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I. Pe3romeTra Ha HAYYHHU TPYAOBE€ KbM TO4YKa B4 ot aKaJeMHUIHaTa ClipaBKa:

1. Temporal Patterns of COVID-19-Associated Pulmonary Pathology: An Autopsy
Study.

Stoyanov GS, Yanulova N, Stoev L, Zgurova N, Mihaylova V, Dzhenkov, DL, Stoeva M,
Stefanova N, Kalchev K, Petkova, L. Cureus 2021,;13(12):¢20522

Introduction: The novel coronavirus variant - severe acute respiratory distress syndrome
coronavirus 2 (SARS-CoV-2) and the disease it causes clinically (novel coronavirus disease 2019
or COVID-19) have placed medical science into a frenzy due to the significant morbidity and
mortality, as well as the myriad of clinical complications developing as a direct result of
infection. The most notable and one of the most severe changes in COVID-19 develops in the
lungs.

Materials and methods: All cases of real-time polymerase chain reaction (rtPCR)-proved
COVID-19 subjected to autopsy were withdrawn from the central histopathology archive of a
single tertiary medical institution - St. Marina University Hospital - Varna, Varna, Bulgaria.
Pulmonary gross and histopathology changes observed on light microscopy with hematoxylin and
eosin as well with other histochemical and immunohistochemical stains were compared with the
time from patient-reported symptom onset to expiration, to compare the extent and type of
changes based on disease duration.

Results: A total of 27 autopsy cases fit the established criteria. All cases clinically manifested
with severe COVID-19. From the selected 27 cases, n=14 were male and n=13 were female. The
mean age in the cohort was 67.44 years (range 18-91 years), with the mean age for males being
68.29 (range 38-80 years) and the mean age for females being 66.54 (range 18-91 years). Gross
changes in patients who expired in the first 10 days after disease onset showed a significantly

increased mean weight - 1050g, compared to a relatively lower weight in patients expiring more



than 10 days after symptom onset - 940g. Histopathology changes were identified as intermittent
(developing independent from symptom onset and persisting) - diffuse alveolar damage with
hyaline membranes - acute respiratory distress syndrome, endothelitis with vascular degeneration
and fibrin thrombi; early (developing within the first week, but persisting) - type Il pneumocyte
hyperplasia, alveolar cell multinucleation and scant interstitial mononuclear inflammation;
intermediate (developing within the late first and second weeks) - Clara cell hyperplasia and late
(developing after the second week of symptom onset) - respiratory tract and alveolar squamous
cell metaplasia and fibrosis.

Conclusion: COVID-19-associated pulmonary pathology, both gross and histopathology, show
a time-related dynamic with persistent early and a myriad of later developing dynamic changes in
patients with severe disease. These changes underline both the severity of the condition, as well
as the mechanisms and the probability of long-lasting severe complications in patients with post-
COVID syndrome.

#

Y600: Hosusm koponasupycen apuanm — medxicvk 0Cmvp pecnupamopen oucmpec cuHOpom
koponasupyc 2 (SARS-CoV-2) u 3abonaeanemo, Koemo NpuduHAGAd KIUHUYHO (HOBA
koponasupycna 6onrecm 2019 wum COVID-19) ob6esnokouxa MmeOuyuHckama HAy4Ha
obuecmeenocm nopaou 3HaYUmMenrHama 3a601e6aemMocm U CMbPMHOCM, KAKmo u 0e30potinume
KIUHUYHU YCIONCHEHUs, pa3eusawju ce Kamo npaK pezyimam om uHgpexkyusma. Haii-
3abenexcumume u eOHu om Hau-medxckume npomenu npu COVID-19 ce passusam 6 benume
opobose.

Mamepuanu u memoou: Bcuuxku caywau na aymoncupanu c¢ COVID-19, oOokazanmu c
nonuUMepasHa eepudicha peakyus 8 peanno epeme (rtPCR), ca uzeadenu om yewmpanHus
xucmonamonozauyen apxue na YMBAJI , Ceema Mapuna“ — Bapna. Maxpockonckume u
xucmonoeuunume 0e100poOHU NpomeHU (OYeHeHU CbC C8EeMIUHHA MUKPOCKONUS, OYGEeMmeHU C
XeMamoKCUIUH U e03UH, KAKMO U ¢ Opyau XUCIOXUMUYHU U UMYHOXUCTNIOXUMUYHU OYB8EeMABAHUS)
ca CpasHeHu ¢ 8pemMemo Om HAualIomo HA CUMRmoMume, CboOUjeHu om nayuewmad, 3da 0a ce
CPasHAmM cmeneHma u 8Uudd Ha NPOMeHuUme CRPSIMO NPOOBIANCUMETHOCMMA HA 3a00NA8AHEMO.

Pezynmamu: Obwo 27 aymoncuoHmu ciyuas omeosapsam Ha YCMAHOB8eHUme Kpumepuu.
Bcuuxu cnyvau ca ¢ mescko usasen kaunuuno COVID-19. Om usbpanume 27 cayuas n=14 ca

mvorce u n=13 ca ocenu. Cpeonama ev3pacm 6 xkoxopmama e 67,44 coounu (Ouanazon 18-91



200UHU), Kamo cpednama 8v3pacm 3a mvoceme e 68,29 (ouanazon 38-80 eoounu), a cpeonama
év3pacm 3a odicenume e 66,54 (Ouanazon 18-91 eoounu). Maxpockonckume npomeHu npu
nayuenmume, noyuxaiu npez nvpeume 10 OHu cried HaAyaromMo Ha 3a0601A6aHEMO, NOKA3BAM
3HAUUMeNHo yseauueHo cpeono meeno — 1050 e, 6 cpaghenue ¢ OMHOCUMETHO NO-HUCKO Me2lo
npu nayuewmu, noyuHanu nosede om 10 OHu cned wauaromo Ha cumnmomume — 940 o
Xucmonocuunume npomeHu ca onpeoeieHu Kamo UHMepMUmeHmHuy - pa3euii ce He3agucumo om
nosigama u nepcucmupare Ha cumnmomume (Ou@ysHa an8eonapHa yepeod ¢ XUATUHHU
MeMOpanu - CUHOPOM HA OCMBP PEeCNUpPamoper OUCmpec, eHOOMeaun CbC Cb008d 0e2eHepayusl
u @ubpunosu mpomobu);, pammu - pazeéunlu ce npes NvPEAMA CceoMUyd, HO NEePCUCMUPaAUU
(nHesmoyumna xunepniasus mun II, MHozcoa0peru angeoroyumu U OCKbOHO UHMEPCIMUYUATHO
MOHOHYKIEAPHO 8b3NANEHUE), MENCOUHHU - PA3BUIU Ce 8 KPAsl HA Nbp8amd 1 6mopama ceomuya
(xunepnnasusi Ha xkiemkume Ha Knapa) u Kvchu - paseunu ce cied emopama ceoMuyd om
HA4anomo Ha cumMnmomume (NIOCKOKIEMbYHA Memaniasus u @Quopoza Ha pecnupamopHus
MpaKm u angeonume).

3aknouenue: Kaxmo maxpockonckama, maxa u xucmonoeuuyHama 0e100pooHa namonocus
cevpzana ¢ COVID-19 nokazea OuHamuka c8bp3ana ¢ NPOOBINCUMETHOCIING HAd NPOMU4aHe, ¢
nepcucmupawjy pamHu U na1es0a Om NO-KbCHO pA3sUsauju ce OUHAMUYHU NPOMEHU Npu
nayueHmu ¢ medxcko 3abonasame. Te3u npomenu nooyepmasam KaKmo mexcecmma Ha
CLCMOSIHUEMO, MAKA U MEXAHUIMUME U 8EPOSIMHOCIMMA OM ObJAOMPAUHU MENCKU YCIOHCHEHUS

npu nayuenmu c NnoCcmKo8UO CMHOPOM.

2. RIPK3 expression as a potential predictive and prognostic marker in metastatic
colon cancer.

Conev, N.V., Dimitrova, E.G., Bogdanova, M.K., Kashlov Y, Chaushev B, Radanova M,
Petrov D, Georgiev K, Bachvarov C, Todorov G, Kalchev K, Popov H Manev, R.R., Donev, LS.
Clinical and Investigative Medicine, 2019, 42(1), pp. E31-E38

Background: Colorectal cancer is one of the primary causes of cancer-related deaths and 5-
fluorouracil (5-FU) therapy remains the cornerstone of treatment in these patients. Resistance to

5-FU represents a major obstacle; therefore, finding new predictive and prognostic markers is



crucial for improvement of patient outcomes. Recently a new type of programmed cell death was
discovered—necroptosis, which depends on receptor interacting protein 3 (RIPK3). Preclinical
data showed that necroptotic cell death is an important effector mechanism of 5-FU-mediated
anticancer activity.

Purpose: To investigate the predictive and prognostic performance of RIPK3 expression in
primary tumors.

Methods: Colon cancer patients (n=74) with metastatic stage were included in this
retrospective study and all were treated with first-line 5-FU based chemotherapy.
Immunohistochemical staining was performed.

Results: The progression free survival for the low expression group of RIPK3 was 5.6 months
(95% CI, 4.4-6.8) vs 8.4 months (95% CI, 6.4-10.3) of the group with high expression (p=0.02).
Moreover, patients with high expression of RIPK3 were associated with lower risk of disease
progression HR 0.61 (95% CI, 0.38-0.97; p=0.044). Patients with high expression levels of
RIPK3 also had significantly longer mean overall survival (OS) of 29.3 months (95% CI, 20.8-
37.8) as compared with those with low expression: 18.5 months (95% CI, 15.06-21.9) (p= 0.036).
In addition, univariate analysis showed that high level of RIPK3 expression was associated with a
longer OS HR 0.59 (95% CI, 0.35-0.98; p=0.044).

Conclusions: This study suggests that expression of RIPK3 in primary tumors of metastatic
colon cancer patients should be further investigated for its potential as a promising predictive and
prognostic marker.

#

IIpeoucmopus: Konopekmanuusam KapyuHom e eOHA Om OCHOGHUMEe NPUYUHU 34 CMbPMHU
cayuau cevp3anu ¢ paka u mepanusma c S-¢pryopoypayun (5-FU) ocmasa kpaiiveviien KamvK
npu aevenuemo Ha maxusa nayuewmu. Pesucmenmuocmma xom 5-FU npedcmasnasa ochosHO
npenamcmeue, ci1ed008amenrHo HAMUPAHemo HA HO8U NPEOUKMUBHU U NPOSHOCMUYHU MAPKepU e
om pewlasawo 3Havenue 3a N00oopsasane Ha pesyaimama 3a nayuenma. Hackopo ce omkpu Hos
MUn Npocpamupana KiemvyHd CMbPm - HEKPONmo3d, KOSMO 3d6UCU OM  pPeyenmopHo
szaumooeticmsauy npomeur 3 (RIPK3). [Ipeokiunuunume 0anHu nokazeam, ye HeKponmo3Hama
KIeMbUHA CMbpM e 8adceH epekmopern mexanuzvm Ha S-FU-meouupana npomueomymopha

aKkmueHocm.



Len: /la ce uscnedsa npeOukmusHomo u NpOSHOCMUYHO NPEeOCmAagaHe HA eKCNpecusma Ha
RIPK3 6 nvpsuunume mymopu.

Memoou: B mosa pempocnekmusHo npoyueane ca GKIOYeHU NAYUeHMU ¢ paK Ha 0ebenomo
uepgo (n=74) 6 memacmamuuer cmaouil U 6CUYKUMe Ca JIeKy8aHU ¢ N'bPEa JUHUS XUMUOMEPANUS
Ha bazama na 5-FU. U3evpuieno e umyHOXUCmMoxXumuiHo oysemseane.

Pezynmamu: Ilpescussemocmma 6e3 npoepecus 3a epynama ¢ Hucka excnpecusi Ha RIPK3 e
5,6 meceya (95% CI, 4,4-6,8) cpewy 8,4 meceya (95% CI, 6,4-10,3) 3a epynama c 6ucoka
excnpecus (p=0,02). Oceen moea, nayuenmu c sucoxa excnpecust ha RIPK3 ca cévpzanu c no-
HUCHK puck om mnpoepecuss Ha 3abonsisanemo HR 0,61 (95% CI, 0,38-0,97; p=0,044).
Ilayuenmume c eucoxu Husa na excnpecus na RIPK3 cvwo umam 3nauumentno no-oviea cpeona
oowa npexcussiemocm (OS) om 29,3 meceya (95% CI, 20,8-37,8) 6 cpasnenue ¢ mesu ¢ Hucka
excnpecus -18,5 meceya (95% CI, 15,06-21,9) (p = 0,036). B Oonwianenue, yHugapuamuus
aHanus noKasd, 4e 8ucokomo Hueo Ha excnpecusi Ha RIPK3 e cevpsano ¢ no-ovive OS HR 0,59
(95% CI, 0,35-0,98; p=0,044).

3axnmouenue: Tosa npoyusane npeononaea, we excnpecusma Ha RIPK3 6 nvpsuunu mymopu
npu nayuewmu ¢ Memacmamuyer pax Ha 0ebelomo uepeo mpsabea 0a 6voe OONBbIHUMENHO

uzcneosana 3a nomeryuaia i Kamo 0661/14616611/{4 npedukmueeH U npocHoCcmu4ern mapkep.

3. Subchronic toxicity study of ethanol infusion from cotinus coggygria wood in rats.
Ivanova D, Pavlov D, Eftimov M, Kalchev K, Nashar M, Tzaneva M, Valcheva-Kuzmanova 8.
Bulgarian Journal of Agricultural Science, 2013, 19(SUPPL. 2), pp. 182—185

Cotinus coggygria is considered to be a poisonous plant, however there are data from
traditional medicine indicating an internal use of plant infusions. The aim of this study was to
examine the subchronic toxicity of ethanol infusion from C. coggygria wood in experimental
animals. Three groups of 10 male Wistar rats were treated by stomach gavage for 30 days as
follows: (1) distilled water, (2) 20% ethanol, (3) 20% ethanol infusion from wood at doses of 10
ml/kg b.w. Biochemical results showed that the treatment with ethanol infusion from C.
coggygria wood did not cause subchronic toxicity on liver, kidney or brain. Histological

investigation did not detect pathological deviations in the organs of the treated group as



compared to both controls. Therefore, C. coggygria does not exhibit toxicity and may be used for
further study of effects in vivo.

#

Cmpaonuxkama (Cotinus coggygria) ce cuuma 3a OMpPOBHO pAcmeHue, HO UMAa OAHHU Om
MPAOUYUOHHAA MEeOUYUHA, NOKA36AWU BLMPEUIHO NPUNONCEHUe HA DACMUMENTHU 3anapKu.
Llenma na moea npoyusane e 0a ce u3cieo08a CyOXpOHUUHAMA MOKCUYHOCM HA UHQY3Ui Ha
emanon om ovpeecuna Ha C. coggygria npu exkcnepumenmanrnu dcusomuu. Tpu epynu om 10
Mmvorcku navxa Wistar ca mpemupanu ype3 CmMoMawiHa coHoa 6 npoowvidicenue Ha 30 Onu c,
kakmo cnedsa: (1) oecmunupana eooa, (2) 20% emanon, (3) unghyzus ¢ 20% ovpeecen emarnon 8
oozu om 10 ml/kg menecno meeno. buoxumuunume pezyrmamu nokazeam, uye Je4eHUEmMo ¢
unghyzus nHa emanon om ovpsecuna Ha C. coggygria He npedu3suKsad CyOXpOHUUHA MOKCUUHOCT
6 uepHus O0pob, OvOpeyume umu MO3bKa. XUCMONIO2UYHOMO U3CAe08aAHe He OMKpU8a
NamonocuduHU OMKIOHEHUs. 6 OpeaHume HA MpemupaHama 2pyna 6 CpaeHeHue ¢ o0geme
koumponu. Cnedosamenno C. coggygria He nposssiea MOoKCUYHOC U MOJce 0d ce U3N0A36d 3d

NO-HAMAMBUIHO UCAe08AHe HA edheKmume in Vivo.

4. Virilizing adrenal oncocytoma in a 9-year-old girl: Rare neoplasm with an intriguing
postoperative course.

Yordanova, G., lotova, V., Kalchev, K., Ivanov K, Balev B, Tonev, A., Oosterhuis, W. Journal
of Pediatric Endocrinology and Metabolism, 2015, 28(5-6), pp. 685—-690

Abstract: Adrenal oncocytoma is an extremely rare neoplasm, which is mostly non-functional.
Only five cases of childhood adrenal oncocytoma have been described so far, all of which were
hormonally active. Currently, guidelines for management and follow-up are not available. We
report a 9-year-old girl with benign adrenal oncocytoma, presenting with severe short-term
virilization. After diagnostic work-up the patient underwent laparoscopic unilateral
adrenalectomy. For the first 2 weeks following surgery she suffered marked mood swings,
irritability and fatigue. There were no other clinical and/or laboratory abnormalities except the
rapid drop-down of androgen levels to normal values. Follow-up showed no signs of recurrence

and in the absence of signs of adrenal insufficiency, we speculate that, the rapid drop of androgen



levels after removal of the tumor might be the reason for the deteriorated psychoemotional
condition of our patient.

#

Peztome: Haobwvbpeunusm oHKOYUMOM e UBKIIOUUMETHO PAOKO HOB000paA3yéanue, Koemo 8
noseuemo ciyyau e meynkyuonanno. /loceca ca onucanu camo nem ciyuas Ha HA0OwLOpeyeH
OHKOYUMOM 6 OemcKda 6b3pAcm, 6CUYKU OM KOUumo ca Ouiu XOPMOHAIHO akmuseHu. Kovm
MOMEHmMA AUNC8Am YKA3aHUus 3a nogeoexue u npociaeossane. Cvoowasame 3a 9-200utHo
Momuve ¢ OobOpoxauecmeeH HAOObOpeueHn OHKOYUMOM, NpeoCcmagaui ce ¢ MmedNcKd
kpamkompatina supunuzayus. Cied OuazHOCMU4HO YmouHA8aHe Ha NAYUeHMKAMA e U38bpuleHd
JIanapocKoncka eOHocmpanua aopenanekmomus. Ilpes nvpeume 2 ceomuyu cied onepayusma
msi cmpaoa om u3pazeHu NPOMeHU 8 HACMPOEHUemo, pazopazHumenHocm u ymopa. Hama opyeu
KAUHUYHU WU 1AO0PAMOPHU AHOMANUU, OC8eH DBP30MO CNAOaHe HA AHOPO2eHHUme HU8a 00
Hopmanuu cmounocmu. Ilpocneodsgsanemo He nokasa npusHayu HA peyuous u npu Jauncama Ha
npusHayu Ha HaobvOpeuHa HeOOCMAMBYHOCH, Npeonoazame, e OvP3UAM CHNAO HA
AHOpO2eHHUmMe HUBA Cled OMCMPAHABAHe HA MYMOpA Modce O0d e NPUYUHA 3ad IOUEHOMO

NCUXOEeMOUUOHAIIHO CbCMOAHUE HA HAWUA naAyueHm.

5.  Subchronic toxicity study of aqueous infusion from Cotinus coggygria leaves in
wistar rats.

Paviov, D.,Nashar, M.,Eftimov, M. Kalchev K, Valcheva-Kuzmanova S, Tzaneva, M.,Ivanova,
D. Comptes Rendus de L'Academie Bulgare des Sciences, 2013, 66(5), pp. 749-756

The Eurasian smoke tree (Cotinus coggygria) is used by the Balkan folk medicine for its
antiseptic and antimicrobial properties as well as for treatment of gingival and throat
inflammations. Although C. coggygria has been applied mainly externally because of the large
gallotannins content, there are few reports for internal use of its leaves against gastric ulcer,
diarrhoea, nephritis, anthrax, asthma, cardiac and urinal diseases and even diabetes mellitus. The
aim of this study is to examine the toxicity of C. coggygria leaves aqueous infusion in
experimental animals. Male Wistar rats were treated by stomach gavage with different

concentrations of herb infusion (1, 2 and 4%) or distilled water at doses of 10 ml/kg b.w. After 30



days of treatment, the animals were sacrificed and the blood and organs were collected for
biochemical and histopathological analyses. Results showed that treatment with aqueous infusion
from C. coggygria did not cause subchronic toxicity on liver and kidney. Histological
investigation did not detect pathological deviations in the organs of treated groups compared with
control. No significant changes were observed in the serum levels of hepatic enzymes, urea,
creatinine, triacylglycerols and total 749 thyols. The subchronic administration of C. coggygria
infusion is non-toxic in the applied concentrations and therefore it can be used to study healing
effects as reported by the Balkan traditional medicine.

#

Cmpaonuxkama (Cotinus coggygria) ce uznonzsa om 6AIKaHCKama HapooOHa MeOuyuHd 3apaou
ceoume AHMUCENMUYHU U AHMUMUKPOOHU CBOLCMBA, KAKMO U 3a jleYeHue HA 6b3NAleHUe HA
senyume u evpaomo. Bvnpexu ue C. coggygria ce npuiaza 21aéHo 6bHUWHO, NOPAOU 2ONSAMOMO
CLOBPIUCAHUE HA 2ATIOMAHUHU, UMA CbOOWEHUs 3 8bmMpeuHa ynompeoa Ha JUCMAama my cpeusy
cmomauita A36a, ouapus, Heppum, aHmpakc, acmmad, CopPOeyHU U NUKOYHU 3aD0NA8AHUSL U OOPU
saxapen ouabem. lLlenma nHa mosa uscieosane e 0a ce U3C1e08ad MOKCUYHOCIIMA HA B0OHUSL
uzenex Ha aucmama na C. coggygria npu ekcnepumenmanuu sxcusomuu. Muvocku nivxose Wistar
ca mpemupau upe3 CmoMauHa COHOA ¢ pasiudHu KOHYeHmpayuu Ha ounkoe uzeiek (1, 2 u 4%)
unu decmunupauna 6ooa 6 0osu om 10 ml/kg menecno meeno. Cneo 30 onu neuenue, sHcugomuume
ca yMbpmeeHu u Kpvbema U Opeanume um cd HOOJONCEHU HA OUOXUMUYEH U XUCMOJOSUYEH
ananus. Pesynmamume noxazeéam, ue neuenuemo ¢ 6o0en uszenexk om C. coggygria He
npeou38uUKed CyOXpOHUYHA MOKCUYHOCH 8bpXY uepHusi Opob u 6vopeyume. XucmoniocuuHomo
uzcneosane He OMKpUBA NAMONOSUYHU OMKIOHEHUS 8 Op2aHume HA mpemupaxume epynu 6
cpasHenue ¢ konmpoanama. He ca nabnrooaseanu sHauumenHu npomeHu 8 cepymuume HU8A Ha
uepHoOpOOHUME eH3UMU, Ypesl, Kpeamunu, mpueauyepuou u oowo 749 muonu. CyoxXpoHuunomo
npunodicenue Ha usenek Ha C. coggygria e HemOKCUYHO 6 NPULONCeHUme KOHYEeHmMpayuu u
cneoosamento Modice 0a ce U3NO0N368a 34 Uu3cieosame Ha JeyeOnume eghekmu, nosHamu Om

bankanckama mpaouyuoHHa MeOUyUHa.

6. Challenging Reproductive Genetic Counseling in Families at High Risk for Rare
Genetic Syndromes — A Case Report with Possible Denys-Drash Syndrome.



Hachmeriyan M, Andonova S, Levkova M, Stoyanova M, Kalchev K, Vasilev P, Miteva V,
Tsvetkova M, Bradinova I, Angelova L. J Genet Disor Genet Rep 2018, 7:1

Calculating the recurrence risk is an integral part of everyday practice of the genetic counselor,
but certain difficulties occur when explaining it to the parents of a child with a rare dysmorphic
syndrome. We present a case of a family with first newborn with multiple anomalies and exitus
letalis, registered on the second day. At birth, the baby presented with limb malformations.
Additionally, a spontaneous pneumothorax, neonatal cerebral ischemia, and intraamniotic
infection were diagnosed. A post-mortem examination revealed additional multiple internal
malformations such as patent foramen ovale, bicornuate uterus, accessory spleen, bilateral
adrenal hyperplasia, unilateral Wilm’s tumor of the left kidney, diffuse glomerular and interstitial
fibrosis, and protein cylinders in dilated renal tubules. Standard GTG banding karyotyping
showed a normal male karyotype 46,XY,16gh+ that did not correspond to the female phenotype
of the patient’s genitalia. Postmortem findings together with sex phenotype/genotype discordance
suggested Denys-Drash syndrome as possible diagnosis. Amplification of all exons but exon 9 of
WTI1 gene was not successful on DNA extracted from formalin-fixed paraffin-embedded tissue
(FFPET) sample. Sanger sequencing of exon 9 did not reveal a causative mutation. In current
case the severe neonatal presentation and absence of molecular conformation complicated giving
a certain prognosis for the recurrence risk. Reproductive genetic counseling in families with rare
genetic conditions could be very challenging.

#

Onpedensinemo Ha pucka om peyuous e Hepas0eHa 4acm om edceOHe8Hama NpaKmuka Ha
2EHeMUYHUSL KOHCYIMAHM, HO Bb3HUKEAM OnpeoeieHu mpyoOHOCMU Npu OOSACHEHUemo M) Hd
pooumenume Ha deme ¢ psObK oucmopguyer cunopom. lIpedocmassame cayuail Ha cemelcmao ¢
NbP8O HOBOPOOEHO C MHONCECMBO AHOMAIUU U CMBPMeEH U3X00 Ha emopus oeH. Ilpu
padicoanemo bebemo e ¢ manpopmayuu Ha Kpaunuyume. Oceéen mosa ca OUACHOCMUYUPAHU
CNOHMAHEH NHEBMOMOPAKC, HEOHAMAIHA YePeOPATHA UCXeMUsl U UHMPAAMHUOMUYHA UHDeKyUsl.
Aymoncusama  pazkpuea MHONCECMBO  OONBIHUMETHU —SbMPEWHY  Malgopmayuu  Kamo
nepcucmupawy foramen ovale, 08ypoea mamxa, aKyecopha cle3kd, 08yCMpaHHa Hao0bvoOpeuna
Xunepniasus, eonocmpanern mymop Ha Wilms na nesus 0voOpex, ougysna eromepyiHa u

unmepcmuyuaiHa Guopoza u OermvuHU YUIUHOPU 6 pa3uupenu OvOpeuHu Kanaidemad.



Lumoeenumuunuam aunanu3 noxkazéa Hopmanen mMwvocku xapuomun 46,XY,16gh+, xoiimo e
CbOMBEMCMBA HA JHCEHCKUs (peHomun Ha eceHumaiuume Ha nayuenma. Aymoncuonnama
HAX00Ka U HeCbOMEEencmaueno no nojios enomun/cenomun npeonoiazam cunopom na Denys-
Drash kamo 6v3mooicna ouaznoza. C uskitouenue Ha ex3on 9 na WT1 eena, amniuguxkayuama
Ha HUmMo eouH exk30H He e ycnewna 6vpxy /[HK, uzeneuena om gukcupanu 6v8 ghopmanun
napagunosu cpesu. Cexgenupanemo no Sanger Ha ek30H 9 He pasKpuea npuyunHa mymayus. B
Hacmoswusi Cayyan MmedNCKOmo HeOHAMAIHO NpedCmassHe U JUNCama Ha MOJEeKVIAPHA
KOH@opMayusi  YCI0ACHABA O0ABAHEMO HA ONPeOeleHd NPOSHO3A 34 PUCKA OM  Peyuous.
PenpooykxmusHomo cenemuuno KOHCYIMUpaume 6 cemeucmea ¢ peoKu 2eHemuyHu 3a00A68aHU

Modice 0a O6voe 20AMO NPeOU3BUKAMENCMBO0.

7. Hormonally active Leydig cell tumor treated by partial orhiectomy: A case report
and review of the literature.

A Hinev, V lotova, V Mladenov, P Kosev, K Kalchev, K Wolffenbuttel, K, Biermann K, Stoop
H, Looijenga L HJ. Open J ClinMed Case Rep. 2017;3 (9);1256:1-5

A 6-year-old boy was referred to our hospital due to early appearance of pubic hair, face
comedones and behavior changes. Testosterone levels, higher for the age, were found in the
serum. The ultrasound scan established sharply delineated hypoechoic tumor in the left testicle.
Partial orchiectomy, excising the tumor in healthy borders, and preserving the testicle, was
performed. The histological and immunohistochemical examinations revealed benign Leydig cell
tumor. One year after surgery, the testosterone values and the bone age of the child corresponded
to his actual age.

#

6-200UWHO MOMHYe e HACOYEeHO KbM Hawiama OOIHUYa nopaou paHHa nosed Ha NyOUCHO
OKOCMABAHE, KOMEOOHU NO JIUYemo U NPOMeHU 6 nogedenuemo. B cepyma ca omxpumu nuea na
mecmocmepoH no-6UCOKU HOpmAJIHUme 3d evb3pacmmada. Hpu exoepaqbuﬂma ce ycmaroesea pA3Ko
ouepman XunoexoceHeH Mymop 6 Jjegus mecmuc. H38vpuieHa e 4acmuyHa OpXUeKmoMus,
uspsAzeane HA MymMopa 6 30pasu cpaHuyu U 3anazeame HA mecmucd. Xucmoaiocuunume u

UMYHOXUCTOXUMUYHUME U3CIe08AHUsL pa3Kpueam 0obpoxkadecmeern mymop Ha Jlatioueosume
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xknemxu. Eouwa eoouna cneo onepayuima cmouHocmume Ha mecmocmepora U KocmHama

8v3pacnt Ha dememo Cbomeemcmeam Ha 0eUcCmeumentiama MYy evb3pacm.

8. Desmoid abdominal tumour - A clinical case report and brief literature review.
Ivanova, I, Arif, S., Dinev, D., Kalin K, Atanassova, M., Kotzev, 1. Gastroenterology
Insights, 2017, 8(1), pp. 1-13

Desmoid tumors are unique mesenchymal neoplasm. They are able to spread to proximal
tissues but tend not to metastasize. Our case presents a 66-year-old female referred for evaluation
of the prominent, palpable mass located into the left abdomen. Imaging studies revealed a tumor
up to 22 cm, extending below the diaphragm to the retroperitoneal and intra-abdominal cavity.
Contrast enhanced ultrasound showed strong inhomogeneous arterial hyper-enhancement
followed by persistent enhancement in a venous phase. Histology obtained with trucut needle
biopsy established desmoid tumor, with overall proliferating activity (Ki-67 expression) of 20%.
The lesion had been identified as sporadic and unresectable. During the patient’s follow-up a
slow but continuous elevation of serum creatinine was registered eventually led to anuria,
requiring emergent hemodialysis. The non-obstructing nephropathy is an unusual complication of
the disease course, therefore we briefly reviewed the published data on abdominal desmoid
tumors and critically analyzed the relation with kidney injury.

#

Hezmouonume mymopu ca o0cobenu MezeHXumMHU Heonaazmu. Te moeam Oa ce
PA3NPOCMPAHABAM 8 OKOJHUME MbKAHU, HO He Cd CKIOHHU 0 Memacmasupanm.

Ilpeocmassme cayuaii Ha 66-200uUHA JceHA, HACOYEHA 34 OYEHKA HA NAINUpyema mymopHa
maca 6 nasama yacm Ha kopema. OQbpaznume u3cie08aHus NOKA36am mymop ¢ ouamemuvp 22
cm,  pasnonodcer noo  ouagpazmama, pemponepumoHearHo U - UHMpaadoOOMUHAIHO.
Vampazeykoeomo uscnedsane ¢ KOHmMpacm RNOKA3AXA CUTHO HEXOMOZEHHO apmMepuaiHo
CBPBLXYCUNIBAHE, NOCTICOBAHO OM NEPCUCMUPAUO VCUNBAHE 866 8eHO3ZHama (aza. Xucmonoeuima
om Oebenouziena OUONCUsL YCManosu decmouder mymop ¢ npoaugpepamusua akmusnocm 20%
(Ki-67). Jlesusma ce onpedenu kamo cnopaduyHa u Heonepaodunna. Ilo epeme Ha

I’lpOCJZ@dﬂSClHBWlO Ha nayuenma ce pezucmpupa 66187—[0, HO HenpekvCHamo nosuilaeane Ha
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CEepYMHUSL KpeamuHuH, KOemo 8 KpalHa cmemka 008ede 00 aHypus, UUCK8AWA CHeuHd
xemoouanuza. Heobcmpykmusnama negpponamusi e HeoOUUAUHO YCONHCHEHUE 8 X00Ad HA MOBA
3abona6ane, 3amoea npeziedaxme HAKpAmMKO NyOIUKYy8aHume OAHHU 34 AOOOMUHAIHU

0e3MOUOHU MYMOPU U KPUMUYHO AHATUSUPAXME 8PBIKAMA UM C ObOpeuHo yepedicoane.

9. First report of rhino-orbital-cerebral mucormycosis after COVID-19 infection in
Bulgaria

Niyazi, D., Toncheva, B., Tonchev, T. Dzhenkov D, Kalchev, K., Stoeva, T. Future
Microbiology, 2022, 17(14), pp. 1107-1113

Mucormycosis is a relatively rare infection but with a high mortality rate due to the difficult
and time-consuming diagnostic and therapeutic process. The authors present the first case of
rhino-orbitalcerebral mucormycosis, histologically and microbiologically proven, in a patient
after COVID-19 infection in Bulgaria.

#

Myxopmukoszama e omuocumenno paoka UHeKyus, HO C BUCOKA CMBPMHOCM NOpPaAoU
MpPYOHUsL U OMHeMAW épeme OUASHOCMuUYeH U mepanesmuder npoyec. IIpedcmassime nvpeus
XUCMONOSUYHO U MUKPOOUOTOSUYHO OOKA3AH CIYYAll HA PUHO-OPOUMATHA MO3bYHA MYKOPMUKO3A

6 bvreapus, npu nayuenm cneo ungexyua ¢ COVID-19.

10. The challenge to prove a rare cause of secondary arterial hypertension. A case
report of a pediatric renal solitary fibrous tumor.

Ganeva, K., Shivachev, P., Anakievski, D. Kalchev K, Balev, B., lotova, V. The Turkish
Jjournal of pediatrics, 2022, 64(4), pp. 759-765

Background. Childhood hypertension is getting more attention in recent years. We present a
case report of a rare cause of secondary arterial hypertension in a teenage girl - a solitary fibrous

tumor of the kidney. The case demonstrates that standard imaging techniques, computed
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tomography and magnetic resonance imaging, are not fully reliable in the diagnosis of
renovascular hypertension.

Case. A 15-year old girl was admitted to the Pediatric Department because of episodes of
stiffness in the limbs, accompanied by pale skin and lips, dated 4 months back. During these
episodes, high blood pressure up to 160/100 mmHg was measured. A 24-hour blood pressure
monitoring demonstrated arterial hypertension stage II. Renovascular hypertension was
suspected, but the computed tomography examination of the abdomen showed normal-sized renal
arteries. In the left kidney hilum, an intraparenchymal formation was discovered. The data
presented a non-specific lesion with a wide differential diagnosis. Given the fact that the patient
had been treated with an ACE-inhibitor, serum renin level could not be correctly interpreted. The
lesion was removed through a laparoscopic intervention. Intraoperatively, the tumor was
compressing a small intra-renal vessel - a finding that hadn’t been discovered by the previous
imaging studies. The final pathologist diagnosis was: solitary fibrous tumor. During the next six
months of follow-up, the maximal blood pressure values of the patient were up to 120/80 mmHg.

Conclusions. Solitary fibrous tumors of the kidneys are infrequent in children. The presented
case displays a rare form of initial clinical manifestation of this tumor. It is also a demonstration
that standard imaging techniques are not able to get a precise visualization of the small intra-renal
vessels. At the same time, the decision of whether or not to perform a more invasive procedure
should be based on the clinical conditions and risks of the individual patient.

#

Ilpeoucmopus. [lemckama xunepmoHusi NPUeIUYa 6ce nogeue SHUMAHUE Npe3 NOCleOHUume
200unu. Ilpeocmasame cayuail Ha psAOKA NPUYUHA 30 BMOPUYHA APMEPUATHA XUNEPMOHUSL NPU
noopacmeauwy - corumaper Guopozen mymop Ha 6vopeka. Cnyuasm nokasea, ye CmaHoapmHume
00pa3HU MEXHUKU - KOMUIOMbPHA MOMOCPADUS U SOPEHO-MACHUMEH DE30HAHC, He CA HANBIHO
HA0eXCOHU Npu OUACHOCMUYUPAHEMO HA PeHOBACKYIAPHA XUNEPIMOHUSL.

Cnyuati. Momuue na 15 200unu nocmwvwnea 6 /lemcko omoeneHue ¢ enuzoou Ha CKOBAHOCM HA
Kpatnuyume, npuopyd’ceHu om 0Oredocm Ha Koxcama u ycmuume, ¢ dasHocm 4 meceya. Ilo
8peme Ha me3u enu300U e U3MepeHo UCOKO apmepuanto Hansazaue - 00 160/100 mmHg. Ilpu 24-
4aACc080 MOHUMOPUPAHE HA APMEPUATHOMO HAs2aHe ce YCMAHO8:A84 APMeEPUATHA XUNEPIMOHUS
1l cmaouii. Uma cvmHeHue 3a peHOBACKYIAPHA XUNEPMOHUsL, HO KOMRIOMbPHAMA momozpagus

Ha Kopema noxkazea HOpMaiHu pazmepu Ha 6vopeyHume apmepuu. B xunyca na neeus 6vopex ce
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OMKpUBA UHMPANAPEHXUMHA Gopmayus, npeocmagena Kamo HecneyuuuHa aesus ¢ wupoxa
ougepenyuanna ouacnosa. llopaou ¢axkma, uwe nayuenmovm e nexyean ¢ ACE-unxubumop,
HUBOMO HA CepYMHUSL PEeHUH He Modice 0a Ovoe UHmepnpemupano npaeunno. Jlesusma e
OmMCmpanera upe3 1anapocKoOncKka uHmepeenyus. HMumpaonepamusHo mymopvm npumucKka
Manvk 8vmpebvopeuen cv0 - HAX00Kd, KOAMO He e OUla OMKpuma om npeouwiHume oOpasHu
uscneoganuss. OKOHUamMenHama Xucmoao2uina ouazsHo3a e coaumaper uoposen mymop. Ilpes
credsawume wiecm meceya Ha NpPoOCiedsiBaHe MAKCUMAIHUME CMOUHOCMU HA KPbBHOMO
Hanseane na nayuenma ca 0o 120/80 mmHg.

Hz600u. Corumapnume ¢ubposnu mymopu Ha OvOpeyume He ca Hecmu npu oOeyd.
IIpeocmasenusm ciyuau nokasea psioka opma Ha HAYAIHA KIUHUYHA U364 HA MO3U MYMOP.
Tosa nokazea cvwo, e cmamoapmuume 00OpPA3HU MEXHUKU He Ca 8 CbCMOsHUe 0a 0aoam
npeyusHa U3yaIu3ayus Ha MaiKume UHMpApeHaInu cvbooge. B coupomo epeme pewrenuemo oanu
0a ce u3BvbpwU UIU He NO-UHBA3UBHA Npoyedypa mpabea 0a ce OCHO8ABA HA KIUHUYHUME

CbCMOAHUA U pUucKoeeme Ha OMOeIHUs nayuernm.

11. Renal hemangiopericytoma in 15 year old female-treated laparoscopically.

Anakievski, D., Kalchev, K. Urology Case Reports, 2020, 31, 101132

Hemangiopericytoma (HPC) is rare in the urogenital system, most frequently occurs in the
pelvis, head and neck, and meninges, it is extremely rare in the kidney. US, CT, or MRI do not
show any specific sign of renal HPC that might aid in the differential diagnosis with other renal
tumors, that’s why almost all cases are diagnosed after pathological results. The majority of cases
are identified in patients with an unspecific clinical manifestations associated with hematuria or
hypertension, hypoglycemia or additional paraneoplastic syndromes. Here we present a rare case
of hemangiopericytoma in 15 year old female, with drug refractory hypertension.

#

Xemaneuonepuyumomvm (HPC) e psaovk 6 ypocenumannama cucmema. Haii-uecmo ce cpewa
6 masa, enasama, WUAMAa U MeHuHeume, UKIOUUMenNHo psaovk e 8 bvopeyume. Y3U, KT unu
AMP ne noxazeam Hukakeu cneyuguynu oenezu Ha 6vopeuen HPC, koumo oa nomoenam npu

ougepenyuanrnama ouacHoza ¢ Opyeu OvOpeyHu mymopu, emo 3auo NoYmu 6CUYKU CIVHAU Ce
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ouaznocmuyupam cned oOuoncuuno uscreosane. Ilo-conamama wacm om  ciyyaume ce
YCMAanosaeam npu NAyueHmu ¢ Hecheyu@uunu KIUHUYHU NPOsAGU, CEbP3AHU C XeMAamypus uiu
XUNEPMOHUSA, ~ XUNO2MUKeMUsi UlY  OONBAHUMENHU — napaneoniacmuynu  cunopomu. Tyk
npeocmasame pao0vK Cryuall Ha XeMaHeUonepuyumom npu 15-200uuHo momuue ¢ 1eKapcmeeHo

pegpaxkmepua xunepmonus.

II. PesroMera Ha HAYYHH TPYAOBe KbM To4Kka I'7 0T akageMHU4HaTa CIPAaBKa:

1. The role of ageing, inflammation and maspin in the early stages of prostatic
malignant transformation

A Otsetov, K Kalchev, A Hinev, A Wanders. International Journal of Clinical Oncology and
Cancer Research 2017;2 (4), 93-98

Prostate cancer (PCa) progression is an intricate step-wise process, starting from malignant
transformations in the benign prostatic epithelium. The hallmark of PCa is the long period of its
development from premalignant transformations in the benign prostatic epithelium towards
clinically active carcinoma. Along with the age, inflammation, race and genetics, which are well-
recognized risk factors for prostatic carcinoma, epigenetics play also a significant role in the
initiation and progression of prostatic carcinoma. DNA methylation in the CpG gene islands is a
key player in the regulation of gene expression and silencing, and significantly contributes to the
disease development. Progression of cancer is associated with the loss of several tumor
suppressor genes such as Maspin through mutations or epigenetic silencing. Epigenetic silencing
of Maspin seems to be one of the earliest somatic change, contributing to the development of
prostatic carcinoma in the human prostate.

#

Ilpoepecusama na npocmamunus kapyurom (IIK) e croocen noemanen npoyec, 3anousauy om
3710KauecmeeHy mpaucgopmayuu 8 00dpokavecmeenus npocmamen enumen. Omauvumenen
benee na IIK e Ovicusam nepuoo Ha He2080MO pazeumue om npemMaiuesHenu mpaHcopmayuu 6
0obpoKavecmeerus npocmamen enumein 00 KIUHUYHO akmueer kapyurnom. Hapeo c ev3pacmma,

eév3naieduemo, pacama u ceHemuvrnume OCO6€HOCI’I’ZM, Koumo ca 006p€ nosHamu puckKkoeu
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gaxkmopu 3a KapyuHoM Ha NPOCMAMama, enueeHemuKama Cbujo uepae 8aiCHa pois 8 Ha4aiomo
u npocpecusma Ha Kapyumoma Ha npocmamama. Memunupanemo na JJHK ¢ CpG cennume
ocmposu e KIiouo8 uzpay 6 pecyiupanemo Ha 2eHHAma eKCnpecus U 3a2iyulasane u 3Ha4umento
donpuHacs 3a pazgumuemo Ha dborecmma. Ilpoepecusma na paka e c8vp3ana cvc 3a2ybama Ha
HAKOJIKO MYMOPHU CYNpecopHu 2ena Kamo Maspin upe3 mymayuu uau enuceHemuyHo
3aenywasare. Enucenemuunomo 3aenywasane na Maspin usenexcoa e eona om Hau-panHume

comamudiu npomenu, donpuﬂac;zmu 3a paseumuento Ha npocmamer KaApyuHom npu 406eKd.

2. Elevation of PSA Levels 9 Months after Radical Prostatectomy—A Rare Case of
Testicular Metastasis, Secondary to Prostatic Adenocarcinoma.
A Otsetov, K Kalchev, N Takova, A Hinev. J Clin Chem Lab Med 20171 (107), 2: 1000107

Prostatic adenocarcinoma (PCa) is one of the major contributors to malignancy in men
worldwide and second leading cause of cancer death after lung cancer. PCa is an aggressive
disease and shows a strong predilection to metastasize into the bones and pelvic lymphatic nodes.
In contrast, the metastatic spreads into testicles are rare, accounting up to 4% of all prostate
cancer (PCa) cases. Here we present a case from our practice of unilateral testicular metastasis,
developed secondary to prostatic carcinoma and diagnosed 6 months after radical prostatectomy.
A 69-year-old man presented to our outpatient department for regular follow-up 9 months after
radical prostatectomy. The final pathological diagnosis demonstrated pT2b NOMO, Gleason 4+3.
His preoperative PSA was 11.2 ng/ml. Preoperative imaging (CT and bone scan) was negative for
distant metastases. Nine months later, he presented in our outpatient clinic with left painless
testicular swelling. The metastatic work-up, including CT, was negative. However, his serum
PSA levels reached 2.09 ng/ml compared with postoperative values 0.04 ng/ml. Testicular
ultrasound demonstrated heterogeneous mass in left testicular parenchyma. The postoperative
elevation of PSA with ultrasonographic findings suggested that it might be a metastasis,
originating from the primary PCa. The left inguinal orchiectomy confirmed our primary
preliminary diagnosis. We present a rare case of left testicular metastasis from prostatic

adenocarcinoma nine months after radical prostatectomy.

#
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Ilpocmamuuam xapyunom (IIK) e edna om ocnoéHume npuduHU 3a 3710KAYECMBEHO
3a60156aHe NPU MviHCceme nNo ceema U Mopama 800ewja NPUYUHA 3a CMbPM OM pax cied paKa
Ha benus Opo6. IIK e acpecusno 3ab6058ane 1 NOKA38A CUTHA CKIOHHOCH KbM Memacmazupane 8
Kocmume u mazosume aume@Hu 6v3iu. Obpamuo, mMemacmasume 6 mecmucume ca peoxKu U
npeocmasnasam 00 4% om ecuuku ciyyau Ha pak Ha npocmamama. Tyk npedcmasame ciyyai
om Hawlama NpaKmuKa Ha eOHOCMPAHHA MEeCMUKYIAPHA Memacmasd Ha npoCmamel KapyuHom,
ouazHocmuyupana 6 meceya cied paouKkaiHa npoCmamexmomus. 69-200uen Mvic NOCMvnu 6
Hawama amoynamopus 3a pedo8Ho npocieossane 9 meceya cied paouKkaiHa npoCmamexmomus..
Kpatinama namonoeuuna ouaenosza nokasea pT2b NO M0, Gleason 4+3. I[Ipedonepamugnusim my
PSA e 11,2 ng/ml. Ilpeoonepamusnama obpaszna ouacnocmuxa (CT u kocmHo ckaumupane) e
ompuyamenHa 3a oanednu memacmasu. /esem meceya no-KbCHO MOU NOCMBNEA 6 HAWLAMA
ambyramopHa KIuHuKa ¢ 6e3bonesHen omox Ha nesust mecmuc. Memacmamuunomo uzcieosane,
sxaouumenno KT, 6ewe ompuyamenno. Cepymnume my nuea na PSA obaue oocmucam 2,09
ng/ml 6 cpasnenue cwvc caedonepamusnu cmounocmu om 0,04 ng/ml. Yimpazeykem Ha
mecmucume  NOKA364  XeMeEPO2eHHA ~ Maca 6  JeGUsl — MEeCMUKYIapeH  NApeHXUM.
Ilocmonepamusnomo nosuwiasane Ha PSA ¢ ynimpassyxosu naxoOku npeononaza, ye mosa
Modice 0a e memacmasa, npouzxoxcoawja om nvpeuunus I1K. Jlasama uneeunaina opxuekmomus
nomewvpou Hawama NnwvpeuyHa npeodsapumenna ouacHosa. Illpeocmassame psaovk ciayuai Ha
memacmasu 6 JieGusi Mecmuc Om aOeHOKAPYUHOM HA Npocmamama, oOesem meceya ceo

padukafma npocmameKmoMusl.

3. Relevance of CMV DNA Detection in Symptomatic Children up to 3 Months of Age.
Zhivka Stoykova, Liliya Ivanova, Diana Yordanova, Snejinka Cvetkova, Kalin Kalchev. C. R.
Acad. Bulg. Sci. , vol. 75, no. 8, pp. 1195-1201, Aug. 2022.

Cytomegalovirus (CMV) is the most frequent cause of congenital infection worldwide. The
burden of disease related to congenital CMV (cCMV) is substantial, as it is the leading cause of
sensorineural hearing loss and an important cause of neurodevelopmental disabilities in children.
Despite its clinical significance, cCMV infection often goes undetected because the majority of

infected infants are asymptomatic at birth and screening programmes have not been implemented
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in any country. The aim of this study is to define the role of CMV in congenital and early
postnatal morbidity in clinically relevant symptomatic children up to 3 months of age in Varna
region, comparatively in ELISA (anti CMV IgM/IgG) and PCR. We found CMV DNA in 12 out
of 50 tested children (24%, 95% CI: 12.16-35.84%). The viral load ranged in 65-1 628 879
IU/ml, average viral load 144 707.2 IU/ml. It is important to note that only half of the PCR
positive children 6/12 (50%) had an anti CMV IgM positive result. Our data demonstrate that
serological tests defining active CMV infection with CMV IgM detection are not sufficiently
indicative in all newborns, and it is therefore mandatory to conduct modern PCR for all relevant
infants after birth.

#

Lumomezanosupycom (CMV) e naii-uecmus npuuuHumen Ha 8po0eHa UHDEKyUs 8 C6emoseH
mawa6b. Texcecmma na 3abonssanemo, cevpsano ¢ epodena CMV (cCMYV), e snauumenna, mwii
Kamo e eodewama NPUYUHA 3d HEBPOCEH30PHA 3a2yba Ha CAYXa U BadCHA NPUYUHA 34
VBPEHCOaHUsI HA He8PONOSUYHOMO pazeumue npu oeya. Bvnpexu KIuHUYHOMO cu 3HaueHue,
sépooenama CMV unghexyua yecmo ocmasa neomkpuma, mvil KAmo NO-20JAMAMa 4acm Om
3apaseHume 6ebema ca ACUMAMOMAMUYHU NPU PAICOAHEMO, A NPOcpaAMU 34 CKPUHUHZ He ce
npunazam 6 Humo eona cmpaua. L{enma na mosa uscinedgane e 0a ce onpeodenu poaisma na CMV
8b8 6podeHama U PAHHA NOCMHAMANHA  3a06071e6aemMocm Npu  KIUHUYHO — 3HAYUMU
cumnmomamudHu oeya 00 3-meceuna 8vspacm 6v8 Bapna, cpasnumenno ¢ ELISA (anti CMV
IgM/IgG) u PCR. Omxpuxme CMV JJHK npu 12 om 50 mecmsanu deya (24%, 95% CI: 12,16—
35,84%). Bupycnuam mosap sapupa ¢ 65—1 628 879 1U/ml, cpeden supycen mosap 144 707,2
1U/ml. Baoicho e 0a ce ombenedicu, we camo nonosunama om PCR-noszumusnume oeya 6/12
(50%) umaxa anumu-CMV IgM nonoscumenen pesynmam. Hawume oannu nokaseam, ue
ceponozuynume mecmose, onpeoensiwu akmusia CMV ungexyus ¢ omxkpusane na CMV IgM, ne
ca 00CMAamvyHO NOKA3AMENHU NPU BCUYKU HOBOPOOEHU U Clle008AMENHO € 3A0bANCUMENTHO

nposexcoarnemo na PCR npu écuuxku cycnekmmuu 6ebema cieod paxcoanemo.

4. Localised, Isolated Amyloidosis of the Nose and Paranasal Sinuses.
lliev G, Ivanova P, Kerimov K, Genova P, Kalchev K. J Otolaryng Head Neck Surg 2019,
5:025
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Amyloidosis is mainly a systemic disease, hence primary localised amyloidosis of the nose
and sinuses may occur. Symptoms may include epistaxis, nasal obstruction, facial deformity and
vision changes. We present a case of isolated, localised sinonasal amyloidosis in 81-year old
woman and a brief literature review. After an extensive evaluation process and a histology
verification the final diagnosis was concluded — sinonasal amyloidosis. Treatment with
radiotherapy showed excellent outcomes as the process was halted and the patient reported
improved breathing. Localised amyloidosis is a benign, slowly growing process. Although it is a
rare condition, nasal amyloidosis must be considered in the differential diagnosis of nasal
obstruction.

#

Amunouoosama e Haii-6eue cuCmemHO 3a00J56aHe, BbNPEKU Ye MOodCe 0d 6b3HUKHE U KAMO
NBPEUYHO JTOKATUZUPAHA AMUIOUO03a HA Hoca u curycume. Cumnmomume mo2am 0a 6KIOYEaAM
enuUCmaKcuc, Ha3amHa o0OCmpyKyus, oegopmayus HA JUYemo U NPOMEHU 6 3PeHUemo.
Ilpeocmass ce cnyyail Ha U30IUPAHA, TOKATUBUPAHA CUHOHA3AIHA AMUI0UO03a npu 81-200uwna
JHcena u Kpamok npeaied Ha aumepamypama. Cned 06cmoen npoyec Ha OYeHKa u XUCMOL0SUYHO
NOMBBPICOCHUE € HNOCMABEHA OKOHYAMeIHama OudeHo3a - CUHOHA3ANIHA —AMULOUOO03A.
JIvuemepanuama nokazea OMAUYHU pe3yamamu, mvli Kamo npoyecvbm e CHpsIH U NayueHmvm
cvoowasa 3a nooobpeno ouware. Jlokanusupanama amunouooza e 0o0bpoxavecmeeH, 0ABHO
pazeusawy ce npoyec. Bvnpeku ue e paoko cvbcmosiHue, HA3AIHAMA amMuIoudo3a mpsabea oa ce

uma npedsuo npu OUGepeHyYUuaIHama OUaHO3a Ha HA3aIHama 0OCMpyKyus.

5. Approaches for specific prophylaxis of cytomegalovirus infection.
Stoykova Zh, Ivanova L, Kostadinova Ts, Tsaneva-Damyanova D, Kalchev K. Meouyumncku
npeeneo, LIMb, 2018, Volume 55(2):18-21.

In the scientific literature cytomegalovirus (CMV) is discussed as a candidate for eradication
from the human population through specific prophylaxis. The problem of the CMV infection is
becoming more and more relevant with the development of transplantology and the increase of
the proportion of immunononcompetent individuals in the population. In addition, the virus

continues to takes first place as a cause of congenital infection worldwide. Over the last four
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decades, five major strategic approaches have been developed in an attempt to create a CMV
vaccine: 1) Development of a live attenuated vaccine; 2) Development of recombinant viral
vaccine; 3) Development of a subunit vaccine; 4) Development of a peptide vaccine; 5)
Development of a DNA vaccine. Each of these approaches has its advantages and disadvantages,
which we summarize in this article.

#

B nayunama numepamypa yumomezanosupycem (CMV) e obcwocoan kamo xawouoam 3a
epaouxayus om vosewkama nonyrayus upes cneyuguuna npoguraxmuxa. Ilpoonemvm CMV
ungexyus cmasa 6ce No-akKmyaieH ¢ pazeumuemo Ha MpaHcniaHmMoN02UAMa U Hapacmeanemo
dena Ha UMyHOHeKOMNemewmHume uHousuou 6 nonynayuama. QOceen mosa 6uUPYCbM
npoOBAANCABA 0a 3aeMa NbPEO MACMO KAMO NPUYUHA 34 KOH2eHUMANHU UH@eKyuu no ceema.
IIpe3 nocreonume 4 decemunemusi 6 onumume 3a cv3oaeane na CMV eaxcuna ca ogpopmenu 5
enasHu cmpameeudecku nooxooa: 1) Pazpabomeane na ocusa ameHnioupana 6axcuna; 2)
Paszpabomeane na pexombdbunammmna eupycua eaxcuma, 3) Paspabomeane na cybeOuHuuHa
saxcuna, 4) Pazpabomeane na nenmuowna eaxcuna, 5) Pazpabomeane na J[HK eaxcuna. Bcexu
om me3u noOXoou uma ceoume nNpeouUMcmed U HeOOCMAaAmvyu, KOUmo pe3oMmupame 6

npedcmaseHnust 0030p.

6. Bladder leiomyosarcoma with total laparoscopic intracoropreal orthotopic
managment- case report.

Anakievski, D., Kalchev, K. Urology Case Reports, 2020, 28, 101019

Bladder leiomyosarcoma is a rare malignancy, it’s nonurothelial tumors and account less than
5% of all bladder malignancies. Because of the very low incidence less than 200 cases reported in
the literature, etiology is still little known, also there is lack of consensus regarding definitive
treatment for this rare tumors. The most common clinical presentation is gross hematuria, which
is reported in 81% of cases, followed by pollakiuria (28%) and dysuria (19%), respectively.
Herein, we present the case of a patient diagnosed with a bladder leiomyosarcoma and treated
with laparoscopic radical cystoprostatectomy and totally intracorporal orthotopic ileal diversion.

#
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Jletiomuocapkomvm Ha RNUKOUHUA Mexyp e paoKo 310KkauyecmeeHo 3abonaeame. Tosa ca
HeypomenHu mymopu u npeocmasiasam no-maiko om 5% om 6cuuku 310KauecmeeHu
3aboas6anus Ha nukourus mexyp. Ilopaou muoco Huckama wecmoma - no-maiko om 200 cayuas,
00KNIA08AHU 8 TUMepamypama, emuolo2uama ece ouje e Maixko usgecmua. Oceéen moga uncea
KOHCEHCYC OMHOCHO OeQUHUMUBHOMO JeyeHue Ha mesu peoku mymopu. Haii-uecmama
KIUHUYHA U358a € MaKkpoxemamypus, Koamo ce cvobowasa 6 81% om ciayuaume, creosana
cvomeemno om nonaxkuypus (28%) u ouzypus (19%). Tyk npeocmassame cryuail Ha nayueHm,
OUASHOCIMUYUPAH C TEeUOMUOCAPKOM HA NUKOYHUSL MeXyp, JIeKV8aH C JanapoCKONCKa paoukdaind

yucmonpocmameKkmomusd U momajiHa URmpaxkopnopaina opmomonudrna uieaitna 0epu6auuﬂ.

7. Endocrine implications in male breast cancer in Bulgaria.

M.B. Vasileva A.A. Konsoulova-Kirova, K. Kalchev, A. Yordanov, S. El Shemeri, S.A.
Strashilov, S.1. Maslyankov, K.G. Angelov, D. Kostova-Lefterova, Y. Marincheva. Annals of
Oncology 2019, Vol. 30, SUPPLEMENT 3, iiil2-iiil 3

Background: The vast majority of male breast cancers (male BC) are luminal-like hormone
receptor (HR) positive invasive ductal carcinomas. After surgery, endocrine treatment (ET)
therefore should be the mainstay in both adjuvant and metastatic setting. According to the
RARECAREDRet study, 5-year relative survival until 2007 in Bulgarian male BC patients is 59%,
compared to 77 % on average for Europe. We therefore analyze available data from the National
Cancer Registry to identify reasons for these low survival rates and aim to assess the role of ET
in the management of male BC patients in Bulgaria. Methods: This is a retrospective population
based study of all 521 male BCs (520 patients, one had bilateral BC), diagnosed between 2002
and 2013 in Bulgaria. Data was collected from the National Cancer Registry. To compare trends
in the use of ET, numbers were divided in two time intervals (2002-2007 and 2008 — 2013) and
data about ET were recorded and analyzed. Results: Median age of all 243 patients, diagnosed in
the period 2002-2007 was 65 years; for the 278 patients, diagnosed in 2008-2013 median age was
66.6 years. Data for hormone receptors (HR) were available in 118/243 (84.7%) male BCs for the
first time interval and in 156/278 (80.8%) for the second. HR positivity (ERp or ER/PRp) was

considered as indication for endocrine treatment (ET), both adjuvant (ADJ) or in the metastatic
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setting. Data on HR positivity, M status and ET are shown in Table. Conclusions: As a rare
disease, management of male BC is suboptimal in Bulgaria. Despite the fact that male BC is
predominantly endocrine-responsive disease, in Bulgaria ET is still largely underused, both in the
adjuvant and in the metastatic setting. Still, there is a clear trend towards an increase in the use of
adjuvant ET, but unfortunately this is not seen in the metastatic setting. The underuse of ET
might be one of the reasons for the shorter survival of Bulgarian male BC patients. We hope that
identification of the problem after analysis of available data from the National Cancer registry,
together with improvement of the knowledge about male BC might serve as first steps towards
better management of this rare disease.

#

Ilpeoucmopus: Ilo-conamama uacm om ciyuaume Ha pax Ha mieynama dcieza (PMIK) npu
Mviiceme ca NOOOOHU HA JIYMUHANEH XOPMOH-peyenmop MNO3UMUSHU UHBA3USHU OYKMAIHU
kapyunomu. Emo 3awo, cneo xupypeuunama, enooxpunnama mepanusi (ET) mpsbsa oa 6voe
OCHOBeH MemoO KAKmo 3a a0l08aHMHO Jledenue, maka u npu memacmamuyna oonrecm. Cnopeo
npoyueanemo RARECAREnet 5-coouwnama omunocumenna npedicussemocm 0o 2007 2. npu
ovacapckume mvoce ¢ PMXK e 59%, npu 77% cpeono 3a Eepona. Emo 3awjo nue ananuzupame
Hanuunume oannu om Hayuonannus paxkog pesucmup, 3a 0a uoenmuguyupame npuduHume 3a
me3u HUCKU HUBA HA NPeNCUBIeMocm u ce cmpemum 0a oyenum poasama na ET 6 neuenuemo na
mworce nayuenmu ¢ PMJK 6 Bvieapus.

Memoou: Tosa e pempocnekmugHo NonyiayuoHHo npoyueare Ha ecuuxu 521 cnyuaa na PMIK
npu mwouce (520 nayuenmu, eoun ¢ osycmpanen PMIK), ouaenocmuyupanu mesxncoy 2002 2. u
2013 2. 6 bvreapus. /lannume ca cvbpanu om Hayuonannus pakos pecucmuvp. 3a 0a ce cpasHsam
meHnOeHyuume 6 usnonzéanemo ua ET, uucnama ca pasdenenu Ha 06a epemesu UuHmepsana
(2002-2007 2. u 2008 — 2013 2.) u oannume 3a ET ca 3anucanu u anaiusupauu.

Pezynmamu: Cpeonama eéwv3pacm na ecuuxu 243 nayuenmu, OUaeHOCMUYUPAHU 8 Nepuood
2002-2007 2. e 65 eoounu; 3a 278 nayuenmu, ouacnocmuyupanu npesz 2008-2013 e. cpeonama
év3pacm e 66,6 coounu. annume 3a xopmonarnume peyenmopu (HR) ca nanuunu npu 118/243
(84,7%) mworcku PMOK 3a nvpeus unmepean om epeme u npu 156/278 (80,8%) 3a emopus.
Honooicumennuam HR cmamyc (ERp unu ER/PRp) ce cuuma 3a unouxayus 3a eHOOKPUHHO
neyenue, kakmo aoweaumuo (ADJ), maxa u npu memacmamuuno neueHue. [lannume 3a

nonoxcumenuusi HR cmamyc, M-cmaous u ET ca nokazanu 6 mabauya.
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3axnouenusa: Kamo psaoko 3abonssane, nevenuemo na mwvickus PMIK e neonmumanuo 6
bvneapus. Bwnpexu ¢axma, ue mvoickusm PMIK e npedumHo eHOOKPUHHO-Y)ECMBUMENTHO
3abonaeane, 8 bvneapus ET ece owe ce uznonzsea 6 2onima cmenen He0OCMamvyHo, KAKMo 3a
AOI06AHMHO JleueHue, maKa U 3a Jledenue HaA MemacmamuyHu ciyyau. Bce nak uma scna
meHOeHYUsl KbM yeeaudasane Ha ynompebama na aoosanmua ET, Ho 3a cvorcanenue mosa ne ce
Habaroasa npu memacmamuynu caydau. Heoocmamwvunomo usznonssane na ET modwce oa e eona
om npudUHUmMe 3a NO-KpamKama npexicussemMocm Ha ovizapckume mvoice ¢ PMJK. Haoseawme ce,
ue oceemIABAHEMO HA Npobiema cied aHanu3 Ha HanuuHume dawHu om Hayuowannus pakos
peaucmup, 3ae0HO ¢ nodobpsasanemo Ha 3Hanuama 3a PMJK npu mvoceme moodwce 0a cmane

nvpPBa CMBNKA KoM NO-000PO CHpABsHe ¢ Mosa psaoKo 3a00s6aHe.

8. Right atrium giant blood cyst in a young female with acute pericarditis, complicated
with fatal cardiac tamponade.

Angelov, A., Yotov, Y., Kalchev, K., Kunchev, O. International Journal of Cardiology, 2013,
163(2)

We report an extremely rare case of RA blood cyst in a patient with acute exudative
pericarditis, complicated with fatal cardiac tamponade. To our knowledge, this is the first case
reported in the literature with this complication of giant cardiac BC.

#

Ilpeocmassame uzknrouumenno psaovK Cayuai Ha 2U2AHMCKa KUCMA HA OSICHOMO Npeocvpoue
npU NAYUeHm ¢ OCMbpP eKCyOamueeH NePpuKapoum, YCI0#CHEH ¢ amaina CopOeyHa mamnoHaod.
Hokxonkomo Hu e uzeecmuo, moga e NvbpPEUAmM CIyYal, ONUCAH 6 Jumepamypama ¢ mosd

YCHOIHCHEeHUE HA cUucannicKka C'bp()ellHa Kucma.
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9. Real time quantitative PCR as detection method for CMV reactivation in patients
with lymphomas — a single-center experience
Zhivka Stoykova, Tsvetelina Kostadinova, Tatina Todorova, Lilya Ivanova, Kalin Kalchev,

1lina Micheva. Acta microbiologica bulgarica, 2023; 39 (noo neuam)

Cytomegalovirus (CMV) becomes an important pathogen in individuals whose immune
system is compromised like patients with various types of lymphomas.

Our goal was to estimate the deal of CMV reactivation in RT PCR during the treatment
course, considering the seroprevalence of 49 patients with lymphomas from Clinic of
Hematology “St. Marina” University Hospital, Varna.

We used commercial ELISA and quantitative RT-PCR for CMV detection.

We found 90% (95% CI: 78.9% - 97%) of the patients anti-CMV IgG positive. In addition, we
found 10% (95% CI: 1.6% - 18.3%) of them PCR positive (range 2 332 - 5 688 IU/ml). The
highest viral loads were detected in 3 patients with non-Hodgkin's lymphoma (NHL), histologic
variant "diffuse B-cell giant cell lymphoma".

Conclusion: Approximately 10% of patients with ML reactivate their latent CMV infection
during the treatment of the main disease. Because IgM alone cannot serve as a reactivation
marker, qRT-PCR is a reliable method for early identification of CMV reactivation and would
assist for better management and prevention of complications in this high risk group of patients.

#

[MutomeranoBupycst (CMV) e BaxkeH maToreH 3a NAlUEHTH, YUATO HMMYHHA CHUCTEMa €
KOMITPOMETHpaHa, KaTo MalUeHTUTE C PA3IMYHU BHI0BE JIUM(pOMHU.

[TocTaBuxme cu 3a nen ga onpeaenum CMV 3apaszenoctra npu 49 mauueHTH ¢ aumdomu,
xocnuTtanusupanu B Knunuka no Xemaronorus Ha YMBAJT ,,Cs. Mapuna® Bapha u 1a onieHUM
yecToraTa Ha peaktuBanus Ha CMV 1o Bpeme Ha JICUeHHETO Ha OCHOBHOTO 3a00JIIBaHE.

N3non3Baxme ThproBcku ELISA u xonmdectBen PCR B peanHo BpeMme 3a OTKpHMBaHE Ha
CMV-DNA.

YcranoBuxme, ge 90% (95% CI: 78,9% - 97%) OT manueHTUTe ¢ quaruo3a JumM¢@om ca aHTH-
CMYV IgG nonoxurennu. Hamepuxme 10% (95% CI: 1,6% - 18,3%) OT TSIX MOJIOXKUTEIHU U B

PCR (mmamazon 2 332 - 5 688 IU/ml). Hali-Bucoku BUpPYCHH TOBapH OsiXxa YCTaHOBEHH IIPH
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TpUMa TAIHUEeHTH ¢ HeXOoMKKuHOB ymMpom (HXJI), xucromormueHn BapuaHt ,audyseH B-
KJIEThYCH TUTAHTOKJIEThUEH JTUM(pOM ™,

3axmouenue: [lpubmusurenno 10% OT manueHTHTE ¢ MAJIWTHEHH JUM(POMU PEaKTHUBUPAT
cBosita areHTHA CMV nH(bekuus no BpeMe Ha JIEYSHUETO Ha OCHOBHOTO 3a0oisiBaHe. Thil KaTo
camo IgM He Moxe ma ciyxku kKato mapkep 3a peaktuBupane, qQRT-PCR e nanexnen meron 3a
panHo uneHtupuuupane Ha CMV peaktuBauust U Ou MMOMOTHAJI 3a IO-J00pPOTO CIpaBSHE C

YCIIOXHCHUATA ITPU Ta3h BUCOKOPHUCKOBA I'pyIia IMallkCHTH.

I11. Pe3roMeTa Ha HAY4YHH TPYAOBe KbM To4ka I'8 oT akageMuyHarTa cnpaBka:

1. Correlation analysis of prostate cancer incidence and mortality worldwide, in
Europe and in Bulgaria

Kalchev K. Journal of the Union of Scientists-Varna. Medicine and Ecology Series.
2020:25(2)30-34.

An in-depth overview of the prostate cancer incidence and mortality rates, based on the
geographical location, race and ethnicity on global, European and national scales, shows
ambiguous, incompatible and sometimes unreliable data. The aim of this study is to analyze the
incidence and mortality rates worldwide, in Europe and in Bulgaria. Data from global databases
(Globocan) and the National Statistical Institute of Bulgaria are used. The global incidence and
mortality rates of prostate cancer correlate with age. The median age at the time of the diagnosis
is 66 years. International trends in prostate cancer incidence and mortality have varied
significantly in recent years, closely related to the PSA screening used for early detection of the
disease, mostly in the Western countries. Data sources show a discrepancy in the incidence and
mortality rates in men of different races and geographical origins. This confirms the role of
genetic factors in the pathogenesis of prostate cancer. Discrepancies between men of the same
race and ethnicity, living in different countries, suggests that other factors such as diet and
socioeconomic status, different methods of diagnosis and treatment are also important. The
highest incidence rate is expected in the developed countries and the highest mortality rate in the

developing countries.
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#

3aovabouenusm npeeied Ha OaHHume 3a 3a001€8AeMOCH U CMBPMHOCH OM NPOCMAMmeH
KAPYUHOM  6b3 OCHOBA HA  2e02PAQCKOMO  MeCmONONONCeHue, paca U emHu4ecKa
NPUHAONIEHCHOC 8 CBEMOBEH, eBPONEUCKU U HAYUOHAIeH Mawab NoKaza pa3HONOCOYHA,
HeCvb8MeCmuMa, d 6 HAKOU Cryyau HeHaoedxcona ungopmayus. Llenma na mosa npoyusane e oa
ce aHanuzupam OaHHume 3a 3a0071e6aeMOCMMA U CMbPIMHOCMMA NPU NPOCMAmeH KApYUHOM 8
ceema, Eeépona u Buvieapus. 3a yenma we ce uznonzeam OAHHU OmM C8eMOGHU OA3U OAHHU
(Globocan) u om nawua Hayuonanren cmamucmuuecku uncmumym. Yecmomama u
CMBPMHOCMMGA OM NPOCMAMEH KAPYUHOM 8 C8eMO8eH Mawab KOpeiupam ¢ y8eiuiasanemo Ha
8b3pACMMA, KAMo CPeOHama 6b3pacm KbM MOMEHMA HA NOCmassHe Ha ouasHozama e 066
200unu. TenOenyuume 3a wecmomama Ha 3a0071€6AeMOCMMA U CMbPIMHOCIMMA OM NPOCMAMEeH
KAPYUHOM 8apupam 3HAYUMENHO 8 MENCOVHAPOOeH NIAH Npe3 USMUHAIUME 200UHU U CA MSCHO
cevp3anu ¢ uznonzéanemo na PSA ckpunumea 3a panno omxpueane ma 6orecmma, ocodoeHo 6
3anadnume cmpanu. Ilybnukysanume OanHU NOKA38AM, Ye UMA PA3IUKU 8 3a00]e6aemMocmma u
CMBPMHOCIMA  NPU  MbIICeme Om  pPA3IUdHUme pacu u 2eocpagpcku  npousxoo, KOoemo
nOmMEvPIHCOAsa pPOoNAMA HA 2eHemudHume @QaxKmopu 3a NaAmoeeHe3ama Ha NpoCmamHus
KapyuHom. Pasnuuus meocoy mwvoiceme om eona u cvwa paca u emHuyecka npuHaodieHCHOCH,
KOUMO JHCUBESAM 8 DA3IUYHU CIMPAHU, Npeonoiazd, ye cd 3ameceHu u opyeu gakmopu, Kamo
Xpaumumenen pexcum U COYUANHO-UKOHOMUYECKU CMamyc, pasiukume 6 Memooume Ha
Oouaenocmuxa u Jnedenue. Ilpocnosume ca 3abonesaemocmma 0a OCMAHe HAU-BUCOKA 6

paseumume CmpaHu, a cCmvpniHocmma 0a e Hall-8Ucoxa 6 paseusaujume ce CmpaHu.

2. The role of RIP3 in prostate cancer.

Kalchev K. Journal of the Union of Scientists-Varna. Medicine and Ecology Series.
2020:25(1)30-33

The process of necroptosis and its role in tumors with different locations have been studied in
detail in the last few years. However, not much is known about its significance for prostate
cancer, perhaps because necrosis is a rare morphological phenomenon in the prostate. In this

study, we quantify the expression of the necroptosis marker RIP3 in tumor and non-tumor glands
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in cases of prostate cancer and analyze its correlation to some morphological parameters and
patients’ survival rate.

#

Ilpoyecvm Ha Hekponmosa u Hee08ama pojsi NPU MYMOPU C PA3IUYHU JOKATUZAYUU Ce
npoyuea OematliHo npe3 NOoCleOHume 200UHU. 3a 3HaveHuemo U 3a NPOCMAMHUS KAPYUHOM
obaue 6ce owe He ce 3HAe MHO20, MOdce OU 3aujomo HeKpo3ama e psovbK MOp@QOoLocuYeH
Genomen 6 mazu aoxkanuzayus. Ilpu mosa npoyusane cme oyeHUIU KOIUYECBEHO eKCHpeCcUusima
Ha mapkepa 3a Hekponmo3sa RIP3 ¢ mymophu u HemymMopHu dciesu npu ciy4au Ha npocmameH
KAPYUHOM U CMe QHATUUPAIU 6pvb3kama U C HAKOU MOpGHONocUUHU NnOKA3amenu u

npesicussdemocmma Ha nayuenmume.

3. Necroptosis — molecular mechanisms and its role in malignant tumors.

N Stefanova, M Tzaneva, K Kalchev, M Bogdanova. Varna Medical Forum 2017;6 (2), 72-77

Necroptosis is a type of alternative cell death which can be triggered by extracellular
apoptotic stimulation in cells with suppressed apoptosis. It is an important and vertebrate-specific
mechanism that has arisen most likely as an additional defense against immune cells and
pathogens resistant to apoptosis. The two types of cell death: apoptosis and necroptosis are
regulated by different signal pathways, but they have common inducers like reactive oxygen
species (ROS), depletion of ATP and DNA-damaging agents. Induction of necroptosis can be an
effective therapeutic srategy in the treatment of malignant tumors. A more detailed study is
needed about the signal pathways in necroptosis, thi will help determining the targets of
necroptosis and creating new antitumor agents.

#

Hekponrozata € BWA anTepHaTHBHA KJIEThYHA CMBPT, KOSTO Cce HaOmooIaBa mpu
eKCTpaleNlyJapHa armonTOTHYHA CTUMYJAIMS B KJIETKH C TOTHCHATa aronTo3a. s € BaXeH U
cnenuduyeH 3a TpbOHAYHHTE IKUBOTHH MEXaHU3bM, BB3HMKHAI HAH-BEPOSTHO Karo
JOITBJIHUTENHA 3alllUTa Cpelly UMYHHH KJIETKH M TMaTOreHHM YCTOHYMBM Ha amonrtos3a. /lBere
dbopmMH Ha KJIE€ThUHA CMBPT: HEKPONTO3a W aroITo3a, € KOHTPOJIUPAT OT Pa3iIMYHU CUTHATHU

OBTHUIA, HO HUMAaT OOIIM HWHHUIMATOPU KaTO peakTUBHU KucioponHu pagukain (ROS),
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n3zuepnBane Ha AT® u JIHK-yBpexxnamu arentu. UHIympaHeTo Ha HEKPONTO3a MOXE Ja ObJie
eduKacHa TepameBTUYHA CTpATErusi MPU JICUEHHWETO Ha 3JI0KadecTBeHU 3abossBaHus. [lo-
JIETalIHOTO MPOYYBAaHE HA CUTHAJIHWTE MBTUILA HA HEKPOINTO3aTa € OT Ba)KHO 3HAYCHHUE IPU
OIIPEECIIIHE HAa TAapreTUTE HAa HEKPONTO3aTa M 3a CH3JABAHETO HA HOBU IPOTUBOTYMOPHHU

CpenCTBa.

4. Postpartum sudden death by right atrial cyst.
D. Radoinova, K. Kalchev, A.Angelov, Y. Yotov, P. Shivachev. Acta morphologica et
anthropologica, 2012:9:196-200.

Heart cysts are usually congenital. They are asymptomatic and thus found incidentally in
relation to other conditions. Sometimes their size determines life-threatening complications.
Surgical treatment is successful. We represent a case with a fatal outcome in a 28-years-old
woman who had given birth by Caesarean section. The patient had been hospitalized 13 days
after delivery in relation to sudden chest pain, fever and ultrasonographic examination that
revealed pericardial effusion and a cystic formation of the right atrium. She had died suddenly on
the second night of hospitalization before transfer into cardiac surgery department for further
diagnostic procedures and surgical treatment. At autopsy a ruptured cyst of the right atrium and
interatrial septum with relative tricuspid valve stenosis, pericarditis, myocarditis, haemorrhage in
rupture and cardiac tamponade had been found.

#

ChpaedHuTe KUCTH OOMKHOBEHO ca BpPOJICHH. Te ca acMMINTOMAaTHYHH M 3aTOBA C€ OTKPHUBAT
ClyyaifHO BBB BpB3Ka C Jpyrd CbCTOsHUA. [loHSKOra pa3sMepbT UM  ONpeaens
’KMBOTO3aCTpaIllaBallyl yCIOKHEHUsI. XUPYPrHYHOTO JIedeHue e ycrenrHo. [IpencraBsave ciuydaid
C JIeTaJleH W3XOJ Tpu 28-TOAMIIHA >KeHa, poJuia ¢ Le3apoBo cedyeHue. IlamueHnTtkata e
XocnHTanu3upana 13 qHu ciiel paXkaaHeTo BBB Bpb3Ka ¢ BHE3aIllHa IrpbhAHA 00JIKa, TeMIepaTypa
U YIATPa3BYKOBO H3CIIEABaHE, KOETO pa3KpHBa MEpUKaplIeH W3JMB W KHCTO3HA (opMmamus Ha
JUICHOTO TIPEAChpAne. YMHpa BHE3AIHO Npe3 BTOpaTa HOIMI OT XOCHUTAIU3AIUATA, MPEIu Ja
Oble MpeMecTeHa B OTJEIEHHETO MO0 KapIUOXHPYPTUs 3a JONBJIHUTEIHH TUArHOCTUYHU

IpoLelypH U XUPYpPruuyHO JieyeHue. [Ipu ayromcusAra € yCcTaHOBEHA PYyNTypUpajla KHCTa Ha
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JACHOTO HOpCACHhPpAMEC W MCKAYINPEAChpAHATa IIperpaja, ¢ OTHOCHUTCIHA CTCHO3a Ha
TpUKYCIIMAAaJIHATa KJiala, NCPUKapAuT, MHUOKApJUT, KPBbBOWU3JIMUB IIpU PYIITypa U CbpACUHA

TaMIIOHaAa4.

5. Chromogranin A Expression in Diffuse Gastric Carcinoma.
M. Tzaneva, D. Dzhenkov, K. Kalchev. Acta morphologica et anthropologica, 2010:15:100-
104.

Gastric carcinoma is divided into two main histological types, intestinal and diffuse type on
the basis of their tendency of glandular formation. The diffuse type has been further subdivided
into three types: desmoplastic, signet ring and anaplastic variant. The aim of this study was to
elucidate the morphology of the acinar and ribbon-like structures, appearing in the tumor tissue of
some diffuse gastric carcinoma by histochemical, immunohistochemical and electron
microscopic techniques. Acinar and ribbon-like structures were found in eight cases (four
desmoplastic and four mixed) from out twelve diffuse gastric carcinomas. Immunohistochemistry
revealed that these structures were chromogranin A positive and they were localized in the
submucosa and mainly in muscularis propria. The tumor cells in the mucosa contained PAS-
positive mucus. Electron microscopically, the structures were composed of endocrine cells,
which contained numerous pleomorphic or oval endocrine granules. We conclude that some
diffuse gastric carcinomas acquire endocrine phenotype in the process of the gastric
carcinogenesis.

#

CTOMaIIHHUAT KaplUUHOM C€ pa3/iesisi Ha JIBa OCHOBHU XHCTOJIOTMYHH THIIA, WHTECTHHAJICH H
mudy3eH THI, Bb3 OCHOBAa Ha CIIOCOOHOCTTa MM Ja oOpa3yBar »xje3u. Judy3HuaATr THm €
JOMBIHUTEITHO pa3efieH Ha TPH MOJTHIA: JIE3MOIUIACTUYCH, NPbCTCHOBUIHOKIECTHYCH U
aHarUlacTU4eH BapuaHT. llenta Ha ToBa wu3ciie[BaHe € Ja ce H3SCHH Mopdoiorusra Ha
TYMOPHUTE allMHAPHUTE CTPYKTYPH U TOBJICKJIATa TPU HAKOW TU(PY3HU CTOMAIIHU KAPIIMHOMH
4pe3 XUCTOXUMHYHH, UMYHOXHCTOXMMHUYHHN U CIIEKTPOHHOMHUKPOCKOIICKH TEXHUKH. AIMHAPHH
CTPYKTYpU W TIOBJICKJIAa Osixa OTKPUTH B OCeM ciydass (YETUPH JE3MOIUIACTHYHUA U UYCTUPU

CMCCCHI/I) OT ABAHAACCCT I[I/I(by3HI/I CTOMAlllHU  KapOHuHOMaA. I/IMYHOXI/ICTOXI/IMI/I‘IHO ca
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MOJIOKHUTETHA 32 XPOMOTPAaHUH A, JIOKaJM3UpaHU B CyOMyKo3aTa M OCHOBHO B COOCTBEHHS
MycKyJeH ciod. TyMmopHMTE KIETKM B JUraBHLaTa CbhabpxkaT PAS-no3utuBHa cCiys.
ENeKTpOHHOMUKPOCKOIICKHM, CTPYKTYpUTE Ca IPEICTAaBEHHM OT EHJOKPUHHHU KIIETKH, KOUTO
ChIbpPKAT MHOXECTBO IJICOMOPGHM WM OBIHM EHAOKpMHHM rpanyiau. Crurame a0
3aKIIIOYEHUETO, Y€ YacT OT JU(Y3HHUTE CTOMALIHM KapIMHOMH MpPHUIOOMBAT E€HAOKPHHEH

(eHoTHII B IpoIieca Ha CTOMAIIIHA KapLIUHOT€HE3a.

6. Talipes eqiunovarus (pes eqiunovarus congenitus) and congenital cholesteatoma.
M. Milkov P.Nedev, I. Kosev, G. lliev, K. Kerimov, K. Kalchev. Oto-Rhino-Laringology

International Bulletin, 2009, volume 4

A clubfoot, or congenital talipes equinovarus is a congenital deformity, involvingone foot or
both. The aetiology of congenital clubfoot is unclear. In the past, congenital clubfoot was thought
to be a resut of the way the foetus' foot position in the uterus. Although studies on populations,
families and twins suggest a genetic component. The term talipes is from Latin: talus - ankle, pes
— foot, equinos - a horse and varus — turned inwards. We represent a case a 12-years-old child
with a congenital exteriorized cholesteatoma, combined with talipes equinovarus.

#

Talipes equinovarus e KonecenHumanen oegpopmumem, KOUmMo ce A6:26a U3U6aAHe HABLMpPE HA
eonomo unu o0eeme xoouna. Emuonocusma na ma uskpueenume cmwvnana e HeOOCMAmMbYHO
ussicnena. B mumanomo ce e npednonacano, ue npuuuHama e C8vbp3aHA € HEYOOOHOMO
noodceHue Ha niooda 6 mamkama. Bvnpexu moea, uzcieosanuama 6vpxy amunuu u oauzHayu
npeononazam 2eHemuyHa cenesa Ha cbcmosiHuemo. Tepmunvm ,, talipes equinovarus” npousnusa
om namuHcku: ,,talus” (enezem), ,pes” (cmwnano), , equinos” (xow) u ,varus” (oOvpHam
Hasvmpe). Ilpeocmasame ciyuau na talipes equinovarus, cvbyemarn ¢ 8pOOeH eKCMePUOPUIUPAL

Xolemeamom npu 08aHadecemeoOUUHo oeme.
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IV. Pe3lomera Ha Hay4yHH TpPyJAOBe KbM MOKa3aTeJdsl OT aKaJeMUYHATA CIHPaBKa:
I[IbaHOTEKCTOBM MyOJMKANMM B HAYYHM CIHHCAHUS M COOPHMUM, WU3BbH MHHMMAJIHUTE
HAYKOMETPHYHM U3UCKBAHUA 32 3aeMaHe Ha A/l ,,qoueHT®.

1. Beclin 1 — the autophagy regulatory protein.

K Bratoeva, E Dimitrova, A Konsoulova, Ch Bachvarov, G Todorov, K Kalchev ...Varna

Medical Forum 20176 (2), 114-123

The study of the pro-apoptogenic effects of autophagy is a relatively new area of study,
demonstrating that it can exert multifunctional pathogenic roles associated with cell survival and
death. Disturbances in autophagy process cause sensitivity to metabolic stress, genome damage,
uncontrolled cell proliferation, chemotherapy resistance and survival of cancer cells. Beclin-1
was the first discovered initiating protein with a proven role in regulating autophagy processes,
however, demonstrating functional duality in the secective interaction of Beclin-1 with cell
homeostasis regulators, death, growth, immune response, viruses, etc. This makes studies of
Beclin-1, not only as a specific marker in identifying the regulatory mechanisms involved in
these processes, but also as a target molecule for the pharmacological modulation of the clinical
course of various diseases.

i

Uzyuasanemo Ha npoanonmoceHnume egekmu Ha asmoghazuama e CpasHUMenIHO HO8d
obnacm Ha u3cne0same, NOKA38AWA, He M MOdce 04 YNPANCHU MHOCOQDYHKYUOHATHU
namoceHemuyHu poau, C8bP3aAHU C KIeMmbYHOMO oyensisane uau cmvpm. Hapywenusma 6
npoyecume Ha agmogacusi Npeou3BUK8AmM YYECMBUMETHOCH KbM MemaboiumeHn cmpec,
2EHOMHO Y8pedicOane, HEeKOHMPOIUPAHa KIembyHad Npoaugepayus, pe3ucmeHmHocm KoM
Xumuomepanus u oyeisisane Ha pakosu kiemxu. Beclin 1 6e nvpeusm omkpum unuyuupawy
npomeun ¢ OOKA3AHA POJIsL 8 pe2ylupane npoyecume Ha aemogpazus, KOAmMo odaue nposasasa
@DYHKYUOHAHA OBOUHCMBEHOC NPU CENeKMUBHOMO 83aumoodeticmaue Ha Beclin 1 ¢ pecynamopu
Ha KIeMbYHAmMa XOoMeocmasd., CMbPM, pacmedic, UMYHeH 0meosop, 6K1. eupycu u op. Tosa
npaeu npoyusanusima Ha Beclin 1 3nauumu, He camo kamo cneyuguyen mapkep 6
udeHmuuyupanemo Ha pezylamopHume MexanuzMu, y4acmeawy 8 mesu npoyecu, Ho U Kamo
npuyenHa Monekyid 3a QapmMaxkoiocuyHoOmo MoOYIupane HA KIUHUYHOMO NpOmudaHe npu

pasiudrnu 3ab0136aHUL.
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2. How rare are the rare oncological diseases?
Assia Konsoulova, Angel Yordanov, Samar El Shemeri, Kalin Kalchev, Tanya Stoeva, Rositsa
Chausheva, Zhivka Dancheva, Hristo Spasov. Journal of rare diseases and orphan drugs 2021;

12(2):19-22)

The technological revolution and the understanding of the molecular genetics, together with
the pharmacological industry led to an improvement in the management of many diseases in
medicine. In the recent decades, many fatal in the past cancers were cured or turned into chronic
diseases. However, this is not always the case in rare oncological diseases. Despite the
discrepancy in the different definitions of rare oncological diseases, epidemiological data show
that, taken together, the estimated annual incidence of all rare cancers is more than 20% of all
cancer diagnoses.

The analysis of rare cancer burden is a key to their better diagnosis, treatment. It is also known
that their registration is suboptimal, particularly in the countries of Eastern Europe. The leading
problems in oncology are related to the diagnosis and detection of tumors, unlike other rare non-
oncological diseases, and this worsens many clinical parameters. It is already known that survival
and many clinical outcomes in treatment and follow-up are improved in specialized centers,
which is expert management of these patients in specialized centers is highly recommended. A
conceptual model for a functioning specialised center has already been elaborated.

#

Passumuemo na mexnonrocuume, MOAEKYIAPHAMA 2eHeMUKA U  (DAPMAKOIOSUYHAMA
uHoycmpus 0ogede 00 N000Opsasane HA JleyeOHO-OUACHOCMUYHUS npoyec 8 meoduyunama. B
OHKOIO2UAMA Npe3 NOCNeOHUme Oecemuiemus MHO20 (QamaiHu 6 MUHAIOMO OUACHO3U ce
NPeBbPHAXA 8 U3NEYUMU UIU XPOHUUHO npomuyawu borecmu. Tosa obaue ne unazu e maxa npu
peokume OHKONO02UYHU borecmu. Bvnpeku pazmunasanemo 6 pasnuunume onpedeieHusi 3a peoku
OHKOIO2UYHU OONeCmU, enUOeMUOIOSUHU OAHHU COHam, e 83emu 3a4e0H0, me CbCMAasIA8am HAo
20% om 6cuuKu OHKOIO2UYHU OUACHO3U.

Obobowenuemo Ha OawHume 3a me3u peoKU HO30J02UU 6 OHKOLO2UAMA e KIY080 3d

mAxHama n0—006pa ouaznoza u nevenue. Mzeecmmno e u uye msaxmama pecucmpayust e
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cybonmumanua, ocoberno 6 cmpanume om Hzmouna Espona. Bodewume npobremu 6
OHKOJO2UAMA €A C8bP3aAHU C OUAHO3AMA U OMKPUBAHEMO HA Mymopume, 3d pAsiuxkd Om
opyeume peoKu HeOHKOIO2UYHU Oonecmu U mosa 810Ula8a MHO20 KIUHUYHU napamempu. Beue
UMa OaHHU 3a YOBINCABAHEe HA NPENCUBLEMOCMMA U NO00OpsAsaAHe HA MHO20 KIUHUYHU
pesyimamu npu JaeyeHue U npociedsisane 6 CHeYuaruupaHu YeHmpose, nopaou Koemo
eKCNepmHomo nogedeHue 6 CHeyuanusupanu YeHmpose e CUIHO HpenopvuumenHo. Beue e
uszpadeH u KonyenmyaneHn mMooei 3a YYHKYUOHUpaw Cneyuaiusupam ueﬂm%p, KbM KoUtumo oa ce

cmpemAam 6CUYKU d'bpofcaeu.

25.05.2023 1. J-p Kanun Kanues
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