeCTallMOHEH 3axapeH nuaber. TexkecTra Ha XMCTOJIOTHMYHUTE NMPOMEHHU B TO3U
cllyyail mpejnosara no-HaTaThUIHO pa3LIMpsBaHE HA TUATHOCTUYHUTE KPUTEPUH 3a AMa0eTHA
¢deronarus, 3a Aa ce BKIOYAT MO-PUHU IPOMEHU, KOUTO MOTaT Jia ce Ha0JI10/1aBaT KIMHUYHO,
U J10py KOMOMHAaIuUs OoT GaKkTOpH, CBbP3aHU C MaiikaTa 1 HOBOPOJIEHOTO.



2. Mapping of the current transition of care practice for patients with pituitary
disease at Endo-ERN reference centers

Rare endocrine conditions present specific diagnostic and management challenges to
healthcare providers, especially regarding transition. Despite the need for practical guidance
on this subject, consensus on structured approaches to transition are lacking. The aim was to
map the current clinical practice, and identify the unmet needs regarding transition of care for
patients with pituitary disease in the reference centers (RCs) of the European Reference
Network on Rare Endocrine Conditions (Endo-ERN). A survey-based, cross-sectional study
using the EU Survey tool was performed, and completed by 46 physicians (n) from 30 RCs
(N). The respondents were pediatric and adult endocrinologists, representatives for Main
thematic group 6 (MTG6) for their respective centers. The survey demonstrated that transition
is a common practice among Endo-ERN centers (n=44/46), usually accomplished by a
multidisciplinary team meeting (N=20/30). Criteria for start and end of transition were defined
in half of the RCs (N=15/30), with 20% (N=5/30) of centers providing conflicting answers.
Another aspect — the transition readiness was assessed in more than 75% of the RCs (N=26/30).
That was done primarily by unvalidated tools such as subjective opinions and informal
consultations. Pituitary specific transition assessment tool was applied in one center only.
Transition protocol was present in 9% of RC. Decisions about transition management were
taken at combined meetings, or based on clinicians’ personal judgment in 91% RCs. A minority
of physicians evaluated the effectiveness of transition-related interventions (n=11/46), or
medical outcomes (n=8/46). Patient reported outcome measures were least often used (n=4/46).
Unmet needs included development of guidelines (n=5/46), and EU-wide approach (n=2/46).
This study exemplifies the unmet needs for a structured approach to transition of patients with
rare hypothalamic and pituitary conditions from healthcare providers and patients’ perspective.
It also demonstrates the need for further research on the definitions of successful transition of
care and factors facilitating the successful transition.

Kaprorpajgupane Ha HacTOAIIATA NMPAKTHKA 32 NMPeXoJ KbM IPHKHM 32 NAIMEHTH CbC
3a0ossiBaHMs Ha xunodgusara B pepepenTHuTe HeHTpoBe Endo-ERN

Penxure eHOOKPUHHU CBHCTOSIHHSI TPEICTaBISIBAT CHEHMU(PUYHO TPEAU3BUKATEICTBO 3a
JOCTaBYMIIUTE HA 3/IpaBHU YCIYTH IO OTHOIIEHWE HA AMArHOCTUKATa U JIEUEHUETO, 0COOEHO
M0 OTHOIIIEHWE Ha Mpexoja. Bbmpekn HEOOXOAWMOCTTa OT MPAKTUYECKH HACOKHU MO TO3U
BBIIPOC, JTUIICBA KOHCEHCYC OTHOCHO CTPYKTYpUpPAaHUTE MOJAXOAM 3a mpexof. Llenra Oeme na
ce ouepTae HacTosIaTa KIMHUYHA MPAKTUKA U Ja c€ UISHTU(DUIUPAT HEYIOBICTBOPEHUTE
HYK]TU 110 OTHOIIIEHUE Ha MPEeX0/1a KbM I'PHXKH 3a IMAllUEHTH ChC 3a00JIIBaHUs Ha XUnodu3aTa
B pedepentuute nearpose (PK) na EBponeiickata pedepentHa Mpexa 3a peIku eHIOKPUHHU
3abonsBanus (Endo-ERN). [IpoBeneHo e kpbcTocaHo mpoydBaHe, 0a3upaHo HAa aHKETa, KaTo
e m3non3BaH MHCTpyMeHTHT EU Survey u e mombineHo ot 46 nekapu (n) ot 30 PK (N).
PecrionnentuTe 0s1Xa €HIOKPHUHOJIO3U 3a Jiella U BB3PacTHH, HpencraButenn Ha OCHOBHA
temaTuyHa rpyna 6 (MTG6) 3a cboTBETHUTE UM IIeHTpoBe. [[poydBaHEeTO MoKa3a, ue mpexoabT
€ 4ecTo cpellaHa npaktuka cpes nenrposere Ha Endo-ERN (n=44/46), koaT0 0OMKHOBEHO ce
OCBIIECTBsIBA Upe3 cpema Ha myntuauciuummaape exun (N=20/30). Kputepuute 3a Hauano
¥ Kpail Ha mpexoja ca onpenenenu B nmoiosuHata ot PK (N=15/30), kato 20 % (N=5/30) ot
[IEHTPOBETE Ca Jalli MPOTUBOPEUNBU OTTOBOPH. J[pyTr acleKT - TOTOBHOCTTA 3a Mpexo Oerre
oueHeHa B moseue oT 75% ot PL[ (N=26/30). ToBa e HampaBeHO NPETUMHO dYpe3
HEBAJIMIUPAHU HWHCTPYMEHTH Karo CyOEKTHBHM MHEHHsS W He(pOpMallHU KOHCYITAIUH.



HMHCTpyMEHTHT 3a OlLleHKa Ha crienn(UIHUs 3a Xunodusara npexo € MpUIoKeH caMo B €UH
ueHTwp. [IpoTokon 3a mpexox e umano B 9% ot PK. Pewenusra 3a ynpasnenue Ha mpexoja ce
B3€Maxa Ha KOMOMHHUpPAHU CPELY WM Bb3 OCHOBA HA JIMYHATA MIPELICHKA Ha JiekapuTe B 91%
ot PK. Manka gact oT iekapute ca oueHsBaJid e()eKTUBHOCTTA HA HHTEPBEHIIMUTE, CBBP3aHU
¢ npexona (n=11/46), win menuuuHckute pesynratu (n=8/46). Haii-psanko ca u3mos3BaHU
MEpKH 3a pe3yiaTaTHTe, AOKIaJABaHH OT nainueHtute (n=4/46). HeynoBneTBopeHUTE HYXIU
BKJIFOYBAT pa3paboTBaHe Ha HAcoku (n=5/46) m obmoeBponeiicku noaxoxa (n=2/46). Tosa
MIPOYYBaHE WIIOCTPUpPA HEYAOBJIETBOPEHUTE HYKIU OT CTPYKTYpUPAH MOAXOJ] KbM Mpexoaa
Ha TAIMEHTH C PEeIKU ChCTOSHHUS Ha XHUIOTajJamyca M XurnoduszaTa OT IJVIEHA TOYKAa Ha
JOCTAaBYMIIUTE HA 3[PaBHU yCIYTH U MaueHTUTEe. TO ChIO Taka MoKa3Ba HEOOXOJUMOCTTA OT
MO-HATATHIIHU M3CJICABAHUS Ha ONpEICNCHHUATAa 3a YCHEIIeH INPEeXoJ Ha TPIKUTE U
(bakTopute, ylIeCHsBAIN YCIICUTHUS TPEXO/I.

3. Evaluation of the First Year of Growth Hormone Treatment in Prader-Willi
Syndrome Patients Followed at an Expert Center of Rare Endocrine
Diseases

Introduction:

Prader-Willi syndrome (PWS) is a rare imprinting disorder with increasing incidence.
Treatment with recombinant human growth hormone (rhGH) improves growth, body
composition, and final height. It has been approved by the FDA since 2000, though it remains
unofficially indicated in many countries.

Aim:

To assess the effects of rhGH treatment after the first year in PWS patients followed at an
Expert Center for Rare Endocrine Diseases, part of the European Reference Network (Endo-
ERN).

Patients and Methods:

This retrospective study included 18 genetically confirmed PWS patients (11 with deletion, 2
with UPD, 5 with positive methylation test) treated for at least one year with rhGH. Dosing,
auxological parameters (weight, height, BMI), IGF-1 levels, and safety data were monitored.
Results:

Patients’ age at diagnosis ranged from 0.08 to 14 years. Girls were diagnosed later than boys
(mean 8.0 vs. 1.9 years, p=0.05). rhGH was started at a mean age of 5.15 years and dose of
0.025 mg/kg/day. After one year, mean height gain was 10.01 cm (higher in boys, p=0.047),
SDS IGF-1 increased significantly (p=0.001), and SDS BMI decreased significantly (p=0.005).
No adverse events occurred.

Conclusion:

Early diagnosis and initiation of rhGH in PWS leads to greater height gain and faster BMI
reduction, particularly in boys. Broader access to reimbursed rhGH treatment and improved
specialized care are needed.

OueHka Ha nbpBaTa roAuHa OT NEYEeHUETO C pacTeXXeH XOPMOH npu
nauvMeHTM cbC cuHapom Ha lMpapep-Bunu, HabnwaaBaHuM B eKcnepTeH
LEeHTBbp No peaKku eHAOKPUHHU 3abonsiBaHusA



BbBenenmue:

CunapomsbT Ha [Ipanep-Bunmu (PWS) e psako pa3cTpoiicTBO Ha IMIIPUHTHHTA ¢ HapacTBalla
gyecrora. JledeHneTo ¢ peKoMOMHAaHTEH 4oBewmKM pactexxeH xopmoH (thGH) momoOpsiBa
pacTexa, TeJIECHUS ChCTaB U KpaitHus pbeT. To e ogodpeno ot FDA nipe3 2000 r., BIpekn ue
ocTaBa HEO(PHIIUATHO MOKA3aHO B MHOTO CTPaHH.

Hea:

Ha ce onensat edekrure ot neuenuero ¢ thGH crnen mepBaTta roguHa npu narueraTu ¢ PWS,
HaOmonaBaHu B EkcmepTeH NEHTbpP 3a pEAKHd EHAOKPUHHHM 3a00JsBaHUS, 4YacT OT
EBporneiickara pedepentaa mpexa (Endo-ERN).

ITanuenTu u MetToau:

ToBa peTpoCIEKTUBHO MPOYYBaHE BKJIIOYBA 18 reHeTnuHo NoTBbpAeHU nanuentu ¢ PWS (11
¢ neneuusd, 2 ¢ UPD, 5 ¢ monoxuteneH TecT 3a METUJIMpaHe), JIEKyBaHU B MPOABDKEHUE Ha
none exna roauHa ¢ thGH. IlpocnensiBanu ca A03WpOBKATa, ayKCOJOTHYHHUTE MapaMeTpu
(terno, pset, UTM), nuBara Ha IGF-1 u nanaute 3a 6e30macHOCT.

Pesyararu:

Bb3pactra Ha manuMeHTUTE NMPH IMOCTaBsiHE Ha auarHoszarta Bapupa oT 0,08 mo 14 roagunwu.
MowmuueTaTa ca JUarHOCTULIMPAHU MO-KbCHO OT MomueraTa (cpeaHo 8,0 cpemy 1,9 ronunu,
p=0,05). thGH e 3anounar Ha cpeaHa Bb3pacT oT 5,15 roaunu u B n1o3a 0,025 mg/kg/nen. Cnen
eIHa TOJWHA CpPeJHOTO HapacTBane Ha pbcTa € 10,01 cMm (mo-ronsiMo Tpu MoOMYeTaTa,
p=0,047), SDS IGF-1 ce yBenuuasa 3nauutesino (p=0,001), a SDS BMI HamainsiBa 3Ha4UTEITHO
(p=0,005). He ca HacThIHIN HEKETAHH CHOUTHS.

3akii0ueHue:

Pannoro auarnocruniupane u 3anouBane Ha thGH npu PWS Boau 1o mo-ronsimo HapacTBaHe
Ha pbcTa U Mo-0bp30 HamanaBane Ha U'TM, ocobeno mpu momyetara. Heobxoaum e mo-mmpox
J0cThI 10 peuMOypcupano jedenue ¢ thGH u nogoOpsBane Ha cielUaTu3UPaHUTE TPUKU.

4. Mapping of the current transition of care practice for patients with pituitary
disease at Endo-ERN reference centers

Rare endocrine conditions, such as hypothalamic and pituitary disorders, pose unique
diagnostic and management challenges—one of the most understudied being the transition of
care from pediatric to adult services. Despite the recognized need for structured guidance, there
is currently no consensus on standardized protocols. This study aimed to map existing clinical
practices and identify unmet needs related to transition in the European Reference Network on
Rare Endocrine Conditions (Endo-ERN).

A cross-sectional survey was conducted using the EU Survey tool and completed by 46
physicians from 30 reference centers (RCs). Transition was reported as common practice
(44/46 RCs), most often carried out through multidisciplinary team meetings (20/30 RCs).
Only half of the centers had defined criteria for initiating and concluding the transition process,
and 16.7% of responses indicated inconsistencies. While over 75% of RCs assessed transition
readiness, the methods were mostly informal or subjective. Only one center used a pituitary-
specific tool. Formal transition protocols existed in just 9% of centers. Decisions were
frequently made in joint pediatric-adult meetings or left to individual clinicians' judgment.



Few centers assessed outcomes or effectiveness of interventions. ldentified unmet needs
included the development of structured guidelines and a harmonized EU-wide approach to
improve transition care for these complex conditions.

KapTorpadmpaHe Ha TeKyLwiaTa npakTUKa 3a Npexoq KbM rpyMXu 3a NauueHTun
cbC 3abonaBaHuA Ha xunocusata B pechepeHTHUTE LleHTpoBe Ha Endo-ERN

Penkure eHIOKpUHHM CBCTOSIHMA, KaTo XUIOTajamyca M Xumodusara, IMOCTaBAT
YHUKAJHM JUAarHOCTMYHH U YIPABICHCKU IPEIU3BUKATEICTBA - €JHO OT Hai-ciabo
IIPOYYEHUTE € MPEeXOoNbT OT IMEAMATPUYHM TPHKU KbM TIPUXKHM 32 Bb3pacTHU. Bbropeku
MpHU3HaTaTa HEOOXOAMMOCT OT CTPYKTYPHPAHO PBKOBOJICTBO, TOHACTOSIIEM HsIMa KOHCEHCYC
[I0 OTHOIIEHHE Ha CTaHJApTU3UpaHUTe NpoTokonu. llenta Ha ToBa mpoyuyBaHe € Ja ce
KapTorpagupaT ChIIECTBYBAIIUTE KIMHUYHU TIPAKTUKA M Ja Cc€ HIASHTHQHUIUpAT
HEYJIOBJIETBOPEHUTE HYXKIH, CBbpP3aHU ¢ Ipexoaa B EBpormeiickata pedepeHTHa Mpexa 3a
penku ennokpunau cbetosiHus (Endo-ERN).

IIpoBeneHo € KpbCTOCAHO MPOYYBAHE, KAaTO € u3noia3BaH UHCTpyMeHThT EU Survey u
e morreiiHeH oT 46 nexapu ot 30 pedepentnu nentspa (PLL). [IpemuHaBaneTo € 0T4ETEHO KaTo
obunuaiiHa mnpakTtuka (44/46 PK), kosATO Haif-ueCcTO Ce€ OCBIIECTBABA YpE3 Cpenid Ha
mynruguctumnaaper ekun (20/30 PK). Camo monoBuHaTta OT HEHTPOBETE ca HMMANH
OIpeJIeJIeHH KPUTEPUH 3a 3allouBaHEe W NMPHUKIIOYBAHE Ha mpolieca Ha mpexon, a 16,7% or
OTrOBOPHUTE MOCOYBAT HECHOTBETCTBUA. Bbnpeku ue Hax 75 % ot PL] onieHsiBaT roTOBHOCTTA
3a IpexoJ, METOJUTE ca MPEeIUMHO HepOopMaaHU Wiu cyOekTUBHH. CaMO €IMH LEHTBp €
M3MOJ3BaAN crienududeH 3a xunoduszara UHCTpyMeHT. OPuIMaaIHu MPOTOKOJIM 3a MPEXO]I ca
ChIIECTBYBaJIU caMo B 9% oT ieHTpoBeTe. Peniennsara yecto ce B3eMaxa Ha CbBMECTHHU Cpelu
MEX]y TIeIMaTPU ¥ Bb3PACTHHU WIIM CE OCTaBsAXa Ha MPEIeHKaTa Ha OTJCIHUTE JICKapH.

Marko eHTpOBE ca OLICHSBAIM PE3yATATUTE MU €(EeKTUBHOCTTA HA HHTEPBEHIIMUTE.
YcTaHOBeHHTE HEYIOBIETBOPEHH HYXIW BKIIOYBAT pa3pabOTBAHETO HA CTPYKTYpUPAHU
HACOKHU U XapMOHHM3UpaH 1noaxo/ B uenus EC 3a nogo0psiBaHe Ha NPEeXOAHUTE TPHKU ITPU TE€3U
CIIO’KHU CHCTOSHUSI.

5. Transition of patients treated with growth hormone — case series

Introduction:

Rare endocrine diseases are lifelong chronic conditions requiring continuous medical
follow-up. Among the more common are hypopituitarism, Turner syndrome (TS), and Prader-
Willi syndrome (PWS). The transition from adolescence to adulthood is a critical
developmental stage, made more complex when coupled with a rare endocrine disorder.
Objectives:

This case series aims to present the experience of a single Expert Center for Rare
Diseases in managing the transition of care for patients with rare endocrine conditions.
Materials and Methods:

Medical records of all patients transferred from pediatric to adult endocrine services over a 5-
year period (2018-2022) were analyzed. Disease-specific characteristics and treatment data
were evaluated.

Results:



A total of 43 patients with rare endocrine disorders reached the age of 18 during the
study period. Of these, 27 (62.8%) were transferred to adult care, but 6 were later lost to follow-
up, lowering the effective transfer success rate to 48.8%. Among those transferred, 18 patients
were on growth hormone (rhGH) therapy. Ten patients had hypopituitarism (2 acquired, 8
congenital), with an average age at transfer of 19.8+3.7 years. Five had panhypopituitarism,
three had partial deficiencies, and two had isolated GH deficiency. All PWS and TS patients
were transferred at age 18, and three out of four in each group were treated with rhGH.

MNpemuHaBaHe Ha NauMeHTW, NEeKyBaHM C pacTeXeH XOPMOH - cepusi OT
cnyyam

BbBenenmne:

Penxu ennoxkpuHHM 3a00J19BaHUsI ca XPOHUYHHU CHCTOSIHUSL, KOMTO MPOABIKABAT 1IsUT
KHUBOT U U3UCKBAT HENPEKbCHATO MEAULIMHCKO HabmoaeHue. Cpenl Hail-uecTo cperanuTe ca
XUINOMUTYUTAPU3MBT, CUHJIPOMBT Ha TBpHBp (TS) u cungpomst Ha Ilpanep-Yumu (PWS).
IIpexoabT OT HOHOWIECTBOTO KbM 3pEIOCTTa € KPUTHYEH €Tall OT pPa3BUTHETO, KOHTO ce
YCIIOXKHSIBA, KOTaTO € ChYETaH C PSAKO EHAOKPUHHO pa3CcTPOMCTBO.
eo:

Ta3u nopenuua ot cixydan uMa 3a Liei Jja peICTaBy ONUTA Ha €/IMH EKCIEPTEH LIEHThP
3a peAKu 00JIECTH B YIIPaBJIEHUETO HA MPEX0/1a KbM I'PHXKU 32 MALUEHTHU C PEJKU €HIOKPUHHU
3a00JIBaHHUS.

Marepuajiu ¥ METOAM:

AHanu3upaHu ca MEIULUHCKUTE JIOCMeTa Ha BCHUYKU MAllMEHTH, MPEXBBbPICHU OT
NeMaTPUYHN KbM €HJIOKPUHHU CIyKOU 3a Bb3pacTHU 3a nepuoa ot 5 rogunu (2018-2022 1.).
bsixa oueHenu cnenupuUHUTE 3a 3200JIIBAHETO XapaKTEPUCTUKU U TaHHUTE 32 JICYEHUETO.
Pesyararu:

O6m10 43 manMeHTH ¢ peKu SHIOKPUHHU 3a00JIsIBaHUS ca HABBPIIWIM 18-ToaumiHa
BB3pacT Ipe3 nepuoaa Ha npoyusanero. OT x 27 (62,8%) ca 6unu NpexBbpICHU Ha TPUXU
3a BB3pAcCTHU, HO 6 TO-KBCHO ca OWiIM M3ryOeHM 3a TpPOCieAsiBaHe, KOETO € HaMallujIo
e(peKTHUBHMS NPOLIEHT Ha ycrmex Ha mpexBbpisiHeTo 10 48,8%. Cpen mpexsbpiaeHute 18
MalueHTn ca Owin Ha Tepanusi ¢ pacrexeH xopmoH (rhGH). Jlecer mamueHT ca umanu
XUIOMUTYUTApU3bM (2 mpuaoOuTH M 8 BpOAEHH), KAaTo CpeAHaTta UM BbB3pacT MpU
npexBbpIsiHeTO € O6ma 19,8+3,7 ronunan. [letnma ca Manu MaHUTIONMUTYUTAPU3BM, TPUMA -
yacTuueH aeduuur, a ABama - u3onupad nedunut Ha GH. Benuku narmmentu ¢ PWS u TS ca

MIPEXBBPJICHN Ha | 8-ro/nIHa BB3pacT, a TpUMa OT YETUPHUMA BbB BCSAKA IpyIa ca JICKyBaHU C
rhGH.

6. Primary Intrathyroidal Non-Hodgkin Lymphoma: A Case Report

Primary thyroid lymphoma (PTL) is a rare disease characterized by the appearance of
a rapidly growing solid mass in the cervical region. A major risk factor is chronic autoimmune
thyroiditis with lymphocytes infiltrating the thyroid gland. The lymphoproliferative disease is
seen more frequently in the females. PTL usually develops in the sixth and seventh decades of
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life. We present a case of a 66-year-old woman with diffuse primary B-cell thyroid lymphoma
with no prior evidence of underlying autoimmune thyroid pathology. The initial localization of
the lymphoproliferative disease was in the thyroid gland, but the involvement of regional
cervical lymph nodes was also found at the time of diagnosis. After histological verification
with immunohistochemistry and staging by imaging, chemotherapy was initiated according to
the R-CHOP (rituximab, cyclophosphamide, hydroxydaunorubicin hydrochloride, Oncovin®
(vincristine), prednisone) protocol. An excellent therapeutic response was achieved with
lymphoma remission after six cycles under the mentioned protocol. Thyroid autoantibodies
became positive 18 months after rituximab treatment, possibly reflecting the transient
suppressive effects of the immunotherapy. The patient was subsequently kept followed up by
a multidisciplinary team in the light of possible lymphoma recurrence and/or development of
thyroid dysfunction. This case report demonstrates possible challenges for the diagnosis,
treatment, and follow-up of this rare thyroid lesion. At the time of diagnosis, the clinical
presentation of the disease, the ultrasound image, and the cytological result may be similar to
other low-grade thyroid carcinomas or secondary metastatic involvement of the gland. The
initial lack of underlying thyroid autoimmunity makes this distinction even more challenging.
Furthermore, despite the rapid resolution, regular long-term monitoring for recurrence is
required.

MbpBUYEH HTpaTUpeonaeH HeXOMKKMHOB nNuMdom: [loknan 3a cnyyan

[TbpBruuHMAT TuMdoM Ha muToBuaHaTa *kJe3a (PTL) e psaako 3abonsiBane, KoeTo ce
XapaKkTepu3npa ¢ IMmosiBaTa Ha OBP30 pacTdiia CONMMIHA Maca B oOjacTra Ha IIWiiKaTa Ha
MaTkaTa. OCHOBEH PHUCKOB (DaKTOp € XPOHUYHHSIT aBTOMUMYHEH TUPEOUAUT C JTUMQOIUTH,
MHPWITpUpAIIN MUTOBUIHATA *kJie3a. JlumdonponudepaTuBHOTO 3a00J1s1BaHe ce HaOI0/1aBa
no-yecto npu xeHure. PTL oOukHOBEHO ce pa3BuBa Ipe3 LIECTOTO U CEAMOTO JAECETHIIETHE
ot xuBoTa. [Ipencrassime ciayyail Ha 66-roguIIHa keHa ¢ AUdy3eH MbpBUYEH B-kieTbueH
TuMQOM Ha LIUTOBUAHATA JKjie3a 0e3 MpeBapUTENIHU JaHHU 3a MOAJIeXalla aBTOMMYyHHA
MaToJoTWs ~ HAa  IOUTOBMIHATAa  JKie3a.  [IppBOHAuanHaTa  JIOKaIM3amus  Ha
muMmdonponupepaTuBHOTO 3a0oisBaHe € Ouia B HIMTOBHIHATA *Jie3a, HO 1O BpeMe Ha
MOCTaBSHETO HA IMAarHO3aTa € YCTAHOBEHO U 3acsiraHe Ha PETUOHAIHU IUHHH JTUM(QHU BB3ITH.
Crnen xwucrojoruyHa BepUUKAIMs C HMYHOXUCTOXMMHS M CTaJupaHe upe3 oOpa3Ha
JMAarHOCTHKA € 3aloyHaTta XHMHOTepamus cbriacHo mnpotokonma R-CHOP  (rituximab,
cyclophosphamide, hydroxydaunorubicin hydrochloride, Oncovin® (vincristine), prednisone).
[TocTurHaT € OTIMYEH TEepareBTHYEH OTTOBOP C JIMM(OMHA PEMHUCHS CJell IECT MUKBIA M0
MIOCOYEHUS] MPOTOKOJ. ABTOAHTHUTENIaTa HA LIMTOBUIHATA JKJe3a CTaBaT MOJOXKHUTETHU 18
Mecela Cie]] JICYCHHETO C PUTYKCHMMal, KOETO BEPOSITHO OTpa3siBa MPEXOJHUS MOTHUCKAII
epeKT Ha UMyHOTepanusaTa. BrocieacTBue manueHThT € MPOIBIDKEH J1a ¢e MpOocieasBa OT
MYJITHIUCIHMIIAHAPEH €KUM C Orjie]l Ha BB3MOXKHA IOBTOPHA MMOsiBA HA JUMQPOM W/WIN
pa3BuTHE Ha JAUCOYHKIMA Ha INMTOBHUJHATA >kie3a. To3M JOKIaJ 3a cilydyail IMoka3Ba
BB3MOKHUTE MTPEIN3BUKATEIICTBA MTPH JUATHOCTUIIMPAHETO, JICYCHUETO U MPOCIIEIIBAHETO Ha
Ta3u psAAKa Je3us Ha IIMTOBHJIHATA ’kje3a. B MoMeHTa Ha IOCTaBsHE Ha JUarHos3ara
KIIMHAYHATA KapTHHA Ha 3a00JSIBAaHETO, YATPA3BYKOBHAT 00pa3 M MUTOJOTHYHUSIT PEe3yiTaT
MOJKe Jla ca MOJO00HM Ha JPYTrd HUCKOCTETIEHHH KAapIMHOMH Ha IIUTOBUHATA >KJIe3a WU
BTOPUYHO METACTATHYHO 3acsiraHe Ha jkje3ara. [IbpBOHAYa HATa JIMTICA HA ITOMJICIKAII
aBTOMMYHHUTET Ha IIMTOBUIHATA JKJie3a MpaBH TOBAa pasrpaHUUYCHHE olle No-TpyaHo. OcBeH
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TOBA, BBIIPEKH OBP30TO OTIIYMSABAHE, € HEOOXOAUMO PEAOBHO JBJITOCPOYHO HAOIIOACHHUE 32
peLuIuBY.

7. Testosterone, estradiol and their ratio in male patients with acute coronary
syndrome

The role of androgens and estrogens in cardiovascular disease is a subject of ongoing
studies. Therefore, we aim to explore the association of testosterone (T), estradiol and their
ratio with cardiovascular risk factors and severity of cardiac ischemia in male patients with
acute coronary syndrome. (ACS) n = 72 and controls (n = 35) Lower values of both total and
free T were found in the ACS group compared to controls (8.97 vs. 10.98 nmol/l, p = 0.001 for
total T and 0.189 vs. 0.223 nmol/l, p = 0.006 for free T). Patients with myocardial infarction
with ST-elevation had significantly lower T fractions compared to ACS without ST-elevation.
The T to estradiol ratio was significantly lower in the ACS group compared to controls and is
lowest in those with STEMI. Also, all testosterone fractions — free, bioavailable, and free T,
are lower in patients with ACS compared to controls. Based on these observations a conclusion
can be drawn that amore estrogenic environment is associated with ST-elevation and correlates
with the severity of ACS in male patients.

TecToCTEepOH, ecTpaAauoN U TAXHOTO CbLOTHOLUEHME MPU MbXe C OCTbp
KOPOHapeH CUHAPOM

Ponsra Ha anApOreHnTE M €CTPOreHUTE NMPHU ChPACYHOCHIOBUTE 3a00JIIBaHUS € OOEKT Ha
IIOCTOSIHHM Tpoy4dBaHMs. ETO 3amo cu nocraBsMe 3a L€l Ja IPOydYMM Bpb3KaTa Ha
tectoctepoHa (T), ecTpaauona U TAXHOTO CHOTHOUIEHHE ChC ChPACUHOCHIOBUTE PUCKOBU
(dakTopy M TexecTTa Ha ChpJeYyHaTa MCXEMHs INPH MAlUEeHTH OT MBXKU TMOJ C OCThp
kopoHapeH cuHapoM. (ACS) n =72 u koHTposH (n = 35) YCcTaHOBEHM ca O-HUCKUA CTOMHOCTH
KaKTo Ha o0uus, Taka 1 Ha cBoOoaHus T B rpynara ¢ ACS B cpaBHeHHE ¢ KOHTpoauTe (8,97
cpemy 10,98 nmol/l, p = 0,001 3a obmmst T u 0,189 cpemnry 0,223 nmol/l, p = 0,006 3a
cBoboguus T). [Tanmenture ¢ MuokapaeH uHGapkT cbe ST-eneBarus ca UMaId 3HAYUTEITHO
no-Hucku @Qpakuuu Ha T B cpaBHenue c mnanueHture ¢ AKC 6e3 ST-eneBauus.
CroTtHOmEHHETO Ha T KBbM €CTpaauoil € 3HAaUUTEIHO IO0-HUCKO B rpynaTta ¢ ACS B cpaBHEHUE
c KOoHTposiuTe U € Hail-Hucko npu T1e3u cbc STEMI. Cobmio taka Bcuuku (pakuuu Ha
TECTOCTEpPOHA - CBOOOIeH, OMoHan4eH u cBoboseH T, ca mo-Hucku npu nanuertute ¢ OKC
B CpaBHEHHME C KOHTpoiuTe. Bb3 ocHOBa Ha Te3M HaONIOAEHHUS MOXE Ja Ce€ HalpaBu
3aKJIFOYEHUETO, Y€ I0-ECTPOreHHaTa cpeAa € cBbp3aHa cbc ST-eneBanus U Kopenupa ¢
texxectTa Ha AKD npu manpeHTH oT Mb>XKKH MOJI.
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8. CekcyanHa AMchyHKLUA NpU XPOHNYHO 6bOpeyHO 3abonsiBaHe

BbBenenue: XpoHnynoto 060peuHo 3abomnsaBane (Xb3) npencrasissa riaodaneH 31paBeH
pobJemM, 3aemall] Bce IO-BaXKHO MACTO B JKMBOTA Ha Xxopara. KauecTBOTO Ha JKMBOT Ipu
narenTuTe ¢ Xb3 yecto € HapymeHO OT MHO>KECTBO XPOHUYHHU CHITHTCTBALIH 3a00JIABaHUS
U KyMyJIaTUBHATa MPOsIBAa HA pa3IMYHU CUMIITOMH. JlenpecusTa U cekcyalHaTa JUCHYHKIUSA
CBIIO JONpHUHACAT 3a ToBAa. Xb3 decro € MNpuIPYKEHO OT IPEeIU3BHKATENICTBA 3a
PENpOIyKTUBHOTO 3[paBe KAKTO IpPU JKEHHUTe, Taka M Ipu Mbxkete. [Iporpecusra my e
CBBbp3aHa C HApacTBAIlO YBPEXJaHE Ha XHUIIOTATAMO-XHUIO(U3HO-TOHAJHATA OC, KOETO
yJIECHSIBA Pa3BUTHETO Ha SIIUHUKOBA, TECTUKYJIAPHA U ceKcyallHa quchyHkuusa. CekcyanHuTe
npobnemu npu ObOpedHnTE 3a00IBaHMS Ca 3HAYUTETHO ToBede cipsmo Te3u 6e3 Xb3. Ot
yOJIMKYBaHUTE 0 MOMEHTA pe3yITaTu CTaBa ACHO, Y€ CEKCYaJHOTO XKeJlaHHe HaMallsiBa Ipu
[IOYTH I10JIOBUHATA OT IMALIMEHTUTE, MPOBEXKJALIM 3aMECTUTENIHO JieueHHue Ha ObOpeuHaTa
¢ynkuus. Hea: [la ce 06001AT MEXaHU3MUTE U CUMIITOMUTE Ha CEKCyasJHara JUCHYHKLUSA
npu nauveHtd ¢ Xb3. Marepuasm m Meroam: 3a U3rOTBSIHETO HA HACTOSIIMAT TPy ca
pasrienaHy CTaTuu, NyOJUKyBaHU B JIMTEpaTyparTa 10 MOMEHTa, KaTo ca U3M0JI3BaHU TEPMUHU
U KIIOYOBH JyMH ,,JIETPECHs, CeKcyanmHa nucyHkuus, Xb3“, camocTtosTenHo wiM B
koMOuHanus. 3akiaouenne: CekcyanHara AMCHYHKIMATA € UECTO CpelllaHa MPU MbXe U Ipu
xeHu, crpananm oT Xb3. Yectorara Ha ceKCyaaHUTE MPOOJIEMH HapacTBa ¢ BJIONIAaBaHE HA
O0bOpeunata ¢ynkuusa. HamaneHoro naubumo, TpyAHOCTH Tpu BB30yda M JOCTUTaHE HaA
OprasbM, €peKTHWJIIHM W €sAKYJIallMOHHU HapylIeHHWs IpU MBXKETe M BarvHajiHa CyXoTa,
aMeHopesi NpH KEHUTE ca 4ecTo cpelaHu mnpobnemu. Ilarodusmonoruara Ha roHagHara
TUCQYHKIMS € MHOro(akTOpHa, KOETO Mpejrojara KOMIUIEKCEH IOAXO0J] IpH HEHHOTO
JICYEHHUE.

Sexual dysfunction in chronic kidney disease

Introduction The quality of life in patients with CKD is often impaired by multiple
chronic comorbidities and the cumulative manifestation of various symptoms. Depression and
sexual dysfunction also contribute to this. CKD is often accompanied by reproductive health
challenges in both women and men. Its progression is associated with increasing damage to the
hypothalamic-pituitary-gonadal axis, which facilitates the development of ovarian, testicular
and sexual dysfunction. Sexual problems in kidney disease are significantly more compared to
those without CKD. From the results published so far, it is clear that sexual desire decreases in
almost half in patients on renal replacement therapy. Purpose: To summarize the mechanisms
and symptoms of sexual dysfunction in patients with CKD. Materials and Methods: Articles
published in the literature to date were reviewed for this paper, using the terms and keywords
"depression, sexual dysfunction, CKD" alone or in combination. Conclusion: Sexual
dysfunction is a common finding in men and women, suffering from CKD. The incidence of
sexual problems increases with worsening renal function. Decreased libido, difficulty in
arousal and reaching orgasm, erectile and ejaculatory dysfunction in men and vaginal dryness,
amenorrhea in women are common problems. The pathophysiology of gonadal dysfunction is
multifactorial, suggesting a complex approach to its treatment.
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[8. [llybnukaumm w pgoknaagwn, nyoérnukyBaHM B
HepedoepmpaHn cnncaHns ¢ Hay4yHo peleH3upaHe
nnn nyonukyBaHnW B pedakTUpaHU KONEKTUBHU
TOMOBE.

1. Xuctomopcdonornss Ha pgumabeTHata  peTuHonaTuss U Opyrm
MUKpOBacKynapHu guabeT-acouMmpaHn NPOMeEHM.

3axapHUAT AUa0eT TUIl 2 € COLUATHO3HAYMMO 3a00JI1BaHE C MHOXKECTBO YCIOKHEHHUS.
BOI[CHII/I Cpea TAX, 3HAUUTCIIHO IMOHMIKABAIlM KAa4Y€CTBOTO Ha XHUBOT, KAKTO M HEroBaTa
IPOABIDKUTENTHOCT, Ca CBJIOBUTE — MMKPOBACKYJIapHM M MakpoBacKylapHu. JlokaTo
MaKpOBaCKyJapHUTE Ca OTHOCUTETHO HECTEIU(PUUHHN — MPE3CHTUPAIIN ChC CUTHU(UKAHTHA
aTepocKJIepo3a, TO MUKPOBACKyJIapHUTE ca OTHOCUTENIHO No-crneuupuynu. Tyk nmpeacraBsme
ayTOIICHOHEH ciy4yail Ha manueHT ¢ 30-ToauinHa JaBHOCT Ha 3axapeH Auaber Tum 2, ¢
MHUKPOBACKyJapHU U MaKpOBacKyJapHU IpoMeHH ¢ JaBHOCT oT 20 roaunu. [loctaBeH e akueHT
BBPXY XUCTOMOP(OIOrHYHATA HAXO/IKa B PETUHATA — TMa0eTHA PETHHONATHUS C XHATMHU3AINS
U aHeBpHM3MallHa IIPOMSHA Ha PETHMHAJIHUTE ChAOBE, KAKTO M HAJIMYME HAa MUKPOBACKyJapHa
nponudepanns B camata peTHHa. Makap ue peThHara € psAAaKo M3cjielBaHa B KOHTEKCTa Ha
ayTOIICHSl, IPOMEHUTE B Hesl IIPU JbJTOTOIUIIIEH 3aXapeH AMa0eT ca 1ocTaThYHO crenuduyHH,
3a Ja MOK€ Ha TsxHa 0a3a Ja ObJie MocTaBeHa JUarHo3ara Mpu JIMIca Ha JJaOOpaTOpHU U
KJIMHUYHY JJaHHHU 32 3a00JIIBaHETO.

Histomorphology of diabetic retinopathy and other microvascular diabetes-associated
changes

Type 2 diabetes is a socially significant disease with many complications. Leading
among them, significantly reducing the quality of life and its duration are vascular
(microvascular and macrovascular) changes. While microvascular ones are relatively non-
specific presenting with significant atherosclerosis, microvascular ones are relatively more
specific. Here we present an autopsy case of a patient with 30 years of diabetes mellitus type
2, with microvascular and macrovascular changes with a duration of 20 years. Emphasis is
placed on the histomorphological finding in the retina diabetic retinopathy with hyalinization
and aneurysmal change of the retinal vessels, as well as the presence of microvascular
proliferation in the retina itself. Although the retina has rarely been examined in the context of
an autopsy, its changes in long-term diabetes are specific enough to be diagnosed in the absence
of laboratory and clinical data on the disease.

2. Development of transition readiness assessment questionnaire for
patients with rare endocrine diseases

Introduction: Transition readiness is important for adolescents with chronic diseases. Health
deterioration in this age may have long-lasting negative effects. Concerning rare endocrine
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disease, proper knowledge of the condition and treatment is required for optimal disease
management.

Aim: The aim of the current study was to develop transition readiness assessment questionnaire
suitable for use in pediatric patients and young adults with chronic endocrine diseases.
Methods: A 16 item long questionnaire was developed with similar questions in two variants
— one for self-assessment and the other for health care professional (HCP) assessment. In the
self-assessment scale, the options were no/I don’t know/yes respectively valued as 0/1/2 points.
Depending on the level of knowledge each item in the HCP variant was marked with 0 to 2
points. In total, 32 points yielded a 100% score.

Results: The pediatric patients scored on average 54% in the HCP assessment scale compared
to 65% for the adults. In 2/10 adult patients’ the self-assessment and HCP assessment matched.
In the rest (8/10) there was a large discrepancy between self and HCP assessment, with higher
result in the latter. The two patients with matching results scored 100% indicating that well
educated patients are also more self-responsible In all cases the transition readiness
questionaries led to discussion with the patient and/or the parent. A second simplified version
of the questionaries was developed that reflects the recommendations given by patients and
HCPs. After applying corrections to the initial variant, the second version was evaluated as
appropriate by the HCPs.

Conclusion: In the majority of patients HCP assessment scored superior compared to self-
assessment tool. A second version of the questionnaire was developed for further testing and
validation. Transition readiness assessment with tailored tools is useful in initiating discussions
with the adult HCP. This facilitates further preparation for the transfer to adult-centered health
care.

PaspaboTBaHe Ha BLNPOCHMUK 3a OLleHKa Ha FOTOBHOCTTA 3a npexon npwu
naumeHTn ¢ peaku eHAOKPUHHM 3abonsaBaHuA

BobBenenue: ['0TOBHOCTTA 3a MpexoJ]] € BakHA 3a IOHOLIMTE C XPOHWYHU 3a00JsBaHMSL.
BrnomaBanero Ha 31paBeTo B Ta3uW Bb3pacT MOXKE Ja HMMa JBITOTpPaliHM OTpPULATENIHU
nocnenuny. Ilo ce oTHacs 10 peAKUTE €HIOKPUHHHM 3a00JsBaHMS, 3a ONTUMAIHOTO UM
yhpaBiieHHE ca He0OXOIMMU MOIXOSAIIN TO3HAHUS 3a ChbCTOSIHUETO U JIEYEHUETO.

Hea: LlenTa Ha HACTOSAIIOTO IMpOy4yBaHe € Jla ce pa3paboTH BBIPOCHUK 3a OIIEHKAa Ha
TOTOBHOCTTA 3a MPEXOJl, MOAXOMASI 332 M3MOJ3BAaHE MPU NEAUATPUUHU HAllMeHTH U MIIagu
BB3PACTHU C XPOHUYHU €HJOKPHHHU 3a0oisBanus. Meroamn: Pa3paboTeH e BbIPOCHUK ¢ 16
€JIEMEHTa, KOWTO ChABPXKAa CXOAHM BBIPOCU B J[BAa BapuaHTa - €IMHHUAT 32 CAMOOILICHKa, a
IOPYTHUAT - 3a OLIEHKa OT cTpaHa Ha meauuuHckure cneunuanuctu (HCP). B ckanara 3a
CaMOOIICHKa BapHaHTUTE Osixa ChOTBETHO "He/He 3Ham/ma", oreHeHu kato 0/1/2 touku. B
3aBHCHUMOCT OT HUBOTO Ha MTO3HAHUE BCEKH eneMeHT BbB BapuanTa HCP Gerre onenen ¢ 0 10
2 Touku. O6mo 32 touku naBaxa 100 % pesynrtar. Pesyararu: [lequatpudnnure mamueHTH
nosiydnxa cpenHo 54% Touku mo ckanata 3a oueHka Ha HCP B cpaBHeHue ¢ 65% mpu
BBb3pacTHUTE. [Ipu 2/10 BB3pacTHHU MmanueHTH camoolieHkara u ornenkata Ha HCP cbBmanar.
ITpu octananure (8/10) uma ronsMo pa3sMHHAaBaHE MEX1y caMoolleHKarTa u oueHnkara Ha HCP,
KaTo pe3yiTaThT € MO-BUCOK MpH MocieqHus. J[BaMaTa nalueHTH ChC ChBIAJAIN PE3yJITaTH
nonyunxa 100 %, koeTo 1mokasBa, ue 100pe 00pa3oBaHUTE MALUEHTH Ca U M0-0TTOBOPHU KbM
cebe cu BbB BcHuKH cily4yan BHIIPOCHULIMTE 3@ TOTOBHOCT 3a MPEXO0J J0Be10Xa A0 O0CHKIaHE
C ManueHTa u/wim poautens. beme pazpaboTena BTopa onpocTeHa BepcHs Ha BbIPOCHUIUTE,
KOSITO OTpa3siBa mpenopbkute, qafaeHu ot nanueHtute u 30J1. Crnen HaHAacsIHE HA KOPEKIIUH B
I'bPBOHAYAIIHUS BAapHaHT, BTOpaTra Bepcus Oemie omeHeHa karo mnoaxonsma ot HCP.
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3akuouenue: [Ipu mo-ronsimara yact ot mauueHture ornenkara Ha HCP Geme onenena mo-
1n00pe B CpaBHEHHME C HMHCTpyMEHTa 3a caMoolleHKa. Pa3zpaGoreHa e BTopa Bepcus Ha
BBIIPOCHHUKA 32 [10-HATATBILIHO TECTBaHE U Bainaupane. OlieHKaTa Ha TOTOBHOCTTA 3a MPEX0/]
C IIOMOIIITA Ha CIIELUAIHO Pa3pabOTeHN HHCTPYMEHTH € II0JIe3Ha 3a 3all0YBaHe Ha JUCKYCHH C
Bb3pacTHuTe 30JI. ToBa ynecHsBa IoO-HaTaThIIHATA IOATOTOBKA 3a IPEMUHABAaHE KbM
3JIpaBHU T'PHXKU, OPUEHTUPAHU KbM Bb3PACTHUTE.

3. Endoscopic imaging of the human laryngeal complex in an experimental
setting - methodology and clinical significance

AIM: The human laryngeal complex has been an endoscopic sight since the late 19 th
century, however despite the technological advances little has changed in the standard
observational methodology, with optical distortion of the image being a major setback in all
endoscopic studies. The aim of this study is to evaluate different endoscopes and image
correction algorithms in the endoscopic imaging of the laryngeal complex. METHODS AND
MATERIALS: Conventional rigid 0 0, 30 0, 70 0 and 90 0 endoscopes and a flexible
otorhinolaryngoscope with two-dimensional imaging capabilities, a digital camera and a direct
laryngoscope were used together with an intubation mannequin to obtain endoscopic images
of the laryngeal complex. Images of a custom-made lens distortion grid were taken to compare
the different optical systems and used as a benchmark for image correction. Both sets of images
were superimposed in order to digitally correct for angle and lens distortion and to show the
true size and proportions of the human laryngeal complex, so far seen only during an intubation
or autopsy. RESULTS: After comparing the fiber optic and rigid endoscope obtained images,
the rigid endoscopes proved to have better imaging qualities and therefore a better potential for
future in depth study of laryngeal anatomy. The rigid 70 0 endoscope, compared to other rigid
systems, allowed for an atraumatic perpendicular to the glottis view of the laryngeal complex,
best suited for the study, despite the higher image distortion. CONCLUSION: Based on the
collected data the 70 O rigid otorhinolaryngoscope together with a standard software correction
is an affordable, atraumatic and reliable method for anatomical and proportionate measuring
of the human laryngeal complex in a model study.

EHpockoncka Busyanum3auma Ha 4HOBeLWKUA JNapuHreasrieH KoOMNJiekCc B
eKCnepuMmeHTarnHa cpega - metogonornda  KNMMHW4YHa 3HAYUNMOCT

LEJI: YoBemKusT TapuHTreaieH KOMIUIEKC € 00eKT Ha €HJIOCKOIICKO U3CTIeIBaHE OIIIe
ot kpas Ha XIX Bek, HO BBIPEKH TEXHOJIOTMYHMS HANPEIbK CTaHIapTHATa METOJWKA 3a
HaOII0IeHNE He ce € MPOMEHMIIA, KaTO ONTHYHOTO U3KPUBSBAHE HA 00pa3a € OCHOBHA MpeuKa
MIPU BCUYKH €HIOCKOIICKH M3cieaBanus. llenta Ha ToBa mpoy4BaHe € J1a ce OIEHST pa3IudHu
€H/JIOCKONM U AJITOPUTMHU 3a KOPEKIMs Ha o0pa3a Mmpu EHIOCKONCKOTO HM300pa3sBaHe Ha
nmapunreanuus komiiekc. METOIM 1 MATEPUAIJIM: 3a nonydaBaHe Ha €HIAOCKOIICKH
M300paKeHUs Ha JIAPHHTCATHUS KOMIUIEKC 0s1Xa M3IM0I3BaHu KOHBEHIIMOHAaTHU TBHpau 0 0 ,
300, 70 0 u 90 0 engOoCKONM M I'bBKAB OTOPUHOJAPUHIOCKOII C BB3MOXHOCT 3a JIBYU3MEPHO
n300pa3sBaHe, MUGpoBa Kamepa U TUPEKTEH JAPUHTOCKOI 3a€IHO C MAaHEKEH 3a WHTYyOaIus.
bsixa HanpaBeHn n300pakeHMs Ha CIICIIMAITHO N3pab0TEeHa MpeKa 3a M3KpUBsIBAHE Ha JieaTa,
3a J1a ce€ CPaBHAT PA3JIMUYHUTE ONTUYHHU CUCTEMH M JIa CE€ U3MO0JI3BAT KaTO €TaJIOH 3a KOPEKLIHUs
Ha n3o0pakeHueTo. /[Bara koMIuiekTa n300paXkeHus 0sxa HAJIOKEHU €IMH BHPXY JAPYT, 3a J1a
ce Kopurupa HudpoBO U3KPHUBSIBAHETO HA BI'bJIA U JICHIIATA U J]a CE MTOKaXe UCTUHCKUSAT pa3Mep
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Y TPOIMOPIUU HA YOBELIKHS JIAPUHTEAIEH KOMIUIEKC, KOMTO J0cera ce BHXKIAIle CaMoO 10
BpeMe Ha uHTyOamus wuiau ayrorcus. PE3YJITATU: Cnexn cpaBHsSBaHE Ha IOJIYyYEHUTE C
BIIAKHECTOONTUYCH U TBBHP]I €HIOCKON N300paKCHHSI CE€ 0Ka3a, 4e TBhPAUTE SHIOCKOIU UMaT
1mo-100pu M300pa3uTENIHU KauecTBa U CJIEJOBATENHO MO-A00bp MOTEHLHaNd 3a ObIelIo
3a1bJI00YEHO H3CIEABaHE HA aHATOMMATa Ha JapuHkca. Purupnuar enpockon 70 0, B
CpaBHEHHUE C JAPYTUTE PUTUIHU CUCTEMH, IIO3BOJIABALLE aTpaBMaTHUEH MEPIEHAUKYIISIPEH Ha
[JIOTHCA U3IJIE]l Ha JapUHT€ATHUSI KOMIUIEKC, Hal-TIOX OIS 3@ U3CJIEIBAHETO, BHIIPEKH I10-
roJsIMOTO U3KpUBSIBaHE Ha 00pasa. 3akioueHue: Bb3 ocHOBa Ha chbOpaHUTE TaHHU PUTUTHUST
oropuHonapunrockon 70 0 3aeqHO cbC cTaHmaptHa codTyepHa KOpPEKUHs € JOCTBIICH,
aTpaBMaTU4YeH M HAJEXKJIEH METOJl 3a aHaTOMMYHO M MPOMOPLHOHAIHO H3MEpBaHE Ha
YOBEIIKHUS JJAPUHT€aJIeH KOMILJIEKC B MOJICITHO U3CJIC/IBAHE.

4. HuBa Ha cTepongHn XOpMOHU NpPU MbXKe C OCTbP KOPOHapeH CUHAOPOM.

BbBepeHue: Octpusatr kopoHapeH cuHapom (OKC) npeacrtaBnsBa  KpUTUYHO
MeANLMHCKO CbCTOSAHME, CBBbP3aHO CbC 3HayMTenHa 3aboneBaeMoCT U CMBbPTHOCT.
Makap 4ye obWnpHUTE M3crneaBaHNa ca CbCPedoTOYEHUN BbpPXY KOHBEHUMOHANHUTE
PUCKOBU (paKTOpW, HOBOBBb3HUKBALLUTE AaHHM COYaT, Ye NONoBMTE XOPMOHU MOXe Aa
UrpasT Krw4oBa ponsi B pa3BuTMETO M nporpecupaHeto Ha OKC. Uen: [a ce
n3crnedBa AMHaMuKaTa Ha HAKOW CTEPOMAHM XOPMOHU U TEXHUTE MNPOMEHU Mpu
nauneHTn ¢ OKC 1 aa ce cpaBHAT C Te3un Npu 3apasun KOHTponu. Meroau: HacToswoTo
npoyyBaHe e TUN Criy4an-koHTPOMa, BKMAYEHU ca 72 NauueHTU oT MbXKM non u 35
34paBu KOHTPONHM MbXe. B octpma nepuon cneg HactbnBaHe Ha OKC ca
nacrnegBaHn TectoctepoH (T), ectpaguon, DHEA-S, koptuson, LH n usdncnenu
cBobogeH u OuoHanuyeH T. Pesyntatm n o6GcbxpaHe: Pesyntatute oT
n3crneaBaHeTo ca B CbOTBETCTBME C NpeaullHu, kouto nokaseart, ye OKC e cBbp3aH
C HamaneHu HMBa Ha TeCTOCTEePOH cnpsiMo KoHTponu. B rpynata ¢ OKC He e
yCTaHoBeHa Kopenauus mexay oowms T n U'TM (nHgoekca Ha TenecHata maca), KOeTo
BEPOSAATHO Ce ObJIKM Ha OCTPUS CTPEC, 3acsrall XxunoTtanamo-xmnogumso-roHaganHara
oc. YcTaHoBsBa ce pasnuyne B HMBaTa Ha DHEA-S npu naumMeHTUTe U KOHTponuTe,
KaTo OCHOBHaTa My AeTepMumHaHTa e Bb3pactra. ROC aHanusbT paskpuBa, 4e
Huckute HmMBa Ha DHEA-S ca MHoro 4vyBctBuUTEnHM npu nporHosvpaHe Ha OKC,
AokaTto Bucokute HuBa Ha DHEA-S ca nokasatenHu 3a nuncarta Ha ST-eneBauus. 3a
pasnvka oT TSX, HMBaTa Ha KOPTM30S Moka3saT Mo-marika QUCKPUMUHALMOHHA cuna.
3akntueHue: B 3aknioyeHne, ToBa npoyyBaHe nopyepTaBa BnusHMeto Ha OKC
BbpPXy XOpMOHanHuTe npodunm, ocobeHo Bbpxy TectoctepoHa n DHEA-S. Bpb3kaTa
MexXay Te3n XOPMOHanHU NPoOMeHN N CbpAeYHOCHAOBOTO 34paBe OCTaBa CroXHa 1
ca HeobxoanMU AOMBAHUTENHN NPOCNEKTUBHMN NPOYYBAHNA 3a U3ACHSBaAHE Ha Te3u
acouunaumm.

Steroid hormone levels in men with acute coronary syndrome.
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Introduction: Acute coronary syndrome (ACS) is a critical medical condition
associated with significant morbidity and mortality. Although extensive research has
focused on conventional risk factors, emerging evidence suggests that sex hormones
may play a key role in the development and progression of ACS. Objective: To
investigate the dynamics of some steroid hormones and their changes in patients with
ACS and to compare them with those in healthy controls. Methods: The present study
was a case-control design, 72 male patients and 35 healthy controls were included.
Testosterone (T), estradiol, DHEA-S, cortisol, LH and calculated free and
bioavailableched T were measured in the acute period after the onset of ACS. Results
and Discussion: The results of this study are consistent with previous studies
showing that ACS is associated with reduced testosterone levels relative to controls.
There was no correlation between total T and BMI (body mass index) in the OCS
group, which was probably due to acute stress affecting the hypothalamic-pituitary-
gonadal axis. There was a difference in DHEA-S levels between patients and controls,
with age as its main determinant. ROC analysis revealed that low DHEA-S levels were
very sensitive in predicting ACS, whereas high DHEA-S levels were indicative of lack
of ST-elevation. In contrast, cortisol levels showed less discriminatory power.
Conclusion: In conclusion, this study highlights the impact of ACS on hormone
profiles, particularly on testosterone and DHEA-S. The relationship between these
hormonal changes and cardiovascular health remains complex and further
prospective studies are needed to clarify these associations.

5. Thyrotropin-receptor antibodies - diagnostic and prognostic significance
in graves’ disease - a clinical case

Introduction: Graves’ disease (GD) is unique among autoimmune endocrinopathies
because the underlying immune disorder results in thyroid stimulation rather than functional or
structural inhibition of the gland. However, thyrotropin-receptor antibodies (TRADS), a specific
and sensitive immunological marker for GD, are heterogeneous both in terms of their molecular
structure and their biological activity. Stimulating TRADbs (TSIs) activate the thyrotropin (TSH)
receptor. Blocking TRADs reduce the action of TSH but can also be weak agonists. Neutral
TRADs have no effect on TSH binding. They are probably involved in the generation of
oxidative radicals and the induction of apoptosis. Some TRAbs also inhibit agonist-
independent (“constitutive™) signaling and are called "inverse agonists”. In fact, the clinical
picture of GD is determined by the balance between the opposing activities of these antibodies,
but this balance could change in the course of the disease. Clinical case: A 67-year-old woman
was admitted emergently to a cardiology unit due to acute heart failure based on high-frequency
atrial fibrillation. The heart rate reached 167 beats per minute. During digitalization,
normofrequency atrial fibrillation was achieved. Due to accompanying complaints of weight
reduction, increased sweating and anxiety, thyroid function was also investigated, and
thyrotoxicosis was established (TSH <0.004 miU/ml, FT4 1 pmol/l, FT3 13.1 pmol/l). Based
on the ultrasound of the thyroid gland (diffuse inhomogeneity with pseudonodulation and
increased blood flow) and the examined immunological markers (thyroperoxidase antibodies
(TPO Ab) <10 U/ml; TSI 5.7 1U/l), GD was diagnosed. Treatment with 1 mg propranolol and
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1 mg thiamazole daily was initiated. Two months later, according to hormonal parameters
(TSH 3.8 miU/ml, FT4 8.1 pmol/l, FT3 4.1 pmol/l), the dose of thyrostatic was reduced to 1
mg daily. Restoration of sinus rhythm was also recorded. Control hormonal tests on the 4th
month after diagnosis revealed severe hypothyroidism (TSH 101.25 mIU/ml, FT4 2.1 pmol/I,
FT3 2.1 pmol/l) regardless of the reduced dose of thiamazole (1 mg daily). Analysis of
immunological markers revealed high TRAbs titers (>40 IU/I) and reduced levels of
stimulating immunoglobulins (TSI 2.11 [U/I). The therapeutic regimen was continued with 10
mg thiamazole in combination with 25 pg levothyroxine daily, but without B-blocker.
Conclusion: Both TRAK and TSI are useful for the diagnosis of GD, but their comparison is
more important for treatment monitoring. The marked predominance of TRAbs over TSls in
the presented clinical case may be related to the presence of blocking/neutral TRAbs. This
conclusion is supported by the observed clinical course of the disease.

TupoTponuH-penenTOPHU AHTHTEJA - JUATHOCTMYHO M NMPOTrHOCTHMYHO 3HAYEHHE IPH
0oJiectTa Ha ['peliBC - KIIMHUYEH CJIy4Yai

BobBenenue: bonectra na IpeiiBc (bl)) e yHukanHa cpen aBTOMMYHHHUTE
€H/JIOKpUHOIATUH, Thil KaTO OCHOBHOTO MMYHHO HApyLIE€HHWE BOAM A0 CTUMYJIUpPAHE HaA
IIMTOBUIHATA KJIe3a, a He O (YHKIMOHAIHO WINM CTPYKTYpPHO NOTHUCKAaHE Ha >Kje3ara.
Bwnpeku ToBa TupeorponuH-penentopaute anturena (TRAbs), crieruduueH 1 49yBCTBUTEICH
uMyHoJioruueH Mapkep 3a GD, ca XeTeporeHHH KakTo 110 OTHOILEHHE Ha MOJIEKYJspHaTa cu
CTPYKTYpa, Taka U 10 OTHOIIEHHE Ha OuosiornyHara cu akTuBHOCT. Ctumynupamute TRAbs
(TSIs) axtuBupar penentopa 3a TuporponuH (TSH). brnokupamumre TRAbs HamansBat
neiicreuero Ha TSH, Ho Morar 1a ObaaT 1 cnadbu aronuctu. Heyrpanaure TRAbs samar egexr
BbpXy cBbp3BaHeTO Ha TSH. Te BeposATHO ywacTBarT B IE€HEPUPAHETO HA OKUCIUTEIHU
pagukanyu W uHAynupaHero Ha amomnrto3a. Haxom TRAbs cwifo Taka mHXHOUpAT aroHUCT-
He3aBucuMara ("KOHCTUTYTHBHA') CHUTHaNM3alMs M ce HapuyaT "oOpaTHM aroHUcTu'".
BebmuocT knmanyHata kaptuna Ha '/ ce onpenens ot 6anaHca MeXIy MPOTHBOTIOIOKHHUTE
aKTUBHOCTH Ha T€3U aHTHUTEINA, HO TO3H OajlaHC MOXeE J1a ce IPOMEHH B X0/1a Ha 3a00JIIBaHETO.
Kaunnyen cay4aii: 67-ronumiHa keHa € MpreTa 10 CHEeITHOCT B KapHOJIOTHYHO OT/IEICHUE
1opajil ocTpa ChbpAE€YHA HEJOCTAaThYHOCT Ha 0OazaTa Ha BUCOKOYECTOTHO HPEACHPIHO
MbxAeHe. CwpaedHara yectora € ngocturHana 167 ymapa B muHyTta. Ilo Bpeme Ha
JUTUTATN3alMsITa € IOCTUTHATO HOPMO(PEKBEHTHO MpeaAchpAHO MbxaeHe. [lopaau
MpUAPYXKaBalIUTE OIUIAKBaHMUS OT HaMajsBaHE Ha TErJoTO, IMOBHUIIEHO W3MOTSABAaHE U
TPEBOXKHOCT € H3clieBaHa W (YyHKIHMATa Ha LIUTOBUAHATA JKJ€3a M € YCTaHOBEHA
tupeorokcuko3a (TSH <0,004 mIU/ml, FT4 1 pmol/l, FT3 13,1 pmol/l). B3 ocHoBa Ha
yATPa3BYKOBOTO M3CJE/BaHE Ha IIUTOBUIHATA >Kje3a (Iudy3Ha HEXOMOTEHHOCT C
MICEBJJOHOAYNAIMST M TIOBUIIEH KPBBOTOK) U H3CIEABAHUTE MMYHOJOTUYHH MapKepu
(Tupeonepoxcunazuu antutena (TPO Ab) <10 U/ml; TSI 5,7 1U/l) e nocraBena auarHo3ata
GD. 3amnounaro e nedenne ¢ 1 mg nponpanonosx u 1 mg Tnamason 1HeBHO. J[Ba Mecena mno-
KbCHO, criope xopmoHanaute napametpu (TSH 3,8 mIU/ml, FT4 8,1 pmol/l, FT3 4,1 pmol/l),
703aTa Ha TUpEOCTaTHKa € HamalieHa Ha 1 mg nqHeBHO. PeructpupaHo e u Bb3CTaHOBSIBAaHE Ha
CHUHYCOBUS pUTHM. KOHTPOIHUTE XOPMOHAIHY U3CIEIBaHNS Ha 4-1s MECEL] CJIE]] TIOCTABSIHETO
Ha JuarHo3ara rnokassar Texxbk xunorupeon1uzbM (TSH 101,25 mIU/ml, FT4 2,1 pmol/l, FT3
2,1 pmol/l), He3aBuCMMO OT HamalieHaTa 1o3a Tuamazon (I mg nHeBHO). AHATU3BT Ha
MMYHOJIOTHYHHUTE MapKepu pa3kpuBa BUCOKH TUTpH Ha TRAbs (>40 1U/l) u namasnienn HuBa
Ha crumynupanmrte umyHornooymuuu (TSI 2,11 IU/l). TepameBruunata cxema Oere
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npoabinkeHa ¢ 10 mg Tmamaszon B KOMOWHAIMS ¢ 25 (g JTEBOTHPOKCUH JHEBHO, HO 0e3 [3-
osokep. 3akaouenue: Kakro TRAK, taka u TSI ca mosie3nu 3a quarsoctunupane Ha I'/], HoO
CPaBHEHHETO UM € M0-Ba)XXHO 3a IPOCIIesiBaHe Ha JiedeHueTo. M3paszenusat npesec Ha TPAK
Hag TCOC B mpeacTtaBeHUsT KJIMHUYEH ClIydyald MOXE J1a € CBbp3aH C HAJIMYMETO Ha
onmoxupamu/aeyrpaau TPAK. ToBa 3akiroueHne ce OIKPENns OT Ha0JIF01aBaHOTO KIMHHYHO
MPOTHYAHE HA 3a00JI5IBAHETO.

6. Huckm HmMBa Ha cepymMeH TecTocTepoH npu nauyueHTn ¢ OKC wun
acoumaumsaTa UM CbC CbpPAEYHO-CBHAOBU PUCKOBU PaKTOpKU

BovBenenue: Crmaga B HuBara Ha tectoctepona (T) y mbxka e (eHoMeH 3adecTsBaml ¢
HampeJBaHe Ha Bh3pacTTa U oOMYaiiHa HaXoJKa Mo BpeMe Ha ocTpu 3a0onsaBanus. Thil KaTo ¢
HarpeJBaHe Ha BB3pacTTa Ce yBEJIMYaBa M YECTOTaTa Ha ChPACYHO-CHIOBHUTE 3a00JSIBAHHS
acolMaIUsATa Ha MOJIOBUTE CTEPOUIH ChC ChPACUHO-CHOBHS PUCK € OT MPAKTUYECKH UHTEPEC.
Hen: Llenra e u3cnenBaHe Ha yecTOTaTa Ha XUIOTECTOCTEPOHEMHUATA U acolMalUsaTa Ha
oOu1us cBOOO HUS 1 OMOHaNNYHUA T ¢ HIKOM ChPIEYHO-CHI0BU PUCKOBU (DAaKTOPH, KAKTO U C
pesynrata ot puckoBus Kaikyinarop GRACE npu nmanueHTd ¢ ocTbp KOPOHAPEH CHUHAPOM
(OKCO).

Martepuanu n meronm: B octpust nepuoa cien HactbnBane Ha OKC npu nauuenturte 6e
uscneaBad oOmy Tecroctepod, SHBG u u3uncnen cBoOOAeH M OHOHAIMYEH TECTOCTEPOH.
JlaHHU 3a CBHPACYHO-CHIOBUS PUCKOB IMPOQHI 05Xa B3€TH OT MEAUIIMHCKATA JOKYMEHTAIHS.
Pesyararu: B xona nzcneaanero 6sxa Britodenu 72-ma manuentu ¢ OKC Ha cpenHa Bb3pacT
56.12r. u 35 3apaBu KOHTPOJIH HA cpeaHa Bb3pacT 54.22r. [Tanuenture ¢ OKC nmar 3Haunmo
MO-HUCKHM HUBA Ha BCUUKU ()PaKLIMU HAa TECTOCTEPOHA CIPSAMO KOHTPOJIH (3a 00111, cBOOOIEeH U
ouonanuuen T, p<.05). [lonHopmenu croitHoctu Ha obmy T ce ycranosiBat B 52.78% oT
naruenute ¢ OKC (cnpsmo 29.4% npu konTpou, p<.05), a 3a ceoboaeH T B 65.28% (cnpsimo
45.78% nipu kouTposn, p<.05) YcTaHOBSIBAT CE HETATUBHU KOPETAIIUU MEX Ty CBOOOHUA T 1
TponoHuHa (rs=-.266 p=.024) xakto u Mexay codonuus T u GRACE, kosto ce 3ama3Ba u
CJie/l KOpUTHPaHEe CIIPsMO Bb3pacTTta. (1=-.245, p=.043). 3akiaouenne: C orie/ Ha ONMUCAHUTE
pe3yaratu uaeHTudupame cBoOo HUS T KaTo XOPMOHAIHUS MapKep Hail-TACHO CBbp3aHU
ChC ChpJEYHO-CHI0BUs puck, u3paseHa upe3 GRACE. OcBeH ToBa ce ycTaHOBSIBa 3HAUMMa
acolanys MeXay rojeMHHaTa Ha MHUOKapJHaTa HEKpo3a (TPONOHMHA) U CBOOOJHMS U
OMOHAIMYHUS TECTOCTEPOH.

Low serum testosterone levels in patients with ACS and their association with
cardiovascular risk factors

Introduction: The decline in testosterone (T) levels in men is a phenomenon increasing with
age and a common finding during acute illness. As the incidence of cardiovascular disease
increases with age, the association of sex steroids with cardiovascular risk is of practical
interest. Aim: The aim of this study was to investigate the prevalence of hypotestosteronemia
and the association of total free and bioavailable T with some cardiovascular risk factors and
the GRACE risk calculator score in patients with acute coronary syndrome (ACS).

Materials and Methods: In the acute period after the onset of ACS, total testosterone, SHBG
and calculated free and bioavailable testosterone were measured in the patients. Cardiovascular
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risk profile data were taken from medical records. RESULTS: During the course of the study,
72 patients with ACS with a mean age of 56.12 years and 35 healthy controls with a mean age
of 54.22 years were included. Patients with ACS had significantly lower levels of all
testosterone fractions compared to controls (for total, free and bioavailable T, p&lt;.05).
Subnormal values of total T were found in 52.78% of patients with OCD (vs. 29.4% in controls,
p&lt;.05) and for free T in 65.28% (vs. 45.78% in controls, p&It;.05) Negative correlations
were found between free T and troponin (rs=-.266 p=.024) as well as between free T and
GRACE, which persisted after adjustment for age (r=-.245, p=.043). CONCLUSION: In view
of the results described, we identify free T as the hormonal marker most closely associated
with cardiovascular risk as expressed by GRACE. Furthermore, we found a significant
association between the magnitude of myocardial necrosis (troponin) and free and bioavailable
testosterone.

7. CprKTprpaHMHT npexoa KbM rpmxkm 3a Bb3pactHU U KoHUenuudaTa 3a
FTOTOBHOCT

[TpexoqHUST eprOJT MEKAY FOHOIIECTBOTO U 3PEJIOCTTA € KIIFOYOB 32 OCUTYpsIBaHE HA
IBITOTPAHM 3/IpaBHH PE3yJITaTH NpPHU MAlUCHTH C XPOHWYHU 3aboisiBaHuss. OCHOBHHU
MNPUHOUIN Ha YCHCIIHHA NPCXOd, BKIHOUUTCIIHO paHHA IMMOATOTOBKA, KOOpAWHAIHWA MCEKIY
MEIUIUHCKUTE CICIIMAIMCTH U MAI[CHTUTE, KAKTO U aJICKBaTHA IMOIrOTOBKA Ha MAIUEHTA.

Nnenatudumnmpanu ca KIFOYOBH MPEAU3BUKATEICTBA KATO JIMIICA HA MPOCIE/IsIBAHE,
HEJOCTaThbUHU 3HAHWS W yYMEHHSA Ha TAIMEHTHTE, KaKTO W OpPraHM3alliOHHU Oapuepu B
3npaBHarta cucrema. ChIlecTBeH (GakTop ca 0COOCHOCTUTE HA PAa3IMYHUTE 3a00JIIBaHUS, KaTO
HampuMep 3aXapHUsIT AUadeT WK Ipyra psaKa eHJIOKpUHHA MMaToNorus. Pa3nuuHu KynTypHU
U COLUUATHO-UKOHOMHUYECKH (PAKTOpH, KOMUTO BIMSSAT BBPXY Ipolieca Ha mpexon. [pyr
CBILIECTBEH E€JIEMEHT OT MPEXOJHHS MPOIIEC U HETOBOTO CTPYKTYpHpaHe € NeUHUPAHETO U
W3MEPBAHETO Ha TOTOBHOCTTA 3a TNpexoA. MHOXECTBOTO HWHCTPYMEHTH 3a Ta3u el
MOAYEPTaBAT HErOBUS KOMILIEKCEH XapaKTep U TPYJAHOCTHTE B M3MEPBAHETO HA Ta3u CIOXKHA
koHuenus. OT 0coOEHO 3HAYeHHE ca PAaHHOTO MY IUTAHMpaHE, MYITHAUCUUIUTMHAPHUS
MOIXO0]1 M UHAUBUAYATU3UPAHUTE HHTEPBEHIIUH 32 MOA00pABaHE HA PE3yITaTUTE OT MPexo/a.

Opranuzupanus Ipexo] KbM I'PUKH 33 Bb3PACTHU MPEACTABIISABA [IPEIU3BUKATEICTBO
3a BcsKa 3/ipaBHa cuctema. [1o Ta3u mpuuuHa IeTailIHOTO My H3yYaBaHe U OpTraHU3UpPaHE € OT
CBIIECTBEHO 3HAYCHHE 3a ycrexa. EHIOKpHHHUTE 3a00JIIBaHHS HE MPABAT WU3KIIOUYCHUE OT
TOBA MPABUJIO.

Structured transitions to adult health care and the concept of transition readiness

The transition period between adolescence and adulthood is key to ensuring long-term
health outcomes for patients with chronic diseases. Key principles of successful transition,
including early preparation, coordination between medical professionals and patients, and
adequate patient preparation.

Key challenges such as lack of follow-up, insufficient patient knowledge and skills, and
organizational barriers in the healthcare system are identified. A significant factor is the
specificities of different diseases, such as diabetes mellitus or other rare endocrine pathology.
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Various cultural and socio-economic factors that influence the transition process. Another
essential element of the transition process and its structuring is the definition and measurement
of transition readiness. The multitude of tools for this purpose highlight its complex nature and
the difficulties in measuring this complex concept. Of particular importance are its early
planning, multidisciplinary approach and individualized interventions to improve transition
outcomes.

Organised transition to adult care is a challenge for any healthcare system. For this
reason, its detailed study and organisation is essential for success. Endocrine diseases are no
exception to this rule.

[9 [lybnmkyBaHa rnaBa  OT  KOJIEKTUBHA
MOHOrpagus.

1. AdeKTnBHM pascTpoucTea

AdeKkTMBHM pa3CTpOMCTBa BKMOYBAT OGMNONAPHO adhekTuBHO pascTponcTteo (BAP) u
peKkypeHTHO penpecuBHO pascTponcteo (POP), kaTto ce xapakTepuaupaT C MNPOMEHU B
HaCTPOEHMETO — OT MaHus U Xxnnomanus o genpecus. AP ce genu Ha Tun | (C MaHWeH unun
cmeceH enmsoa) n tvn Il (c xunomanusa n genpecusd, 6e3 mM3paseHa maHud). CMmeceHuTe
enu3ogu ca ocobeHo TeXKUM U ce CBbp3BaT C BMCOKA YecToTa Ha camoybunctea M noLl
OTroBOp Ha neyeHue ¢ nutun. MNpuunHnte 3a BAP ca kakTo reHeTu4Hu (reHu, CBbp3aHu C
UMpKagHUTe pUTMM), Taka U cpeaoBu (AeTCKM ncuxoTpaBmm). JledeHneTo BKIYBa NUTUEBK
CONK, aHTUKOHBYINCAHTW (BannpoeBa KUCenWHa, NaMOTPUrMH), aTUNUYHU aHTUNCUXOTULM
(kBeTWMaNWUH, onaH3anuH) U enekTpoKoHBYNcuBHa Tepanug. PP ce nposiesiBa ¢ 4enpecuBHU
enn3oaun, YeCTo crneq TEXKM Uy NOBTapsLLmM ce ncuxoTpaBmn. XKeHuTte 6oneaysart no-4ecto
nopagn XxopMmoHanHu  cpaktopn. ETuonaToreHesata - BkNuYBa  OUCYHKUMA  Ha
MOHOAMWHEPTUYHUTE CUCTEMU U HAMANEHW HUBA Ha HEBPOTPOpNYHM dhakTopu. Cumntomnte
ca OUCTMMUS, aHXeAOHWS, HAapYLLEeHNs B CbHS, TErNoTOo, KOHUEHTpaumsaTa, camooLeHKkaTa u
Hanuuve Ha cymumaHu mucnu. JleyeHneTo Ha genpecus BKNYBa aHTuaenpecaHtn — TAL,
CCA, CHA, HA, HOA, kakto n ncuxotepanus. B Texku cnyvyam ce npunarat EKT u
TPaHCKpaHuanHa MarHutHa ctumynauusa. KomopbuaHocTTa € TPeBOXHM pas3CTpPoOMCTBa U
3noynoTtpeba c BewecTBa yCrnoxHsaBa TepanusTa.

Affective Disorders

Affective disorders include bipolar affective disorder (BAD) and recurrent depressive disorder
(RDD), and are characterized by mood swings ranging from mania and hypomania to
depression. BAR is divided into type | (with manic or mixed episode) and type Il (with
hypomania and depression, without marked mania). Mixed episodes are particularly severe
and are associated with a high incidence of suicide and poor response to lithium treatment.
The causes of BPD are both genetic (genes associated with circadian rhythms) and
environmental (childhood psychotrauma). Treatment includes lithium salts, anticonvulsants
(valproic acid, lamotrigine), atypical antipsychotics (quetiapine, olanzapine), and
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electroconvulsive therapy. MDD manifests with depressive episodes, often after severe or
repeated psychotrauma. Women become ill more often due to hormonal factors.
Etiopathogenesis includes dysfunction of monoaminergic systems and reduced levels of
neurotrophic factors. Symptoms include dysthymia, anhedonia, disturbances in sleep, weight,
concentration, self-esteem, and the presence of suicidal ideation. Treatment of depression
includes antidepressants - TAD, CCA, SNA, NA, NDA, as well as psychotherapy. In severe
cases, ECT and transcranial magnetic stimulation are applied. Comorbidity with anxiety
disorders and substance abuse complicates therapy.

23



