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Pe3rome:

OCTCOHOpO?;ElT& CC IMpucmMma rjiaBHo 3a HpO6JICM Ha )XCHUTC B [IOCTMCHOIIay3aJIHa Bb3pacCT, Mopaau
HU3BCCTHUTC e(beKTI/I BBPXY KOCTHATA MaCa Ha HAMAJIIBAIIUTC HUBA HAa CCTPOTCHUTC B TO3U IICPUOA.
HpI/I MBJKETe 3200 IIBAHETO CE Ha6moz[aBa IMo-psAaKo, THH KaTO T€ KUMAT IT0-TOJIIMA CKEJIETHA Maca.
Hemo IIOBCYC, TAXHaTa KOCTHA 3ary6a 3ar104Ba IMO0-KbCHO U IIpOorpecupa HO'6aBHO, 3a10TO ITpU
MBIXKKHUA ITIOJT HE CC Ha6J'IIOI[aBa Nnepruoa Ha 6Lp3a XOPMOHAJIHA IMPpOMAHA U 3ary6a Ha KOCTHa Maca
C HaAITp€aABAaHECTO HA BbB3pacCTTa. IIo To3u moBOA M OlLICHKATa Ha KOCTHUS HUHTETPUTET CPEA MBIKETEC
HC € TOJIKOBA 4E€CTA B KIIMHUYHATA IIPpaKTUKa.

Ot npyra cTpaHa, MpU JUICA HA HUCKOCHEPTUHHU (PPaKTypH KPUTCPUUTE 3a TMOCTaBSHE Ha
JIMarHo3aTa OCTEeOIopo3a MPH MBXKe OcTaBaT AUCKyTaOwmiIHU. CBETOBHATA 3/IpaBHA OpPTraHU3AIHs
(C30) u MexnayHapogHoto oOmiectBo mo kiuHu4Ha JaeHzutomerpus (ISCD) ompepensar
JTUArHOCTUYHUTE KPUTEPHH 32 HUCKA KOCTHA Maca (OCTEOIEHUs) U 0CTeONopo3a Bb3 OCHOBA Ha
n3mepBane Ha KMII Ha nnnuBua upe3 DXA u cprioctaBkara U cpsiMo pedepeHTHa MOmyIatusl.
3a MpxKeTe 0b6aue AeH3UTOMETpUYHaTa Ne(UHUIUS HE € TOJIKOBa J00pe CTaHAapTU3MpaHa, KaKTo
IIPY JKEHUTE B IIOCTMEHOIIay3aTHa Bh3PacT.

Hemo noBede, HE3aBUCUMO Y€ PAa3NpPOCTPAHEHUETO HA OCTEONOPO3aTa € 0-BUCOKO IPH JKEHUTE,
CMBpPTHOCTTA CJIel HacThIIBaHE Ha (pakTypa € Mo-TojsiMa MpU MbXkKeTe. ToBa BaXH KakTo 3a
BepTeOpaJIHUTE, TaKa U 3a HeBepTeOpaTHUTE PPAKTYPH.

HpC,Z[BI/I,Z[ TFOpPCUBJIOKCHOTO OYaKBaHO IIPE3 TMOCICIHUTE NCCCTUIICTUA 3a00JIIBAaHETO C€
IPUIIO3HABa B€YC U KATO 3HAYUM 3APABCH Hp06J'IeM CpCa MBKKOTO HACCIICHUC. Tora e CBBpP3aHO



C VYBEIMYAaBAaHETO Ha YecToTaTa Ha (paKTypHTe Cpel HACEICHHETO, BEPOSITHO IOpaan
HaOJII01aBaHaTa MO-TOJIIMA MPOIBIDKUTEIIHOCT HA JKUBOTA B CBETOBEH MaIiad, Mo-3aceaHaIusl
HAYMH Ha )KUBOT M MOBUIICHOTO Pa3lPOCTPAHCHHUE HA PUCKOBU (PaKTOPH.

Brrpekn HemankaTta 3a007€BaéMOCT M BHUCOKaTa CMBPTHOCT MPH MBXKETe 00aue, MOBEYETO
PaHIOMHU3UPAHU KOHTPOJUPAHU MPOYUBAHUS 32 JICUEHHE Ha OCTEONOpO3a BKIKOYBAT MPEIUMHO
YKEHU B ITIOCTMEHONAay3aIHa Bb3PacT, KOETO MPaBU YIIPaBICHUETO HA OCTEONIOPO3aTa MPU MBKETE
MIPeIM3BUKATEIICTBO 32 KJIMHUYHATA MPAKTHKA.

About Osteoporosis in Men (Monograph ISBN: 9786192214883)

Abstract:

Osteoporosis is primarily considered a problem affecting postmenopausal women, due to the well-
known effects of declining estrogen levels on bone mass during this period. In men, the disease is
observed less frequently because of the greater skeletal mass. Moreover, their bone loss begins
later and progresses more slowly, as men do not experience a period of rapid hormonal change and
loss of bone mass with aging. For this reason, the assessment of bone integrity in men is less
common in clinical practice.

On the other hand, in the absence of low-energy fractures, the criteria for diagnosing osteoporosis
in men remain debatable. The World Health Organization (WHO) and the International Society
for Clinical Densitometry (ISCD) define the diagnostic criteria for low bone mass (osteopenia)
and osteoporosis based on the measurement of an individual's BMD using DXA, and its
comparison to a reference population. However, for men, the densitometric definition is not as
well standardized as it is for postmenopausal women.

Moreover, although the prevalence of osteoporosis is higher in women, mortality after a fracture
is greater in men. This applies to both vertebral and non-vertebral fractures.
Given the above, it is not surprising that in recent decades the disease has come to be recognized
as a significant health issue among the male population as well. This is associated with the rising
incidence of fractures in the population, likely due to the observed increase in life expectancy at a
global level, more sedentary lifestyles, and the growing prevalence of risk factors.

Despite the considerable morbidity and high mortality in men, most randomized controlled trials
for osteoporosis treatment have included predominantly postmenopausal women, making the
management of osteoporosis in men a challenge in clinical practice.
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Pe3ome:

[IluToBHIHUTE XOPMOHHU UMAT pelIaBamia poJisi B CKEJIETHUS PACTEXK U Pa3BUTHE, JOCTUTAHETO HA
MMKOBa KOCTHAa Maca M MOJIbp)KaHEeTO Ha KocTHara maca. TpuidoaruponunsT (T3) wurpae
I'BPBOCTENICHHA POl B CKeJleTHATa XOMeocTa3a KaTo CTHUMYJHpa ocTeobiacTHaTa
nudepeHInanus U akTUBHOCT Ype3 KOMIUIEKC OT TUPEKTHH BB3JCHCTBUS BHPXY pELENTOPUTE 32
TUPCONJHHU XOPMOHU U MHAUPCKTHU MCXaHU3MHU, BKIIFOUYBAIIU MHOKCCTBO PaCTCKHU q)aKTOpI/I n
UTOKUHH. T3 CBIIO Taka CTUMYJIMPA U OCTEOKJIACTHATA JU(epeHITAII U KOCTHATA PE30PpOIIHs,
KaTo 3acera OcCTaBa HESICHO Jalud TO3W e(EeKT ce IBDKM Ha JTUPEKTHO JICHCTBHE BBPXY
OCTEOKJIACTUTE WM € orocpencTBad nHaupekHo upe3 cucremata RANK-RANKL. [Tonacrosiem
ChILECTBYBAT JI0Ka3aTelCTBa, ye caMuiaT TCX neiicTBa KaTo JUPEKTEH Perynarop Ha KOCTHOTO
pemMojienupaHe upe3 peuenTopd B OCTEOOJACTUTE M OCTEOKJIACTHTE, KOETO IOoAYepTaBa
3HAYEHUETO HAa MHTETPUTETA Ha XUIOTaIaMO-XHUIO(pU30-IIUTOBUAHATA OC.

HenexyBaHusT XUIIOTUPEOUIU3BM B JETCKa Bb3pacT BOJAU JI0 3a0aBsSHE HA pacTe’ka, HapyLICHUs
B EHJOXOHJpajlHaTa OCH(HKalMsi, W30CTaBaHE B KOCTHaTa BB3pacT U TPaWHO HUCBHK PBCT.
XUNOTUPEUAU3MBT y BB3PACTHH NMPHUUMHABA 0011 XunomerabonuszbsM. IIpouecute Ha KOCTHO
¢dopmupane ce 3abaBiaT ¢ okoso 50%, a Ha KocTHa pezopuus ¢ okoio 40%. Kamumypusra
HamalsiBa, CEPYMHHUTE KOHIIGHTPALMU Ha OCTEOKAJIMH M alkajgHa (ocdaraza ce MOHMKABAT,
JI0KaTO MapaTXOpMOHBT U BUTaMUH D morar fa Ob1aT noBuiieHu. [Tapanesnno ¢ moHUKEHUETO B
KOCTHUSI TBPHOBBD, CE€ ChOOIIaBa U 3a MOBUIIABaHE HA KOPTHKAIHATA KOCTHA IUTBTHOCT, 10KATO
TpabeKynapHaTa He € 3acersara. HezaBucumo ot ToBa, MOMyJIallMOHHY IIPOYyYBaHUs J0Ka3BarT, ue
XUIMOTUPEOUAN3IMBT CE€ CBbpP3Ba C MOBMILIEH PHUCK OT (PpakTypu, YMHTO MEXaHU3bM OCTaBa
HeussicHeH. Cunra ce, 4e yBpeXkIaHeTO Ha KaueCTBOTO Ha KOCTTa c€ KOMOMHUpA C HAMAJIEHUE Ha
MEXaHUYHUTE CTHUMYJIM TOpajau TMOHMKeHaTa (U3UYecKa aKTMBHOCT MPU XUIOTUPEOHIU3BM,
KaKTO U C IOBUIIEH PUCK OT MajaHe. Taka, MOBUIIEHUAT PPaKTypeH PUCK IPU XUIIOTHPEOUTU3IBM
ce IbJDKU Ha MPEeKOMEpHa KOCTHA TBBPIOCT U HEPBHO-MYCKYJIHA HECTAOUITHOCT.

XPOHUYHOTO JICYCHHE C MIMTOBUIHU XOPMOHHU TOBJIMSBA KOCTHHS Merabonmu3bpMm. He camo
CYNIPECHUBHUTE JO3M THPOKCHH, BOJCIIM 10 CYOKIMHMYEH XHIEPTUPEOUAU3BM, HO U
3aMECTUTEIHOTO JieueHue ¢ T4 Moke J1a OBJMsAE HETaTUBHO KOCTHATA ITbTHOCT. Clie/] 3arouBaHe
Ha 3aMECTUTEIIHOTO JIeueHue, ce HabmonaBa T. Hap. “catch-up” — TpaH3UTOpHA KOCTHA 3aryoa,
KOSITO C€ HEeYTpallM3upa OT MOCIEABAIIOTO KOCTHO (hopMUpaHE.



Hypothyroidism and Bone

Siderova, Mira V., Dimitrova, Radina S., Boyadzhieva Mila B., Hristozov, Kiril H. Clinic of
Endocrinology and metabolic diseases; University Hospital "St. Marina”; Medical University,
Varna

Abstract:

Thyroid hormones play a crucial role in skeletal growth and development, peak bone mass
acquisition and maintenance of bone mass. Triiodothyronine (T3) plays a primordial role in the
skeletal homeostasis and stimulates osteoblast differentiation and activity by complex direct
actions on TH-receptors and indirect mechanisms, involving diverse growth factors and cytokines.
T3 also stimulates osteoclast differentiation and bone resorption, but it still remains unclear
whether this effect results from direct action in osteoclasts or indirectly through RANK-RANKL
system. There is now evidence that TSH itself acts as a direct regulator of bone remodeling through
receptors both on osteoblasts and osteoclasts, highlighting the importance of integrity of the
hypothalamo-pituitary-thyroid axis. Untreated hypothyroidism in childhood leads to growth
retardation, disturbances of endochondral ossification, delayed bone age and persistent short
stature. Hypothyroidism in adults causes general hypometabolism. Bone formation processes are
slowed in 50%, bone resorption processes - in 40%. The calciuria is reduced, serum concentration
of osteocalcin and alkaline phosphatase is decreased, but serum concentration of parathyroid
hormone and vitamin D can be elevated. Along with the reduction of bone turnover, it has been
reported that cortical thickness increases, while bone mineral density of trabecular bone is not
affected. Nevertheless, population based studies prove that hypothyroidism is related to increased
risk of fractures, although their mechanism remains unclear.

Impairment of bone quality is believed to occur in association with the reduction of mechanical
stimuli due to lower physical activity and with an increased risk of falls. Thus, increased fracture
risk in hypothyroidism is due to bone stiffness and neuromuscular instability. Chronic treatment
with thyroid hormones influences bone metabolism. Not only suppressive doses of thyroxin
leading to subclinical hyperthyroidism, but also replacement T4 therapy may negatively influence
BMD. Once replacement therapy is initiated, there is a “catch-up” bone loss that is transient and
actually reversed ultimately by new bone formation.
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Pesrome:

TupeonaHuTe XOPMOHM Ca OT CHIIECTBEHO 3HAUYEHHUE 3a PA3BUTUETO Ha CKeJeTa, JIMHEApHUs
pacTex Ha KOCTTa, JOCTUI'AaHETO Ha ITMKOBA KOCTHA Maca U MOAIbPKAHETO Ha HOPMaJIHA KOCTHA
CTPYKTypa M 3paBUHA. THUPEOTOKCHKO3aTa yCKOPsIBA KOCTHOTO PEMOJEIMTPAHE U € elHa OT
[JIaBHUTE PUYMHHU 32 BTOPHUHA OCTEOINIOPO3a C BUCOK KOCTEH ThPHOBBP IIpH Bb3pacTHU. He camo
SBHUTE, HO ¥ CYOKIMHUYHUTE (POPMHU HA THUPEOTOKCHKO3a, BKIFOUUTEIHO U MPOABIKATEIIHOTO
CYIIPECUBHO JIEYEHHE C JIEBOTUPOKCHH HaMalsiBaT KOCTHaTa MHHepaiHa IIbTHOCT (BMD) u
MOBHIIABAT (PPAKTYPHUS PUCK, OCOOCHO MPH MOCTMEHONay3aTH! *KeHU. OCBEH TOBA IPOYYBAHUS
Cpel eyTHPEOUJHU MHIMBUAM IMOKa3BaT Mno-Hucka BMD u noBuineH puck oT (pakTypu npu
noiaHorpanuyer tupeorponuH (TCX). HopmanHara npoabKUTETHOCT HA PEMOJEIUPALIMS
LIUKBJ € 0kojo 200 JHH, OKATO NMPU TUPEOTOKCHKO3a TS € HaMalleHa Ha IOJIOBUHA, KaTo IMpH
BCEKU LIUKBI ce ryou 9,6% munHepanusupana KocT. OcTeokiacTHaTa KOCTHA pe3opOuus e Io-
M3pa3zeHa B KOpTUKaJIHATa U [0-cjabo B TpabekynapHara kocT. Tpuitontuponunst (T3) menuupa
OCTEOKJIaCTHATa KOCTHA pe30opOouus npeauMHo upes anda tupeounnnure peuentopu (TRa), kakTo
4ype3 JUPEKTHO BB3JCHCTBHE BBPXY OCTEOKJIACTUTE, Taka M MHJIMPEKTHO 4pe3 aKTUBHpAHE Ha
ocreobnacture. Jepuuurst Ha TCX cbuio ce mpeamnonara kato (QaxTop 3a pa3BUTHETO Ha
ocreornopo3a. THPEOTPONHUAT XOPMOH BiIHsI€ BbPXY KOCTHUSI METa0O0JIM3bM Upe3 peLeNITOPUTE CH
(TCXP) B ocTeobacTHUTE U OCTEOKIACTHUTE MpeKypcopu. HopMmanusupaHeTo Ha TUpeOUIHATA
(GyHKIMS BOAM 10 HaMaJsiBaHE Ha KOCTHA 0OMsIHa U oBuIaBaHe Ha BMD, HO KocTHaTa IIBTHOCT
HE BHHAru JOCTUIa 10 U3XOJHOTO HUBO cie] jeueHue. lIpenamecTBammaT XunepTupeonin3bsm
OcTaBa PUCKOB (akTop 3a 6eapeHu GpaKTypH, pECIEKTUBHO U MOBUIIEHA CMBPTHOCT B O-KbCHA
BB3pacT.

Secondary Osteoporosis in Thyrotoxicosis

Dimitrova, Radina S, Boyadzhieva, Mila B, Hristozov, Kiril H, Siderova, Mira V. Clinic of
Endocrinology, University Hospital “St. Marina”, Medical University, Varna

Abstract:

Thyroid hormones are essential for normal skeletal development, linear bone growth, peak bone
mass formation and maintenance of normal bone structure and strength. Thyrotoxicosis causes
acceleration of bone remodelling and is one of the main risk factors for secondary osteoporosis
with increased bone turnover in elderly. Not only overt but also subclinical forms of thyrotoxicosis,
including prolonged suppresive levothyroxine treatment, reduce bone mineral density (BMD) and



increase fracture risk, especially in postmenopausal women. Furthermore, studies among
euthyroid subjects demonstrated a lower BMD and increased risk of fractures in low-normal
thyrotropin (TSH). The normal duration of the remodelling cycle is about 200 days, while in
thyrotoxicosis it is reduced by half, and in each cycle 9,6% of mineralised bone is lost. Osteoclastic
bone resorption is more pronounced in cortical than in trabecular bone. Triiodothyronine (T3)
mediates bone resorption mainly by its alfa receptors (TRa), both directly through effects on the
osteoclasts, and indirectly activating the osteoblasts. Thyrotropin defficiency is suggested as
another risk factor for developing osteoporosis. TSH affects bone metabolism through the
receptors (TSHR) on the osteoclast and osteoblast precursors. Normalization of thyroid function
reduces bone turnover and increases BMD, but even after treatment it is possible that bone density
does not reach its initial level. Previous hyperthyroidism remains a risk factor for hip fractures and
for increased mortality in older people.
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Bpb3ka Ha MHCYJIMHOBATAa PE3MCTEHTHOCT ¢ KOCTHATA MMHEPAJIHA INTBTHOCT M PHCKA OT
(paxTypu npH ’xKeHH B MOCTMEHONAY3aIHA Bh3pacT 0e3 3axapeH quader

P. HMumurpoBa, K. Xpucro3oB. Btopa karegpa mno BbTpemHu Oosiectd, KiuHuka 10
eHJOKpUHOJIOTUs U OosiecT Ha oOmsiHaTa, YMBAJL ,,Ceera Mapuna”; dakynTeT 1no MeIuiinHa,
MenunnHcku yHuBepcuTeT, BapHa — beirapus

Pe3rome:

Hanume ca mnpoTtuBopeunBH NUTEpAaTypHU JaHHUM OTHOCHO He3aBHUCHUMHTE e(eKTH Ha
WHCYJTMHOBAaTa PE3UCTEHTHOCT W CHIBTCTBANlATA S XHUIIEPUHCYIMHEMHs] BBPXY KOCTHaTa
MUHEpaliHa ITBTHOCT. B mombiiHeHue, Bee olle ce 00Chkaa Aallu HETHUAT ePeKT e OIaronpusTexH
WM HeONmarompusTeH 3a QpaktypHust puck. [Io To3u moBoJa MpoOBEAOXME CPE30BO MPOYYBAHE.
Hexa: la ce oneHu Bpb3KaTa MEXIy KOCTHaTa MUHEpaliHA IUIBTHOCT U PUCKA OT (pakTypH ¢
WHCYJMHOBAaTa PE3UCTCHTHOCT W HHBATa HA [UPKYJIUPANIUsS WHCYJIHMH TIPH KCHH B
MMOCTMEHOMay3aIHa Bh3pacT 0€3 M3BECTEH 10 MOMEHTA 3axapeH auadeT. MaTepuain U MeTOIH:
B uscnenBanero ca ananusupanu 84 xenu. CpenHarta Bb3pacT Ha ydactHunure € 60,54 + 7,07
TOJIMHU, a CPEAHUSAT MEPUO/] CIe HACThIIBaHE HAa MeHomay3a € 11,45 + 6,62 ronunu. [IpoBeneH e
CTaHJIaPTEH OpaJieH TIIOKO30TOJIEPAHTEH TECT C M3MEpBaHEe HAa HMBAaTa Ha KpbhBHATA 3axap U
uncynuHa Ha 0 1 120 munyTH. M3non3BaHa € qBOHHOCHEPTHIHA PEHTICHOBA a0COPOLIMOMETPUS
3a ompeieNssHe Ha KOCTHATa MUHEpallHa TUTFTHOCT Ha HUBO JIyMOATHU MPENICHN U TPOKCUMAaTIEH
dbemyp. PUCKBT OT GpakTypH € U3UUCIICH C IOMOIITa HAa HHCTPYMEHTA 3a OlIeHKa Ha (PpaKkTypHUS
pucka. PesyaraTu: YcTaHOBHXME, Y€ IPH KEHU B IIOCTMEHOIIAy3aTHa Bh3pacT 0e3 U3BECTEH JI0
MOMEHTa 3axapeH auabeT MOo-HUCKUTE HUBA Ha 0a3alieH WHCYIWH (MHCYJIWH Ha TJIagHO) ca
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CBBp3aHU C MO-BUCOK 10-roAMIlIEeH PHUCK OT TOJEMH OCTEONOPOTUYHH (pakTypH, KOrato
WHCYJIMHOBaTa 4yBcTBUTETHOCT ¢ 3ama3zeHa (HOMA-IR wnaaekc < 2). HuBata Ha MHCYIMH Ha
rragHo nox 6,15 plU/ml ce oTunTaT KaTo BUCOKOPUCKOBH IO OTHOIIICHHUE HA PUCKa OT (DpakTypH.
Ot npyra cTtpaHa, I0-BUCOKMTE HUBA HA CTUMYJIMpaH UHCYJIMH Ha 120-Ta MUHyTa (MHCYJIHUH ClE]
HATOBapBaHE) CE€ CBBP3BAT C MO-BUCOK 10-rouIlIeH pUCK OT rOJIEMU OCTEOTIOPOTHYHH (PPaKTypH
npu HOMA-IR unzaexc Han 2. Ctumynupanu HuBa Ha mHCYnuH Hag 39,7 plU/ml ce otunrtat karo
BHCOKOPHCKOBU TI0 OTHOIICHHME Ha pUCKa OT (pakTypH. 3ak/rodeHue: Hammre pesynratu
paskpurxa OTpUlATEIHA B3aMMOBPbB3Ka MEKy HUBaTa Ha cTuMmynupad uncyinuH npu HOMA-IR
WHJEKC HaJl 2 U KOCTHHMSI MHTETPUTET B MOCTMEHOMNay3anHata Bb3pacT. OT Apyra crpaHa, Io-
BHCOKMTE HHMBa Ha OazaneH mHCyauH npu HOMA-IR unzaekc nmox 2 ca cBBp3aHu C MO-A00pH
IapaMeTpy Ha KOCTHOTO 3/JpaBe B IOCTMEHONIay3aJIHA Bb3pacT.

Association of insulin resistance with bone mineral density and fracture risk in non-diabetic
postmenopausal women

R. Dimitrova, K. Hristozov. Second Department of Internal Diseases, Clinic of Endocrinology and
Metabolic Diseases, “St. Marina”; University Hospital, Faculty of Medicine, Medical University,
Varna — Bulgaria

Abstract:

There is conflicting literature evidence regarding the independent effects of insulin resistance and
concomitant hyperinsulinemia on bone mineral density. In addition, it is still under debate whether
the net effect is favorable or unfavorable for the fracture risk. Therefore, we conducted a cross-
sectional study. Aim: To assess the correlation between bone mineral density and fracture risk
with insulin resistance and circulating insulin levels in non-diabetic postmenopausal women.
Materials and methods: The study analyzed 84 women. The mean age of the participants was
60.54 + 7.07 years, and the mean postmenopausal period was 11.45 + 6.62 years. A standard oral
glucose tolerance test was performed with measurement of blood glucose and insulin levels at 0
and 120 min. Dual-energy X-ray absorptiometry was used to determine bone mineral density at
lumbar spine and proximal femur. Fracture risk was calculated using the Fracture Risk Assessment
Tool. Results: We found that in non-diabetic postmenopausal women lower basal insulin levels
(fasting insulin) were associated with a higher 10-year risk of major osteoporotic fracture when
insulin sensitivity was preserved (HOMA-IR index < 2). Fasting insulin levels under 6.15 ulU/ml
were considered high-risk regarding the fracture risk. On the other hand, higher stimulated insulin
levels at 120 min (post-load insulin) were associated with a higher 10-year risk of major
osteoporotic fracture at HOMA-IR index greater than 2. Stimulated insulin levels above 39.7
ulU/ml were considered high-risk regarding the fracture risk. Conclusion: Our results revealed a
negative relationship between stimulated insulin levels at HOMA-IR index above 2 and bone
integrity in postmenopausal age. On the other hand, higher basal insulin levels at HOMA-IR index
lower than 2 were associated with better parameters of postmenopausal bone health.
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IIbpBuyen unTpaTupeounaeH He-xouknHOB JJMM(POM — KIHHUYEH CJIy4Yai.

Kupun Xpucroszos!, Paguna {umutposa', Casu Ilumkos', Hagexxna Credanosa?, CernaHa
I'epueBa'. 'Bropa xareapa mo BeTpentan 6onectu, MY "IIpod. n-p Ilapackes CrosiHoB", BapHa,
2Kareapa 1mo o011a ¥ KIMHUYHA 1MaToJI0Tus, ChAcOHa MenunrHa 1 geontosorus, MY "IIpod. n-p
[TapackeB CrosiHOB", BapHa

AOCTpaKT:

[IspBuunuAT THpeouaeH mumdom (I1TJI) e psinko 3abomnsBaHe, KOETO Ce XapaKTepU3Upa ¢ MOsBa
Ha OBP30 HapacTBala TBHpPJAa NOAYTHHA B muitHaTa 001act. OCHOBEH PUCKOB (haKTOp ce sSBSBA
ABTOUMYHHUST TUPECOUIUT Ha XalIMMOTO, IPH KOWTO IIMTOBUIHATA XKJIe3a € MHQUITpUpaHa oT
auMponutu. JlumbonponudepaTuBHOTO 3abo0isgBaHe ce HAOII0aBa IMO-Y€CTO TPH KEHUTE.
OO6wuuaifHo ce pa3BHBa B IIECTaTa U ceIMarta JeKaia Ha KUBOTA.

[IpencraBsame cimydaii Ha 66-roauiIIHa XeHa ¢ AUQy3eH MbpBHYEH B-kieTpyeH muMpom Ha
[IMUTOBHIHATA JKJ€3a, MPH KOSTO JIMIICBAT JAHHU 3a IOJIEKAIla aBTOMMYHHA IaTOJIOTHS Ha
IATOBUAHATA JJie3a. [IbpBoHavanHara okanu3anys Ha JuM@orpoindepaTuBHOTO 3a00sIBaHe
€ B IIMTOBU/IHATA KJI€3a, HO NP AUArHOCTULIMPAHETO € YCTAHOBEHO 3acsiraHe U Ha perHOHATHUTE
mMiHE TMMQHN BB3aM. Cliel XUCTONOTHYHA BepUUKAIMS C UMYHOXHUCTOXUMHUS M CTaJlpaHe
ype3 oOpa3Ha JMarHoCTUKa, € 3amoyHara XxuMuorepamnus no nporokoia R-CHOP (purykcumad,
nukiaopochaMua,  XUAPOKCHIAYHOPYOHIIMH — Xuapoxjiopul, Oncovin®  (BUHKpPHUCTHH),
npeaHn3oH). [TocTUTHAT € OTIIMYeH TepaneBTHYEH OTTOBOP C peMHCHS Ha JuMQoma Cies mecT
[IUKBJIa TI0 CHOTBETHUS NMPOTOKOJI. [103UTHBHpaHETO HAa THPOWIHUTE aBTOaHTUTENa 18 Mecema
Clesl JICYUCHHETO C PUTYKCHMMald, BEpPOSATHO OTpas3siBa TPAH3UTOPHHUS CYNpEcHBEH e(peKT Ha
UMyHOTEepanusTa. BriocnejacTBue manueHTkaTa € mpocjieeHa OT MyATHINCIUILIMHAPEH KU C
OTJIe]] Ha B3MOXKEH PEUINB Ha TUM(OMA U/WIIN pa3BUTHE HA THPEOUTHA AUCHYHKITHSL.

To3u KIMHUYEH Ciiydail TEMOHCTPUPA Bb3MOKHUTE MPEIU3BUKATENICTBA 32 TUATHOCTHIIMPAHETO,
JICYCHUETO W MPOCIIECASIBAHETO HA Ta3MW PSJIKA TUPCOUIHA TATONOTHS. [Ipy THarHOCTUIIMPAHETO
KIIMHUYHATa 1U351Ba Ha 3360J’I${B3HCTO, YIATPa3BYKOBHA 06p33 W HUTOJIOTUYHUAT PE3YJITAT MOratT J1a
Cca CXOOHU C HI/ICKO)II/I(i)eTeHHI/IpaH TUPCONJICH KAPIUUHOM HUJIN C BTOPUYHO MCTACTATHUYHO 3aCATaHC
Ha Jiezata. [IppBOHaYanmHaTa JUIICA HAa JAaHHU 3a TIOUIEXKANIO0 ABTOMMYHHO THPEOHWIHO
3a00NsBaHe TpPaBU TOBAa pasTPaHUUEHUE OIlE IMO-TOSIMO MpeAu3BUKaTencTBO. OCBEH TOBA,
BBIIPEKH OBP30TO OBNIAJSIBAHE Ha 3a00JSIBAHETO, € HEOOXOAMMO PEIAOBHO IBITOCPOYHO
HaOII0JIEHNE 32 PEIUIUB.
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Primary Intrathyroidal Non-Hodgkin Lymphoma: A Case Report

Kiril Hristozov !, Radina Dimitrova !, Savi Shishkov !, Nadezhda Stefanova 2, Svetlana
Gercheval. 'Second Department of Internal Medicine, Medical University "Prof. Dr. Paraskev
Stoyanov", Varna, BGR; 2Department of General and Clinical Pathology, Forensic Medicine,
and Deontology, Medical University "Prof. Dr. Paraskev Stoyanov", Varna, BGR

Abstract:

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 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.

I' 8.1 IlumurtpoBa P, bossxxueBa M, Xpucro3os K. JleueHue Ha XUIIOTHPEOUAUIBM.
MenuxApt. I'acTpoenTteposiorusi u engoxkpunosorusi, 2015; 3: 39-40 (ISSN 1312-
9384)

JleueHne Ha XUIIOTHPEOUAUIBM
HumutpoBa, P, bosmxkuea M, Xpucro3os K. Knunuka mo enmoxpunHonoruss u Oonectu Ha
obmsHara, YMBAJI ,,Cera Mapuna“ Bapha.

Pe3rome
CraHaapTHOTO JIeYeHHE MTPU HeJO0CTaThuHA €HAOTCHHA MTPOIYKIHs Ha TUpeonaHu XopMonu (TX)
¢ MoHoTepanusta ¢ JeBOoTHpokcuH (LT4) - edukaceH Hpu KONMUpaHE Ha XUIOTUPECOHMTHUTE
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CUMIITOMH, C OJaromnpusteH mpodua Ha O€30MacHOCT, JIECHO MPHWIOXKHM, C IBJIBI IUIa3MEH
MOJY)KMBOT M HHCKa 1ieHa. [IpeBkimouyBane mexay pasnmyau LT4 mpemapatu TpsioBa na ce
n305TBa, THil KATO MOJXKE JIa HAJIOKH MPOMsHA B o3ara. ['en kancynara LT4 e nekapcrBeHa popma
¢ mo-mobpa ycBOSIEMOCT, 0COOCHO MpHu ynoTrpeda Ha nHXHOUTOpU Ha mpoToHHaTa nmommna( UIIIT),
ManabcopOIus, cien OapuaTpuuHa XUPYPrusl WIH MPU MIPHEM ChC 3aKyCKa. Ts ce MpeArnoYnTa u
B PEIKUTE CIIy4au Ha ajepruv KbM IMOMOIIHUTE BEIIECTBA HA JPYTUTE JICKApPCBEHU (POPMH.

Lenu na 3amecTtutenHoTo JjedeHue: 1. oOpaTHO pa3BUTHE Ha MPHU3HAIUTE U CUMIITOMHUTE Ha
XUNoTHpeouu3Ma; 2. HopMmanusupane Ha TSH, ¢ momoOpenue B koHieHTpanusata Ha TX; 3.
HEJOIyCKaHe Ha ATPOreHHa TUPEOTOKCUKO3a, 0COOCHO B HalpeaHaa Bb3pacT.

Hait-nagexxqHUAT mokaszaTtes 3a OlleHKa Ha 3aMECTUTETHOTO JieueHue € cepymHusar TSH, nokaro
caMO TIPOMEHHUTE B KJIMHUYHUTE CHMIITOMH HE Ca JOCTAThYHO YYBCTBUTCIHHU WM CHEIU(MUIHH.
[IpocnensiBane Ha ThKaHHU OMOMapKEPH KaTO OCTEOKAIIUH, ThKaHEH IJIA3MUHOTEHOB aKTUBATOD,
AQHTMOTEH3UH KOHBEPTUpAILl €H3UM M JIp. CHIO HE Ce MPernopbyBaT 3a PyTUHHA yNoTpeda, Thi
KaTo BCE OIII€ HE Ca CTaHJIAPTU3UPAHU U JIECHO JOCTBHITHH.

Treatment of hypothyroidism
R. Dimitrova, M Boyadzhieva, K. Hristozov. Clinic of Endocrinology and Metabolic Diseases,
University Hospital, “St. Marina”, Varna

Abstract

The standard treatment for insufficient endogenous production of thyroid hormones (TH) is
levothyroxine (LT4) monotherapy - effective in mimicking hypothyroid symptoms, with a
favorable safety profile, easy to administer, long plasma half-life and low cost. Switching between
different LT4 preparations should be avoided, as it may require dose adjustments. The LT4 gel
capsule is a pharmaceutical form with better digestibility, especially in cases of proton pump
inhibitor (PPI) use, malabsorption, after bariatric surgery or when taken with breakfast. It is also
preferred in rare cases of allergies to the excipients of other drug forms.

The goals of the replacement therapy: 1. resolution of signs and symptoms of hypothyroidism; 2.
normalization of TSH level, with improvement in TH concentration; 3. prevention of iatrogenic
thyrotoxicosis, especially in the elderly.

The most reliable indicator when evaluating replacement therapy is serum TSH level, while
changes in clinical symptoms alone are not sufficiently sensitive and specific. Monitoring of tissue
biomarkers such as osteocalcin, tissue plasminogen activator, angiotensin converting enzyme, etc.
are also not recommended for routine practice, as they are not yet standardized and easily
accessible.



I' 8.2

Bosnxuesa M, dumutrpoBa P, CupepoBa M, Xpucrozos K. Tupeoroxcmuna
nepuoAMYHa mnapanausa. KilmHMYeH ciaydail W JurepatypeH 0030op. MeaukApT.
I'acTpoenTeposorus u engokpunosiorusi, 2016; 4: 55-58 (ISSN 1312-9384)

TupeoroxkcnyHa nepuoguyHa napajaunsa. KiimHu4eH ciay4daii v qutTeparypeH o030p.
bosmxkuesa M, lumutpoBa P, CunepoBa M, XpucrozoB K. KimHuka no eHI0KpUHONOTHS U
6onectu Ha oOMsiHaTa, YMBAJI ,,CBera Mapuna“ BapHha.

Pesrome

Tupeorokcuunara nepuoanyna napanusa (TIIIT) e psako cpemano ycinoxHeHHe, 0cOOEHO cpej
Osmata paca, HO TpsiOBa Jla ce MMa IMpeIBUJ IpU MAaLUEHTH C BHE3allHa MYCKYJIHA CJaboCT U
napanaun3a, CbIIPOBOACHHU C XUIIOKanuemus. HezaBucumMo ye THpeoTOKCHKO3aTa ce Cpelia o-4ecTo
nipu xxenu, TIII 3acsara npeaumuo Mbxxkust nodt. [lpy nanueHTy ¢ BHE3amHa MyCKyiIHa ci1aboCT U
napanusa, (yHKIMOHAJIHATA OICHKAa Ha MIUTOBUIHATA JKJIE3a YECTO CE MPOIMYCKa, MOpaau
oOuyaiiHaTa JIMIca Ha U3sBeHa KJIIMHUKA Ha TUPEOTOKCUKO3a.

[IpencraBsiMe psAABK ciaydail Ha XUIOKaIMeMu4Ha nepuoauyna napanusa (XIIIT) npu nauuent c
TUPEOTOKCUKO3a, OBJAJiHA ClIe]] NPUJIOKEHUEe Ha HecelekTuBeH B-Onokepu. HezaBucumo ot
M3KITIOYMTETHO HUCKaTa YecToTa Ha ToBa ycioxHeHue (0,2% B KaBKa3Kara paca) U Hepa3rbpHaTa
KIMHAYHA KapTUHA Ha THPEOTOKCUKO3aTa € HEOOXOIMMO J1a Ce OLIEHH TUPEOUIHATa (DYHKIIUS KaTo
Bb3MOkHA nprunHa 3a XIII1. JIuncara Ha npaBWwIHA U CBOEBPEMEHHA IMATHO3A U JICYCHUE MOXKE
na 0b1e GaTanHo, HO KOPEKIHATA Ha CEPYMHHUS KaJIHid TpeMaxBa CUMIITOMHUTE ObP30 U HAITBIIHO.
OcHoBHaTta mpuuuMHa TpsiOBa naa ObJe MpeleHeHa aJeKBaTHO, 3a Ja ce NpedoTBpaTH
NEePCUCTUPAHETO WJIM OBTOPHATA MOsIBa Ha apain3a. HUBOTO Ha cepyMHUS Kalnuii € He00X0AUMO
Jla c€ MOHMUTOPHUPAHO C OIJIe]l IPEIOTBPATABAHE HA MOCJIEABAIA XUITEPKATHUEMHUS.

Thyrotoxic periodic paralysis. A case report and literature review.
Boyadzhieva M, Dimitrova R, Siderova M, Hristozov K. Clinic of Endocrinology and Metabolic
Diseases, University Hospital "St. Marina" Varna.

Abstract

Thyrotoxic periodic paralysis (TPP) is a rare complication, especially among Caucasians, but
should be considered in patients with sudden muscle weakness and paralysis accompanied by
hypokalemia. Although thyrotoxicosis occurs more often in women, TPP affects mainly men. In
patients with sudden muscle weakness and paralysis, functional assessment of the thyroid gland is
often omitted, due to the usual lack of pronounced clinical signs of thyrotoxicosis.

We present a rare case of hypokalemic periodic paralysis (HPP) in a patient with thyrotoxicosis,
controlled after the administration of non-selective B-blockers. Despite the extremely low
incidence of this complication (0.2% in Caucasians) and the undeveloped clinical picture of
thyrotoxicosis, it is necessary to evaluate thyroid function as a possible cause of HPP. Failure to



correctly and promptly diagnose and treat the condition can be fatal, but correction of serum
potassium eliminates symptoms quickly and completely. The underlying cause must be adequately
assessed to prevent the persistence or recurrence of paralysis. The serum potassium level should
be monitored to prevent subsequent hyperkalemia.

I' 8.3 bosgxkuea, M, JlumutpoBa P, XamxxueBa E, Xpucro3zop K. ABTOUMYHeH
AnadeT B 3psijia BB3pacT — KiuHnveH cayydaii. MedPost, 2016, 2 (19): 6-9 (ISSN 2367-
6469)

ABTOMMYHEH 1ualeT B 3psijia Bb3PacT — KIMHUYEH CJIy4Yail
bosmxuera M, umurposa P, Xamkuea E, XpucrozoB K. KinHuka no eHIOKpUHOJOTHUS U
6onectu Ha oOMsiHaTa, YMBAJI ,,CBera Mapuna“ BapHha.

Pe3rome

3axapHuUAT AMa0ET He € XOMOTe€HHO 3a00JIsBaHe, a Ce ChCTOM OT MHOTO 3a00JIsIBaHUsI, YUATO 00111a
gyepTa e xuneprimkemusta. OOn4aiiHO ce M3MON3BAT YETUPH MPU3HAKA, KOUTO UACHTU(HUIHPAT
THIIA Ha TUa0eT: Bh3pacTTa Ha M3sBa; CTCIICHTA Ha 3ary0a Ha [-kieThuHaTa (QYHKIUS; TEKECTTA
Ha MHCYJIMHOBATA PE3UCTCHTHOCT M HAJIMYUETO HA aBTOAHTTHTENA, CBbP3aHU C TuadeTa.

[pencraBsiMe ciiy4aii Ha MAIMEHT ¢ J1aTeHTeH aBToumMyHeH quader (LADA), koiiTo He € psabK B
eXeJHEeBHaTa MpakTuka. JleueHMero Ha TakuBa MalUEeHTH, o00aye Mpe/CTaBIIsABA
IIPEIU3BUKATEIICTBO MOPAIH JIUIICAaTa HA YHU(DULIUPAHU [TPETIOPBKU OTHOCHO ITOBEIEHUETO, KAKTO
U JIMIICaTa Ha JJaHHU 3a Hall-e()eKTHBHATA Tepanus U 3a NPeAMMCTBOTO HA PAHHOTO MHCYJIMHOBO
JIeUEHHE.

[Ipn namumenture ¢ LADA ce mpenopbuBa 3amoyBaHe Ha WMHCYJIMH WIM MHKpPETHH-OazupaHa
Tepanusi, W1 eBeHTyalHo koMOuHaius ot asere. CyndoHunypeitnure npenapatu 6u Tpsa0Bajio
7a ce MU30srBar mopagu mMo-Obp3a 3aryda Ha WHCYJMHOBHS CEKPETOPEH KamalUTeT CIPSMO
MHCYIUMHOBO JiedeHue. OT fpyra cTpaHa, HaJMYMETO HA AaBTOMMYHHUTET HE C€ paBHSIBa Ha
3aro4YBaHe Ha MHCYJIMHOBO JICUEHHE.

Crnopen HIKOHM MPOYyYBaHMSI KOMOMHAIMATA OT TIMIITUH U MHCYJIMH MOJAbpKa M0-100py HUBA HA
C-nenTua, OTKOJKOTO CaMOCTOSATEIHO MHCYJIUMHOBO JedeHue. HezaBucumo, ye mporpecusita a0
WHCYJIMHOBO JieueHue npu narueHtute ¢ LADA e nmo-0sp3a, cipsimo te3u ¢ T23]1, chinecTByBat
naHHu, e okoiyio 44% ot nanuentute ¢ LADA He m3nuckBaT MHCYAUH JOpH 12 TOIUHM clieq
MOCTaBsIHE HA AWArHO3aTa.

Hannuunero Ha aHTUTENIa U3UCKBA PEIOBHA OLICHKA HA KAYE€CTBOTO HA TNIMKEMUYHUSA KOHTpOI. B
TO3U CMHUCBJ, IIPU 3aMsHA Ha €IQUH TEPAllEBTUYEH PEXKUM C APYT, CIECLHUAIHO IPU aHTUTSIIO-
MO3UTUBEH AMAa0ET U U3KIIOUYBAHE HA MHCYJIMHOBO JIEYEHHE, U3IMOI3BAHETO HA MPOIBIIKUTEIIHO
rMIOK03HO MoHuTOpupane (CGM) naBa 3HAUMMHM MPEUMCTBA — OOCKTUBU3UPA CE ICHOHOIIHATA
BapHaOMIIHOCT Ha KpbBHATA IJIF0K03a, KaTo JAaBa U N0-ToJIsIMa CUTYpPHOCT IpU U300p Ha epopaiHa
Tepanus Ipyu Te3U NalUEHTH.



Autoimmune diabetes in adulthood — a case report
Boyadzhieva M, Dimitrova R, Hadzhieva E, Hristozov K. Clinic of Endocrinology and Metabolic
Diseases, University Hospital “St. Marina” Varna.

Abstract

Diabetes mellitus is not a homogeneous disease, but rather a spectrum of disorders characterized
by hyperglycemia. Four signs are commonly used to identify the type of diabetes: age of onset;
degree of B-cell function loss; severity of insulin resistance and the presence of autoantibodies
associated with diabetes.

We present a case report of a patient with latent autoimmune diabetes in adults (LADA), which is
not uncommon in daily practice. However, the treatment of such patients is challenging due to the
lack of unified management recommendations, as well as lack of data on the most effective therapy
or the benefits of early insulin treatment.

In patients with LADA, initiation of insulin or incretin-based therapy, or potentially a combination
of both, is recommended. Sulfonylureas should be avoided due to a more rapid decline in B-cell
function compared to insulin treatment. On the other hand, the presence of autoimmunity alone
does not necessarily mandate insulin initiation.

According to some studies, the combination of gliptin and insulin helps preserve C-peptide levels
more effectively than insulin monotherapy. Despite the fact that the progression to insulin
dependence in patients with LADA is faster than in those with T2DM, there is evidence that about
44% of patients with LADA do not require insulin even 12 years after diagnosis.

The presence of antibodies requires regular assessment of glycemic control. In this context, when
replacing one therapeutic regimen with another, especially in antibody-positive diabetes and
excluding insulin treatment, the use of continuous glucose monitoring (CGM) provides significant
advantages - the diurnal variability of blood glucose is objectified, and it also provides greater
certainty when choosing oral therapy in these patients.

I' 8.4 lumutposa P, Bosinxuesa M, Xpucro3zos K. Komounupana repanus ¢ GLP-1
peuentoped aronuct u SGLT 2 uaxuburop. Meaundo, 2017; 9: 48-52 (ISSN 1314-
0345)

Komounupana tepanusi ¢ GLP-1 penentopen aronuct u SGLT 2 unxudurop
HumutpoBa P, bosxueBa M, Xpucto3oB K. KinnHuka mo eHgokpuHonorus u OojiecTd Ha
obomsHata, YMBAJI ,,CBera Mapuna“ Bapna. MeauuuHcku yHuBepcuTeT, BapHa

Pesome

[ToBeue ot 350 mmmona aymu ctpaaat ot Tum 2 3axapeH auadet (T23/]) B cBeToBeH Maiad, HO
pasnpoCTpaHEHUETO Ha 3a00JISIBAHETO HEMPEKbCHATO ce yBennyaBa. OOGMKHOBEHO B MpaKTHKaTa
T23]] ce cpemar 3aeqH0 ChC 3aTabCTsABaHeTO. OT Apyra cTpaHa, 00JIECTHOTO 3aTIBCTABAHE U
JIOIIO KOHTPOJIUPAHUAT AUA0ET YECTO OCTABAT TEPANEBTHYHO MPEAN3BUKATEICTBO.



Cpennara npoABIKUTEIHOCT Ha )KUBOTA Ha nuadbetunute € ¢ 10 roguHu mo-mainka, OTKOJIKOTO Ha
ocra”asiara nomynanus. Cuura ce, ye 65% ot xopara ¢ T23]] ymupar B pe3yaTar Ha CbpJI€YHO-
cba0BH ycnoxxkHeHus. Crnopen npyru asropu 70-80% ot npuumnute 3a cMbpT npu T23][ ce
IBJKAT Ha ChPJCYHO-ChIOBH 3200 IsIBAaHUSI.

BbB BpB3Ka ¢ TOBa ce HaOmr0JaBa HOBa epa B jedyeHHeTo Ha 123/, B kosATO aHTHAMAOETHATA
Tepamnusi, OpMeHTUPaHa KbM HaMaJlsiBaHE KAKTO Ha TIIMKEMUsTA, Taka U KbM MPEIOTBpATIBaHE Ha
MosiBaTa U MporpecusTa Ha MUKPOBACKYJIApHUTE U MAaKPOBACKYJIAPHUTE YCIOKHEHHS, CE CUUTA 3a
II'bpBa JIMHUS HAa JICUECHHUE MPU NAIUEHTUTE C BUCOK ChPJCYHO-CHII0B puck. He Oe3 ocHoBaHuUe ce
CMsITa, Y€ TaKaBa TepaIus € JIOTHYHO Jla Ce MU3MOJ3Ba MO-paHo B ectecTBeHUs xoa Ha 123/ npu
MO-MaJIKO PUCKOBH MHAUBHAU. MEIUKAMEHTUTE, KOUTO KOPUTUPAT MHOKECTBO KOMIIOHEHTH OT
natoreHe3ata Ha T23]], Boxar no TpaitHo HamansBane Ha HbAlc u morar ma ce m3moi3Bar B
KOMOMHAIMsI 3a TIOJy4aBaHE Ha JIOMBIHUTEIHA €(PEeKTH TpH HAMAJIIBAHETO HAa
MaKpOBAaCKyJapHUTE U MUKPOBACKYJIAPHUTE YCIOXKHEHUS, 0100psiBaHE HA ChPACUHO-ChIOBUTE
puckoBu (akTopu U MpenoTBparsBaHe Ha nuabeTHara Hedpomnatus. Bb3 ocHOBa HAa TEXHUTE
pa3IMYHU MEXaHU3MHU Ha JeiicTBue koMOmHHMpanata Tepamnus ¢ SGLT2i mmoc GLP-1 RA e
JIoTUYHA U o0elaBala.

Combination therapy with GLP-1 receptor agonist and SGLT 2 inhibitor
Dimitrova R, Boyadzhieva M, Hristozov K. Clinic of Endocrinology and Metabolic Diseases,
University Hospital "St. Marina" Varna. Medical University, Varna

Abstract

More than 350 million people worldwide suffer from type 2 diabetes mellitus (T2DM), but the
prevalence of the disease is constantly increasing. Usually in practice, T2DM commonly
associated with obesity. On the other hand, morbid obesity and poorly controlled diabetes often
remain a therapeutic challenge.

The average life expectancy of the patients with DM is 10 years shorter than that of the rest of the
population. It is estimated that 65% of people with T2DM die as a result of cardiovascular
complications. According to other authors, 70-80% of the causes of death in T2DM are due to
cardiovascular diseases.

In this regard, a new era in the treatment of T2DM has begun, in which antidiabetic therapy, aimed
at reducing both glycemia and preventing the onset and progression of microvascular and
macrovascular complications is considered the first-line therapy in patients with high
cardiovascular risk. Such a treatment is considered logical to be initiated earlier in the natural
course of T2DM even in lower-risk individuals. Drugs that correct multiple components of the
T2DM pathogenesis lead to a sustained reduction in HbAlc and could be used in combination to
obtain additive effects in reducing macrovascular and microvascular complications, improving



cardiovascular risk factors and preventing diabetic nephropathy. Based on their different
mechanisms of action, combination therapy with SGLT2i plus GLP-1 RA is logical and promising.

I' 8.5 IumutpoBa P, bosinzkneBa M, Xpucro3os K. Bausnue na GLP-1 penentopunre
AarOHUCT BbPXY KOCTHOTO 37paBe. Meaundo, 2018; 7: 42-45 (ISSN 1314-0345)

Baunsinue Ha GLP-1 penentopHuTe aroHMCT BHPXY KOCTHOTO 3/IpaBe
JumutpoBa P, bosmkueBa M, XpucrozoB K. KnunHuka mo eHmokpuHOJOTHS M OONECTH Ha
obmsiHaTa, YMBAJI ,,CBeta Mapuna“ Bapaa. MenuuuHCcKu yHUBEpCHTET, BapHa

Pesome

[Manmentute ¢ Tin 2 3axaped auadet (T23/]) moka3BaT MOBHIIEH PUCK OT KOCTHU CUYIIBaHHS, a
KaTo OCHOBHA IIPUYMHA 32 TOBA C€ CUNTA HAMAJIEHOTO Ka4€CTBO Ha KOCTTA. 3a TOBA Ca OTTOBOPHU
peaniia MaToreHeTHYHU MEXaHU3MHU, aCOLIMUPAHU ChC 3aXapHUs 1Ua0EeT, HO HETaTUBHO BIMSHUE
MOTraT /1a OKaXaT U HAKOU aHTUIMA0ETHU MEAUKAMEHTH.

YcraHoBeHO € 00ade, e pernentopuaute aronuctr (RA) Ha rirokarono-noaoouus nentua-1 (GLP-
1) morat 1a uMaT OaronpusaTeH eeKT BbpXy KocTHUs nHTerpuTeT. [Ipumep 3a ToBa e Liraglutide,
KOWTO € JI0Ka3ato, 4e MOoAnoMora qudepeHnyanusra Ha Me3eHXUMHHUTe cTBoJIOBH Kietku (MSC)
KbM OCTEO0JIacTH, a HEe KbM aaunouutute. B mocnensamu u3cieaBaHus HAa MOJIEKYJIHUTE
MEXaHW3MHU Ha TO3H eekT ce paskpuBa, ye¢ GLP-1 ocBen ToBa yBenmuaBa mponudepanusata Ha
MSC, unxubupa mporeca Ha paHHa aJWIOreHe3a M HaMalsiBa KieThbyHaTa CMBpT. pyru
npoyuBanus ¢ Exendin-4 paskpuBar HOBH MouyieKyJsipHH Mexanu3Mu Ha GLP-1. Exno oT Tax
nokaspa, ue Exendin-4 HamansiBa cTpeca BbpXY €HIOIUIa3MEHHUS PETUKYIYM, KOETO MHXHOHpa
aroriro3ata Ha KoctHO-Mo3buHMTE MSC. BTOpo mpoyuBane paskpuBa, ye Exendin-4 moxe na
perynupa pactexa Ha MSC, TAXHOTO MOOMIM3HMpaHe U oLessiBaHe. Pesynratute ot peauna qpyru
W3MUTBaHMS Tpearoarar, 4e akruBupanero Ha GLP-1 curHamHus mbT MOXe Ja cympecupa
OCTEOKJIacTOreHe3aTa upe3 MojayiaupaHe Ha cbhoTHomieHHeTo RANKL/OPG (nurana Ha
peLeNTOpHUs aKTHUBATOp 3a eKclpecusTta Ha sAapeHus (akrop kB/ocreonporerepun).
CnenoBarenno, GLP-1 He camo cTuMynupa KOCTHOTO OOpa3yBaHE, HO ChHIIO Taka MHXHUOHUpa
KOCTHaTa pe30pOouus.

B 3aKJIIYCHUC, XOME€OCTa3aTa Ha KOCTHOTO 06pa3yBaHe )51 pe3op6u1/151 € OT CbIICCTBCHO 3HAUYCHUC
3a 3JpaBC€TO HAa KOCTHUTC. Oxa3sBa CEC, Uc GLP-1 moxe Aa g NnMoAAbpIKa B 3APABUTEC KOCTHU U Ja A
BB3CTAHOBU B MATOJIOTMYHO IPOMCHCHUTC KOCTH. B’BHpCKI/I TOBa CHCI_II/I(I)I/I‘-IHI/ITC MOJICKYJIU U
MCXAaHU3MUTE, OTTOBOPHU 3a TOBA, BCC OLIC HC Ca HAITBJIHO U3CHCHHU.



Effect of GLP-1 receptor agonists on bone health
Dimitrova R, Boyadzhieva M, Hristozov K. Clinic of Endocrinology and Metabolic Diseases,
University Hospital "St. Marina" Varna. Medical University, Varna

Abstract

Patients with type 2 diabetes mellitus (T2DM) are at increased risk of bone fractures, and the main
reason for this is considered to be the reduced bone quality. A number of pathogenetic mechanisms
associated with diabetes mellitus are responsible for this, but some antidiabetic medications may
also have a negative impact.

However, it has been found that glucagon-like peptide-1 (GLP-1) receptor agonists (RAS) can have
a beneficial effect on bone integrity. For example, Liraglutide has been shown to promote the
differentiation of mesenchymal stem cells (MSCs) into osteoblasts rather than adipocytes.
Subsequent studies of the molecular mechanisms of this effect revealed that GLP-1 also increases
MSC proliferation, inhibits the process of early adipogenesis, and reduces cell death. Other studies
with Exendin-4 have discovered new molecular mechanisms of GLP-1. One of them showed that
Exendin-4 reduces the stress on the endoplasmic reticulum, which inhibits the apoptosis of bone
marrow MSCs. A second study revealed that Exendin-4 can regulate MSC growth, their
mobilization and survival. The results of a number of other studies suggest that activation of the
GLP-1 signaling pathway can suppress osteoclastogenesis by modulating the RANKL/OPG
(receptor activator of nuclear factor kappa B/osteoprotegerin) ratio. Therefore, GLP-1 not only
stimulates bone formation, but also inhibits bone resorption.

In conclusion, the homeostasis of bone formation and resorption is essential for bone health.
Apparently, GLP-1 can maintain this homeostasis in healthy bones and restore it in pathologically
altered bones. However, the specific molecules and mechanisms responsible for these effects
remain incompletely understood.

I' 8.6 MapunoBa E, [lumutrpoBa P. Ennoxkpunau Hapymenus npu Tanacemust maiiop.
BapHencku memnuunackn gpopym, 2019; 8(1): 29-35. (ISSN 2367-5519)

Enpoxpunnu Hapymenus npu Tanacemus maiop

Enena Mapunosa', Paguna Jlumurposa®. 'YMBAIJI ,,CB. Mapuna®, KnuHuka 1no BbTpEIIHH
Oonectn, Menuuuncku yHuBepcutrer — Bapua, *YMBAJI ,,CB. Mapuna“, Kiunuka no
€HI0KpuHOJIoTus U OosiecTn Ha oOMsiHaTa, MeauuuHcku yHUBepcuTeT — BapHa

Pe3rome

Tanacemus maitop (TM) e reHeTnyHO 3a00JIsiBaHE C KOJMYECTBEHO HapyIlIeHHWE B CHHTE3aTa Ha
XeMOTJI00MHOBaTa MOJIEKYyJa, BOJEMIO J0 XpoHMYHa xemonu3a. C BBbBEXIAaHETO Ha
XeMOTpaHC]y3UUTe KaTO OCHOBHA TE€PANIEBTHYHA CTPATETHUS CE€ MPOSBABAT U CTPAHUYHUTE €PEKTH
Ha TOBA JICUEHHUE, CBBP3aHM C OTJIAraHeTO Ha JKEJIA30 B MMAPEHXUMHUTE opraHu. EnHu oT Haii-



PaHHO 3acerHaTHTE ca OpraHUTe Ha eHAO0KpHHHATa cucteMa. HabmoiaBa ce 3a0aBsiHe Ha pacTexa,
XUIIOTOHAIU3BbM, XUIIONApaTUPEUIN3bM, XUIIOTUPEOUIN3bM, a IIPU 3acATaHe Ha 3aJCTOMAllHaTa
’&KJle3a ce pa3BUBa 3axapeH auabder. CienBar yBpeXJaHHITAa Ha ChPLETO C MPOSBU HA PUTHBMHU
HapyleHus, crenupuyHaTa 3a TajJaceMHUsATa KapIUOMHUOIATHUS, YEPHOAPOOHU YBPEKIAHUS —
¢ubpo3a u nupoza. Cumra ce, e UHTCH3U(PHUKAIKATA HA XEIaTOPHATA TEPAIUs U JJOOPUSIT OTTOBOP
KbM HEsl MOTraT Jla HaMaJsT Pa3BUTUETO HA €HAOKPUHHM YCIOKHEHUS, a OTTaM Ha ChpJEYHO-
CHJIOBUTE MociequIM. BaxHa € ¥ paHHaTa AMAarHOCTHKA Ha CYOKIMHUYHHU OTKJIOHEHHS BbB
(GyHKLIMATA HA 3aCerHATUTE E€HIOKPHHHHU JKJIE€3M, KOUTO MoraTr Aa ObJaT OTKPUTH CaMoO Ipu
LIEJIEHACOYEHO INarHOCTUYHO ThPCEHE.

Endocrine abnormalities in Thalassemia major

Elena Marinova!, Radina Dimitrova2. 'Clinic of Internal Medicine, St. Marina University Hospital,
Varna, Medical University of Varna, 2Clinic of Endocrinology, St. Marina University Hospital,
Varna, Medical University of Varna

Abstract

Thalassemia major (TM) is a genetic disease with a quantitative change in the synthesis of
hemoglobin causing chronic hemolysis. Regular hemotransfusions, which are the mainstream of
the treatment of the disorder lead to side effects due to iron deposition in the parenchymal organs.
The endocrine system is one of the earliest affected. Growth retardation, hypogonadism,
hypoparathyroidism, hypothyroidism, and diabetes mellitus are observed. Heart involvemnt
presenting with rhythm disorders, thalassemia-specific cardiomyopathy, liver damage-fibrosis and
cirrhosis are other organ damages as a result of iron overload. Early diagnosis with chelation
therapy and the good response to that therapy can slow down the progression of endocrine, cardiac
and liver complications. It is of crucial importance to have early diagnosis of subclinical
abnormalities in the endocrine function, which can only be obtained with extensive diagnostic
search.

I' 8.7 ImmutpoBa Paguna C, bosa:kueBa Muaa b, XpucrozoB Kupuna X, MapunoBa
Enena C, boueBa flna /I. Koct M nmuKoOYHA KHCeJIMHA — JIATepaTypeH o0030p.

Ennoxpunosorus, 2020; 25(1): 3-10. (ISSN 1310-8131)

KocT 1 nnkoyHa KHMceJIMHA — JINTepaTypeH 0630p

HNumutpoa Pamuna C', bBosmkuesa Muna b', XpucrozoB Kupun X', MapunoBa Enena C?
bouesa, fna [I>. 'Knmauka mo Enpokpunosiorus um Oonectu Ha oOMmsHara;, 2KinuHuKa O
Borpemnn Oonectu; *Knunuuna mnaboparopus, YMBAJI “Ce. Mapuna”, MeauuuHcku
YHusepcurer, BapHa.

Pesrome
Han 200 Muiinona nymm mo cBeTa MMaT OCTEONOPo3a, KaTo pa3MpOCTPAHEHUETO € MPOAbIIKABa
na HapactBa. OCHOBHOTO YCIIO)KHEHHE Ha TOBA META0OJMTHO KOCTHO 3a00JISIBaHE € CBBP3aHO C



MOBMILIEHATA CKJIOHHOCT KBbM (PPaKkTypH, BOJCIIM IO HapacTBalla 3a00J€BaeMOCT, IMOHUKEHO
KayecTBO Ha ’KMBOT M IOBMIIEHA CMBPTHOCT. JIUTEpaTypHUTE AAHHU OT MOCIEAHUTE TOJUHU
[I0Ka3BaT, Y€ OKUCIUTEIHUAT CTPEC € BOJEI] MEXaHU3bM 3a 3aBUCUMMs OT Bb3PACTTa CIaj Ha
KOCTHAaTa Maca W HaMalsiBaHeTO Ha KocTHara 3japaBuHa. CpoOIIaBa ce, ue pPEaKTUBHUTE
KHUCJIOPOAHU PAaTUKAIN MOTUCKAT TeHEPUPAHETO U Au(epeHInanuaTa Ha 0cTeo0IacTuTe, a ChIo
Taka NOTEHLUpAT Pa3BUTUETO U AKTUBHOCTTA HA OCTEOKJIACTUTE.

[Mukounara kucenuna (IIK) e kpaeH eH3MMeH MPOAYKT MpU Aerpajauusara Ha IypUHOBUTE
HYKJICO3UIM B CBOOOIHUTE Oa3u mpu Xopa. [[oBUIIEHOTO € HUBO B KPBBTA CE CMsTA 32 PHCKOB
(dakTop 3a pa3MYHU XPOHUYHHU 3a00JSIBAHUS W CBCTOSHUS KATO apTepuaiHa XHIEPTOHUS,
BHCLIEPAITHO 3aTILCTSBaHE, MHCYJTMHOBA PE3UCTECHTHOCT, 3aXapeH Ana0eT THM 2, JUCITUTUICMHUS,
OBOpeyHa MaToJIOTHS, ChPACYHO-CHJAOBA M MO3BYHO-CHIOBH WHIUACHTU. [IpOTHBHO Ha TOBa
obaue, MMa Bce MoBeue JToKa3aTencTna, 4e [1K nma BaxxHa posist KaTo aHTHOKCHIAHT.

Penuua npoyuBanus B cBETOBEH Maiiabd oneHsBat Bpb3kara Mexxay 1K u kocTHOTO 31paBe, KaTo
HEMaJIKa 4acT OT TAX MOIKPEIST MOJOKHUTEITHUSA € eEeKT BbpXY cKenera. TOUHUSAT MEXaHU3bM,
oOsicHsBam Bpb3kaTa Mexay I1K u koctHara munepanna mrstHOCT (KMII), HE € HambIHO siceH.
Xunore3ara €, ye [IK B HEHHOTO KPUCTAIHO CHCTOSHUE MMa BB3NAJIUTEIHU CBOWCTBA, JTOKATO
pasTBopuMara ¢popmMa B HOpMaJIHH (PU3HOJIOTMYHHA HHBA MOKE /1a UM aHTHOKCHIAHTHH e()eKTH.
Ilopagu anTHOKCHIAHTHMTE cu cBoiicTBa, [IK Moe na NOTHCHE OCTEOKJIacTHaTa KOCTHA
pe3opouus u 1a nonpunece 3a nmo-pucoka KMII n mo-HUCHK (paKkTypeH pUCK.

Bone and Uric Acid — Review Article

Dimitrova Radina S, Boyadzhieva Mila B!, Hristozov Kiril H!, Marinova Elena S2, Bocheva Yana
D?. 'Clinic of Endocrinology and Metabolic diseases; 2Clinic of Internal Medicine; 3*Clinical
Laboratory, “St. Marina” University Hospital; Medical University of Varna.

Abstract

It is estimated that over 200 million people worldwide have osteoporosis and its prevalence
continues to escalate. The major complication of this metabolic bone disease is an increase in
fragility fractures leading to morbidity, decreased quality of life and increased mortality. Recent
evidence indicates oxidative stress as a fundamental mechanism of the age-dependent decline of
bone mass and strength. Reactive oxygen species are reported to suppress osteoblast generation
and differentiation as well as enhance osteoclast development and activity. Uric acid (UA) is a
final enzymatic product in the degradation of purine nucleosides and free bases in humans.
Increased UA is considered a risk factor for various chronic diseases, such as hypertension, visceral
obesity, insulin resistance, dyslipidemia, diabetes type Il, kidney disease, and cardiovascular and
cerebrovascular events. However, contrary to this, there is increasing evidence that UA has an
important role as an antioxidant. A number of studies worldwide have evaluated the relationship
between UA and bone health, and many of them support the positive effect of UA on bone health.
The exact mechanism of association between UA and BMD is unclear. The hypothesis is that UA
inits crystalline state has inflammatory properties, whereas the soluble form within the normal



physiologic levels may have antioxidant properties. Due to the antioxidant properties, UA may
inhibit osteoclastic bone resorption and contribute to higher BMD and lowered risk of fractures.

I' 8.7 Xpucrto3oB Kupua X, lumurposa Paguna C, CugepoBa Mupa B, bosix:xueBa
Muaa b, Enues SIBop II, EnueBa Eauna, Il, PageB Pagocaas C, UBanoBa Paguna
C. Paabk kanHnveH ciay4dait Ha TSH — npoayuupany agenom Ha xunodgusara.
Ennoxpunosorus, 2020: 25(1): 54-65. (ISSN 1310-8131)

Paabk kanauden caydaid Ha TSH — npoayuupain axenom Ha xunogusara

Xpucto3oB Kupun X', Jlumutposa Paguna C', CugepoBa Mupa B!, bosmxueBa Muna b', EnueB
Asop I[1?, EnueBa Emuma II°, Panes Pamocma C¢ WMBanoBa, Paguna C°. 'Knunuka mo
Ennoxpunonorus, *Knunuka no Hespoxupyprus, *Knunuka no JIpuerepanus, *KinmnHuka mno
TpBIHA XUPYPTUs — Y HUBepcuTeTcka 6onnuna “Cs. Mapuna”, MY, Bapha; *[laromopdonornyna
nabopatopust, Knuanyen Lieatsp no Engoxpunonorus, MY, Codust

Pesrome

[IpencraBsMe paabK KIMHUYEH Clydail Ha MalMeHTKa ¢ Hepasno3Hara nosede oT 30 roauHu
€THOJIOTUsl Ha THUpeoTokcuko3a. Ciex MpoBeleHa TUPEOMIHA pE3eKIMs [0 IOBOJA Ha
TUPEOTOKCHMKO3a B MJaJa Bb3pacT M MEpHOJA Ha KIMHUYHA peMHcus € HabIrAaBaHo
BB300HOBSBaHE Ha XUIEpTUpCOnaHaTa CUMIITOMATUKA. Ha (bOHa Ha BKIIIOYCHO TUPCOCTATUYIHO
JieyeHre B ChUeTaHWe C Oera-OJOKep € PEerucTpupaH M €nHu30] Ha PUTHBMHO HapyIICHHE.
Bnocnencteue ce mnosiBsBa U (ppoHTanmHO riaBoOosive. Ciies] HEKOJKOKPAaTHO MOTBBPACHA
XOpMOHAJIHA KOHCTeNanus 3a “HechoTBeTHa cekperus Ha TSH” ca mpoBeneHH NONBJIHUTEIHU
1a00paTOpHU aHAIM3M, KOMTO HacouBaT KbM TSH-mponymupamn ageHoMm Ha xumnoduza. OT
SAIPEHO-MarHUTHHS PE30HAHC Ha IJlaBa Ce OTKPUBA MaKpoaJeHOM B 00JIacTTa Ha Xumnogu3zara.
ITocnenBamara XOpMOHaJIHA OLIEHKAa € HAacoueHa KbM H3KJIIOYBAaHE HAa YaCTHUEH WM ITbJEH
XUIONMUTYUTAPU3bM, KBbM  CBIIBTCTBAIllA  XUIEPCEKpelus Ha Jpyrd XOPMOHHM  Ha
azieHoxunogusara, KakTo W CHHJAPOM Ha MHOXXECTBEHAa EHJOKpHMHHA Heorasus Tum 1.
I[I/IZU"HOCTPI‘IHOTO U TCPpalICBTUYHOTO IOBCACHUC HajJlara MYJITUAUCHUIUIMHAPCH IOAXO0J C
YYaCTHETO Ha EHJOKPWUHOJIO3M, PAJHOJIO3H, OPTAIMOJIO3H, TPHIAHU XUPYP3HU, HEBPOXUPYP3H,
[IaTOJIOT0aHATOMH U JIbUETepPareBTH.

A Rare Clinical Case of TSH-Producing Pituitary Adenoma

Hristozov Kiril H!, Dimitrova Radina S!, Siderov Mira V', Boyadzhieva Mila B!, Enchev Yavor
P2, Encheva Elitza P3, Radev Radoslav S*, Ivanova Radina S°. !Clinic of Endocrinology, 2Clinic of
Neurosurgery, >Clinic of Diagnostic imaging and radiotherapy, “Clinic of thoracic surgery —
University Hospital” St. Marina”, Medical University Varna, *Department of Pathology, Clinical
Center of Endocrinology, Medical University, Sofia

Abstract
We present a rare case of a female patient with unrecognized etiology of thyrotoxicosis for over
30 years. At a young age she underwent a thyroid resection for persistent thyrotoxicosis. However,



after a period of clinical remission the symptoms of hyperthyroidism reoccurred. Arrhythmia was
also registered despite the treatment with antithyroid drugs and a beta-blocker. Subsequently, a
frontal headache also occurred. After several confirmations of “inappropriate secretion of TSH”,
additional laboratory analysis was conducted which was indicative of TSH-producing pituitary
adenoma. Head magnetic resonance imaging revealed a microadenoma in the region of the
pituitary gland. The following hormonal evaluation excluded partial or complete hypopituitarism,
concomitant hypersecretion of other adenohypophyseal hormones, as well as multiple endocrine
neoplasia type 1. Diagnostic and therapeutic behaviour required a multidisciplinary approach
involving endocrinologists, radiologists, ophthalmologists, thoracic surgeons, neurosurgeons,
pathologists and radiotherapists.

I' 8.9 Xpucrozo Kupua X, Xocameaagun Maxxken, UBanosa UBa B, [lumurposa
Paguna C, Cugeposa Mupa B, bossnxuesa Muaa b, Pedero, Camyni. 3ag mackara”
Ha THPEOTOKCHKO03aTa — aABe (aMuiIuu chC cuHApoM Ha PederoB (cmHaApOM Ha
PE3MCTEHTHOCT KbM THpeouaHuTe XopMonu). Enmoxkpunonorus, 2020; 25(4): 227-
243. (ISSN 1310-8131)

“3ax MackaTa” HAa THPEOTOKCHKO03aTa — ABe (P)AMIJINH CbC CUHAPOM Ha PederoB (cunapom
HA Pe3UCTEHTHOCT KbM THPEOUHUTE XOPMOHH)

Xpuctro3oB Kupun X', Xocamenaun, Maxen®, MBanosa Mea B', JlumutrpoBa Pamuna C',
Cuneposa Mupa B!, Bosmxkuesa Muna B!, Peperos, Camymn™ . 'Kiunuka 1o EHgokpuHOIOrHS,
VYuupepcurercka Oonnuma “Cs. Mapuna”, Menununcku YHuBepcuter, Bapna; *Karemnpa mo
Menununa, *Karenpa no nenuatpus u Komucus no reneruka, Yukarcku yHUBEpCUTET

Pesrome

IIpe3 1967 r. PedeToB 1 CHTPYTHUIM OMKCBAT MOsABaTa Ha ()aMUJIEH CHHIPOM TPHU JBE OT IIEeCT
Jera poAeHH OT KpbBHOpojacTBeH Opak (1). HabGmriomaBaHOTO chueTaHHe Ha TIyXOHEMOTA,
XOHJIPOJIUCIIIA3HS, TyIlla 1 a0HOPMHO BUCOKHY HUBA Ha TUpeou1Hu XopMmonH (TX) e Oumno Ha Gpona
Ha eyMmMeTabonuTHO CbhCcTOsHME. KaTo BB3MOXKHA XWIIOTE3a AaBTOPUTE MpeArojarat
CBIIIECTBYBAaHETO HA TapreTHA OpraHHa PE3UCTEHTHOCT KbM JeicTBueTo Ha TX mwin nuHXuOupane
Ha ThKaHHMS UM TpaHcnopT. OT Torasa M 10 MOMEHTA NPOAbIIKABA U3SICHABAHETO HA TPUUMHUTE
3a HapylIeHHsTa, 00eTUHEHU o] Ha3BaHWEeTo “CHHIPOMHU Ha HapylleHa YYBCTBUTEITHOCT KbM
TUPEOUTHUTE XOPMOHH . XapaKTepHAaTa XOPMOHAJIHA KOHCTENAMs OT BUCOKH HMBA Ha CEPYMHHU
TX mpu HemocTaTpbuHO cympecupaH Tupeoctumyiupan] xopmon (TSH), moxe na 3abmynu
KJIMHUIIKCTA U Ja TOBEJIE /10 HeTPaBIIIHA TeparieBTUYHA HaMeca 1 TTO-HATaThIIIHO 3abJI00YaBaHe
Ha HAIMYHUTE HapymieHus. [IpencraBsme /Ba KIMHUYHM CIy4as Ha MAMEHTH C HEPa3MO3HAT
cunapom Ha PederoB, ckpuT 337 MackaTa Ha THPEOTOKCHKO3a.

“Behind the Mask” of Thyrotoxicosis — Two Families with Refetoff Syndrome (syndrome of
resistance to thyroid hormones)

Hristozov Kiril H!, Hossameldin, Maged?, Ivanova Iva V!, Dimitrova Radina S*, Siderova Mira
V!, Boyadzieva Mila B!, Refetoff, Samuel 23. 1 Clinic of Endocrinology, University Hospital “St.



Marina”, Medical University of Varna; 2Department of Medicine, *Department of Pediatrics and
Genetic Committee, The University of Chicago

Abstract

In 1967 Refetoff et al. described the occurrence of a familial syndrome in two of six children born
to a consanguineous marriage (1). The combination of deaf-mutism, chondrodysplasia, goiter and
abnormally high levels of thyroid hormones (TH) was observed in the background of a
eumetabolic condition. As a possible hypothesis, the authors suggested the existence of target
organ resistance to the effect of TH or inhibition of their tissue transport. Since then, the causes of
the disorders collectively termed “Syndromes of impaired sensitivity to thyroid hormone”,
continue to be investigated. The characteristic hormonal constellation of high levels of the serum
TH with insufficiently suppressed thyroid stimulating hormone (TSH) may mislead the clinician
and lead to incorrect therapeutic intervention and further deterioration of the existing disturbances.
We present two clinical cases of patients with unrecognized Refetoff syndrome hidden behind the
mask of thyrotoxicosis.

I' 8.10 Paaguna Jumutposa. Xultophy: nopjiusiBaHe HAa IITHKeMHUYHUSI KOHTPOJI 4pe3
(ukcupana koMouHausi oT 6a3aneH uucyJauH u GLP-1 ananor. MedicPlus, 2022; 4:
20-24. (ISSN 2603-5545)

Xultophy: moBiusiBane Ha IIMKEMHYHHSI KOHTPOJI Ype3 (PUKCHPAHA KOMOMHALHS OT
0a3ajien uncyaun u GLP-1 ananor.

Paguna umwurpoBa. KnmHuka mo eHmokpuHoyiorus u Oojectu Ha obOmsHata, YMBAIJI ,,Cs.
Mapuna“, Bapna

Pesrome

Tun 2 3axapen nuaGet (31) mpencTaBisiBa XpOHHYHO, MPOrpecHpalo 3a0ojsBaHe, B UHUATO
[aTOTeHe3a €€ BKJIIOYBAT MHCYJIMHOBA PE3UCTEHTHOCT W IMPOrpecHpalio HamajisBaHe Ha [3-
KJIeTbuHaTa (YHKIMS Ha MaHkpeaca. bescnopeH € ¢akThT, 4e pa3lnpoOCTPaHEHHETO Ha
3a0osBaHeTO B IIoOanmeH Mamald crpemriaBo HapacTBa. OT apyra cTpaHa NpU 3acerHaTUTe
WH/IMBUIM CE OTYNTA HaMaJlsiBaHe Ha (DYHKIIMOHATHUTE BH3MOXXHOCTH H BJIOIIABaHE B KAYECTBOTO
Ha )xuBoT. Hemo noseye, Tun 2 3/] ce acouuupa He caMO ChC 3HAUUTENIHA 3a00JIEBa€MOCT, HO U C
IpeXxaAeBpeMeHHa CMBbpTHOCT. HeOmaronmpuaTHUTEe TEHIEHIMHM ce€ CBBp3BaT ob0adye KakTo ¢
IIMPOKOTO MY Pa3MpPOCTpaHEHHE, TaKa U C BUCOKHUS MPOLIEHT HA 3aCerHaTHTE JMIA, KOUTO ca ¢
HE33a70BOJIUTENeH MeTabonuTeH KoHTpoJ. CiieBa 1a ce 0TOeexu U (akTa, ue e1Ha OT OCHOBHUTE
OPUYMHU 3a TPalHO JIOIIUS TJIUKEMHYEH KOHTPOJI C€ IB/DKM Ha KIMHUYHATA MHEPUHUS IO
OTHOIIICHWE HAa HHTEH3W(HUKAIMATA Ha JICYCHHWE, KOraTo TIHKUpaHusT xemoriooun (HbALC)
ocTaBa HaJ LIeNTa.



Xultophy: impact on glycemic control by a fixed combination of basal insulin and GLP-1
analogue.

Radina Dimitrova. Clinic of Endocrinology and Metabolic Diseases, University Hospital "St.
Marina", Varna

Abstract

Type 2 diabetes mellitus (DM) is a chronic, progressive disease, the pathogenesis of which
involves insulin resistance and progressive loss of pancreatic B-cell function. It is an indisputable
fact that the prevalence of the disease is rapidly increasing worldwide. On the other hand, affected
subjects report a decrease in functional abilities and a deterioration in quality of life. Moreover,
type 2 DM is associated not only with significant morbidity, but also with premature mortality.
However, the unfavorable trends are associated with both its wide prevalence and the high
percentage of affected people with unsatisfactory metabolic control. It should also be noted that
one of the main reasons for persistently poor glycemic control is due to clinical inertia in terms of
treatment intensification when glycated hemoglobin (HbAlc) remains above the target.

I' 8.11 JumurpoBa P, Xpucrozos K, bouea I, CunepoBa M. Tupeorponus-
pelenTOPHU AHTHTEIA — AUATHOCTUYHO U MPOrHOCTUYHO 3HaYeHne. X| Hannonasien
KoHrpec no Engokpunosorus, 11-13 oxkromspu 2018, ILtoBaus, CoopHuK pe3romera:
38-39

TupeoTrponuH-penenTOpHU AHTUTEIA — JHATHOCTHYHO ¥ MPOrHOCTHYHO 3HAYCHHE
1I[HMHTpOBa P, 1XpI/ICTO3OB K, ’Bouesa A, lCI/IILCpOBa M. Knunuka mo Enpnokpunosiorus u
GomecTn Ha oOMmsHarta, ZllenTpanmHa kmuHHYHA JaGopatopus, YMBAJI “Cs. Mapuua”,
MenuuuHcku yHUBepcuTeT, BapHa

Pesrome

Tupeorponun-penentopaute antutena (TRAb) ca cnenuduuer u 4yBCTBUTEIEH UMYHOJIOTHUEH
Mmapkep 3a baszenosa Gonect (bb). Te ca xereporeHHa rpyna UMYHOIJIOOYJIHMHH, KakTO IO
OTHOIIIEHWE Ha MOJEKYyJHAa CTPYKTypa, Taka U 10 OTHOLIEHHE Ha OHOJOrMYHa AaKTHUBHOCT.
Cmumynupawume TRAD (TSI) aktuBupar penenrtopa 3a tupeorponuna (TCX) u yBenuvaBar
MIPOU3BOJCTBOTO HAa IMKIWYHUSA ajaeHo3uH MoHodochar (cAMP).  Brokupawume TRAD
HamasBar neiicrBero Ha TCX, HO Morar fa ca u cinabu aronuctu. Heympannume TRAD Hamar
BausHUe BbpXy TCX cBbp3BaHeTO WM Npou3BoAcTBOTO Ha CAMP. BeposTHO yuacTBar B
TeHEpUPAHETO Ha OKCHIATHBHM paJWKAIM W HMHAyKIMsATa Ha amonrto3a. Hsxkom TRAD cemio
MHXUOHMpAT AaroHUCT-HE3aBUCUMOTO (,,KOHCTUTYTUBHOTO") CHUTHaJIM3MpaHe MW C€ Hapuyar
"oopamnu azonucmu,,. Knuanunara xaptuHa Ha Bb ce ompenens oT paBHOBecHETO MEXAY
MIPOTUBOIOJIOKHATA aKTUBHOCT Ha T€3U aHTHUTENA, KaTO TOBA PaBHOBECHE MOXKE J1a C€ IPOMEHS B
X0J1a Ha 3a00JIIBaHETO.



Haii-yecTo n3non3BannTe MeToaM 3a orieHka Ha TRADb n3mepBaT HUBaTa Ha UMYHOTJIOOYJTUHUTE,
KOUTO MOTar Ja ce cBbpxkar ¢ peuentopa 3a TCX. Te ca mUpOKO AOCTHIHHU, OTHOCUTEIHO I10-
€BTUHU U MO-JIECHU 3a U3IbIHeHue. Ho Te3u MeToaun He n3MepBar (PyHKIIMOHAIHATA aKTUBHOCT
Ha aHTHUTEJIaTa U HE TMOKa3BaT Jalu MPUTEKaBaT CTUMYJHpalla, OJIOKHpalla WId HEeyTpasiHa
akTUBHOCT. Te moka3Bar no-ciada Kopenanus ¢ KIMHUYHATa KapTUHA, TEXXECTTa Ha 3a00J151BaHETO
Y UMaT HeJ0CTaTh4yHA MPEIUKTUBHA CTOMHOCT 3a u3xoza oT bb.

ITo-ckbnuTE, TEXHUYECKHU N1O-B3UCKATEIHUTE U TI0-MAJIKO JOCTBIIHUTE aHAJIU3HU, KOUTO ITOKa3BaT
HUBOTO Ha CTUMYJIMpALUTEe aHTUTENA, UMAT CIIOCOOHOCTTA Jla pa3rpaHuyar (yHKIMOHaIHATa
aKTUBHOCT Ha aHTUTesnaTa. OCBEH TOBA T MPEAOCTABAT MO-100pa TOUHOCT, Thil KATO MOTAT Jia ce
OTKpUAT NOo-HUCKH HUBa HAa TRADbs. B nonennenue, nuara Ha TSI ca nmo-mone3nu npu oneHka Ha
KIMHUYHaTa MaHudecranus Ha Tupeonanara odpranmomnarust (TAO), Thil KaTO CUIIHO KOpenIUpar
c akTuBHOCTTa U Texkecra . [Ipu manmenTtn ¢ ycnoxxkneHa TAO nuBata Ha TSI 0OMKHOBEHO
ocTaBaTr BUCOKH Ha (poHa Ha moHmkasamy ce TRADS.

B zakmouenue, TRAbs ca nonesnu 3a auarnosara bb. J/luarnocruanoro 3Hauenune Ha TSI mpu bb
€ Hal-MayikoTO chu3Mepumo ¢ ToBa Ha TRAbD, Ho TSI ce ouepTaBa KaTo MO-MOAXOASII MapKep 3a
MOHHUTOpPUPAHE Ha TepaANUsTA.

Thyrotropin Receptor Antibody — diagnostic and prognostic significance

!Dimitrova R, Hristozov K, ?Bocheva Y, *Siderova M. 'Clinic of Endocrinology and metabolic
diseases; 2Department of Central Clinical Laboratory University Hospital “Sv. Marina”; Medical
University, Varna

Abstract

Thyrotrophin Receptor Antibodys (TRAb) are specific and sensitive immunological marker for
Graves’ Disease (GD). They are heterogeneous in both molecular structure and biological activity.
TRADbs that activate Thyrotrophin (TSH) Receptor (TSHR) and increase cyclic adenosine
monophosphate (cAMP) production are termed “stimulatory”. Those reducing TSH action are
“blocking” and may themselves be weak agonists. TRAbs having no influence on TSH binding or
cAMP induction are termed “neutral.” They are probably involved in generation of oxidative
radicals and induction of apoptosis. Some TRADbs also inhibit agonistindependent (“constitutive”)
signaling and are therefore termed “inverse agonists.” The clinical phenotype is thus determined
by the balance between their opposing actions with a propensity to change during the course of the
disease.

The most commonly used TRAD assays, measure the binding of immunoglobulins (Igs) to the
TSHR. They are widely available, relatively cheaper and easier to perform. These methods do not
measure the functional activity of Igs, nor do they discriminate between the Igs with stimulating,
blocking, or neutral activity. They present lack of absolute correlation with clinical phenotype,
with severity of the illness and demonstrate lack predictive value for GD outcome.



The more expensive, technically demanding and less freely available assays that measure
stimulating antibodies (TSI) have the ability to differentiate the functional activity of TRAbs. In
addition, they provide better accuracy because lower levels of TRAbs can be detected.
Furthermore, TSI levels provide greater performance power for assessing the clinical
manifestation of Graves’ orbitopathy (GO) as strongly correlate with its clinical activity and
clinical severity. In patients with complicated GO TSI levels usually remain high while TRAbs
may decrease.

In conclusion, TRAbs are useful for GD diagnosis. The diagnostic performance of TSI
immunoassay in GD is at least comparable to that of current TRAb immunoassays but TSI is better
marker for the therapy monitoring.
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Pesrome

bnaronapenue Ha pa3BUTHETO Ha MeIUIMHATA CE HaMUpaMe Ha Ipara Mpea 3HAaYUTeNIeH
neMorpadcku mpupacrt, 3acsraill Bb3pacTHOTO HaceiaeHue. bpost Ha Mbxere Haj 60 roauHu ce
ouakBa Jia ce yBenuuu gecet nbTu 10 2050 r. B cpaBHenue npe3 1950 r. To3u temn Ha pacTex e
Hal-WHTEH3WBEH NMEHHO B EBpona, a TOBa BOAU CBC cebe cu u JAOM'BJIHUTCIIHO HYXKJA OT I'PHUXKU
U pecypcu 3a 0oJecTUTe, CBbP3aHU C HANPEABAHETO HAa Bb3pacTTa. OCTEOCAPKONCHUATA € CPe]
,,T€pHaTPUYHHUTE TUTAHTH ‘, XapaKTepU3Mpalia ce ¢ eJHOBPEeMEHHa 3ary0a Ha KOCTHA, MyCKYJIHA
Maca U cuwia. HeGnmaronpusTHUTE MOCIEACTBUS, KOUTO MOIaT Jla HAacTBIAT Karto (paxTypu,
00€3/IBI)KBaHE, JIOIIO KAayecTBO HA XKMBOT M CMBPTHOCT, IMO-M3Pa3eHU IPH MbBXKE, Hajara
HEO0O0X0AMMOCTTa OT pa30upaHeTo M MpPOyYBAHETO Ha TO3M CHUHApPOM. M3cieaBaiiku
NaTo(U3NOJOTUYHUTE B3aUMOBPB3KH MEXAYy KOCTUTE M MYCKYJIMTE, IOKa3Ba, Y€ BEPOSTHO B
Opele HiAMa Jla ce pasriexaa ocTeornopo3aTa KaTo H30iMpaHo 3abonsBaHe. Ilomuraiiku
BHUMAaHHUECTO KbM TO3H CHUHAPOM, CBOCBPEMCHHOTO MY JUArHOCTHLHUPAHC W B3E€MAHCTO Ha
aJICKBaTHU MEPKH OWXa MPEeJOTBPATUIIN BIIOIIABAHETO HA KAYECTBOTO HA JKUBOT CPEJI TOJIAM Opoi
BB3PAacTHU XOpa.

Osteosarcopenia in men and what awaits us in the future
Stefan Radev, Mira Siderova, Radina Dimitrova
Clinic of Endocrinology and Metabolic Diseases, University Hospital “St. Marina”, Varna

Abstract
Thanks to the advances in the field of medicine, we are on the threshold of a significant
demographic increase affecting the elderly population. The number of men over 60 years of age is



expected to increase tenfold by 2050 compared to 1950. This growth rate is most intense in Europe,
and this trend is associated with an additional need for care and resources for diseases related to
aging. Osteosarcopenia is among the "geriatric giants”, characterized by a simultaneous loss of
bone, muscle mass and strength. The adverse consequences that can occur such as fractures,
immobilization, poor quality of life and mortality, more pronounced in men, emphasize the need
to understand and study this syndrome. lvestigation on the pathophysiological relationships
between bones and muscles shows that osteoporosis will probably not be considered an isolated
disease in the future. Raising awareness on this syndrome, its timely diagnosis and taking adequate
measures would prevent the deterioration of the quality of life among a large number of elderly
people.
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Koct 1 THpeoTOKCHKO03a
Kupun Xpucrosos, P. JlumutpoBa
Kimunnka no Ennoxkpunonorusi, YMBAJI “Cs. Mapuna”, MY, Bapna

Pe3ome

TupeonHUTE XOPMOHHM Ca OT CBHIIECTBEHO 3HAUCHUE 32 PA3BUTHUETO HA CKeJleTa, JIMHEAPHUS
pacTex Ha KOCTa, JOCTUTaHETO Ha MHKOBA KOCTHA Maca M MOJIbP)KAaHET Ha HOPMaJiHa KOCTHA
CTPYKTYpa U 3/IpaBUHA.

Tupeorokcuko3ara yckopsiBa KOCTHOTO PEMOJEIMTPAaHE U € €lHa OT IJIABHUTE NPUYMHU 32
BTOPUYHA OCTEONOpO3a C BHCOK KOCTEH THPHOYBBP HpH Bb3pacTHU. He camo sBHHMTE, HO U
CYOKJIMHUYHUTE (HOPMU HA THUPEOTOKCHKO3d, BKIIOUUTEIIHO U MPOABHKUTETHOTO CYIPECHUBHO
JIeYeHUE C JIEBOTUPOKCHH HaMajsiBaT KOCTHara MuHepayiHa IurbTHOCT (BMD) u mosumaBar
(bpakTypHHsI PHUCK, OCOOEHO MpHU IMOCTMEHOMNay3aJHU >keHU. OCBEH TOBa IMpPOYYBAaHUS Cpell
S€YyTUPEOUHUM WHIMBUIM TMOKa3BaT, 4Ye (PYHKIMOHUPAHETO Ha XHUIIOTaJaMO-XUIo(u30-
TUPEOUIHATA OC B TOPHMS JIMANa3oH Ha pedepeHTHaTa HOpMa € CBbp3aHo ¢ no-Hucka BMD u
MOBUIIIEH PHUCK OT (PpakTypH.

Hopmannara nmpoabKUTETHOCT Ha peMojenupamius IuKbia € okoimo 200 aHHM, J0KaTo mpu
THPEOTOKCHKO3a TS € HaMmajieHa Ha IOJOBHMHA, KaTo IpH BCEKW LUKBI ce ryoum 9,6%
MUHepanu3upaHa KocT. OcTeokIacTHaTa KOCTHA pe30pOLus € Mo-u3pa3eHa B KOPTUKAJIHATA U 110~
cnabo B TpaOekynapHara KocT. TpuitontuponuHsT (T3) Meaumupa ocTeokjgacTHaTa KOCTHA
pe3opouus npeauMHo upe3 TRa, KakTo dpe3 AUPEKTeHO Bb3/IEHCTBHE BbPXY OCTEOKIACTUTE, TaKa
Y MHJIUPEKTHO Ype3 akTuBUpaHe Ha octeoOnactute. epuuutst Ha TSH chino ce mpeanonara
KaTo (paKToOp 3a pa3BUTHUETO HA OCTEONOPO3a. TUPEOTPONUHBT BIIUsE BbPXY KOCTHHS META00IN3bM
gype3 TSHR B ocreobmacTHUTE W OCTEOKIACTHUTE mpekypcopu. Hopmammusupanero Ha
THpeouHaTa (QPyHKIUATA BOAM 10 HamalsiBaHE Ha KOCcTHAa oOMsiHAa M moBuinaBaHe Ha BMD, Ho
KOCTHATa IJIBTHOCT HE BHHArW JIOCTHTa JI0 M3XOAHOTO HUBO cien JieueHue. [IpeamecTBamusT



XUTIEPTUPEOUTU3BM OCTaBa PUCKOB (hakTop 3a OeApeHHn (pakTypu, PECHEKTUBHO W TIOBHIICHA
CMBPTHOCT B MTO-KbCHA BH3PACT.

Bone and thyrotoxicosis
Kiril Hristozov, R. Dimitrova. Clinic of Endocrinology, University Hospital “St. Marina”, Medical
Universuty, Varna

Abstract
Thyroid hormones are essential for normal skeletal development, linear bone growth, peak bone
mass formation and maintenance of normal bone structure and strength.

Thyrotoxicosis causes acceleration of bone remodelling and is one of the main risk factors for
secondary osteoporosis with increased bone turnover in elderly. Not only overt but also subclinical
forms of thyrotoxicosis, including prolonged supressive treatment with levothyroxine, reduce bone
mineral density (BMD) and increase the fracture risk, especially in postmenopausal women.
Furthermore, studies among euthyroid individuals show that the functioning of the hypothalamic-
pituitary-thyroid axis in the upper limit of normal range is associated with lower BMD and an
increased risk for fractures.

The normal duration of remodelling cycle is approximately 200 days, while in thyrotoxicosis it is
reduced by half, with about 9.6% of mineralized bone lost in each cycle. Osteoclastic bone
resorption is more pronounced in the cortical than in trabecular bone. Triiodotironine (T3)
mediates bone resorption mainly by TRa, both directly, through effects on the osteoclasts, and
indirectly, by activating the osteoblasts. Thyrotropin (TSH) deficiency is also implicated as
another risk factor for developing osteoporosis. TSH affects bone metabolism through the TSHR
expressed on osteoclast and osteoblast precursors. Restoration of thyroid function reduces bone
turnover and increases BMD, although bone density may not always return to baseline after
treatment. Previous hyperthyroidism remains a risk factor is associated with increased mortality in
older people.
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Pesrome

AxpomMeranusTa € 3a00JsBaHe, IPUIMHEHO OT XPOHUYHA CBPBXMPOIAYKITUS HA PACTEKEH XOPMOH.
Han 95% ot cinywaute ce appkaT Ha xunodusapeH aneHoMm. llenwre mpu jedeHHeTo Ha
3a00JIsIBAHETO ca OTCTpaHsIBaHE Ha TyMOpPHATa Maca MM KOHTPOJ BBpPXY pacTexa Ha Tymopa ¢
BBH3CTAHOBSABAHC HA XOPMOHAJIHUTC IMapaMETPU A0 HHMBA, KOUTO HaMaJIsIBAT PUCKA OT IMOBHUIICHA
CMBPTHOCT B CpaBHEHHE C oOmiara nomynanus. Merox Ha IbpBU U300p NpPU JIEYEHUETO €
TpaHccheHouAaIHaTa aJeHOMEKTOMUs. JIbuenedeHueTo ce Mnpujiara Inpu HHONEPaOMIIHU U
BHUCOKOPHCKOBHU OOJIHHU. 32 HOpMAJIM3UPaHe Ha XOPMOHAJIIHUTE IIapaMeTPH BIIU3a B CbOOpakeHUE
U MEJAMKaMEHTO3HO JieueHue. B penku ciayyan obade € Bb3MOXHO CIIOHTAHHO M3JIEKyBaHE Ha
akpoMeranusara. To Moxe na ce HaOio/aBa BCieICTBUE Ha xumnodusapHa anoriekcus (XA),
KOSITO IMPOTHYA C BApUpaAILa KIMHUYHA CUMIITOMATHKA.

IIpencraBeHuAT KIMHUYEH CiIydail € Ha MAlUeHT ¢ Oee3d 3a aKkpoMeranus Npu KIMHUYHU U
7a00paTOpHU JaHHU 3a XMIIONMMTYWTapu3bM. MarHutHo-pe3oHaHcHata Tomorpadus (MPT)
paskpuBa “mpas3Ho Typcko cenno”’. OT MeaUIMHCKaTa JOKYMEHTAIUs CTaBa ICHO, Y€ MAllUEHTHT €
C peanu3upaH UCXeMHUYeH MO3bueH MHCYAT. OCBEH TOBa € JIEKyBaH 3a TyOepKyJI03eH MEHUHIHT.
[IpenBun MuHanuTe 3a00sIBaHUS JOITyCKaMe, Y€ CHIOHTaHHOTO M3JIEKYBaHE HAa COMaTOTPONIMHOMA
OM MOrJo Ja ce IBJDKM Ha aCUMITOMAaTHYHA amoIUIeKCHs Ha XunoduszapeH aJleHOM, HO He
U3KIII0YBaMe U TyOepKyso3aTa B €THONAaTOreHe3aTa.

He3aprucuMo OT TOYHHUS MEXaHU3BM 110 KOMTO C€ € CTUTHAJIO J0 IIbJIHA 3ary6a Ha XI/IHO(I)I/BapHa
TbKaH, CBhUYCTAHUCTO OT “HpaSHO TYPCKO CC,[[J'IO” U KIMHUYHKA Oelle3u Ha aKkpoMerajimga ¢©
HeoOuuaiiHo. OT Apyra cCTpaHa, B TCpalCBTUUCH IIJIaH OCTaBa OTBOPCH BBIPOCHT AN
aIUEHTUTE C )Ie(i)I/II_II/IT Ha pacCTCKCH XOPMOH CJIEO HM3JICKyBaHa aKpoMerajausda mMorar jga umartr
IIOJI3U OT 3aMCECTBAHCTO MY.



Spontaneous Resolution of Acromegaly with Marked Hypopituitarism —a Case Report
Shishkov Savi R, Dimitrova Radina S, Hadzjieva Elica G, Yaneva Zhaneta A, Ivanova Iva V,
Siderova Mira V, Hristozov Kiril H.

Department of Endocrinology and Metabolic Diseases; University Hospital “St. Marina”, Medical
University, Varna

Abstract

Acromegaly is a disease caused by a chronic overproduction of growth hormone. In 95% of cases
itis a result of pituitary adenoma. The aims of treatment are to remove the tumor mass or to achieve
control over the tumor growth with somatotropin levels that will reduce the mortality risk to that
of the general population. The first method of choice is transsphenoidal adenomectomy.
Radiotherapy is preferred in inoperable or high risk patients. In order to achieve control over the
disease medical therapy also comes into consideration. In rare instances, with varying clinical
symptoms, a spontaneous cure following pituitary apoplexy (PA) is possible.

We present a case of a patient with features of acromegaly and clinical and laboratory evidence of
hypopituitarism. Magnetic resonance imaging demonstrates an empty sella turcica. The patient has
history of an ischemic strok e and he was also treated for tuberculosis meningitis. In light of the
past medical history we assume that a spontaneous cure had occurred as a consequence of
asymptomatic apoplexy.

Despite that we do not exclude tuberculosis as part of the ehiopathogenesis. Regardless of the exact
mechanism by which the complete absence of pituitary structures developed in this patient, the
coexistence of empty sella syndrome with clinical features of acromegaly is an unusual finding.
On the other hand, concerning the replacement therapy there remains an open question whether
growth hormone deficiency should be substituted after the cure of acromegaly.



