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Pe3tome: B nucepranimonHus Tpy € HalpaBeH peTPOCHEeKTUBEH aHamu3 Ha 170 marueHTn

¢ MEeTabOIUTEH CUHIPOM U HEAJIKOXOJIHA CTeaTO3Ha YepHOAPOOHA OOIECT B pa3inyeH CTaIui — OT
OOMKHOBEHA CTeaTo3a 10 HeaJIKOXOJIeH CTearoxenarut ¢ puopo3a 10 cTaauil Ha HayalHa HUPO3a.
M3BbpiieHa € KOMIUIEKCHA OLEHKa Ha CBhCTOSIHMETO Ha YepHHsl Jpo0, KOATO BKIIOYBA:
aHAMHECTMYHU JIaHHU CbhC CYOEKTMBHA CHMIITOMAaTHKa, NpUpYyXKaBalld 3a00isiBaHMs,
AHTPOTIOMETPUYHM TOKazarenu (pbct, Temio, BMI, obukonka Ha TanmsTa), maboparopHU u
oOpa3HM wu3cieaBaHus (exorpadus, TpaH3MEHTHa enactorpadusi, MarHUTHOPE30HAHCHA
CIEKTPOCKONHMS), KAKTO U XMCTOJIOTMYEH pe3yiaTaT OT OMONCUYHO M3CIIeABaHE HAa YEPHUS JIpO0.
[Tpu 135 nmanueHTH € U3BbpLICHA YEPHOAPOOHA OMOIICHUS 3a XMCTOJIOTMYHA OIIEHKAa Ha CTENEeHTa
Ha cTearo3ara, Bh3MaJuTeHaTa akTUBHOCT U ¢pubpo3ara ¢ uznoisane Ha SAF ckopoBa cuctema,
olieHKa Ha (pubpo3a no Metavir u Kleiner. I[Ipu rpyna ot 20 naruienTu e HanpaseH Liver Multiscan
— MarHUTHOPE30HAHCHA CIIEKTPOCKOIUS C ONPEIESIHE Ha KOJTMYECTBOTO HA MAa3HUHUTE B UEPHHUS

Ipo0, ChABPKAHUETO HA JKENIA30, 3aeHO ¢ Kankyiaupane Ha LIF score 3a oreHsiBaHe cTernenTa Ha
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Mporpecus Ha YepHOAPOOHOTO yBpeXkKIaHe.

JlokazaHa e kopenaiusi U Ipska 3aBUCUMOCT MEXIy TelecHOTo Terio, BMI u obukonkara Ha
TAINATA ChC CTETMEHTAa HAa MACTHO HarpymnBaHe B 4epHHs ApoO. IIpunmoxena e TpaH3WEHTHA
enacrorpadust ¢ amapar duOpockaH, KOATO c€ yTBBbpPXkJaBa Karo CTaHJApT B E)KEJIHEBHATa
MIpPaKTHKa 32 HEMHBA3UBHO OTKPUBAHE U KOJMYECTBEHO M3MEpBaHE HAa YepHOApOOHATa CTearosa,
€IHOBPEMEHHO C OIpe/elisHe Ha Han4Ke Ha pudpo3a u ctaaupaneTo . Ch3aaeHu ca coocTBeHU
cut off (mpexennu cToitHOCTH) 3a CTaAMpaHe Ha YePHOAPOOHATA cTeaTo3a Ha 0a3aTa Ha M3MEpPBaHe
c CAP na ®ubpockaH. B HacTosAmOTO NMpOyuBaHE C€ YCTAaHOBABA CTATUCTHUYECKH 3HAauMMa
kopenanust Mexay FibroScan M XHCTOIOTMYHOTO H3Clie[BaHE MPHU YEPHOAPOOHA OHOMCHUS 3a
JMarHo3a Ha 4epHoApoOHa cTearo3a U (pubOpo3a KaTo cuiata Ha KOpeslallMOHHAaTa 3aBUCHMOCT €
yMmepeHa. 3a crearo3ara e Hanmue Pearson kopemnanus ¢ Correlation coefficient r=0.37, p<0.0001,
KaKTO W TOJIOKUTEIHA paHToBa Kopenamusi Ha Spearman (p=0.3000, p=0.0005). 3a ¢ubdpo3ara
CBII0O C€ YCTaHOBABAa moyiokuTenHa kopenauus (p=0.3779, p<0.0001). Tpan3ueHTHara
enactorpadus MOXKe J1a U3MECTH U3BBHPILIBAHETO HA YEPHOAPOOHA OMOICHS B TOJIAM MPOIEHT OT
CllyyauTe ¥ € TOAXOAAIIAa KAaTo HEWHBA3UBEH METOA 3a TEPHOAWYHO NPOCIEAsIBaHE
(MOHHTOpPUpAHE) Ha CHCTOSHHETO Ha YEpHHs JpoO B X0Ja HA TEpaneBTHYHO MoBiusBane. [Ipn
Bcuuky manueHtu e onpezaeneH FIB-4 u FAST score. FIB-4 u Tpan3uenTHara enacrorpadus ca
JI0CTaThYHH 3a MPeLeHKa Ha CTeneHTa Ha (pubpo3a npu 4epHoApoOHO yBpexiaHe. C HEMHBa3UBHU
Metonu — PubpockaH, exorpadCko W3CIEIBaHE, CEPYMHHU MapKepHd MOXKE Jla C€ Pa3TpaHudH
mpocra crearo3a OT HeajkoxosieH crearoxenaTuT. FAST score (Ha 6a3ara Ha M3MepBaHE Ha
¢ubpo3a u crearoza ¢ Pudpockan 1 ACAT) Moxke ycrenHo Jia oTaudepeHupa nauueHTuTe ¢
MOBMILIEH PUCK OT mporpecus U ycaoxHeHus oT NASH. Cb3nazieH € AMarHocTHYeH alropuThM 3a
OllEHKA CBHCTOSHHETO HA YepHHs Apo0 TpW TalHMeHTH ¢ MeTabonmuTeH cuHapoMm, 31 wim
3aTIIBCTSABAHE, KAKTO W JAMATHOCTHYEH KIMHWYCH alTOPUTHM 3a HM3CIIEABaHE TPU TAIMEHTH C
4yepHOApoOeH MpobieM (OTKIOHEHHE B YEPHOIPOOHHUTE €H3UMHU WK B exorpadckara Haxo/IKa).
3HauMMOCTTa Ha MpoOiieMa YepHOIPOOHA CTeaTo3a U CTEATOXENaTHT ce 00yciaBs OT HIMPOKOTO
pasnpocTpaHeHHe, BpB3KaTta C JAPYrH METAa0OJIMTHU HApyHNIeHWS W COIMAIHO 3HAYUMHU
3a00JIsIBAHUS, TIOBHUIICH CHPACYHO-CHIOB PHCK, PUCK OT MPOTPECHS 10 MUPO3a U YEPHOAPOOCH
pak, ¢ YCIIO)KHEHMsS M MOBHIIEHa CMBPTHOCT. OT Apyra cTpaHa MpoOLEechT € oOpaTUM M NpHU
CBOEBPEMEHHO OTKpUBAHE U MPEANpPUEMaHe Ha MEPKHU € Bb3MOXKHO MOJ00pEHHE 1 BLCTAHOBSIBAHE

Ha YEPHOAPOOHUS TTAPEHXHM.



Abstract: This dissertation work includes a retrospective analysis of 170 patients with
metabolic syndrome and non-alcoholic fatty liver disease at different stages — from simple steatosis
to non-alcoholic steatohepatitis with fibrosis to the stage of early cirrhosis. A comprehensive
assessment of the liver condition was performed, which included: anamnestic data with subjective
symptoms, concomitant diseases, anthropometric indicators (height, weight, BMI, waist
circumference), laboratory and imaging studies (ultrasound, transient elastography, magnetic
resonance spectroscopy), as well as histological results from liver biopsy. In 135 patients, a liver
biopsy was performed for histological assessment of the degree of steatosis, inflammatory activity
and fibrosis using the SAF scoring system, fibrosis assessment according to Metavir and Kleiner.
A group of 20 patients underwent Liver Multiscan - magnetic resonance spectroscopy to determine
the amount of fat in the liver, iron content, along with calculating the LIF score to assess the degree
of progression of liver damage. correlation and direct relationship between body weight, BMI and
waist circumference with the degree of fat accumulation in the liver has been proven. Transient
elastography with the Fibroscan device was applied, which is established as a standard in daily
practice for non-invasive detection and quantitative measurement of hepatic steatosis,
simultaneously with determining the presence of fibrosis and its staging. Own cut offs (limit
values) have been created for staging hepatic steatosis based on measurement with the Fibroscan
CAP. In the present study, a statistically significant correlation was established between FibroScan
and the histological examination of liver biopsy for the diagnosis of hepatic steatosis and fibrosis,
as the strength of the correlation dependence was moderate. For steatosis, there is a Pearson
correlation with Correlation coefficient r=0.37, p<0.0001, as well as a positive Spearman rank
correlation (p=0.3000, p=0.0005). A positive correlation was also found for fibrosis (p=0.3779,
p<0.0001). Transient elastography can replace liver biopsy in a large percentage of cases and is
suitable as a non-invasive method for periodic monitoring of the liver condition during the course
of therapeutic response. FIB-4 and FAST score were determined in all patients. FIB-4 and transient
elastography are sufficient to assess the degree of fibrosis in liver injury. With non-invasive
methods - Fibroscan, ultrasound examination, serum markers, simple steatosis can be
distinguished from non-alcoholic steatohepatitis. FAST score (based on measurement of fibrosis
and steatosis with Fibroscan and ASAT) can successfully differentiate patients with an increased

risk of progression and complications of NASH. A diagnostic algorithm has been created for



assessing the condition of the liver in patients with metabolic syndrome, diabetes or obesity, as
well as a diagnostic clinical algorithm for examining patients with liver problems (abnormal liver
enzymes or echocardiographic findings). The significance of the problem of hepatic steatosis and
steatohepatitis is determined by its widespread prevalence, association with other metabolic
disorders and socially significant diseases, increased cardiovascular risk, risk of progression to
cirrhosis and liver cancer, with complications and increased mortality. On the other hand, the
process is reversible and with timely detection and measures, improvement and restoration of the
liver parenchyma is possible.

2. IYBJIUKAIIUU U YYACTUSI B HAYUHU ®OPYMU, CBBP3AHU C
TEMATA HA JUCEPTAIIMOHHMUS TPY]]

2. Komwurosa T, Murosa P, ['eros 1, I'puropoB H, Anekcues A, Ilonos /I, Xanmxues C,
Hounes P, bana6ancka P, VBanosa M. Hanyonanuu npaBuia U NpenopbKu 3a MPOBEXKAAHE Ha
VATpa3BYKOBa enacrorpadus Ha YepeH npod. JlmarHocTuueH W TepareBTHYeH ynTpasByk. 2020,
Vol.28, Nel, ISSN 1310-1153
Pe3rome: Ilopanum Bce MO-IIMPOKOTO HABIM3aHE HAa HEMHBA3UBHUTE METOAM 3a OLEHKa Ha
yepHoApoOHa (hubpo3a mpu narueHTH ¢ Audy3Hu YepHoapooHu 3adonsBanuss BAYM nyOnukyBa
Hanmonannu npaBuiia U IpenopbKy 3a MPOBEXKIaHe Ha YATPa3ByKoBa eiactorpadus Ha YepeH
npo6. HactosmuTe npaBuia uMar 3a 1en neuHupaHe Ha METoa, TEXHOJIOTUATA, OTIpe/IeTITHE Ha
HeoOxoquMara amnaparypa, TeXHUKa Ha U3IbJIHEHUE, AeUHUPaHe HA KIMHUYHUTE UHIWKALUU U
Ch3llaBaHe Ha MIPOTOKOJI 32 U3BBPII BaHe Ha n3ciensaHero. [IpaBunara ca u3rpajgenn Ha 6a3ara Ha
nmpaBuiarta M mpenopbkure Ha CBeToBHara W EBpomelickara dexepamust 1mo yiaTpasByK B
menunuHara - WFUMB (World Federation of Ultrasound in Medicine and Biology, 2015) u
EFSUMB (European Federation of Societies for Ultrasound in Medicine and Biology, 2017).
UYepHoapobOHara enactorpadus MMa MSICTO Karo MbpBa JIMHUS 32 OIEHKA Ha YepHOApOoOHara
¢ubpo3a Npu MarMeHTy ¢ BUPYCHHU XemaruTu. HacTosmmre HAMOHATHH TPaBUIa B TPENOPBKH
3a HEWHBa3HBHA OLIEHKa Ha YepHoApoOHara (ubpo3a upe3 enactorpadusi CHHXPOHU3UPAT TO3U
BUJl JMArHOCTHKA B CTpaHaTa HHU C aKTyalHaTa MEIUIIMHCKA TpPAaKTHKa M PErIaMeHTHpPaT
MPUIIOKEHUETO Ha METO/IA.
Abstract: Due to the increasing penetration of non-invasive methods for assessing liver fibrosis
in patients with diffuse liver diseases, BAUM has published National Rules and Recommendations

for Conducting Ultrasound Elastography of the Liver. The current rules aim to define the method,
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technology, determine the necessary equipment, performance technique, define the clinical
indications and create a protocol for performing the study. The rules are based on the rules and
recommendations of the World and European Federation of Ultrasound in Medicine - WFUMB
(World Federation of Ultrasound in Medicine and Biology, 2015) and EFSUMB (European
Federation of Societies for Ultrasound in Medicine and Biology, 2017). Liver elastography has a
place as a first line for assessing liver fibrosis in patients with viral hepatitis. The current national
rules and recommendations for non-invasive assessment of liver fibrosis by elastography
synchronize this type of diagnosis in our country with current medical practice and regulate the

application of the method.

3. banab6ancka P. YepnompoOHa creato3a W KakBo ¢ crearoxematuT. Medical

magazine,2021, 3 (86), 78-81, ISSN 1314-9709

Pe3ome: OTnaranero Ha Ma3HHHH B YEPHOIPOOHUTE KIIETKH, M3BECTHO Karo CTearo3a, € Haii-
YEeCTOTO MATOJIOTUYHO CHCTOSTHUE Ha YepHUs Apo0. 3a cTearo3a ce roBOpHU KOraro MasHHHHUTE B
yepHHst Apo0 HaxXBBPIAT 5% OT TEIIOTO MY WJIM KOTaTo MPU XUCTOJIOTHYHO U3CIIEABAHE MOBEYE OT
5% OT XenaTrouuTUTE ca U3ITBIIHEHU C MACTHU KallKW. AKYMYJIHPAHETO Ha TPUTITALIEPUIA B YEPHHUS
npo0 ce ABJDKK Ha TIOBUIICHO MOCTHIIBAHE HA MACTHH KHCEIMHU B YEPHHS APoO, MOBUILIEHA e
HOBO JIMIIOT€HE3a M HaMaJIeHO W34YMCTBaHe 4pe3 OeTa-okcupauus wim cekperus Ha VLDL.
PaznuuaBar ce Haif-001110 /1Ba BUJ]a YEPHOIPOOHA cTearo3a- HEAJIKOXOJIHA CTeaTo3Ha YepHOIPOOHA
6onect -NAFLD u ankoxonHa yepHonpodna 6onect-AFLD. Heankoxonnara creato3na Oosect
(NAFLD) ce onpeznenst Karo CHEKTbp OT YEPHOAPOOHU HApPYLIEHHsS U BapHpa OT OOMKHOBEHA
crearo3a (NAFL) no crearoxenarut (NASH) ¢ unu 6e3 pubpo3za. Koraro Ha dona Ha cTrearo3ara
ce MOSIBU M Bb3MAJICHHE Ce Pa3BHBa CTEATOXEMATHUT, a MporpecusiTa Ha yepHoapoOHara ¢pudposa
BOJM JI0 Pa3BUTHE Ha LUPO3a C HEHHHUTE YCIOKHEHHs, CBbP3aHU C MOPTaJHATa XUIEPTOHHS-
aCIIUT, KbPBEHE OT BapHIIM Ha XpaHOIIPOBOJA, eHIIe(amonaTus.

[Ipe3 mocnemHUTE TOAMHN YeCTOTaTa Ha YePHOAPOOHATA CTearo3a ce yBeaniaBa, KOeTo ce CBhp3Ba
C HapacTBalllaTa 4ecToTa Ha 3aTIbCTABAHETO, HA 3aXapHus AUabeT U Ha MOBHUIlIEHATa KOHCYMallus
Ha aJIKOXOJI.

Abstract: The accumulation of fat in liver cells, known as steatosis, is the most common
pathological condition of the liver. We talk about steatosis when fat in the liver exceeds 5% of its

weight or when histological examination shows that more than 5% of hepatocytes are filled with
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fatty droplets. The accumulation of triglycerides in the liver is due to increased influx of fatty acids
into the liver, increased de novo lipogenesis, and decreased clearance through beta-oxidation or
VLDL secretion. Actually, there are two types of liver steatosis — non-alcoholic fatty liver disease
(NAFLD) and alcoholic liver disease (AFLD). Non-alcoholic fatty liver disease (NAFLD) is
defined as a spectrum of liver disorders, ranging from simple steatosis (NAFL) to steatohepatitis
(NASH), with or without fibrosis. When inflammation accompanies steatosis, steatohepatitis
develops, and the progression of liver fibrosis can lead to cirrhosis with its complications related
to portal hypertension—ascites, variceal bleeding, encephalopathy. In recent years, the incidence
of liver steatosis has increased, which is associated with the rising prevalence of obesity, diabetes,

and increased alcohol consumption.

4. bBanabancka P. Kak na pazdepem mmame nu crearo3a Ha yepHus apod. GP News, 2021, 4
(250), 22-28, ISSN 1311-4727
Pe3tome: TpanzueHnTHara enactorpadus ¢ anapar @uOpockaH ce YyTBbP)KAaBa Karo CTaHAapT B
eKeJHeBHATA TPAKTUKA BHB BOJCIHIMTE TaCTPOCHTEPOJIOTMYHU KIMHUKHA 1O cBera. T JaBa
BB3MOXKHOCT €THOBPEMEHHO JIa C€ OIPENeIN KaKTO CTETICHTa Ha MAacTHA MH(HMITpAIHs, Taka 1
IUTBTHOCTTA HAa OpraHa, OTroBapsiila Ha TekecTTa Ha (gulOposara, KOSITO € BaK€H KpUTEpHH 3a
MporHo3ara W TMporpecusiTa Ha dvepHoApoOHOTO 3abonsBaHe. CAP (controlled attenuation
parameter) 1aBa OTTOBOp MMa JIM TPEKOMEPHO OTJIaraHe Ha Ma3HUHH U B KaKBa CTETeH. To3u MeTo
€ JIECHO M3IBJIHUM, HeOOJIe3HEeH, Oe3Bpe/ieH, 0a3upaH Ha YATPa3BYKOBHS METOI M MOXKE Ja ce
MpuUJiara MHOTOKPATHO TPH MpOCIesBaHe Ha MAIMEHTUTE ChC 3aTIBCTSIBAHE WU YePHOAPOOHU
pooIeMH.
CBOEBpEeMEHHOTO HEMHBAa3WBHO H3MEpBaHE KakTo Ha (uOpo3ara Taka W Ha TEXKECTTa Ha
cTearo3ara MpH NaIMEeHTHTE ¢ YePHOAPOOCH MPOoOIIeM, 3aTTbCTIBAHe, META0OJIUTHN HAPYIICHHS,
OCHTypsiBa TIpElM3HA JMarHo3a W aJiekBaTHO JeueHue. [lokazaHo e, ue cTearo3ara € oOpaTum
Mpolec W MpH MpeMaxBaHE Ha BpeAHHUS (AKTOp MOXKe Ja HACTHIH MBJIHO BH3CTAHOBSBAHE Ha
gepHOoapoOHara CcTpykTypa. Pubposara, Korato He € HampeAHajga J0 IUpo3a, ChII0 €
peBepaubenHa. Mima cMUCHIT MPO(UIAKTHYHO J1a CE OTIPEIeNId ChbCTOSHUETO Ha YEpHUS Ipo0 upe3
M3BECTHUTE HEMHBA3UBHU METOIM KaTo JaboparopHa JMAarHOCTHKA, a0JlOMHUHANTHA exorpadus u
TpaH3WEHTHA enacTorpadust ¥ Mpu HAJIWMYHU OTKJIOHEHHS CBOCBPEMEHHO Ja c€ MpeArnpuemar

JUCTUYHHU U JIeueOHHN MCPOIIPUATHA.



Abstract: Transient elastography with FibroScan has established itself as a standard in daily
practice at leading gastroenterology clinics worldwide. It allows for the simultaneous assessment
of both the degree of fatty infiltration and liver stiffness, which corresponds to the severity of
fibrosis—a key criterion for the prognosis and progression of liver disease. The Controlled
Attenuation Parameter (CAP) indicates whether there is excessive fat deposition and to what
extent. This method is easy to perform, painless, harmless, based on ultrasound, and can be applied
repeatedly for monitoring patients with obesity or liver problems. Timely non-invasive
measurement of both fibrosis and steatosis in patients with liver problem, obesity, or metabolic
disorders provides an accurate diagnosis and appropriate treatment. It has been proven that
steatosis is a reversible process, and removing the harmful factor can lead to complete restoration
of liver structure. Fibrosis, when it has not progressed to cirrhosis, is also reversible. It makes sense
to proactively assess liver health using well-known non-invasive methods such as laboratory tests,
abdominal ultrasound, and transient elastography, and to promptly take dietary and therapeutic

measures if any abnormalities are detected.

5. Vassilev, M; Balabanska, R; Andonova S; Bichev S; Tzvetanska A; Tzonev R; Yurukova
N; Vassileva J; Spassov L; Zlatkov V; Savov A. The Minor IL28B SNP RS8099917 Allele
frequency is increased in a cohort of chronic liver disease patients as compared to the general
population. 62nd Annual Meeting of the American-Association-for-the-Study-of-Liver-Diseases
(AASLD). Hepatology, Oct 2011, 54, 1195A-1196A, ISSN 0270-9139, poster 1770, pestome om
Kkonepec, IF 11.665, SJR 5.012, Web of science, Scopus
Abstract:The minor IL28b SNP rs8099917 has been associated with progression to chronic
infection and failure to respond to antiviral therapy in HCV patients. Considerable variation in
carriage frequencies (range, 2%-31%) have been reported in different ethnicities. The AIM was to
study the allele frequency and genotype distribution of this SNP in our specific general population
and in a cohort of chronic liver diseases patients. In this crosssectional study rs8099917 genotyping
was performed by PCR and SSCP analysis. A 91 bp nucleotide fragment, which included the SNP,
was amplified. The genotypes identified by SSCP were confirmed by direct sequencing. A total of
174 subjects were studied. The control Group A consisted of 74 randomized and anonymized
ethnic DNA bank samples (m/f=37/37); Group B-43 HCV patients (m/f=26/17); Group C-32
chronic HBV patients (m/f=21/11); Group D-25 patients with advanced liver disease and



transplanted livers. DISCUSSION: The frequency of rs8099917 in healthy individuals in our
region is similar to that of Italians from Toscana. The prevalence of the was higher as
minor/heterozygous genotype in HCV patients compared to the reported for Spanish, Australian
and Swiss populations. As expected, minor allele frequency was greater in the HCV therapy non-
responder patients. The increased frequency of the minor allele in our Ci/Ltx group, as compared
to the control group, was unexpected. It might be due to a more general relationship of IL28b with
liver inflammation or due to a study population selection bias and needs further study.
Pe3tome: Minor IL28b SNP rs8099917 e cBbp3aH ¢ mporpecus 10 XpoHHYHA HHPEKIHS H HeyCIeX
Ha OTrOBOp Ha aHTHBHpYycHa Tepanus npu nauumeHTH ¢ HCV. CpobmiaBa ce 3a 3HAYUTEIHH
BapHalllK B YeCTOTATa Ha HOCUTEJCTBO (Iuana3oH 2%-31%) npu paznuunute eTHocu. LlenTa e na
ce MpOy4YH 4YecToTara Ha ajeluTe M pasnpeiesieHHeTo Ha reHotuna Ha To3u SNP B Hamara
cnenr(ryHa 00112 TOMYIAlKs U B KOXOPTA OT MAIMEHTH ¢ XPOHUYHH YePHOIPOOHU 3a00IIIBAaHMSL.
B ToBa kpBhCTOCAaHO MpoyuBaHe reHoTUNM3UpaHeTo Ha 1$8099917 Geme u3Bbpiieno upe3 PCR u
SSCP ananus. beure ammnduipan HykiaeoTuaeH gparment ot 91 bp, koiito Bkimousaiie SNP.
I'enorunure, unentudunupanu upe3 SSCP, Osixa MOTBBbpJAEHU 4Ype3 JAUPEKTHO CEKBEHUPAHE.
O6mo Osixa wuscneaBanu 174 mnaumentu. KonTponnara rpyma A ce cberoeme ot 74
paHIOMU3HMpPaHU U aHOHUMM3UpaHH pobu ot eTHndecka JIHK 6anka (m/f=37/37); ['pyna B - 43
nauentyd ¢ HCV (m/f=26/17); I'pyna C - 32 natmentu ¢ xponuued HBV (m/f=21/11); I'pyna D
- 25 mamuMeHTH C HAmpeaHaIo YEpHOAPOOHO 3a00JsBaHEe M TPAHCIUIAHTHUPAH YepeH Apoo.
Huckycus: Yectorara Ha 18099917 nipu 3apaByu MHIMBUIY B HAILIUS PETHOH € MOJ00HA Ha Ta3u
npu uranuanure ot Tockana. PasnpocTpaHeHHeTo Ha MUHOPHUS/XETEPO3UTOTeH TeHOTHII € I10-
Bucoko npu naruertu ¢ HCV B cpaBHeHUe ¢ OTYETEHUTE JaHHM 33 MCIaHCKaTa, aBCTpaIuiickara
W IIBeiinapckara nomyinanud. Kakto ce oyakparie, yecToTara Ha MUHOPHHUS aJiel € TO-TOJIsIMa ITPH
MalMEHTUTE, KOUTO He ca oTtroBopuiu Ha HCV tepanusita. [loBuiieHara yectora Ha MUHOPHUS
asten B Hamara Ci/Ltx rpyma, B cpaBHEHHE C KOHTPOJIHATAa Ipylia, € HeoyakBaHa. ToBa Moe Jia ce
IbJDKU Ha 110-00111a Bpb3ka Mexay IL28b u Bp3nanenue Ha yepHUs Apo0 WK HA IPUCTPACTUE MTPH
noa0opa Ha U3ciaeBaHaTa IMOMyJaIHs U ce Hy)KAae OT JIOIBIHUTEIHO MPOyYBaHE.

6. Lawitz, E; Balabanska, R; Charles E; Friedman S; Gutierrez J; Niitsu Y; Poordad F; Sanyal
A; Tanaka Y; Thienel U; Ying W; Maruyama K.Clinical Phase 1b/2 Study Results for Safety,
Pharmacokinetics, and Efficacy of ND-L02-s0201, a Novel Targeted Lipid Nanoparticle (LNP)
Delivering HSP47 siRNA for the Treatment of Patients with Advanced Liver Fibrosis. 68th Annual



Meeting of the American-Association-for-the-Study-of-Liver-Diseases (AASLD) / Liver Meeting,
Hepatology, Oct 2017, 66, 237A-237A, ISSN 0270-9139, peziome om xouepec, IF 14.079, SJIR
5.541, Web of science, Scopus

Abstract:ND-L02-s0201 is an injectable lipid nanoparticle with a novel vitamin A analogue
encapsulating a chemically-modified siRNA that inhibits heat shock protein 47 (HSP47), a
collagen chaperone in hepatic stellate cells. This Phase 1b/2 study aimed to evaluate the
pharmacokinetics (PK), safety and efficacy of ND-L02-s0201 administered for 5 weeks in subjects
with advanced liver fibrosis. Conclusion: In NASH and HCV subjects with advanced liver fibrosis,
treatment with ND-L02-s0201 for 5 weeks was associated with improvements in fibrosis, as
assessed by biopsy. ND-L02-s0201 showed linear PK and was well-tolerated, with no dose-
limiting toxicities up to 0.6 mg/kg/wk. These results support further evaluation in patients with
advanced liver fibrosis.

Pe3rome: ND-L02-s0201 e mHXEKIIMOHHA JIMIIKHA HAHOYACTHUIIA C HOB aHAJIOT Ha BUTAMHUH A,
Kancyaupanl Xxumuaecku monuduppana siRNA, kosaTo ”HXHOMpPA TOTTMHHKUS IIOKOB TPOTEUH 47
(HSP47), xonareHoB 11arepoH B YepHOAPOOHUTE 3BE310BUIHU KJIeTKU. ToBa mpoyuBaHe ¢a3za 1b/2
uMa 3a 11en Aa onenu (apmakokunerukara (PK), 6ezonacHocTTa U epukacHoctTa Ha ND-LO2-
s0201, mpunaran B NMpoOABJDKEHHE HAa 5 CEAMUIM NpU MAlMEHTH C HampegHala 4epHOJIpoOHa
¢bubpo3za. 3axmouenue: [Ipu nanuentu ¢ NASH u HCV ¢ nanpennana yeproapo6Ha ¢ubposa,
neyennero ¢ ND-L02-s0201 B mpoabikeHHE Ha 5 CeAMMLHM € CBBbP3aHO C MOJOOpEHHs BbB
¢bubpo3zara, ouenenu upe3 o6uoncus. ND-L02-s0201 nmokassa nuneitna @K u e 106pe moHocum,
6e3 pozonmumutupama TokcuyHocT 1o 0,6 mg/kg/cenmuna. Te3u pesyaratu MOAKPENAT Mo-

HaTaTbIIIHA OIIEHKA MPU MAI[MEHTH C HampeIHaIa yepHoapooHa hpubdpo3sa.

7. Lone P, CrosnoBa K, BamaGancka P, Apruposa P, JleueBa A. dubpockan B
eXeJHeBHaTa mpakThka. HannoHanHa koH(epeHIUs MO racTPOSHTEPOJIOTHS C MEXAYHAPOIHO
yuactue, 2-4 rouu 2016 r, BapHa
Pe3tome:CpaBHeHU ca pe3yaTaTuTe OT HEMHBa3UBHO n3cienBaHe ¢ Pubpockan Ha yepHOgpOOHATA
IUTBTHOCT M XMCTOJIOTMYHMSI pe3yNITaT ¢ oleHKa no MetaBup ot yepHoApoOHa 6uoncus npu 102
MAUEHTH ¢ XPOHUYHO YepHOApoOHO 3abosiBane (40 sxeHu U 62 Mbke Ha Bb3pacT Mexy 21 u 70
rox. ) [TarmmenTn ¢ HCV-52, ¢ HBV - 33, ¢ uepHoapoOHa 1upo3sa - 25 [Tanmuentu ¢ neka ¢pudposa

- 33, c ymepena ¢gubpo3a - 40 u ¢ HanpegHana pudpo3a-29. Hamuiie e cTaTuCTHYECKU JJOCTOBEPEHA



3aBUCMMOCT TpHU OICHKa Ha mnamueHture ¢ ¢ubpos3a-FO/1, kakto mpu F3/4 u nuncea
cTaTHCTHYeCKa 3aBHcuMoOcT mnpu mnauueHtd ¢ F2. IlpeacraBenute maHHM ca ONM3KH 710
MEXIyHApPOIHUTE JAHHU 3a CPABHUTEJCH aHAINW3 MEXAY [BET€ METOIUKA M MOXKEM [
MPEUIOKUM HaBIIM3aHETO HA METOAMKATa B peryisipHarTa KIMHUYHA NPAKTHKA 32 OICHKAa Ha
NAalMeHTH C XPOHWYHU YEPHOAPOOHM 3a00NSABAaHMSA W NPOCIESIBAHE HA T3 IAIEHTH CIeN
NPUKITIOYBaHE aHTUBUPYCHOTO JICYCHHE.

Abstract: The results of a non-invasive Fibroscan examination of liver density and the histological
result with Metavir assessment from liver biopsy in 102 patients with chronic liver disease (40
women and 62 men aged between 21 and 70 years) were compared. Patients with HCV-52, with
HBYV - 33, with liver cirrhosis - 25 Patients with mild fibrosis - 33, with moderate fibrosis - 40 and
with advanced fibrosis - 29. There is a statistically significant correlation in the assessment of
patients with fibrosis-F0/1, as well as with F3/4 and there is no statistical correlation in patients
with F2. The presented data are close to the international data for comparative analysis between
the two methods and we can suggest the introduction of the method into regular clinical practice
for the assessment of patients with chronic liver disease and monitoring of these patients after

completion of antiviral treatment.

Il. XABUWJINTAIIUOHEH TPY]] - MOHOI' PA®USA
8. bana6ancka, Po3anuna. “Uepnoapo6na crearosa”, [Ipocsera-Codus, 2025, 183 ctp.,
Peuensentu: [Ipod. Kpacumup Antonos, a.m., [Ipod. Uckpen Komes, a.m.,ISBN 978-954-
01-4559-4
Pesrome: B monorpadusara ,,UepHompoOHa creato3za™ ca NpenCcTaBeHH CbhBPEMEHHUTE
CXBalllaHUSl 3a ETHJIOTHATA, pPa3MpOCTPAHCHUETO, IIaTOTeHe3ara, TeHETHWYHHTE (aKTOPH,
XHCTOJIOTHYHUTE IPOMEHH, TUArHOCTUKATA U JICYEHUETO Ha TOBA OOJIECTHO CHCTOSTHUE, CBBP3aHO
C OTJIaraHe Ha Ma3HUHHU B YepHOAPOOHUTE KJIETKU. 3a YepHOIPOOHA cTeaTo3a ce rOBOPH, KOraro
Ma3HHUHUTE TPEJCTABIABAT HaaA 5% OT TEroTo Ha 4yepHUs Apod. Pasznuuamar ce Haii-o01I0 ABa
BHJIa YepHOIPOOHA CTearo3a — MeTabOIMTHO- acOlMUpaHa (03HaYaBaHa MPEIU KaTo HEAIKOXOJTHA)
cTearo3Ha uepHoapoOHa 6o1ect (MASLD) u ankoxonHa uepHoapoOHa 6osect (ALD).
[ToBUIIEHHUAT KallOpUEH MpHEeM, KOHCyMAIUsATa Ha aJKOXOJd M HamaieHata ¢u3nyecka
aKTHUBHOCT TIpe3 MOCIEIHUTE TOAWHU HEChMHEHO JOBEXIAT J0 3a4eCTsABaHEe Ha CTeaTo3HaTa

YepHOAPOOHa OOJECT, KOATO CEe MPEeBpbhIa B Hal-decTaTa XpOHWYHA YEepHOApOOHA OoJyiecT 1o
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ceeta. C yepHonpoOHa ctearo3a ca 25-30 % OT HacelIeHHEeTO MO CBETa, OPau KOETO Ce TOBOPU
3a CBETOBHA MMaHJEMUS OT 3aTIBCTSIBAHE U YEPHOAPOOHA CTEarosa.

UepHoapoOHara cTearo3a € 4epHOApOOHaTa W3siBAa HA META0OTUTHUS CHHIPOM, BKITFOUBAIIL
[EHTPAJIHO 3aTIbCTABAHE, WHCYIUHOBA PE3UCTEHTHOCT, XUICPIHUITHIECMUS, XUIICPTIIIMKEMUS U
aprepuanHa xunepronus. MASLD ce ycranossBa ripu 70% oT xopara ¢ HaIHOPMEHO TEINIO WK
3arbcTsBaHe, mpu 90% OT Te3u ¢ 00JIECTHO 3aTTbCTABaHE, KakTo U mpu 70% OoT auabeTunmre.

AKyMyIHpaHETO HA TPUTIUIICPUIN B YSPHUS IPO0 CE IBKU HA TIOBHILIEHO MOCTHITBAHE HA
MacCTHHM KUCEJIMHU B YepHUs Jpo0, moBuiieHa de novo JIMIMoreHe3a u HaMaJieHO M3YMCTBaHE HA
MacCTHHUTE KHCEIMHHM 4pe3 Oera-okucieHue uinm upe3 cekperus Ha VLDL (very low density
lipoproteins) oT uepHOAPOOHUTE KIETKHU. [IpOABIKUTENIHOTO HATPYNBaHE HA TPUNIHULEPUAUA B
YepHOAPOOHUTE KIETKH BOAU JO MeTaboNMTHA MUCQYHKIUS W TOBHIICHA BB3MAIATEITHA
aKTUBHOCT ¢ mocieasaiia Gpuoposa.

MetabonutHo-aconuupanara crearozna 6onect (MASLD) ce ompenenst Kato COEKThp OT
4epHOAPOOHH HapYILIEHUs U Bapupa oT oOukHoBeHa cteato3a (MASL) no crearoxenarut (MASH)
c nwim 6e3 ¢ubpo3a. Koraro Ha ¢oHa Ha crearoszara ce IMOSBH W BB3NAJICHHE CE pPa3BHBa
CTEaTOXEIMaTuT, a Mporpecusita Ha 4YepHoapoOHara ¢ubpo3a BoAM JO pa3BUTHE HA IUPO3a U
XeraTolenylapeH pax.

YepHoapobHara creatosa € 00paTum mpoliec Mpu OTCTpaHsIBaHEe HAa MpUYMHaTa. ToBa Hajara
CBOCBPEMEHHO OTKpPHBaHE C OBp3W, JOCTHIIHM HEWHBA3WBHU METOAM W TpEIIpHEMaHe Ha
JNIEUCTBUS 32 OBJIAJSIBAHETO M.

Jleuenuero mpu uepHOApoOHa cTearo3a ce 0a3upa Ha CIUPAaHe Ha KOHCYMAIIUITa Ha aJIKOXOM,
MpoMsiHA B HaYMHA Ha J>KMBOT (AMETa C HamalleH KaJllOpueH IpHeM, MOBHIIeHa (u3nyueckKa
AKTUBHOCT), BKJTFOYBAHE HA TIOJXO/SAIIIA MEAMKAMECHTH.

Abstract: The monograph “Liver steatosis” presents the current understanding of the
etiology, prevalence, pathogenesis, genetic factors, histological changes, diagnosis and treatment
of this disease condition associated with fat deposition in liver cells. Liver steatosis is referred to
when fat accounts for more than 5% of the weight of the liver. There are generally two types of
liver steatosis — metabolic-associated (previously referred to as non-alcoholic) fatty liver disease
(MASLD) and alcoholic liver disease (ALD). Increased calorie intake, alcohol consumption and
reduced physical activity in recent years have undoubtedly led to an increase in the incidence of

fatty liver disease, which is becoming the most common chronic liver disease in the world. 25-
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30% of the world's population has fatty liver, which is why there is talk of a global pandemic of
obesity and fatty liver. Liver steatosis is the hepatic manifestation of the metabolic syndrome,
which includes central obesity, insulin resistance, hyperlipidemia, hyperglycemia, and arterial
hypertension. MASLD is found in 70% of overweight or obese people, in 90% of those with
morbid obesity, and in 70% of diabetics. The accumulation of triglycerides in the liver is due to
increased fatty acid entry into the liver, increased de novo lipogenesis, and reduced clearance of
fatty acids by beta-oxidation or by secretion of VLDL (very low density lipoproteins) by liver
cells. The prolonged accumulation of triglycerides in liver cells leads to metabolic dysfunction and
increased inflammatory activity with subsequent fibrosis.

Metabolic-associated steatotic liver disease (MASLD) is defined as a spectrum of liver
disorders and ranges from simple steatosis (MASL) to steatohepatitis (MASH) with or without
fibrosis. When inflammation occurs against the background of steatosis, steatohepatitis develops,
and the progression of liver fibrosis leads to the development of cirrhosis and hepatocellular
carcinoma. Hepatic steatosis is a reversible process when the cause is removed. This requires
timely detection with rapid, accessible non-invasive methods and taking action to control it.
Treatment of liver steatosis is based on stopping alcohol consumption, changing lifestyle (diet with

reduced calorie intake, increased physical activity), and the inclusion of appropriate medications.

1. IYBJIMKAIIMU B U3TAHUS, KOUTO CA PEOEPUPAHU U
NHAEKCUPAHU B CBETOBHOUN3BECTHHU BA3U JAHHU C HAYYHA
NHOOPMALIUA
A. C HUMITAKT ®AKTOP

9. Hou J; Gane E; Balabanska R; Zhang W; Zhang J; Lim T; Xie Q; Yeh C; Yang S; Liang
X; Komolmit P; Leerapun A; Xue Z; Chen E; Zhang Y; Xie Q; Chang T; Hu T-H; Lim S;
Chuang W-L; Leggett B, Bo Q; Zhou X;Triyatni M; Zhang W; Yuen M-F; Efficacy, safety,
and pharmacokinetics of capsid assembly modulator linvencorvir plus standard of care in
chronic hepatitis B patients”, Clinical and Molecular Hepatology, 2024, 30(2), pp.191-205,
ISSN 2287-2728, IF 16.9, SJR 3.636, Web of science, Scopus
Abstract: Four-week treatment of linvencorvir (R07049389) was generally safe and well

tolerated, and showed anti-viral activity in chronic hepatitis B (CHB) patients. This study
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evaluated the efficacy, safety, and pharmacokinetics of 48-week treatment with
linvencorvir plus standard of care (SoC) in CHB patients. 68 patients completed the study.
No patient achieved functional cure (sustained HBsAg loss and unquantifiable HBV
DNA). By Week 48, 89% of treatment-naive patients (10/10 Cohort B; 24/28 Cohort C)
reached unquantifiable HBV DNA. Unquantifiable HBV RNA was achieved in 92% of
patients with quantifiable baseline HBV RNA (14/15 Cohort A, 8/8 Cohort B, 22/25 Cohort
C) at Week 48 along with partially sustained HBV RNA responses in treatment-naive
patients during follow-up period. Pronounced reductions in HBeAg and HBcrAg were
observed in treatment-naive patients, while HBsAg decline was only observed in Cohort
C. Most adverse events were grade 1-2, and no linvencorvir-related serious adverse events
were reported. Conclusions: 48-week linvencorvir plus SoC was generally safe and well
tolerated, and resulted in potent HBV DNA and RNA suppression. However, 48-week
linvencorvir plus NUC with or without Peg-IFN did not result in the achievement of
functional cure in any patient.

Pesrome: Yerupucenmuunoro nedeHue c auHBeHKOpBUp (R07049389) e karo wsio
0e30MmacHO U /100pe MOHOCHMMO M IOKa3Ba aHTUBHUPYCHA AKTHMBHOCT IPHU MAIUEHTH C
xponnyeH xernatut B (CHB). ToBa npoyuBaHe oleHsBa e(UKacHOCTTa, 6€30MaCHOCTTA U
(dapmakokuHeTHKaTa Ha 48-CEeIMHUYHO JIeU€HHE C JIMHBEHKOPBUP IUIIOC CTaHAApPTHO
neuenue (SoC) npu nauuenty ¢ CHB. 68 nauuenTtu 3apppuiBar npoyusanero. Hurto eaun
MalUeHT He TMOCTUra (YHKIMOHAIHO H3JIeKyBaHe (TpaiiHa 3aryda Ha HBsAg u
neusmepuma HBV JIHK). [lo 48-ma cenmuna 89% ot HenekyBanute naruenTu (10/10
Koxopra B; 24/28 Koxoprta C) nocturar nenonosuma HBV JIHK. Henonosuma HBV PHK
e mocturHara npu 92% OT manueHTUTe ¢ KoJimdecTBeHo n3mepuma uszxogaa HBV PHK
(14/15 Koxopra A, 8/8 Koxopra B, 22/25 Koxopra C) Ha 48-ma ceamwuiia, 3aelHO C
gactuuHo ycrounBn HBV PHK oTroBopu mpu HenekyBaHM NalMEHTH IO BpEME Ha
nepuoga Ha npocieassaHe. Ilpu HenekyBaHM NHalMEHTH ca HaOMIOAaBaHU H3pPa3eHU
Hamanenus Ha HBeAg u HBcrAg, nokaro namanenue na HBsAg e nabmonaBaHo camo B
Koxopra C. IloBeueTro HexenaHu peakluu ca OWIM OT CTeneH 1-2 u He ca choOIeHn
CEpUO3HM HEXENIaHW PeaKkIuH, CBbP3aHU C JTMHBEHKOPBUP. 3aKII0UeHUs: 48-CeqMUUHUAT
Kypc ¢ nuHBeHKOpBUp Mmoc SoC e KaTo 1110 Oe3omaceH U 1o0pe MOHOCHM U BOJH 10

momrHo notuckane Ha HBV JIHK u PHK. Bwnpekn ToBa obaue 48-cemMUUYHHUAT KypC
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10.

JlmasenkopBup 1moc NUC cwc minum 6e3 Peg-IFN He e moBen m0 mocrturane Ha

(bYHKI_[I/IOHaJ'IHO H3JICKYBAHC IIPHU HUTO €IWH ITaUCHT.

Yuen M-F; Balabanska R; Cottreel E; Canducci F; Gane E.J; TRL7 agonist RO7020531
versus placebo in healthy volunteers and patients with chronic hepatitis B virus infection:
a randomized, observer-blind, placebo-controlled, phase 1 trial. Lancet Infectious
Diseases, 2023, 23 (4), pp.496-507 ISSN 1473-3099, IF 36.4, SJR 6.329, Web of science,
Scopus

Abstract:Toll-like receptor 7 (TLR7) agonists augment immune activity and have
potential for the treatment of chronic hepatitis B virus (HBV) infection. We aimed to assess
the safety and tolerability of RO7020531 (also called RG7854), a prodrug of the TLR7
agonist RO7011785, in healthy volunteers and patients with chronic HBV infection.

The primary outcome was the safety and tolerability of RO7020531, as measured by the
incidence and severity of adverse events and the incidence of laboratory, vital sign, and
electrocardiogram abnormalities, and was analysed in all participants who received at least
one dose of the study medication. All tested doses of RO7020531 were safe and had
acceptable tolerability in healthy volunteers and patients. The most frequent treatment-
related adverse events among the total study population were headache (15 [9%] of 160
participants), influenza-like illness (seven [4%] of 160 participants), and pyrexia (ten [6%]
of 160 participants). Most adverse events were mild and transient. There were no severe or
serious adverse events in healthy volunteers. In the patient cohorts, there was one severe
adverse event (influenza-like illness with 170 mg of RO7020531) and one serious adverse
event (moderate influenza-like illness with a 3-day hospitalisation in a treatment-naive
patient receiving RO7020531). Due to acceptable safety and tolerability, RO7020531

should continue to be developed for the treatment of patients with chronic HBV infection.

Pe3stome: Aronuctute Ha Toll-like peuentop 7 (TLR7) ycunBar umyHHaTa akTUBHOCT U
MMaT TOTEHIMal 3a JIeYeHHe Ha XpOoHW4YHA MHpeKIus ¢ Bupyca Ha xematut B (HBV).
Ilenta e ga omenum Oe3omacHocTTa M MoHOcMMOCTTa Ha RO7020531 (mapuuan omre
RG7854), nponekapctBo Ha TLR7 aronucra RO7011785, npu 31paBu goOpoBonuu u

nanueHTu ¢ xpounuyna HBV unbekmusa. UecTorara u TexecTTa Ha HEXXEIAHUTE CHOUTHS
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11.

U 4YecTorara Ha JIabOpaToOpHHU, KU3HEHOBAXHHU U €JEKTpOKapaAuorpadcky aHOMajIuH ca
aHAJIM3UPAHU TPU BCHUYKH YYACTHULM, MOJYYWJIM IOHE €IHa 1032 OT H3CJIEeIBaHOTO
nekapcTBo. Beuukm tectBanm go3u RO7020531 ca Ge3omacHM M WMMaT MpPUEMIIMBA
MMOHOCUMOCT TIPU 37paBH TOOPOBONIM W TanueHTH. Hali-uecTuTe HEXeIaHW peakiluu,
CBBbP3aHHU C JICUEHUETO, cpejl 00IIaTa Monyinamnus Ha mpoy4yBaHeTo ca miaBodomnue (15 [9%]
or 160 ywactHuum), rpunonogo0Ho 3abonsBane (cexneM [4%] ot 160 ywyacTHMIM) U
nupekcus (necetr [6%] or 160 yuactHunm). [loBeueTo HexenaHW peaklMH ca JICKU U
npexogHd. He ca ycTaHOBEHW TEXKH WU CEPHO3HH HEXKETAHH PEaKIUH TPH 3ApaBU
noOpoBonid. B KoXOpTUTE MaNMEHTH € HMajo €IHO TEXKKO HEeXelaHO ChOuThe
(rpunononobHo 3abonsBaHe c¢bc 170 mg RO7020531) u eaHo ceprO3HO HEXKEIaHO
chOuTHEe (YyMEpPEHO TPHUIONOAOOHO 3a00isiBaHE C 3-AHCBHA XOCHUTAIHM3AIMS IPU
HelleKyBaH manueHT, norydasamr RO7020531). [lopaau mpuemnmBara 0€30mMacHOCT |
noHocumoct, RO7020531 TpsiOBa 1a mpoabJIKK Ja ce pa3padoTBa 3a JICUCHUE Ha MTAlIUCHTH

¢ xponnuda HBV undexusi.

MacQuillan,G.;Elkhashab, M.;Antonov, K.;Valaydon, Z.;Davidson, S.;Fung, S.
K.;Vincent, C.;Bailey, R.;Chen, F.;Cooper, C.;Roberts, S.;Vachon, M. L.;Coffin, C.
S.;Matthews, M.;Radicheva, M.;Knox, S. J.:;Yan, R.;Thi, E. P.;Chan, C.;Liu,
J.;MacQuillan, G.;Eley, T.;Stamm, L. M.;Sims, K.;Anderson, M.;Picchio, G.;Wang,
G.;Balabanska, R.;Tsrancheva, R.;George, Jacob“Preliminary off-treatment responses
following 48 weeks of vebicorvir, nucleos(t)ide reverse transcriptase inhibitor, and AB-729
combination in virologically suppressed patients with hepatitis B e antigen negative
chronic hepatitis B: analysis from an open-label phase 2 study”. Hepatology 78(S1):S1-
s2154, 2023, IF 13.0, SJR 5.011, Web of science, Scopus

Abstract: ABI-H0731-204 (NCT04820686) is an ongoing, open-label study assessing the
safety and antiviral activity of the vebicorvir (VBR) +AB-729+Nrtl combination in
virologically suppressed (VS) patients (pts) with HBeAg negative chronic hepatitis B
(CHBYV) infection. Vebicorvir is a lt-generation core inhibitor and AB-729 is a single
trigger GalNAc-siRNA which targets all HBV RNA transcripts. Initial end of treatment
virologic responses have been previously described, here we report preliminary off
treatment responses. Sixty-five VS HBeAg negative pts received VBR+AB-729+Nrtl
(n=32), VBR+NTrtl (n=16) or AB-729+Nrtl (n=17) for 48 weeks. VBR 300 mg QD was
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12.

administered orally and AB-729 as a 60 mg subcutaneous injection, every 8 weeks. All
regimens were safe and well tolerated. Interim data indicate that the addition VBR to AB-
729+Nrtl does not result in greater on-treatment or post-treatment improvements in
markers of active HBV infection as compared to AB-729+Nrtl.

Pe3rome: ABI-H0731-204 (NCT04820686) e oTBOpeHO IIpoydYBaHe, OIICHSIBAIIO
0e30macHOCTTa U aHTUBUPYCHATA aKTUBHOCT Ha koMOnHanusta Beoukopsup (VBR) + AB-
729 + Nrtl npu Bupyconoruuno cynpecupanu (VS) manuentu (nar) ¢ HBeAg-nerarusna
xpornyna xernatut B (CHBV) undekuns. BebuxopBup € ocHOBeH MHXHOUTOp OT lt-
nokosnenue, a AB-729 e GalNAc-siRNA ¢ eauHuueH Tpurep, KOsTO € HacOYeHa KbM
Bcuukn HBV PHK tpanckpuntu. lllectaecer u ner VS HBeAg-HeraruBHu nauueHTu ca
nonyunian VBR + AB-729 + Nrtl (n=32), VBR + Nrtl (n=16) unu AB-729 + Nrtl (n=17) B
npoabipkenue Ha 48 cenmunin. VBR 300 mg QD e npunaran nepopanto, a AB-729 karo
MOJKOXKHA WHXeKIus oT 60 mg, Ha Bceku 8 cenmuiid. Beuuku cxemu ca 6e30mMacHu U ce
MOHACAT 100pe. MeXTMHHHUTE JJaHHU TOKa3BarT, ue no0aBsiHeTo Ha VBR kbM AB-729+Nrtl
HE BOJH JI0 TT0-U3pa3eHo nopoOpenne Ha Mapkepure 3a aktuBHa HBV nndexus mo Bpeme
Ha WJIM clie] ieueHue B cpaBHeHne ¢ AB-729+Nrtl.

Hou J, E Gane, W Zhang, J Zhang, MF Yuen, TH Lim, R Balabanska, Q Xie, P Komolmit,
X Liang, W Zhang, X Zhou, Z Xue, M Triyatni, E Chen, Y Zhank, Q Bo-“Hepatitis B virus
antigen reduction effect of RO7049389 plus NUC with/without Peg-IFN in chronic
hepatitis B patients”. Journal of Hepatology, 2022, v. 77 n. S1, p. S299, ISSN 0168-8278,
IF 25.7, SJR 7.398, Web of science, Scopus

Abstract: RO7049389 is a Class I HBV core protein allosteric modulator. In addition to
potent suppression of HBV replication, in mouse model studies, RO7049389 also induced
HBsAg and HBeAg reduction alongside transient and controlled immune responses. Here
we report on HBV antigens reduction with RO7049389+NUC =+ Peg-IFN in chronic
hepatitis B patients (NCT02952924). Method: NUC-suppressed patients received
RO7043989+NUC (Cohort A, n = 32); treatment-naive patients received RO7049389
+NUC without (Cohort B, n = 10) or with (Cohort C, n = 30) Peg-IFNalpha for 48 weeks.
At Week 48, all patients except those who met NUC stopping criteria (HBV DNA 1
logl0IU/m]l HBsAg decline. Larger mean HBsAg declines were observed in patients with
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baseline HBsAg >4 log10IU/ ml. Genotype C patients (n = 11) achieved the largest mean
HBsAg decline (1.7 log1 0IU/ml at Week 48) compared to other genotypes.

Conclusion: RO7049389 did not induce obvious HBV antigen reduction in NUC-
suppressed patients. RO7049389+Peg-IFN+NUC led to larger HBsAg declines, especially
in difficult-to-treat Genotype C patients. HBeAg positivity and high HBsAg baseline levels
seemed to positively modulate the ability of RO7049389+Peg-IFN+NUC to reduce
HBsAg. Positive correlation between graded TEAFs and categorical maximal HBsAg
declines may be consistent with the concept of a “good” ALT flare during RO7049389 +
Peg-IFN treatment.

Pe3rome: RO7049389 e anocrepuyeH MoayaaTop Ha OoCHOBHUsA npoTernH Ha HBV ot knac
[. B nomeinHeHne KbM MOIIHOTO IOTHUCKaHE Ha perumkanusata Ha HBV, B npoyuBanus ¢
muiu mojen, RO7049389 cwino Taka nuaynupa nHamansisane Ha HBsAg u HBeAg, napen
C MIPEXOAHH U KOHTPOJIMPAHU UMYHHHU OTroBOpU. TyK AoKiIaaBame 3a HamansBane Ha HBV
anturenute ¢ RO7049389+NUC + Peg-IFN npu nanueHTd ¢ XpoHUYEH XxenatuT B
(NCT02952924). Meton: [1antuentu, Ha neuenue ¢ NUC, ca monmyunsiu RO7043989+NUC
(Koxopra A, n = 32); nenexkyBanu nauueHtu ca noixyduwan RO7049389 +NUC 6e3
(Koxopra B, n = 10) niu ¢ (Koxopra C, n = 30) Peg-IFN anda B nmpoxbmkenue Ha 48
cenmuiy. [lo-ronemu cpennu cnagoBe Ha HBsAg ca HabmiomaBaHM NpH HAllMEHTH C
uzxozneH HBsAg >4 logl 01U/ml. [TanuenTure ¢ renorun C (n = 11) ca nocturHanu Hai-
rossim cpesie cniag Ha HBsAg (1,7 logl0IU/ml na 48-ma ceqmuia) B cpaBHEHUE € APYTU
reHotunose. 3akiaoueHue: RO7049389 He e unaynupan oueBuHO HamanssBane Ha HBV
anTureHa npu nanueHTH Ha tepanus ¢ NUC. RO7049389+Peg-IFN+NUC ca nosenu 1o
no-rojemMu crnaaoBe Ha HBsAg, ocoGeHo mpu TpyaHO JedyuMH nanueHTH ¢ reHotun C.
HBeAg no3uTtuBHOCTTa ¥ BUCOKHUTE M3XOMHHU HUBA HAa HBs Ag u3mexaa ca Momyaupaiu
nonokuteHo crnocoOHoctta Ha RO7049389+Peg-IFN+NUC na namansBa HBsAg.
[TonoxwurenHa e kopenauuara Mmexxay rpaayupanure TEAF u kareropuunust MakcumanieH
HBsAg. TlonmwxkeHusra MOXe Ja ca B CHOTBETCTBHE C KOHIIENIIUATA 3a ,,JOOpPO*

nosrumasane Ha ALT no Bpeme Ha nedenne ¢ RO7049389 + Peg-IFN.

Francque, SM; Bedossa,Ratziu V; Anstee Q; Bugianesi E;Sanyal A; Loomba R.;Harrison
S, Balabanska R; Mateva L; Lanthier N; Alkhouri N; Moreno C, Schattenberg J;
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Stefanova-Petrova D;Vonghia L; Rouzier R;Guillaume M;Hodge A;Romero-Gomez M;
Huot-Marchand P; Baudin M; Richard M;Abitbol L; Broqua P; Junien J; Abdelmalek M.
A Randomized, Controlled Trial of the Pan-PPAR Agonist Lanifibranor in NASH”, New
England Journal of Medicine, Oct 2021, 385 (17), 1547-1558, ISSN 0028-4793, [F' 17.298,
SJR 5.235, Web of science, Scopus

Abstract:Management of nonalcoholic steatohepatitis (NASH) is an unmet clinical need.
Lanifibranor is a pan-PPAR (peroxisome proliferator-activated receptor) agonist that
modulates key metabolic, inflammatory, and fibrogenic pathways in the pathogenesis of
NASH. In this phase 2b, double-blind, randomized, placebo-controlled trial, patients with
noncirrhotic, highly active NASH were randomly assigned in a 1:1:1 ratio to receive 1200
mg or 800 mg of lanifibranor or placebo once daily for 24 weeks. A total of 247 patients
underwent randomization, of whom 103 (42%) had type 2 diabetes mellitus and 188 (76%)
had significant (moderate) or advanced fibrosis. The percentage of patients who had a
decrease of at least 2 points in the SAF-A score without worsening of fibrosis was
significantly higher among those who received the 1200-mg dose, but not among those
who received the 800-mg dose, of lanifibranor than among those who received placebo
(1200-mg dose vs. placebo, 55% vs. 33%, P=0.007; 800-mg dose vs. placebo, 48% vs.
33%, P=0.07). The results favored both the 1200-mg and 800-mg doses of lanifibranor over
placebo for resolution of NASH without worsening of fibrosis (49% and 39%, respectively,
vs. 22%), improvement in fibrosis stage of at least 1 without worsening of NASH (48%
and 34%, respectively, vs. 29%), and resolution of NASH plus improvement in fibrosis
stage of at least 1 (35% and 25%, respectively, vs. 9%). In this phase 2b trial involving
patients with active NASH, the percentage of patients who had a decrease of at least 2
points in the SAF-A score without worsening of fibrosis was significantly higher with the
1200-mg dose of lanifibranor than with placebo. These findings support further assessment
of lanifibranor in phase 3 trials.

Pe3iome: Jleuennero Ha HeankoxomHus crearoxenatut (NASH) e HesamoBosieHa
MenuiHcka Hyxkna. Jlanudubpanop e mnan-PPAR (mepoxcuszomen mnponudeparop-
aKTHBHPAH PELENTOp) arOHUCT, KONTO MOIYIUpPa KIIOYOBU META0OIUTHH, Bb3MATUTEITHH
u pubporennu mprua B naroreHe3ara Ha NASH. B ToBa 1BoiHOCIIATIO, paHAOMHU3HPAHO,

Ia11e00-KOHTPOIUPAHO MpoyuBaHe (aza 2b, mMarMeHTH ¢ HEMUPOTUYEH, BUCOKO aKTUBEH
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NASH ca 6unu pasnpeneneHu Ha ciiydaeH NMPUHIUI B choTHOIIEHUE 1:1:1 nma momydyaBar
1200 mg nau 800 mg marududpaHop wiM 11aned0 BeAHBK JHEBHO B IPObJDKEHNE Ha 24
cenvunu. O6mio 247 nanueHT ca Ounu panaoMusupanu, ot kouto 103 (42%) ca umanu
3axapeH nuabet tum 2, a 188 (76%) ca umanu 3HaunTenHa (yMepeHa) WM HampeaHasa
¢ubpo3za. [IponieHTHT Ha MAITUEHTUTE, KOUTO Ca HMAJIM HaMaJICHHUE OT MoHe 2 Touku B SAF-
A ckanara 6e3 BiomaBane Ha (puOpo3ara, € 3HaUUTEITHO MO-BUCOK Cpel TE€3H, KOUTO ca
nonyursia go3a ot 1200 mg, HO HEe U cpel Te3u, KOUTO ca nmoixydwid jao3a or 800 mg
naHn(GuOpPaHOp, OTKOJIKOTO Cpell Te3W, KOMTO ca MONydwmiH Tuianedo (mo3a or 1200 mg
copsamo 1ianedo, 55% copsamo 33%, P=0,007; no3za ot 800 mg copsimo manebo, 48%
cupsmo 33%, P=0,07). Pesynrarure ca B mon3a kakto Ha no3ute oT 1200 mg, Taka u Ha
800 mg marndudpaHop B CpaBHEHHUE C TUIAIIC0O0 110 OTHOIIIEHUE Ha pa3pemaBane Ha NASH
0e3 Bromasane Ha ¢uodposara (crorBeTHO 49% U 39% cupsimo 22%), momoOpeHne BHB
¢aza Ha pubdpo3a c nmone 1 6e3 Bnomasane Ha NASH (cvotBeTHO 48% 1 34% cripsimo 29%)
u paspemasane Ha NASH muttoc nogo6penue BsB (paza Ha (pudpoza ¢ nmoHe 1 (chOTBETHO
35% u 25% cropsimo 9%). B ToBa mpoyuBane (aza 2b, BKIFOYBAIIO MMAIIMCHTH C aKTUBEH
NASH, nporeHThT Ha TAIUEHTUTE, KOUTO Ca UMaJId HaMaJjieHue OT ToHe 2 Touku B SAF-
A pe3ynrara 6e3 BrnomaBaHe Ha puOpo3ara, € OMI 3HAYUTETHO TO-BUCOK IMPH J03aTa OT
1200 mg nanudubpaHop, OTKOIKOTO mpu miarnedo. Te3um OTKpUTHA TOAKPENST TMO-

HaTaTbIIIHA OIICHKA Ha JaHupuOpaHop B poyuBanus ¢aza 3.

Newsome, PN; Buchholtz, K;Cusi K, Linder M; Okanoue T; Ratziu V;Sanyal A; Sejling
A; Harrison, SA for the NN9931-4296 investigators. A Placebo-Controlled Trial of
Subcutaneous Semaglutide in Nonalcoholic Steatohepatitis” New England Journal of
Medicine, Mar 2021, 384 (12), 1113-1124, ISSN 0028-4793, IF 176.082, SJR 24.907, Web
of science, Scopus

Abstract: Nonalcoholic steatohepatitis (NASH) is a common disease that is associated
with increased morbidity and mortality, but treatment options are limited. We conducted a
72-week, double-blind phase 2 trial involving patients with biopsyconfirmed NASH and
liver fibrosis of stage F1, F2, or F3. In total, 320 patients (of whom 230 had stage F2 or F3
fibrosis) were randomly assigned to receive semaglutide at a dose of 0.1 mg (80 patients),

0.2 mg (78 patients), or 0.4 mg (82 patients) or to receive placebo (80 patients). The
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percentage of patients in whom NASH resolution was achieved with no worsening of
fibrosis was 40% in the 0.1-mg group, 36% in the 0.2-mg group, 59% in the 0.4-mg group,
and 17% in the placebo group. This phase 2 trial involving patients with NASH showed
that treatment with semaglutide resulted in a significantly higher percentage of patients
with NASH resolution than placebo. However, the trial did not show a significant between-
group difference in the percentage of patients with an improvement in fibrosis stage.

Pe3tome: Heankoxomuusat crearoxenatuT (HACX) e yecto cpemano 3abolsiBaHe,
CBBP3aHO C TMOBHUIIEHA 3200JIEBAEMOCT M CMBPTHOCT, HO BB3MO)KHOCTHUTE 32 JICUCHUE Ca
orpanuueHu. [IpoBegoxme 72-ceMHYHO, ABOHHOCISNO MpoyuBaHe (asza 2, BKIHOYBAIIO
ManueHTH ¢ noTBbpAeH upe3 ouoncuss HACX u uepHoapobna ¢pubposa B craauii F1, F2
wm F3. O6mo 320 manmentu (ot xouro 230 ¢ ¢ubposa B crammit F2 nimm F3) Gsxa
pasmpeneneHy Ha CiIy4yaeH MPUHIMII J1a noixydyaBar cemartytun B go3za 0,1 mg (80
nanueHTH), 0,2 mg (78 nanuentn) wim 0,4 mg (82 manueHTH) WK Ja Mojiydasar rianedo
(80 manmenTn). IIpoNEHTHT Ha MAIMEHTUTE, MIPH KOMTO € MOCTUTHATO pa3pelllaBaHe Ha
HACX 6e3 Bromasane Ha ¢pudposara, € 40% B rpynara c 0,1 mg, 36% B rpynara c 0,2 mg,
59% B rpymara c 0,4 mg u 17% B rpynara c miame6o. ToBa a3za 2 mpoy4uBaHe, BKIIOYBAIIO
nanueHTH ¢ NASH, mokasa, ye 1e4eHneTo ChC CEManTyTH I BOJIH 10 3HAYUTEITHO MO-BUCOK
MPOLIEHT MarueHTH ¢ pasperraBane Ha NASH B cpaBHenue ¢ mnarne6o. [IpoyuBanero obaue
HE IT0Ka3a 3HAUYMTEITHA Pa3]InKa MEKTy TPYITUTE B IPOIIEHTA HA MAIIMEHTUTE C TOT00peHNE

B cTaaus Ha (pubpo3sa.

Balabanska, R; Yuen, MF; Cottreel E.;Chen E.;Duan D.;Jiang Q.;Patil A.;Triatny
M.;Upmanyu R.;Zhu Y.;Canducci F.;Gane E. Targeting TLR7 with RO7020531: Phase 1
study of the safety, PK, PD and antiviral activity in patients with chronic hepatitis B not
receiving antiviral therapy®, Hepatology, Dec 2021, 74 (6), 1399A-1399A, ISSN 0270-
9139, pestome om kounepec, IF 17.298, SJR 5.235, Web of science, Scopus

Abstract: Stimulation of toll-like receptors (TLRs) activates innate and adaptive immune
responses, potentially allowing functional cure of Chronic Hepatitis B (CHB) in
combination therapy. RO7020531 is a double prodrug of a TLR7 agonist, RO7011785, and
was previously demonstrated to be safe and acceptably tolerated in healthy volunteers and

virally suppressed CHB patients up to 170mg every other day (QOD). Safety,
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pharmacokinetics (PK), pharmacodynamics (PD) and antiviral activity of RO7020531
were assessed in CHB patients not receiving antiviral treatment.

Conclusion: RO7020531 was safe and acceptably tolerated in naive CHB patients and
stimulated TLR7 activation, resulting in robust antiviral responses. It is currently under
further investigation in the phase 2 PIRANGA platform trial of combination therapy to
achieve functional cure in HBV.

Pestome: Crumynupanero Ha Toll-momobum peuentopu (TLR) aktuBupa BpomeHH H
aJanTHBHA WMYHHH OTTOBOPH, KOETO TOTEHIHMAIHO IO3BOJSBA (PYHKIIMOHAIHO
usnexkyBaHe Ha xponuyeH xenarut B (CHB) B xombOunupana tepanusi. RO7020531 e
nBorHO mpojiekapcTBo Ha TLR7 aronuct, RO7011785, u npeau ToBa € J0Ka3aHO, 4ye €
0e30maceH 1 MPUEMITUBO TIOHOCHM IIPH 371paBu AoopoBouy 1 nanuentu ¢ CHB ¢ BupycHa
cympecust 10 170 mg mpe3 nmen (QOD). besomacHocrra, dapmakokuHeTnkara (PK),
dapmakonunamukara (PD) u antuBupycnara aktuBHocT Ha RO7020531 ca oueHenu npu
nanuenty ¢ CHB, xouTo He nony4aBar aHTUBUPYCHO jeueHue. 3aknouenue: RO7020531
e Oe3omaceH W MPUEMIIMBO MOHOCHM IpH HenekyBaHu nanueHtu ¢ CHB u crumynupa
aktuBupanero Ha TLR7, koeTo Boau 10 CUJIIHM aHTUBUPYCHH OTroBOpH. B MomeHTa € B
IpoIleC Ha JONMBJIHUTENHO MpoyuBaHe BbB ¢aza 2 Ha miarpopmara PIRANGA 3a

KOMOMHUpaHa Tepanus 3a MOCTUraHe Ha (GyHKIIMOHAIHO u3JieKyBaHe Ha HBV.

Geretti A; Gane E.;Lacombe K.;Balabanska R; Attley G;Teixeira P;Luangsay S; Triyantni
M; Lu S.;Lin S; Yuen, MF. Liver-directed targeting of PD-L1 with RO7191863, a locked
nucleic acid, in chronic hepatitis B: first report of phase 1 tolerability, pharmacokinetics,
and pharmacodynamics”, Hepatology, Dec 2021, 74 (6), 1409A-1410A, ISSN 0270-9139,
pestome om konepec, IF 17.298, SJR 5.235, Web of science, Scopus

Abstract: Targeting the PD-L1/PD-1 pathway is an emerging approach in curative
strategies for chronic hepatitis B (CHB), to date explored using monoclonal antibodies.
RO7191863 is a liver-directed N-acetylgalactosamine (GalNac)-conjugated single
stranded oligonucleotide that induces RNAseH-mediated degradation of PD-L1 mRNA.
Pre-clinical proof of concept studies showed target engagement, intra-hepatic expansion of
primarily CD4, CD8, NK and antigen presenting cells, and induction of dose-dependent
antiviral responses. This first study with RO7191863 in patients with CHB was designed to
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assess the safety, tolerability, pharmacokinetics (PK) and pharmacodynamics (PD) of
different doses and regimens. Conclusion: These initial safety and efficacy data indicate
the feasibility of targeting the PD-L1/PD1 pathway by liver directed suppression of PD-L1
mRNA expression, and support continued development of RO7191863 in combination
with other new molecular entities towards a functional cure of chronic HBV infection.

Pe3tome: HacouBanero kbM PD-L1/PD-1 mbTs € HOB moaxoj B JIeYeOHUTE CTPATETUH 32
xponuueH xenarut B (CHB), kato 10 MomMeHTa € u3cieBaH ¢ MOMOIITa Ha MOHOKJIOHATHU
aatutena. RO7191863 e yepnompoOHO HacoueH N-amerwiranakro3amuH (GalNac)-
KOHIOTHpaH €IHOBEPUKEH OJHMIOHYKJICOTHA, Kkoito unaynupa RNAseH-menuupano
pasrpaxaane Ha PD-L1  mRNA. IlpenknuHuyHu  OpoydyBaHMsl — MOKa3Bar
BbTpeuepHoapoOHo mokayBane Ha CD4, CDS, NK u aHTUTeH-TIpe/CTaBsIIU KIETKA U
UHIYLUUpaHe Ha J0303aBUCHUMU aHTUBHPYCHHU OTroBopu. ToBa I'bpBO IPOyYBaHE C
R07191863 npu mamuentu ¢ CHB e pa3paboreHo, 3a Ja ce oneHH 0e30macHOCTTa,
nmoHocuMocTtTa, (hapmakokunerukara (PK) u papmakogunamukara (PD) Ha paznuyHu 103u
U pexxuMu. 3akinroueHue: [IppBoHavanHuTe 1aHHU 32 0€3011aCHOCT U €(PUKACHOCT ITOKa3BaT
nosioxkutesieH pesyartar or PD-L1/PD1 nwets upe3 notuckane Ha ekcripecusita Ha PD-L1
mRNA B yepHHs Ipo0 U MOAKPENAT Npoab/bKaBaIloTo paspaborsane Ha RO7191863 B
KOMOWHAIMS C JPYrd HOBH MOJCKYJISPHM €AMHHUIM 3a (YHKIMOHAJTHO JIEYCeHHE Ha

xponnuHa HBV undekuus.

Francque, SM; Bedossa, P; Ratziu V;Anstee Q;Bugianesi E;Sanyal A; Loomba R;Harrison
S; Balabanska R; Mateva L;Lanthier N;Alkhouri N; Moreno C; Schattenberg J;
Stefanova-Petrova D; Vonghia L; Rouzier R; Guillaume M; Leroy V; Romero- Gomez M;
Hodge A; Huot-Marchand P; Sabin N; Baudin M; Abitbol JL; Broqua P; Junien JL;
Abdelmalek, MF. The PanPPAR agonist Lanifibranor induces both resolution of NASH
and regression of fibrosis after 24 weeks of treatment in non-cirrhotic NASH: results of the
NATIVE phase 2b trial”,Liver Meeting of the American-Association-for-the-Study-of-
Liver-Diseases (AASLD). Hepatology, Nov 2020, 72, 9A-11A, ISSN 0270-9139, pesrome
om Kouepec, IF 17.425, SJIR 5.488, Web of science, Scopus

Abstract: Peroxisome proliferator-activated receptors (PPAR) are nuclear receptors with

key regulatory functions in metabolism, inflammation and fibrogenesis. Lanifibranor is a
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well-balanced agonist of the 3 PPAR isotypes with a broader and superior efficacy over
single and dual PPAR agonists in various pre-clinical models. In this large Phase 2b trial
of patients with active NASH, lanifibranor, a panPPAR agonist, significantly improved key
histological endpoints as well as glycaemic control and lipid profile after only 24 weeks of
treatment. Most notably, lanifibranor also met the combined endpoint of resolution of
NASH and concomitant regression of fibrosis. The favourable safety profile further places
lanifibranor as a promising drug for NASH treatment.

Pe3ome: Ilepokcuzomuute mponmdeparop-akruBupanu penentopu (PPAR) ca sapenun
pelenTopu ¢ KIOYOBU peryJaropHu (GyHKIMM B MeTadojau3Ma, BB3MAJICHHETO U
¢ubporenesara. Jlanupudbpanop e qoOpe Oanmancupan aronuct Ha 3-te PPAR u3oruna c
MO-IUPOKa W TPEBB3XOAHA €(PUKACHOCT B CpaBHEHHE C eAMHWMYHM U JBOMHU PPAR
arOHMCTH B Pa3IMYHH MPEIKIMHUYHA Mojenu. B ToBa romsimo mpoyuBane dasa 2b mpu
nanueHTH ¢ aktuBeH NASH, nanudubpanop, panPPAR aronucrt, 3HauntenHo nogodpu
KJIFOYOBUTE XUCTOJIOTMYHU KpallHM TOYKH, KAKTO U TTUKEMUYHHSI KOHTPOJI M JIUIIUTHUS
npodui camo ciex 24 cenMuiy Jedenne. Haii-BaxxHoTO e, ue TaHu(puOpaHop MOCTUTHA U
KOMOMHUpaHaTa KpaifHa Touka 3a paspemaBaHe Ha NASH u cbnbpTcTBaIia perpecus Ha
¢ubpozara. bnaronpuartHuar mnpodun Ha Oe30MaCHOCT AOMBIHUTEIHO TOCTaBs

naHupubpaHop Kato oleraBallo JekapcTBo 3a jeueHue Ha NASH.

Francque, SM; Bedossa, P; Ratziu V; Anstee Q; Bugianesi E; Sanyal A; Loomba R;
Harrison S; Balabanska R; Mateva L; Lanthier N. Selection based on SAF activity score,
not NASH CRN NAFLD Activity score, leads to selection of a patient cohort with more
severe NASH with more advanced fibrosis: experience from the NATIVE Phase 2b study
of the PanPPAR agonist Lanifibranor. Liver Meeting of the American-Association-for-the-
Study-of-Liver-Diseases (AASLD) Hepatology, Nov 2020, 72, 1033-1035, ISSN 0270-
9139, pestome om xonepec, IF 17.425, SJR 5.488, Web of science, Scopus

Abstract: NAFLD Activity Score (NAS) by NASH CRN is most frequently used to
describe steatohepatitis severity but combines steatosis and activity. SAF scoring
separately reports steatosis and activity, gives equal weight to ballooning and lobular
inflammation and defines ballooning based on cell size, thereby potentially more

accurately and reproducibly scoring activity. By using SAF A>3 as inclusion criterion
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rather than NAS>4, NATIVE selected a higher percentage of patients with severely active
steatohepatitis associated with advanced fibrosis (although no a priori minimum fibrosis
criterion was set). These results support the concept of deleting steatosis from a score of
NASH activity in order to select the more severe patients for pharmacological treatment.
Pe3rome: Cxanara 3a aktuBHOCT HAa NAFLD (NAS) ot NASH CRN ce u3mosn3Ba Hali-4ecTo
3a OIMCAaHUE Ha TE)KECTTA Ha CTEAaTOXENaTuTa, HO KOMOMHHUpA cTearo3a U akTUBHOCT. SAF
OLIEHKAaTa OTYMTA CTEaT03a M aKTUBHOCT OT/IEIHO, J]aBa €IHAKBA TEXKECT Ha OATOHHPAHETO
U JIOOYIapHOTO BB3MAJCHHE W ONpenens OaJloOHMpaHETO Bb3 OCHOBA Ha pa3Mmepa Ha
KJIETKUATE, KAaTo M0 TO3M HAYMH MOTEHIMAJIHO MO-TOYHO M BB3MPOU3BOANMO OICHSBA
akTuBHOCTTa. Upe3 mimon3Bane Ha SAF A>3 karo KpuTepuil 3a BKIIOYBAHE, BMECTO
NAS>4, NATIVE mnon6upa mo-rojsiMm TpPOIEHT MAMCHTH C W3pa3eHa aKTUBHOCT Ha
crearoxenaruTa W HampeaHaia ¢guOpoza. Te3w pesynTaTd MOIKPENSIT KOHIEHIHATA 3a
M3BAX/AaHE Ha cTearo3ara OT OleHKara 3a akThBHOcT Ha NASH, 3a nma ce orcsBar 3a
(hapMaKoJIOTUYHO JEUeHHUE Te3H C HO-HampeaHana 0onecT.

Yuen, MF; Balabanska, R; Agarwal K;Zhu Y; Grippa J; Jin Y; Jiang Q; Triyanti M;
Upmanyu R; Glavini K; Racek T; Gane E., Safety, Pharmacokinetic, Pharmacodynamic
and viral data after 6-weeks of dosing with TLR7 agonist RO7020531 in chronic hepatitis
B patients Annual Meeting of the American-Association-for-the-Study-of-Liver-Diseases
(AASLD) / Liver Meeting. Hepatology, Oct 2019, 70, 431A-432A, ISSN 0270-9139,
pestome om kouepec, IF 14.679, SJR 5.377, Web of science, Scopus

Abstract: RO7020531 is a double prodrug of the active toll-like receptor 7 (TLR7) agonist
RO7011785 in clinical development for a curative regimen against chronic hepatitis B
(CHB). We present the interim data from 3 CHB patient cohorts on safety, tolerability,
pharmacokinetics (PK), pharmacodynamics (PD) and HBsAg dynamics.

Conclusion: RO7020531 was safe and acceptably tolerated in 6-week QOD dosing in CHB
patients, with predictable PK and solid evidence of immune activation across all patients.
Conclusions on HBSAg dynamics could not be made due to the short treatment duration.
RO7020531 is currently being tested in not-treated CHB patients. Its clinical benefit in

promoting functional cure will be evaluated in combination studies of longer duration.
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20. Gane, EJ; Agarwal, K; Balabanska R; Zhu Y; Gao L; Grippo J;Jin Y; Triyantni M; Folitar
I; Upmanyu R; Glavini K; Coakley E; Racek T; Yuen, MF. TLR7 Agonist RO7020531
Triggers Immune Activation after Multiple Doses in Chronic Hepatitis B Patients. 68th
Annual Meeting of the American-Association-for-the-Study-of-Liver-Diseases (AASLD)
/ Liver Meeting. Hepatology, Dec 2018, 68 (6), 1468A-1469A, ISSN 0270-9139, pestome
om xouepec, IF 14.971, SJR 5.096, Web of science, Scopus
Abstract: RO7020531 is a double prodrug of the active toll-like receptor 7 (TLR7) agonist
RO7011785 and is in clinical development as a component of a curative treatment regimen
against chronic hepatitis B (CHB). RO7020531 previously demonstrated activation of
TLR7 signaling in healthy volunteers when given as single ascending doses (SAD) and
multiple ascending doses (MAD). These new data from this study demonstrate the safety,
tolerability, pharmacokinetics (PK) and pharmacodynamics (PD) in virologically
suppressed CHB patients. This first cohort of 10 virologically suppressed CHB patients
received 150 mg RO7020531/placebo every other day (QOD) for 6 weeks and were
followed up for 6 weeks after the last dose. Safety, tolerability and PK were assessed.
RO7020531 was safe and had acceptable tolerability in 6-week QOD dosing in CHB
patients, with evidence of immune activation across all patients. Based on these
encouraging data, further CHB patient cohorts are being enrolled to define the optimal
dose, which can be used in future studies in combination with other HBV therapies towards
a CHB cure regimen.

Pesrome: RO7020531 e naBoiiHO mposnekapcTBO Ha akTHBHHMS aroHuct Ha Toll-like
peuentop 7 (TLR7) RO7011785 u e B KIMHMYHO pa3paboTBaHE KAaTO KOMIIOHEHT Ha
neuebeH pexuM cpenry xponmueH xenmarut B (CHB). RO7020531 mnpeam ToBa
neMoHcTpHupa akTuBupane Ha TLR7 curnanuzanusita npu 31paBu J0OPOBOIILIHU, KOTaTo ce
IpuJiara Karo €IMHUYHYU NokayBaiy ce 1034 (SAD) u MHOTOKpaTHU MOKayBally Ce 03U
(MAD). Te3u HOBM JaHHM OT TOBa NPOy4YBaHE JACMOHCTpUpAT OE€30IaCHOCTTA,
noHocumocTTa, ¢apmakokuHetukara (PK) wu  ¢apmakogunamukara (PD) mnpu
BUPYCOJIOTUYHO cynpecupann mnanueHtd ¢ CHB. Tasu mwpBa koxopra ot 10
BHUpYcOJIOTHYHO cynpecupanu nanueHTy ¢ CHB nomyudasa 150 mg RO702053 1/miane60o
npe3 aeH (QOD) B npoabibkeHne Ha 6 CEIMUIIU U € TIPOCIIesIBaHa B IPOABIKEHUE Ha 6

ceaMunu CJacHa ImocjacaHara ag03a. OI_ICHCHI/I ca 6630HaCHOCTTa, nonocumoctra u PK.
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R0O7020531 e 6e30onaceH 1 uMa pueMIIMBa MOHOCUMOCT Tipu 6-cenmuuno QOD no3upane
npu nanuentu ¢ CHB, ¢ nokasarencrsa 3a UMyHHa aKTUBALlUs MPU BCUYKU NAllUeHTU. Bb3
OCHOBA Ha T€3HM O0HAJESKJABAIIM JaHHU CE BKIIOYBAT JIOMBIHUTEIHA KOXOPTH NAllMEHTH
¢ xponnueH xenarut B (CHB), 3a na ce onpeznenu ontumainHara 103a, KOSITO MOXE Jia ce
U3MOoN3Ba B ObJiemM Mpoy4yBaHUs B komOuHanus ¢ apyru HBV Tepanuu 3a pexum Ha
neuenne Ha CHB.

Pan, C; Izumi, N;Angus P; Duseja E; Nurmukhametova E; Balabanska R; Nguyen T;
Yang J; Lin L; Gaggar A; Flaherty F; Subramanian M; Ryder S; Chuang W-L; Marcellin P.
Use of noninvasive biomarkers to assess fibrosis regression in cirrhotic patients during
nucleos(t)ide therapy. International Liver Congress (ILC). Journal of Hepatology, Apr
2018, 68, S501-S501, ISSN 0168-8278, peztome om kouepec, IF 18.946, SIR 6.274, Web
of science, Scopus

Abstract: The aim of this study is to evaluate commonly used and novel serum biomarkers
as a tool in monitoring regression of fibrosis in CHB patients with advanced fibrosis on
NUC therapy. 118 patients had FibroTest score >0.75 at baseline. Improvement observed
with FibroTest, FIB-4, and APRI during the first 48 weeks of initial therapy may over
estimate improvement of fibrosis and instead show the impact of liver inflammation.
Assessment of these biomarkers compared to ELF and Pro-C3 will be presented.
Pe3rome: Llenta Ha ToBa mpoyuBaHE € Jja C€ OLIEHAT YECTO H3IMOJ3BaHUTE M HOBUTE
CEepyMHH OMOMapKepH 3a OlleHKa Ha perpecusita Ha ¢pudpo3aTa MpH MalrueHTH ¢ XPOHUUYEH
xenatut B u Hanpennana ¢guodposa, kouto ca Ha crabuinHa NUC tepanus. 118 manuenTn
ca umamu FibroTest pesynrar >0,75 B Hawasmoto Ha wusciensaHero. [lomobpenuerto,
HabmonaBano ¢ FibroTest, FIB-4 u APRI npe3 mbpBute 48 cenMuiy oT HavajgHara
Tepanus, MOXKe Ja HaJAIeHH MomoOpeHueTo Ha (udpo3ara U BMECTO TOBa Ja TMOKAXKE
BB3/ICHCTBHETO HAa 4YepHOAPOOHOTO Bh3MaNeHWe. [IpencTaBeHa € OICGHKa Ha TE3U

6uomapkepu B cpaBHeHue ¢ ELF u Pro-C3.
Flaherty, J; Kim, K; Jackson A, Myers R, Subramanian M, Agarwal K, Kin Kong M, Lee

KS, Balabanska R, Ma M, Pan C, Abdurakhmanov D, Bae H. Predictors of HBeAg loss

in HBeAg-positive patients with chronic hepatitis B during treatment with tenofovir
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alafenamide or tenofovir disoproxil fumarate. HIV Medicine, Apr 2017, 18, 42-43, ISSN
1464-2662, peztome om kouepec, IF 2.932, SJR 1.394, Web of science, Scopus

Poster 90 Abstract: Elevated pre-treatment serum alanine aminotransferase (ALT) and
active histologic disease have been associated with HBeAg loss during oral antiviral
therapy for chronic hepatitis B (CHB). Our objective was to evaluate factors associated
with HBeAg loss during treatment with tenofovir alafenamide (TAF) or tenofovir
disoproxil fumarate (TDF). Methods: The study included adults with HBeAg-positive CHB
enrolled in a Phase 3 trial (Study GS-US-320-0110) comparing TAF 25 mg QD vs. TDF
300 mg QD. Results: Among 850 included patients, the median age was 36 yrs, 82% were
Asian, and median baseline (BL) ALT and HBV DNA were 86 U/L (IQR 60-139) and 8.0
log10 IU/mL (IQR 7.0-8.6), respectively. 112 patients (13.2%) lost HBeAg and 81 patients
(9.5%) had HBeAg seroconversion at Week 48. HBeAg loss was similar between the TAF
and TDF treatment groups (13.8% vs. 11.9%; P = 0.519). Compared with subjects with
persistent HBeAg-positivity, those with HBeAg loss were older (median age, 35 vs. 40
yrs), and had higher median BL ALT (84 vs. 115 U/L), a higher prevalence of presumed
cirrhosis (Fibro- Test >0.75: 6.8% vs. 15.9%), and lower median BL serum HBV DNA (8.0
vs. 7.6 log10 IU/mL) (all P <0.005). Patients with HBeAg loss had greater median decline
in HBV DNA at Week 12 (4.6 vs. 4.3 logl10 IU/mL; P = 0.009), but not Week 48 (6.1 vs.
6.2 logl0 IU/mL; P=0.573). Conclusions: A minority of subjects treated with TAF or TDF
experience HBeAg loss with 48 weeks of treatment. Older age, higher BL serum ALT, and
lower HBV DNA are associated with higher rates of response.

Pe3rome: IloBumeHure cepyMHHM HUBa Ha ajaHMH aMmuHOTpaHcepaza (ALT) nmpenu
JICYSHUETO U IMOBHUIIIEHATA XUCTOJIOTUYHA aKTHBHOCT Ha XeTaTHTa ca CBbP3aHU ChC 3aryda
Ha HBeAg no Bpeme Ha nepopasHa aHTUBUpPYCHA Tepanus 3a XxpoHudeH xenarut B (CHB).
Hamara nien Oerie 1a orieHUM (akTopuTe, CBbp3aHu che 3arydoara Ha HBeAg no Bpeme Ha
neuyenue ¢ TeHoposup anapenamua (TAF) unu renodoup auzonpoxcun pymapar (TDF).
Meronu: IlpoyuBanero BkirouBa Bb3pacTHHM ¢ HBeAg-nmosutuen CHB, BxiroueHu B
npoyuBaHe ¢aza 3 (mpoyuBane GS-US-320-0110), cpasusBamo TAF 25 mg QD ¢ TDF 300
mg QD. 3arybara na HBeAg e Ouna cxonna mexay rpynute Ha jedeHue ¢ TAF u TDF
(13,8% capsmo 11,9%; P =0,519). 3akntouenus: Manka 4acT OT NalUEHTUTE, JIEKYBAaHU C

TAF wimmu TDF, nocturar u3zuucrBane Ha HBeAg cnen 48 cenmunu nedenue. Ilo-
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HanpeaHaiara Bb3pact, no-Bucokute cepymMHu BL ALT u mo-uuckute HBV JIHK ca

CBbP3aHM C I10-BUCOKHU HHMBA HAa OTTOBOP.

Pan, CQ; Kong M; Lee KS; Balabanska R; Flaherty J; Kim K; Myers R; Subramanian M;
Abdurakhmanov D; Ma M; Bae H; Agarwal K. Predictors of HBeAg loss in HBeAg-
positive patients with chronic hepatitis B during treatment with tenofovir alafenamide or
tenofovir disoproxil fumarate. 67th Annual Meeting of the American-Association-for-the-
Study-of-Liver-Diseases (AASLD, Hepatology, Oct 2016, 64, 931A-931A, ISSN 0270-
9139, pesiome om komnepec, IF 13.246, SJIR 5.229, Web of science, Scopus

Abstract: Elevated pre-treatment serum alanine aminotransferase (ALT) and active
histologic disease have been associated with HBeAg loss during oral antiviral therapy for
chronic hepatitis B (CHB). Our objective was to evaluate factors associated with HBeAg
loss during treatment with tenofovir alafenamide (TAF) or tenofovir disoproxil fumarate
(TDF). Conclusions: A minority of subjects treated with TAF or TDF experience HBeAg
loss with 48 weeks of treatment. Older age, higher BL serum ALT, and lower HBV DNA
are associated with higher rates of response.

Pestome: I[loBuiieHuTe cepyMHM HUBa Ha ajaHuH amuHoTpaHcdepaza (ALT) mpenu
JICYEHUETO M aKTUBHOTO XMCTOJIOTHYHO 3a00JIIBaHE ca CBbpP3aHu che 3aryoa Ha HBeAg no
BpeMe Ha IepopajiHa aHTUBUpPYCHA Tepanus 3a XxpoHndeH xenarut B (CHB). Hamara nen
Oerre 1a omeHUM (pakTopuTe, CBBP3aHM ChC 3aryoara Ha HBeAg mo Bpeme Ha jeueHue ¢
tenooBup amapenamun (TAF) wmm tenodoBup auzomnpokcun ¢ymapar (TDF).
3axitoueHus: Maska yact oT nanuenture, JekyBanu ¢ TAF niu TDF, uznutsar 3ary6a Ha
HBeAg crnen 48 cenmuuu nedenue. Ilo-HanpenHanara Bb3pacT, MO-BUCOKUTE CEPYMHHU
HUBa Ha ajlaHuH amMuHOTpaHcdepasa (BL) u no-uuckure Husa Ha HBV JIHK ca cBbp3anu
C MO-BHCOKH HHMBA Ha OTTOBOP.

Dignass, A; Stoynov, S; Dorofeyev A; Grigorieva G; Tomsova E; Altorjay I; Tuculanu D;
Bunganic I; Pokrotnieks J; Kupcinskas L; Dilger K; Greinwald R; Mueller, R on behalf of
the international Budenofalk Study Group. Once versus three times daily dosing of oral
budesonide for active Crohn's disease: A double-blind, double-dummy, randomised trial.
Journal of Crohns & Colitis, Sep 2014, 8 (9), 970-980, ISSN 1873-9946, IF 6.234, SJR
1.676, Web of science, Scopus.
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Abstract: Oral budesonide 9 mg/day represents first-line treatment of mild-to-moderately
active ileocolonic Crohn's disease. However, there is no precise recommendation for
budesonide dosing due to lack of comparative data. A once-daily (OD) 9 mg dose may
improve adherence and thereby efficacy.

Conclusions: Budesonide at the recommended dose of 9 mg/day can be administered OD
without impaired efficacy and safety compared to 3 mg TID dosing in mild-to-moderately
active Crohn's disease.

Pe3wome: [lepopanaust Oyne3ouu1 9 mg/ieH mpeAcTapisBa JICUCHUE OT IIbPBa JIMHUS TIPU
JICKO JI0 YMEPEHO aKTHWBHA HMIicokoindHa OosiecT Ha Crohn. Bbrnpeku ToBa, HIMa TOYHA
IperopbKa 3a J03upaHe Ha OyIe30HHT TOPaJIX JUIICA HA CPAaBHUTEIHH JaHHU. EqHOKpaTHa
JTHEBHA /1032 OT 9 mg MOKe Ja MoA00pH MPUABPIKAHETO KBbM JICYCHUETO U 10 TO3U HAUYWH
edukacHOCTTA. 3aKIIFOYCHUS: Byie30H11 B IperopbYnTesIHaTa 1032 OT 9 mg/aeH MoXke 1a
ce mpuiara BeIHBXK JHEBHO Oe3 HapylleHa e(pUKACHOCT M O€30IacHOCT B CPAaBHEHHE C

A03UPAHCTO OT 3 mg TpU IIbTH AHCBHO IIPH JICKO 10 YMEPCHO aKTUBHA 6onect Ha Crohn.

Vassilev, M; Balabanska, R; Andonova S; Bichev S; Tzvetanska A; Tzonev R; Yurukova
N; Vassileva J; Spassov L; Zlatkov V; Savov A. Regional prevalence of IL28B SNPS
1s8099917& rs12979860 in general population and in a cohort of chronic liver diseases
patients. 10 Joint Meeting of the International Cytokine Society (ICS). Cytokine, Sep
2012, 59 (3), 524-524, ISSN 1043-4666, pe3tome om xouepec, IF 2.518, SJR 1.179, Web of
science, Scopus

Abstract: The minor IL28b SNPs rs8099917& rs12979860 have been associated with
progression to chronic infection and failure of antiviral therapy in HCV patients.
Considerable variation in carriage frequencies has been reported in different ethnicities.
Our AIM was to study their allele frequency and genotype distribution in our ethnic specific
general population and in a cohort of chronic liver diseases patients. Conclusion. The
frequency of rs8099917 in healthy individuals in our region is similar to that of Italians
from Toscana. The prevalence of the minor/heterozygous genotype in HCV patients was
higher as compared to the reported for Spanish, Australian and Swiss populations. Minor

allele frequency was greater in the HCV therapy nonresponder patients. The rs12979860
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genotype frequency in patients with advanced chronic liver disease and liver transplant
recipients was similar to the recently reported for Ci/Ltx by Fabris in J.Hepatol.

Pe3rome: Munopuute IL28b SNPs rs8099917 u rs12979860 ca cBbp3anu ¢ mporpecus 10
XpOHUYHA MH(EKIHsS ¥ HEyCleX Ha aHTUBUpyCHaTa Tepanus npu nauueHtn ¢ HCV.
CroOmaBa ce 3a 3HAYMTEIHM BapHAllMM B YECTOTara Ha HOCHTEJICTBO NMPU Pa3IMYHHUTE
eTHocH. Hamrara men Geiire 1a mpoy4nM 4ecToTara Ha aJie)InTe UM U paslpeeIeHUEeTO Ha
TeHOTHUIIA B HAIlIaTa €ETHUYECKH crenr(uyHa o0Ia monyaays ¥ B KOXOpTa OT MalMeHTH C
XPOHUYHHU YepHOApoOHH 3a0o0iaBanus. 3akiatoueHue. Yecrorara Ha rs8099917 npu 3apaBu
WHJMBHUIM B HAIlMs PETHOH € MOJo0Ha Ha Ta3W MPU HUTAIMAHIM OT TOoCKaHa.
PasnpocTpaneHneTo Ha MUHOPHMSI/XETEPO3UTOTeH TeHOTH pu naruentd ¢ HCV e no-
BHCOKO B CPaBHEHHE C OTUETEHOTO 3a WMCHAHCKHUTE, aBCTPAIUICKUTE W INBEHIIAPCKUTE
nomyianuy. Yectorara Ha MUHOPHHUTE aJIeNH € MO-TOJIsIMA MPH MalueHTHTE, KOUTO HE ca
orroopuian Ha HCV tepanus. Yecrorara Ha reHorun rsl12979860 npu mauueHTH C
HaNpeJHAIO0 XPOHHYHO YEPHOAPOOHO 3a00NsiBAHE M PEIUIHMEHTH Ha YEepHOAPOOHA
TpaHCIUIAaHTAIUs € MoI00Ha Ha Hackopo otdereHara 3a Ci/Ltx ot Fabris B J.Hepatol.
Vassilev, M; Balabanska, R; Andonova S; Bichev S; Tzvetanska A; Tzonev R; Yurukova
N; Vassileva J; Spassov L; Zlatkov V; Savov, A. Regional prevalence of IL28B SNPS
RS8099917&RS12979860 in general population and in a cohort of chronic liver diseases
patients. 47th Annual Meeting of the European-Association-for-the-Study-of-the-Liver
(EASL). Journal of Hepatology, Apr 2012, 56, S67-S68, ISSN 0168-8278, pestome om
xouepec, IF 9.858, SJR 3.367, Web of science, Scopus

Abstract: The minor IL28b SNPs rs8099917&rs12979860 have been associated with
progression to chronic infection and failure of antiviral therapy in HCV patients.
Considerable variation in carriage frequencies has been reported in different ethnicities.
Our AIM was to study their allele frequency and genotype distribution in our ethnic specific
general population and in a cohort of chronic liver diseases patients. Rs8099917
genotyping was performed by PCR/SSCP analysis; rs12979860 by PCR/RFLP. A total of
255 subjects were studied. The frequency of rs8099917 in healthy individuals in our region
is similar to that of Italians from Toscana. The prevalence of the minor/heterozygous
genotype in HCV patients was higher as compared to the reported for Spanish, Australian

and Swiss populations. Minor allele frequency was greater in the HCV therapy non-
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responder patients. The rs12979860 genotype frequency in was similar to the recently
reported for Ci/Ltx by Fabris in J. Hepatol.

Pe3rome: Munopuute IL28b SNPs rs8099917 u rs12979860 ca cBbp3anu ¢ mporpecus 10
XpoHUYHAa WHQEKIUsS U HEyclleX Ha aHTHBUpyCHara Tepamnus npu manueHtd ¢ HCV.
CpoOmiaBa ce 3a 3HAYUTEIHU BapHallMM B YECTOTaTa Ha HOCUTEJICTBO MPU PA3IUYHHUTE
eTHocu. Harara nient Geitie Ja mpoy4uM 4ecToTaTa Ha ajelliuTe UM M pasnpeiesicHUeTO Ha
TeHOTHUIIA B HAIlIaTa €eTHUYECKH crenu(uyHa o01a Mmomyaays ¥ B KOXOpTa OT MallueHTH C
XPOHUYHHU YepHOApoOHH 3a0o0iaBanus. 3akiatoueHue. Yecrorara Ha rs8099917 npu 3apaBu
WHIVBUAM B HAIIUS PErMOH € MoaoOHa Ha Ta3u MpPU HUTaJHaHIM OT TOCKaHa.
PasnpocTpanenneTo Ha MUHOPHHSI/XETEPO3UTOTeH reHoTuMN npu nauueHtd ¢ HCV e no-
BHCOKO B CPaBHEHHE C OTUETEHOTO 3a WMCHAHCKHUTE, aBCTPAIUICKUTE W INBEHIIAPCKUTE
nomyianuy. Yectorara Ha MUHOPHHUTE aJIeNH € MO-TOJIsIMA MPH MalueHTHTE, KOUTO HE ca
orroopuian Ha HCV tepanus. Yecrorara Ha reHorun rsl12979860 npu mauueHTH C
HampeaHalI0 XPOHUYHO YEpHOAPOOHO 3aboyiiBaHEe M PEIUNHEHTH Ha YepHOIpPOOHA

TpaHCIUIAaHTAIUs € MoI00Ha Ha Hackopo otdereHara 3a Ci/Ltx ot Fabris B J.Hepatol.

Krastev, Z; Jelev, D; Ivanova A; Antonov K; Kosseva O; Kotzev I; Ivanova [; Balabanska,
R. Maintenance PEGInterferon Alfa-2A treatment reduces HBsAg level in genotype D
HBeAg- negative Interferon esponders (INTERIM results). 46th Annual Meeting of the
European-Association-for-the-Study-of-the-Liver (EASL). Journal of Hepatology, Mar
2011, 54, S292-S292, ISSN 0168-8278, pestome om konepec, IF 9.264, SJR 2.819, Web of
science, Scopus

Abstract: One-year treatment with peginterferon alfa-2a (Peg IFNG-2a) provides
sustained response (SR) in only 10% of genotype-D patents with HBeAg-negative CHB.
Extended 2-year therapy was shown to increase significantly both SR rate (29%) and
HBSAg-clearance in these difficult-to-treat patients. We evaluated the relapse rate and
serum HBSAg level during additional 96-week of maintenance cyclic treatment with Peg
IFNu-2a in endof-treatment responders to initial 48-week [FN-based therapy.
Conclusions: The proposed treatment approach was associated with consolidation of ETR

in 59% of patients as well as with significant and progressive decrease of serum HBSAg
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level, especially in sustained responders. Long-term cyclic treatment was safe and well
tolerated.

Pe3tome: Exnoroaumno nedenue ¢ neruarepdepon anda-2a (Peg IFNG-2a) ocurypsisa
yctoiuuB oTroBop (SR) camo nipu 10% ot nanuentute ¢ renotun D u HBeAg-nerarusen
CHB. Ilponpmxutennara 2-roguiiHa Tepamnus € oKaszajia 3Ha4uTeNHO MIOBHUILIABAHE KaKTO
Ha npoueHTa Ha SR (29%), Taka u Ha knupbHca Ha HBSAg npu Te3u TpynHu 3a nedyeHue
nanueHTH. OLeHuXMe 4ecToTara Ha peluauBuTe U cepyMHoTo HUBo Ha HBSAg 1o Bpeme
Ha JOIBJIHUTENIHHU 96-ceIMUYHU OAAbPKALM HMKINYHY JieueHus ¢ Peg IFN anda-2a npu
NAIMEeHTH, OTTOBOPWIM B Kpasi Ha JICYEHUETO Ha IIbpBOHAuYaiHaTa 48-ceMUYHa Tepanus,
6asupana Ha IFN. 3akmouenue: I[IpeyiokeHHAT IMOAXOA Ha JIGYEHUE € CBbP3aH C
koHconuaupane Ha ETR npu 59% ot nanuenTure, KakTo U ¢bC 3HAUUTEIHO U IPOIPECUBHO
HaMmaJsiBaHe Ha cepyMHOTO HUBO Ha HBsAg, ocob6eHo npu nanueHTu ¢ ycToiunuB OTroBOp.
JIbArOCPOYHOTO LIUKIMYHO JeYeHHe € 6e30MacHo U 100pe NOHOCUMO.

Long, WA; Younossi, Z; Lawitz E; Kotzev I; Takov D; Tchernev K; Rigney A; Ghalib R;
Stoinov S; Balabanska R; Mehra P; Krastev Z. Timing and frequency of depression during
HCV-treatment with Controlledrelease-IFNA2B (CR2B) VS. Pegylated-IFNA2B
(PEG2B): Results from SELECT-2, A randomized-open-label-72- week comparison in 116
treatment — naive patients with gynotype-1 HCV. 46th Annual Meeting of the European-
Association-for-the-Study-of-the-Liver (EASL). Journal of Hepatology, Mar 2011, 54,
S181-S182, ISSN 0168-8278, pesrome om rxounepec, IF 9.264, SJR 2.819, Web of science,
Scopus

Abstract:Depression is an important side-effect of HCV treatment that affects treatment
compliance. In this trial, we compared onset-times and rates of depression on CR2b versus
PEG2b using two methods: adverse event collection, versus patient self-reports using
Beck’s Depression Inventory (BDI). In a 72-week Phase 2b trial (SELECT-2), 116
treatment-naive G-1 chronic HCV patients were randomized and dosed q2weeks with
CR2b [Locteron®, Biolex Therapeutics, USA] or weekly with PEG2b [Peglntron®,
Merck, USA. All subjects received weight-based ribavirin (800— 1400 mg). Depression
was collected as an AE during weekly-clinic visits for 12 weeks, at monthly-clinic-visits

through 48 weeks, and at three-month intervals thereafter. BDI was completed by patients
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monthly for the first 12 weeks and every three months thereafter. The onset times and rates
of depression through 48 weeks were similar by both methods.

Conclusions: Depression was a common problem by Week 12 on PEG2b and on the highest
dose of CR2b (640 ug) whether measured by clinic visits or BDI self-report. The lower
rates of depression on 320ug and 480ug CR2b evident through Week 48 may offer an
important advance in the treatment of HCV.

Pe3ome: Jlenpecusita € BakeH cTpaHudeH edekT oT jedeHnero Ha HCV, xolTo Bimse
BBpPXY CIa3BaHETO Ha PEXMMa Ha JieueHHe. B ToBa mpoyuBaHe CpaBHHXME BPEMETO 3a
nosia u vecrorara Ha nenpecus npu CR2b cnpsmo PEG2b, u3non3saiiku 1Ba merona:
CbOMpaHe Ha HEXEJaHW ChOUTHS, CIIPSMO CaMOOIICHKATa Ha MAIUCHTUTE, U3MOJI3BANKH
nHBeHTapm3anusaTa 3a aenpecus Ha Beck (BDI). B 72-cenmuuno npoyuBane ¢asza 2b
(SELECT-2), 116 nenexyBanu nanueHtu ¢ xpoundeH HCV G-1 6sxa pangomMusupanu u
nonyyaBaxa CR2b [Locteron®, Biolex Therapeutics, CAILl] Ha Bceku 2 ceaMuiu Hiu
PEG2b [PegIntron®, Merck, CAILl] cenmuuno. Bcuuku yuyacTHMLIM MoJyyaBaxa
pubaBupun (800-1400 mg)cropen TenecHoro Terno. Jlempecusara Oerie omeHeHa Karo
HEe)XeJTaHa PEaKIHs 110 BpeMe Ha CEJIMUYHHM TTOCEIICHUS B KIIMHUKATa B MPOABIDKEHUE HA
12 ceqmuuM, IpyU MECEYHH IMOCEIIEHUs B KIMHUKaTa 10 48 ceqMHUIM U Ha TPUMECEUHU
uHTepBau cien ToBa. BDI Gemie nombjiBaH OT NAlIMEHTUTE €KEMECEUHO Mpe3 MbpBUTE 12
CeIIMUIIM U HA BCEKHM TPH MEcela Cliel ToBa. BpemeTo 3a mosiBa 1 4ecToTara Ha JeNpecus
10 48 ceamuIy Osixa CXOIHU U MPH JIBaTa MeToja. 3akitoueHust: Jlenpecusita € 6uia 4ecTo
cperad rpobnem a0 12-ta ceqmuna npu PEG2b u npu Hait-Bucokara no3a CR2b (640 pg),
HE3aBUCUMO Al € U3MEpeHa 4pe3 MOCELICHHs B KIIMHUKAaTa WK 4pe3 CaMOOIIEHKa OT
BDI. ITo-auckute HuBa Ha aenpecus npu 320 pug u 480 pg CR2b, nabmonasanu 10 48-ta

ceaMuIla, MOTaT Ja MpeasiokaTr Hacoka B ieueHneTo Ha HCV.

Long, WA; Takov, D; Tchernev K; Kotzev I; Rigney A; Krastev Z; Stoynov S; Balabanska
R; Lawitz E; Younossi Z; Ghalib R; Zuckerman E; Safadi R; Tur-Kaspa R; Assy N; Lurie
Y. Q2week controlled-release-Interferon Alpha2B + Ribavirin reduces Flu-like symptoms
> 50% and provides equivalent efficacy in comparison to weekly Pegylated-Interferon
Alpha 2B+Ribavirin in treatment-naive-Gynotype-1-chronic hepatitis-C : Results from

EMPOWER, A randomized-open-label-12-week-comparison in 133 patients. 45th Annual
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Meeting of the European-Association-for-the-Study-of-the-Liver. Journal of Hepatology,
2010, 52, S467-S467, ISSN 0168-8278, pestome om kouepec, IF 9.334, SIR 2.927, Web of
science, Scopus

Abstract: The aim of this study was to test the hypothesis that 480ug controlled-release-
interferon-alpha2b (CR2b) dosed q2weeks reduces flu-like symptoms (FluSxs) but retains
equal efficacy compared to pegylated interferon alpha2b (PEG2b) dosed weekly in
treatment-naive-genotype-1 (G1) chronic HCV patients treated with weight-based
ribavirin. In these 101 patients, q2week-480 ug-CR2b over 12 weeks provided (a) >50%
reduction in FluSxs that preceded the possible impact of the q2week dosing interval, and
(b) equivalent antiviral efficacy. Days missed from work may also be reduced.

Pe3tome: Llenta Ha ToBa mpoyuBaHe Oellie 1a ce TecTBa Xxunore3ara, ye 480 pg uarepdepon
anda2b c xonTponupano ocBoboxknaBane (CR2b), mosupan Ha Bceku 2 ceIMUIH,
HamansBa rpunonogoonure cumnromu (FluSxs), Ho 3ama3Ba chmara eduxacHocT B
cpaBHeHHE ¢ merwimmpan uHTepdpepon anda2b (PEG2b), mosupan cenMudHO mpH
HenekyBanu mnanueHTH ¢ xponudeH HCV renorun 1 (Gl), nekyBaHu c pubaBUpPHH,
no3upas cropea tenecHoro terio. Ilpu tesn 101 manumentu, 480 pg CR2b Ha Bceku 2
CeMUIM B MpOIbbKeHne Ha 12 ceqmuniu e ocurypuso (a) >50% namanenue Ha FluSxs,
KOETO € MPEIIeCTBAIO0 eBEHTYaTHOTO BH3CHCTBIE HA MHTEPBaja Ha JTO3MpaHe Ha BCEKH
2 cenmuid, U (0) eKBHMBaJICHTHAa aHTUBUPYCHa eduKacHOCT. J[HuUTEe, MpomycHaTH OT
paborta, chIl0 Morar j1a Ob/1aT HaMalleHH.

Lawitz E, Younossi Z, Mehra P, Rigney A, Krastev Z, Balabanska R et al, Early viral
response of controlled-release Interferon alpha 2b and Ribavirin vs.Pegylated-Interferon
alpha 2b and Ribavirin in treatment naive genotype 1 hepatitis C: 12 week results (Select -
2 trial), Journal of Hepatology, 2010, suppl.1,vol.52, ISSN 0168-8278, IF 9.334, SJR
2.927, Web of science, Scopus

Abstract: A microsphere-based controlled-release formulation of interferon alpha2b
(CR2b) designed to reduce dosing frequency and side effects is being investigated. The
aim of this study was to compare efficacy and safety of CR2b dosed q2weeks to pegylated
interferon alpha2b (PEG2b) dosed weekly in treatment-naive genotypel (Gl1) HCV
patients treated with weight-based ribavirin. Conclusions: CR2b dosed g2weeks provided

antiviral efficacy equivalent to weekly PEG2b. FluSxs were half as frequent on CR2b;
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modest neutropenia occurred more commonly on CR2b but the neutropenia did not
interfere with achievement of EVR.

Pe3rome: Mscrnensa ce dopmyna Ha unTepdepon anda2b (CR2b) ¢ koHTponmpaHo
OoCBOOOXIaBaHe Ha 0Oaszata Ha MUKpocdepu, MpeIHa3HaYeHA Ja HaMalld 4ecToTara Ha
no3upane W crTpaHnuHuTe edekru. llenta Ha TOBa TpoydBaHE € Ja CE CpaBHH
epukacHocTTa U Oe3onacHocTTa Ha CR2b, mo3upan Ha Bceku 2 CEAMHIM, C METHIHpaH
unTepdepon anda2b (PEG2b), no3upan ceqMUIHO MPU HEIEKYBaHU JIOCETa MALUEHTH C
HCV renorun 1 (G1), nexyBanu ¢ pubaBupus, 6asupan Ha Ternoro. 3akmtoueHus: CR2Db,
J03MpaH Ha BCEKU 2 CEIMHUIIM, OCHTYpsiBa aHTUBUPYCHA €(hMKACHOCT, EKBUBAJCHTHA Ha
cenmuunus PEG2b. I'punaure 3a6onaBanus (FluSx) ca 6unm HanmonoBuHA MO-peIKU MPU
CR2b; ymepena HeyTporieHus ce ¢ HabmoaaBaia no-decto npu CR2b, HO HeyTponeHusITa
HE € npeyunsa Ha nocturaneto Ha EVR.

Marcellin, P; Buti, M; Krastev Z; Gurel S; Balabanska R; Dusheiko G; Myers R;
Heathcote J; Sorbel J; Anderson J; Mondou E; Rousseau F. Two year Tenofovir Disoproxil
Fumarate (TDF) treatment and Adefovir Dipivoxil (ADV) switch data in HBeAg-negative
patients with chronic hepatitis B (Study 102), preliminary analysis. 59th Annual Meeting
of the American-Association-for-the-Study-of-Liver-Diseases. Hepatology, Oct 2008, 48
(4), 370A-371A, ISSN 0270-9139, pestome om xomnepec, IF 11.355, SJR 4.767, Web of
science, Scopus

Abstract: Tenofovir disoproxil fumarate (TDF), a nucleotide analogue and obligate chain
terminator, is approved for the treatment of HIV-1 with 1.5 million patient-years of safety
experience. TDF has activity against hepatitis B virus (HBV) and recent approval for the
treatment of chronic HBV (CHB) in Europe. Conclusion: TDF produced potent, continuous
viral suppression and was well tolerated through week 96. Patients switching to TDF after
48 weeks of ADV treatment benefited with significant additional viral suppression and had
a similar response to patients treated with TDF for 96 weeks.

Pe3rome: TenodoBup amsonpokcun pymapar (TDF), HykneoTuaeH aHajaor U oOIUTraTHO-
BEPIKEH TePMUHATOP, € 0100peH 3a seuenue Ha HIV-1 ¢ 1,5 MunuoHa nanueHTorognHu
ormut B Ge3zonacHoctTa. TDF nma aktuBHOCT cpeury Bupyca Ha xenatut B (HBV) u e
Hackopo oxo0peH 3a jeuenue Ha xponnueH HBV (CHB) B Espomna. 3axmrouenue: TDF e

JIOBEJI 10 MOIITHO, TPOABKUTEITHO BUPYCHO MOTHCKAHE U € Onil 100pe moHocHM 110 96-Ta
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cenmurnia. [lanmenture, npemunanu Ha TDF cnen 48 cenmuuu nedenue ¢ ADV, ca ce
MOBJIUSUIM 3HAYUTEITHO JIOMBIHUTEIIHO OT BHPYCHOTO NMOTHCKAaHE M Ca UMajd IOJ00CH

OTrOBOp Ha MalMeHTuTe, JekyBanu ¢ TDF B npoabsmkenue Ha 96 ceqmuiy.

Mechkov, G; Balabanska, R; Tzonev R; Minkova S; Georgiev A. No correlation between
the alanine aminotransferase (ALT) levels and the histological activity index (HAI) in
patients with chronic hepatitis C. Journal of Hepatology, 2000, 32, 192-192, ISSN 0168-
8278, pestome om konepec, IF 3.761, SJIR 1.219, Web of science, Scopus

Abstract: It is strange that 25-30% of the patients with chronic viral hepatitis C and
positive HCV-RNA in the serum have normal ALT values and different morphological
changes varying from minimal to severe hepatitis. We aimed at comparing the level of ALT
and the histological activity index in patients with chronic C hepatitis. Material and
methods: During 1997-1999 43 patients, 14F/29M (mean age 30,23+13,43 years, range 17-
61) were studied. Anti-HCV were detected by II generation ELISA and RIBA, HCV-RNA
in the serum by PCR. The ULN for ALT was 42 UA. Histological changes were graded
according to the score system of K. Ishak (Grading varying from 0 to 18). The data were
statistically calculated using nonparametric unpaired test of Mann-Whitney. Conclusions:
1.The values of ALT in patients with chronic hepatitis C do not correlate with the severity
of histological changes in the liver. 2.Similar morphological picture is found in patients
with wide variety of ALT levels. 3.There is no significant difference between the mean ALT
levels in patients with minimal and severe hepatitis determined by HAI (p=0,8958). 4.The
progression in histological necroinflammatory activity does not correspond with paralel
elevating of ALT levels.

Pestome: Crpanno e, ue 25-30% OT mauueHTHTE C XpoHHYEH BHpyceH xematuT C u
nonoxutensHa HCV-PHK B cepyma mmar HopManHu croiiHoctH Ha ALT u paznuunun
MOp(OJIOTHYHU TPOMEHH, Bapypally OT MUHUMAJIEH 10 TeXbK Xematut. Llenra Hu Oere
na cpaBHUM HHMBOTO Ha ALT M MHIekca Ha XMCTOJIOTMYHA aKTUBHOCT NPH MAlUEHTH C
xponuyeH xenatut C. Marepuanu u metonu: [Ipes nepuona 1997-1999 r. 6sixa u3cneaBanu
43 narnmentu, 14K/29M (cpeana Bw3pact 30,23+13,43 rogunu, nuanazon 17-61). Antu-
HCV 6sxa orkputn upe3 ELISA ot Il mokonenne u RIBA, HCV-PHK B cepyma upe3 PCR.

XUCTONOTUYHHUTE MPOMEHH OsXa OLIEHEHW CBIVIACHO cUcTemara 3a omeHka Ha K. Mmak
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(omenka ot O mo 18). JlaHHWTEe OsiXa CTAaTUCTUYECKH H3UYMCICHH C IIOMOINTA Ha
HemapameTpuyeH HecnBoeH TecT Ha Man-Yutau. U3Boau: 1. CroitHoctute Ha ALT npu
MalUEeHTH ¢ XpoHUYeH xenatut C He KOpeJUpaT ¢ TeXECTTa Ha XUCTOJIOTHYHUTE IPOMEHHI
B yepHHs apob. 2. IlomobHa mMopdonornyHa kapTuHa ce HaOdroaBa MPH MAIUEHTH C
rojsMo pazHooOpasue ot HuBa Ha ALT. 3. Hama 3naunma pasnvka Mexy CpeTHUTE HUBA
Ha ALT npu manyeHTy ¢ MUHUMAJICH U Te)XbK Xenartut, onpeaeneH upe3 HAI (p=0,8958).
4. IlporpecusiTa B XMUCTOJOTUYHATA HEKPOUH(IaMaTOpHA aKTUBHOCT HE CHOTBETCTBA Ha

napaJiesiHo oBuIiaBaHe Ha HuBara Ha ALT.

Mechkov, G; Balabanska, R; Tzonev R; Nedeltcheva K. Prevalence of mixed
cryoglobulinemia in patients with hepatitis C virus related chronic liver diseases. GUT, Oct
1997, 41, A133-A134, ISSN 0017-5749, pesrome om xouepec, IF 4.546, Web of science
Abstract: Hepatitis C virus (HCV) appears to be a major cause of mixed
cryoglobulinemia (CG). We aimed at determining the prevalence of CG in patients (pts)
with biopsy-proven chronic liver diseases associated with HCV infection. The relationship
of CG to the severity of the liver damage is determined. The effect of alpha-interferon
treatment on CG is also analysed. The prevalence of CG was studied in 31 consecutive pts
(22 M, 9 F; mean age 51.5 + 13.8 years, range 18-74). Cryoglobulins were detected by the
method of Bradford, MM. 73 respectively). Thus, in this small series of pts a very high
prevalence of CG is detected in association with HCV infection. The severity of CG is not
significantly different between cirrhotic and non-cirrhotic pts. Alpha-interferon treatment
does not seem to have an effect on CG.
Pestome: Bupycwt Ha xemarutr C (HCV) usmiexna e oCHOBHAa MpUYMHA 3a CMECEHa
kpuornoOymuaemus (CG). Llenra vu 6emre ga onpenenuM pasnpoctpanennetro Ha CG mpu
NAIMEeHTH C JJOKAa3aHO 4pe3 OWOINCHsS XPOHHUYHO YEPHOIPOOHO 3a0ojsiBaHe, CBBP3aHO C
HCV wundexmus. Onpenenena e Bpb3kata Ha CG ¢ TeXecTTa Ha YEPHOIPOOHOTO
yBpexaaHe. AHanu3upaH € U ePekThT oT JieueHneto ¢ anda-uarepdepon Bepxy CG.
Paznpoctpanennero Ha CG e uscneasano npu 31 namuentu (22 Mbxe, 9 keHu; cpenHa
BB3pact 51,5 + 13,8 roqunn, nuana3on 18-74). Kpuornobynuaurte ca OTKpUTH 1O METO/IA
Ha Bradford, MM, cvoTtBeTHO 73). B Ta3u manka cepus OT MAlMEHTH € YCTAHOBEHA MHOTO

BHcoka pasnpoctpaneHocT Ha CG BbB Bpb3ka ¢ HCV undexmnus. Texecrra Ha CG He €
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3HAaYMMO pa3jndyHa MEXAYy MalueHTH ¢ Lupo3a M 0e3 uuposa. Jledenumero ¢ anda-

uHTepepoH BeposITHO HiMa edekT BbpXy CG.

B. BE3 UMITAKT ®AKTOP

Ocuuenko A, P.banadancka, [lpunoxumu nu ca B bearapus nacokute Ha KDIGO 3a
MIPEBEHIINSI, IMAarH03a, OlleHKa 1 iedeHne Ha xenatuT C npu auanu3nute nanueHTn? Kakso
noka3Ba npaktukara B Knunukara mo amanmza Ha YMBAJI Tokyna - Codus? Are the
KDIGO guidelines for prevention, diagnosis, evaluation and treatment of hepatitis C in
dialysis patients applicable in Bulgaria? What does the practice in Dialysis Clinic of
UMHAT Tokuda Sofia, show? Hedpomnorus, nuanuza u tpancminanrauus, 2024, 30 (1),
pp-24-31, ISSN 1312-5257, SJR 0.101, Scopus

Pe3tome:IIpoyuBanero e HarpaBeHo Ha 0a3zara Ha ykazanusta Ha KDIGO ot 2022 r., kouto
MpE/ICTaBIsIBAT IEJICHacoueHa akTyanusanus Ha HacokuTe oT 2018 r. 3a mpeBeHIus,
JIMarHOCTHKa, OleHKa W JiedeHue Ha xematuT C mpu manueHtu ¢ Xb3. llenra Ha
HACTOSIIIaTa MPE3CHTALMS € JIa TOKAYKeM JI0 KaKBa CTEIIeH MOTraT Jia Ob/1aT U3IIbJIHEHH TE€3H
npenopbku npu nauveHtuTe B Knmnukara mo nuanuza Ha YMBAIJI Tokyna Codus.
Marepuan u meronu: 3a mepuoga 01.01.2020 . — 31.12.2022 r. ca npocneaenu 11
narueHTd ¢ HCV unbekuus Ha XpoHHMoauanus3a, JekyBaHH B KimHukara, KouTo ca
MPOBEX A KOHBEHLIMOHAJIHA AMaln3a 3 MbTU ceAMUYHO o 4 4aca. [lanuenture ca
oOcie1BaHu C OIJiesl 5-Te HAaCcOKHU Ha mpenopbkute: 1) oTkpuBaHe u oneHka Ha HCV npu
nanueHTH ¢ Xb3; 2) neuenne Ha HCV undekuus; 3) npeaoTBparsiBaHe Ha peJaBaHEeTo Ha
HCV B xemonuanuzuute cTpykTypu; 4) kontpon Ha HCV- undexTupanu naiueHTy npeau
U cien ObOpedHa TpaHCIUIAHTAIKS 5) IMarHOCTHKA U JieueHne Ha ObOpedHH 3200 sBaHuUs,
cebp3anu ¢ HCV undexnusra. Pesynratu: B pamkuTe Ha T€3M HACOKU CME OLIEHUIIN
BB3MOKHOCTHTE 32 TAXHOTO IPUJIOKEHHE. AHAIN3UPAIN CME IPUYMHUTE 38 HEYCIIEIIHOTO
MMIUIEMEHTUpPAHE Ha HAKOM OT TAX B YycioBusita Ha KimHukara. 3akitoueHue:
[Ipunoxenuero Ha ykazanusaTa Ha KDIGO or 2022 1. OTHOCHO OTKpPHBAHETO, OLIEHKATa,
nedeHneTo U MeHaxupanero Ha HCV-uH(pekTrpaHuTe marueHTH Ha XPOHHOAHAIN3A €
HaI'bJIHO BH3MOXKHO W MPHIIOKKMMO B YCIOBHATA Ha TolisiMa MynturipoduiHa OolHUIA B
bearapus, kakBaro ¢ YMBAJI Tokyna. BeBeieHuTe NpakTUKU U aITOPUTMH Ha ITOBEJICHUE

IIpH TE3U MALUCHTHU CC I[O6J'II/I}KaBaT MaKCHUMAJIHO Aa CBETOHUTE CTAHAAPTH, ITIPECIIOPHUAHU
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ot KDIGO.

KirouoBu aymu: xemonuanusa, xenatut C uadeknusa, KDIGO.

Abstract: The study was based on the 2022 KDIGO guidelines, which are a targeted update
of the 2018 guidelines for the prevention, diagnosis, evaluation and treatment of hepatitis
C in patients with CKD. The purpose of the presentation is to show to what extent these
recommendations can be fulfilled by the patients at the Dialysis Clinic of UMHAT Tokuda
Sofia. Material and methods: For the period 01.01.2020 - 31.12.2022, 11 patients with HCV
infection on chroniodialysis, treated at the Clinic, who performed conventional dialysis 3
times a week for 4 hours, were followed. The patients were examined in view of the 5
guidelines of the recommendations: 1) detection and evaluation of HCV in patients with
CKD; 2) treatment of HCV infection; 3) prevention of HCV transmission in hemodialysis
structures; 4) control of HCV-infected patients before and after kidney transplantation 5)
diagnosis and treatment of kidney diseases related to HCV infection. Results: Within these
guidelines, we have assessed the possibilities for their application. We have analyzed the
reasons for the unsuccessful implementation of some of them in the conditions of the
Clinic. Conclusion: The application of the 2022 KDIGO guidelines on the detection,
evaluation, treatment and management of HCV-infected patients on chronodialysis is
completely possible and applicable in the conditions of a large multispecialty hospital in
Bulgaria, such as UMHAT Tokuda. The implemented practices and behavior algorithms
for these patients come as close as possible to the world standards recommended by
KDIGO.

Key words: hemodialysis, hepatitis C infection, KDIGO.

Mechkov, G; Balabanska, R.;Tsonev, R. Focal lesions in the spleen - prevalence and

ultrasonographic characteristics. Ultrasound in Medicine and Biology, 2000, 26, Suppl. 2,
A150-A150, Poster IP035, ISSN 0301-5629, pestome ot koHrpec, SJR 0.642, Scopus

Abstract: We aimed at determining the prevalence of the focal lesions in the spleen and
the value of ultrasonographic patterns for the exact clinical diagnosis. The ultrasonographic
findings were proved with respective surgical, hislological or autopsy findings. For a 5-
years period (1994-1999) focal lesions in the spleen were detected by ultrasonography in
68 of 18240 (0.37%) examined patients (p.) at mean age 54.1 = 13,6 (49 males and 19
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females). The splenic calcificates with the image of "sky with stars" had highest incidence
(46 of 68 p.-67,6%). They were found after malaria, tuberculosis, trauma or continuous
venous congestion due to portal hypertension. The remaining focal lesions were:
subcapsular hematoma- 5p, splenic rupture- 2 p., splenic infarcts- 2 p., myelofibrosis with
enlarged spotty spleen- 3 p., haemangioma-2 p., lymphoma infiltration with hypoechogenic
lesions- 3p., multiple metastatic spleen lesions- 4 p. respectively with malignant melanoma,
ovarian carcinoma, carcinoma of the breast and carcinoid (apudoma); hydatid cysts with
multiple small daughter cysts as an isolated localization of echinococcal disease-1p. The
focal lesions in the spleen are extremely rare. They have typical ultrasonographic image
and their correct interpretation is of utmost importance for the precise clinical diagnosis.

Pe3tome: Llenra HU € 1a onpeenuM pa3npoCTpaHEHUETO Ha (DOKATHUTE JIE3HH B ClIe3KaTa
¥ 3HAUCHHETO Ha YNTPa3BYKOBHTE XapaKTEPHCTUKM 3a TOYHATa KIMHUYHA JHArHo3a.
VnrpacoHorpackure HaxoAKH OsfXa CpPaBHEHH CbC CBOTBETHUTE XHMPYPrUYHHU,
XHUCTOJIOTUYHU WJIM ayTOTICHOHHU HaXxolKH. 3a S-roguiieH nepuof (1994-1999 r.) dokanuu
JIe3UN B cJIe3Kara Osxa OTKpUTH upe3 ynrpa3Byk npu 68 or 18240 (0,37%) uscnenBanu
nanueHTd (p.) Ha cpenHa Bwv3pacT 54,1 + 13,6 rogunu (49 mbxke u 19 xeHwu).
Kanuudukarure B cine3kara c o0pa3 Ha ,,3Be3HO Hebe* MMaxa Hail-Bucoka yectora (46 oT
68 p. - 67,6%). Te ca oTkpuTH ciieq Manapusi, TyOepKyI03a, TpaBMa WX MPOIBIKUTETHA
BEHO3HA KOHTE€CTHS, IBJDKAIA CE HA TIOpTaTHa XurepTonus. OcrananuTte (pOKaIHU JIe3UH
0s1xa: cyOKarcyiaapeH XeMaToM — IpH S MAIUeHTH, PYNTypa Ha clie3KaTa — pH 2, HHPapKTH
Ha clie3Kara - 2 malueHTH, Muenopuoposa ¢ yrojieMeH MeTHUCT AalakK - 3, XeMaHTHOM - 2
, JUM(OMHa UHQUATPALUS C XMUIIOEXOI€HHH JI€3UM — MpU TPUMA, MHOKECTBEHH
METacTaTHYHH JIe3MH Ha Clle3Karta -npu 4 TalueHTH, ChOTBETHO CBhC 3JI0KAUYeCTBEH
MEJIaHOM, KapIMHOM Ha SHYHUIUTE, KapIWHOM Ha T'hplara W KapuuHOWI (armyaom);
XUJATUHA KUCTU C MHOXKECTBEHU MAJIKU JIBIEPHU KUCTH KaTo M30JIMpaHa JIOKAIH3aIHs
Ha eXMHOKOKOBa OonecT -nipu 1 nanueHT. @oKaIHUTE JIE3UU B ClIe3KaTa ca U3KIIOYUTEITHO
penku. Te mMmar THUNMHWYEH YATPA3ByKOB 00pa3 WM IMpaBHIIHATA UM HHTEPIPETANHUs € OT

IIbPBOCTECIICHHO 3HAYCHUC 3a NMPCIU3HATA KIIMHUYHA JUardo3a.

Mechkov, G; Tsonev, R.; Balabanska, R; Georgiev A; Minkova S. Comparison between

alanine aminotransferase levels (ALT) and the morphological patterns in patients with
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chronic viral hepatitis treated with Interferon. World Congress of Gastroenterology, 1998,
Digestion, 1998; 59 (suppl.3); 1-757, 298-298, ISSN 0012-2823, pezrome om xonepec, Web
of science

Abstract: Alanine aminotransferase (ALT) levels are widely used as indicators of hepatic
function. Many investigators find a correlation between ALT levels and liver disease
progress with the former rising when morphological changes become more severe. The aim
of this study is to compare ALT levels with the histological changes in patients with chronic
viral hepatitis. Conclusions: 1. The same morphological picture is found in patients with a
large variety of ALT-levels. 2. There is no statistically significant correlation between
histological activity and ALT levels. 3. Higher ALT- levels do not necessarily correspond
with greater severity of morphological changes! The ALT levels should not be used as
indicators of hepatic function and of interferon treatment in part of chronic viral hepatitis
patients.

Pe3ome: HuBara na ananuH amuHoTpaHcdepaza (ALT) ce uM3moi3Bar MHUPOKO Karo
WH/IMKAaTOpU 3a depHoApoOHara ¢yHKIMsA. MHOTO M3CIenoBaTelld OTKPHUBAT KOPEaIlHs
Mexay HuBata Ha ALT u mporpecusitTa Ha 4epHOIPOOHOTO 3a00IsIBaHe, KaTO MIBPBUTE CE
MOBMIIIABAT, KOraro MoOpQOJOrMYHHTE NPOMEHHM CTaHaT NO-TeXKH. lleara Ha TOBa
IIpOy4YBaHe € Jia ce cpaBHAT HUBaTa Ha ALT ¢ XUCTOIOTHYHUTE MPOMEHH ITPU MALUEHTH C
XpOHUYEH BHpYyCEeH Xenartut. 3akitoueHus: 1. Ceiara Mop@osormyHa KapTHHA ce
YCTaHOBSBA MpH MAalMEHTU C TojsiMO pa3zHooOpasue ot HuBa Ha ALT. 2. Hama
CTaTUCTUYECKHU 3HAYMMa KOpealus MeXy XUCTOJIOTUYHATa aKTUBHOCT ¥ HUBara Ha ALT.
3. Ilo-Bucokute HuBa Ha ALT He ChOTBETCTBAT HENPEMEHHO Ha MO-TOJisiMa TEKECT Ha
Mopdonornunute npomenu! Husara Ha ALT He TpsiOBa 1a ce n3moa3Bar KaTo HHANKATOPH
3a yepHOApoOHaTa (QYHKIUS W 3a JEYCHHE C WHTep(PEpOH MPH YacT OT MAIHUEHTHTE C

XPOHHUYCH BUPYCCH XCIIATHUT.

IV.IIYBJINKAIINA, PE®EPUPAHU B HAIMOHAJHUS PE®EPEHTEH
CIIUACBHK HA HALIA]

Bbana6ancka P, CrearozHa yepHoapoOHa OojecT— HOBM TEPMUHHU (HOMEHKIJATypa) U
HenHBasuBHa onienka, MEDINFO, 2024, 4, 76-78, ISSN 1314-0345

Pe3rome:YepHoapoOHara crearo3a € Hail-4eCTOTO YEPHOAPOOHO YBpEXIaHEe U MOXE Jia €
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MeTa0O0JIMTHO OOYCIIOBEHO WJIM CBBP3aHO C allkoxojHa koHcyManusl. [1pe3 2023 roguHa e
npueTa HOBa Kiacu(UKaIus U TEPMUHOJIOTHS 32 ChCTOSHUATA C YepHOJpOoOHa cTearo3a.
KomruiekcHa o1ieHKa 3a ChbCTOSHUETO Ha YEPHUS IPO0 MOKE J1a c€ TIOTY4M C HEMHBa3UBHU
METOAM Karo JabopaTopHU TOKa3arenu, abaoMuHaimHa exorpadus W TpaH3MEHTHA
enactorpadust Ha YepHust 1pod ¢ anmapar @udpockan. Taka MOXke Ja ce ONpeesiu uMa JIiu
cTeaTo3a W KakBa € HeliHaTra CTeleH, Jja ce YTOYHM HaJu4Ha Jin ¢ pubpo3a u mamu e
HarpeaHaia 0 CTENeH Ha Ipo3a.

KirouoBu nymu: uepnoapoOHa crearoza, SLD, MASLD, MASH, ALD, ®ubpockan
Abstract: SLD — New nomenclature and non-invasive assessment

Liver steatosis is the most common liver injury and can be metabolically or alcohol-related.
In 2023, a new classification and terminology for conditions with liver steatosis was
adopted. A complex assessment of the condition of the liver can be obtained with non-
invasive methods such as laboratory tests, abdominal ultrasound and transient elastography
of the liver with Fibroscan. Thus, it is possible to determine whether there is steatosis and
what its degree is, to specify whether fibrosis is present and whether it has progressed to

the degree of cirrhosis.

Bbanatauncka P, Jlo6pe i e uepHusT n1po6- HemHBa3uBHa olieHka ¢ ®ubpockan, GP News,
2024, (4), 41-44, ISSN 1311-4727

Pe3rome:KommiekcHa OlleHKa 3a ChCTOSHHMETO Ha YEpHUS Jpo0 MOXKE Ja ce MOJIydH C
HEMHBA3MBHM METOIM Karo J1abopaTOpHM IOKas3arenu, a0joMHMHaiIHAa exorpadus H
TpaH3ueHTHa enactorpadus Ha yepHUs Apo0 c amapar PudpockaH. Taka mMoxe na ce
OTIpE/IeNTM Ma JI CTeaTo3a U KaKBa € HeifHaTa CTeTIeH, J1a C€ YTOYHH HaJIMJHa JIn € (uopo3a
U JIajy € HampeaHaja JI0 CTeNeH Ha Ipo3a. Bceku manueHT ¢ HaJHOPMEHO Terio WM
3aTibeTsABaHe, ¢ HanmdeH 3/ tun 2 wiu pamuinna odGpeMeHeHocCT 3a 3/1, Bceku ¢ peoBHa
WM TIpEKOMEpHA KOHCYMAIIHS Ha alTKOXOJI WIIH TPEKapaH BUPYCEH XETaTHT CIIe/iBa 11a Obe
MOJVTOYKEH Ha MPOQMIIAKTUIHO U3CIIeIBAaHE HA YePHUS Ipo0 C HEMHBAa3UBHO M3MEPBaHE Ha
cTearo3ara U 4epHoapoOHara Gpulpo3a.

KitouoBu nymu: uepHoapoOHa crearosa, Dubpockan

Abstract:Is the liver 0°’xk? Non-invasive assessment of the liver with Fibroscan

A complex assessment of the condition of the liver can be obtained with non-invasive
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methods such as laboratory tests, abdominal ultrasonography and transient elastography of
the liver with Fibroscan. Thus, it can be determined whether there is steatosis and what is
its degree, to specify whether fibrosis is present and whether it has progressed to liver
cirrhosis. Any overweight or obese patient, with present DM type 2 or a family history of
DM, anyone with regular or excessive alcohol consumption or viral hepatitis should
undergo a prophylactic liver examination with non-invasive measurement of steatosis and
liver fibrosis.

Key words: liver steatosis, Fibroscan

JIronuena K, B.Ilenesa, P.banadancka, PekpearnBHa ynorpeba Ha aHaOOIHU aHAPOTEHHU
CTepOHIU B CIOPTHUTE cpeau. KnnHuyeH ciydail Ha HOJTMOpPraHHa HEAOCTAThbYHOCT CIE]
pUeM Ha KOKTEWa oT aHaboiHu ctepoumu u kieHOyreposnr, MEDICAL MAGAZINE,
dbespyapu 2024, 54-61, ISSN 1314-9709

Pe3rome:Hanocnenbk ce cpemaMe Bce MO-4€CTO € MAIMEHTH ¢ TOKCMYHO YePHOAPOOHO
yBpEXKIaHEe, MPUIMHEHO OT IPOTEUHOBH IPOAYKTH U aHAOOIIHU CPEICTBA, IPUEMAHH C LIETT
aKTUBHU CIIOPTHU 3aHUMAaHMsI U TpyllaHEe Ha MYCKylHa maca. YecTo nosurte ca TBbpAE
BHUCOKH, ChCTaBbT Ha MPOAYKTUTE HESICEH U NOpaXEHUsSTa B OpraHU3Ma CEpPHO3HH U
nojauopraHHy. ToBa HM Kapa Ja ce 3alo3HaeM MO-MOJAPOOHO C pa3IUYHUTE Mpernaparu,
IIPOM3BOJHM Ha TECTOCTEPOH M aHAOONHU CTEPOMAM, Ja HAayduM IIOBedYe 3a TEXHMS
MEXaHH3bM Ha IEUCTBUE U CTPAHUYHU MPOSIBU. 3AJIUTAHETO 10 KYATYPU3bM U HAlIOMIIBaHE
Ha TsUI0TO MOXKe J1a ObJIe aryOHo 3a 3/1paBeTo. 3aaBamMe BhIipoca : MycKyiu uitu 3apase?
N36eperte camu. ..

[IpencraBeHUSAT KIMHUYEH CIydail € J0cTa JAEMOHCTPaTUBEH 3a TEXKKHUTE MOpPaKEHUs,
KOHUTO 0e3pa300pHOTO MpHEMaHe U B FOJIEMHU JI03H1 Ha aHa0onHu ctepou i u Knenbyrepon
MoraT Jia IPUYUHAT IpU CIIOPTUCTH U OOIUOMIIBPY C pa3BUTHE Ha )KMBOTO3acTpalllaBamia
MOJIMOPTaHHAa HEJOCTAThUYHOCT, OCTHP PECHUPATOPEH IUCTPEC CHUHIPOM, TOKCUYHO
YepHOAPOOHO YBpEKIAHE.

Abstract:Recreational use of anabolic androgenic steroids in sports environments. A
clinical case of multi-organ failure following the intake of a cocktail of anabolic
steroids and clenbuterol

Recently, we are increasingly encountering patients with toxic liver damage caused by
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protein products and anabolic substances taken for the purpose of active sports activities
and muscle mass gain. Often the doses are too high, the composition of the products
unclear, and the damage to the body serious and multi-organ. This prompts us to become
more familiar with the various preparations derived from testosterone and anabolic
steroids, to learn more about their mechanisms of action and side effects. Obsession with
bodybuilding and body bulking can be detrimental to health. We pose the question: Muscles
or health? Choose for yourself...The presented clinical case is quite illustrative of the
severe damage that indiscriminate use and high doses of anabolic steroids and Clenbuterol
can cause in athletes and bodybuilders, leading to life-threatening multi-organ failure, acute

respiratory distress syndrome, and toxic liver damage.

Jlunosa M, P.banabGancka, Anda-1 aHTHUTPUIICHHOB AePUINT- KIMHUYECH CIy4dail OT
npaktukara. bearapcka xenaroractpoenreposnorus, 2024,1,21-24, ISSN 1311-3593
Pe3ome: Jlehunurbt Ha anda-l-anturpuncud (A1AD) e KO-IZOMHHAHTHO aBTO30MHO
TeHEeTUYHO 3a00JsiBaHe, XapaKTepU3Hpallo Ce ¢ HUCKM HUBa Ha anda-l-aHTUTPHUIICUH
(AAT) B kpbBTa, HarbBaHEe HENPAaBUJIHO Ha MOJIEKYJlaTa B XEMaToOLUTa 10 BpeMEe Ha
OuoreHes3ara, BOACUIO A0 aKTHBHpAHE HA BETPEKIETHYHUTE TBTUIIIA HA MPOTEOIH3a. Te3u
BBTPEKJIETHYHU NOJIMMEPH MTPEIU3BUKBAT KACKaa OT YBPEXKAaHUs, KOETO Mperpas3nonara
KbM PaHHO MOSIBSIBALIO C€ YEPHOAPOOHO yBpexkaaHe. Makap M CPaBHUTEIIHO YECTO CpPejl
rpyrnara Ha TeHETUYHO yHacleAssBaHuTe 3a0osiBanust 1epuuutsT Ha AAT e Bce oliie psiiko
JMarHOCTUIIMPAH M MOJALEHsABaH Npobnem. B cBeToBeH Mamiad ce cuuta, ye camo OKOJIO
5% ot mamuentute c¢ gepunur Ha AAT ca AMarHOCTHIMpaHM, KOETO O3Ha4yaBa, 4e
OCTAaHAJINTE TNAIlMEHTH HE MOrar Ja ce BB3MOJI3BaT OT MEPKUTE 3a HaMmajsBaHE Ha
CMBPTHOCTTA, KaTO HAIPUMEp CIUpaHe Ha TIOTIOHOIYIIEHETO, aJTKOX0Ja, META0OIUTHHSI
CHHJIPOM WJIM HAJTMYHHUTE CTICIIU(UIHN TePaInu.

Abstract: Alpha-1-antitrypsin deficiency (A1AD) is a co-dominant autosomal genetic
disorder characterized by low blood levels of alpha-1-antitrypsin (AAT), misfolding of the
molecule in the hepatocyte during biogenesis, leading to activation of intracellular
proteolysis pathways. These intracellular polymers trigger a cascade of damage that
predisposes to early-onset liver injury. Although relatively common among the group of

genetically inherited diseases, AAT deficiency is still a rarely diagnosed and
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underestimated problem. Worldwide, it is estimated that only about 5% of patients with
AAT deficiency are diagnosed, meaning that the remaining patients cannot benefit from
measures to reduce mortality, such as smoking cessation, alcohol, metabolic syndrome or

available specific therapies.

Jlunoa M, P.banabancka, Cunapom Ha Dubin-Johnson- HaciencTBeHa AupeKTHa
xunepounmupyonnemus. briarapcka xemaroracrpoenrepoiorus, 2024,1,31-37, ISSN 1311-
3593

Pe3tome: Cunapomsbt Ha J10OuH-J[>)KOHCHH € CBbp3aH ¢ A€PEKT B XemaroleiyaapHara
eKCKpeIs Ha KoHIorupaH omnupyous. Kacae ce 3a TeHEeTUYHO pa3cTPONCTBO, MPe1aBaHO
0 aBTO30MHO periecuBeH MbT ¢ MmyTanuu B ABCC2 (CMOAT / MRP2) ren, koiTo koaupa
ATP-3aBucuM TpaHCIIOPT HA OPraHUYHM AHWOHH, JIOKAJIU3MPAH KbM KaHaJUKyJapHara
MeMOpaHa. ToBa BOAM 10 HApyIIEH >KIbUCH KAHAIWKYJIAPEH TPAHCIOPT HA OPraHUYHU
aHUOHHU, BKJIIOYUTEHO Ha KOHIorupaH OwnupyouH. IloBedero mamueHTH ca
6e3cumnToMHE. MOXe Aa ce MPOosBH KaTO XPOHUYHA UM UHTEPMUTEHTHA JKBJITEHUIIA UITH
C Jieka O0JIKa B TOPHUS JIECEH KBaJIpaHT Ha KOpeMa. XapaKTepHa XUCTOJIOTMYHA HAXOKa €
OTJIaraHeTO Ha YePEeH WIM ThbMEH Ka(EeHHKAB IMUTMEHT B JIM3030MUTE HA XEMATOLUTUTE.
[Ipn Te3u mamMeHTH € TOBWILEHA W YPUHHATa €KCKpelus Ha Kompornopdupun L
[IpoTtuyanero Ha 3a00SIBAHETO € OIATOMPHUATHO KaTO HE C€ OTKPUBAT APYTH HAPYIICHUS B

YepHOAPOOHUTE (PYHKIIMU.

Abstract: Dubin-Johnson syndrome is associated with a defect in hepatocellular excretion
of conjugated bilirubin. It is a genetic disorder transmitted in an autosomal recessive
manner with mutations in the ABCC2 (CMOAT/MRP2) gene, which encodes an ATP-
dependent transporter of organic anions localized to the canalicular membrane. This results
in impaired bile canalicular transport of organic anions, including conjugated bilirubin.
Most patients are asymptomatic. It may present as chronic or intermittent jaundice or with
mild pain in the right upper quadrant of the abdomen. A characteristic histological finding
is the deposition of black or dark brownish pigment in the lysosomes of hepatocytes. In
these patients, urinary excretion of coproporphyrin I is also increased. The course of the

disease is favorable, with no other abnormalities in liver function being detected.
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42. JIronueBa K, P.banadancka, MHdekmno3na MOHOHYKJIC03a U YepHOIPOOHO YBpEXKaaHe-
o0ma nHpopMaIKs U MpeACTaBsIHe Ha KIWHUYEH ciydaid ¢ ukrep. GP News, anpui 2023,
(4),20-27, ISSN 1311-4727
Pe3rome: NH(Dekmo3Hara MOHOHYKIIE03a € 4eCTO MH(EKIIMO3HO 3a00JsiBaHe, 0COOCHO
npu Miaau xopa. [Iporuda o6uuaiino ¢ pedpunuret, O0JIKH B I'bPIOTO, YBETUUCHU IIUHHN
muM(HU BB3JIM, KaTO MOXE Ja ce HaOloJaBa W PEAKTHBEH XeMaTUT C IOBUIICHU
YePHOIPOOHH CH3UMU U JIOPH XUTIEPOMIHPYOMHEMHS OT JUPEKTEH THUII C JieK uktep. [Ipu
M3CIIC/IBAHETO HA KPbBHATA KAPTHHA CE HAOIII0AaBaT XapaKTepHU MPOMEHH C TTOKaYBaHE Ha
MPOLIEHTAa HAa MOHOLUTUTE U ATUIMHUYHU JTUM(OMOHOIIUTH, @ CEPOJIOTUYHO CE JIOKa3BaT
antutTena ot knac IgM ¢ HapactBamy TUThp M mocneasama nossa Ha EBV- IgG. B
JICYCHHUETO CE € YTBBPIUI UMYHOCTUMYIUPAIIMAT npernapar M30npruHO3UH U ce BKITIOYBAT
BUTAMHUHU, AHTUIUPETHUIM, MOHSKOTa AHTHOMOTHUK C OIVIe[l Ha aHTMHaTa, HO YeCTO
HEMPaBUIIHOTO Ha3HaYaBaHE HA AMOKCUILIMJIMH OT NEHULMJIMHOBATA IPyIia MOXE Ja J0BeJIe
0 epuUTeMEeH OO0pHUB MO ISAJIOTO TAJO, MOpPagu KOeTo ce u30arBa ymorpedara My.
UepHOoapoOHOTO 3acsiraHe M3UCKBA CTPUKTEH JUETHYEH PEXUM 0€3 aJIKOX0J M Ma3HHU
XpaHH, KaKTO U J00aBsiHE Ha MTPEnapary ¢ XenaTonporekTuBeH eext. B nudepeniuannara
JIMarHo3a Mpu peakTHUBEH XENaTUT CJIEJIBA /1a CE U3KIIOUM XKITbUHO-TTAaHKPEaCHa NaToJIorus,
octwp BUpyceH xenatuT A, B, C, E, kakto u menukamentozeH xenarut (DILI).
[IpencraBen e cmydail mpu Mmiaaa keHa ¢ (eOPHIHO-WHTOKCUKAIIMOHEH CHHAPOM M
TaCTPOMHTECTHHAIHU TPOSIBH, YEPHOAPOOHM OTKIOHEHUS M HKTEp, JIEKOCTEIEHHA
CIUIEHOMETAJHsI ¥ TIOCTIE/IBAII0 AaHTA)KUPAHE HAa TOH3UIIUTE C aHTUHA U TUMaieHomaTusl,
KaTo € IEMOHCTPUPAH XOIbT Ha BUPYCOJIOTMYHUTE U3CIEABAHUSA U JUHAMUKATA B HUBATa
Ha a"TuTenara ot kiac IgM u IgG (EBV VCA IgM u EBV VCA IgQG), kakTo u 06p30TO
MOBJIMSIBAaHE HA IIUTOIMTHYHUTE YEPHOAPOOHH eH3uMu. [Ipu cirydan ¢ uronusa ¢ wim 6e3
XuneponmmpyonHeMus ciefBa B audepeHnmanHaTa AUarHo3a Ja ce uMa TPEeIBHUa H

I/IH(I)GKI_II/IO3H3.T8. MOHOHYKIJIC0O3a KaTO Bb3MOXXHA IMIPUYIHNHA.

Abstract: “EBYV infection and liver damage- general information and a case report
with hepatitis and jaundice”

Infectious mononucleosis is a common infectious disease, especially in young people. It

46



43.

presents usually with fever, sore throat, enlarged cervical lymph nodes, and reactive
hepatitis with increased liver enzymes and even direct hyperbilirubinemia can be observed.
In CBC and blood smear

examination, typical changes with the increase in the percentage of monocytes and atypical
lymphomonocytes are observed, and serologically demonstrates IgM antibodies with a
growing titer and subsequent appearance of EBV-IgG. The treatment includes
immunomodulating agent Isoprinosine and the vitamins, antipyretics, sometimes an
antibiotic for angina, but often the improper prescription of penicillin antibiotic
Amoxicillin can lead to an erythema rash throughout the body, which is why its use is
avoided. Liver involvement requires a strict dietary regimen without alcohol and fatty
foods, as well as the addition of hepatoprotective treatment. In the differential diagnosis in
reactive hepatitis, biliary-pancreatic pathology, acute viral hepatitis A, B, C, E, as well as
drug induced liver injury (DILI) should be excluded. A case report is presented of a young
woman with febrile-intoxication syndrome and gastrointestinal manifestations, liver
abnormalities and jaundice, mild splenomegaly and subsequent involvement of tonsils with
angina and lymphadenopathy, demonstrating the course of virological examinations and
dynamics in the level of antibodies (EBV VCA IgM and EBV VCA IgQ), as well as rapid
response of cytolytic liver enzymes. In cases of cytolysis with or without
hyperbilirubinemia, infectious mononucleosis should also be taken into account in the

differential diagnosis as a possible cause.

banatdancka P, N.TvpueB, M.I'ocnogunosa, JI.Koemmxues, O.Acenos, T.Tomopos,
A.TonopoBa, M.JIunoBa. XepenurapHa TpPaHCTHUPETHHOBA aMUJIOHWJ03a CHC CMECEH
KIMHWYEH (eHoTun: omucanue Ha 48-rogummed manueHT ¢ myrtamusata Glu89GIn c
racTpOEHTEPOJOTUYHH, HEBPOJIIOTUYHU U chpaedHH nposiBu. Medical Magazine, 2022, 3,
12-15, ISSN 1314-9709

Pesrome: TpanctupernnoBara amunongosa (ATTP) e psiko HacaencTBEHO, aBTO30MHO-
JOMHHAHTHO 3200JIsIBaHe, IBJIKAII0 CE Ha TOYKOBH MYyTallMH B FeHa 3a OenThKa
tpanctupetud (TTP). Xapakrepusupa ce ¢ Hepa3TBOPUMHU U3BBHKIETHUHU (PUOPUITHU
OTJIaraHus B Pa3JIMYHU ThbKaHU U OpraHu, KOETO BOJU 10 HapyllieHa (PyHKIUS Ha OpraHuTe.

HNma nporpecupany xox 1 BOAU 10 HaMaJIsBaHE HA MPOABIDKUTEIIHOCTTA HA KUBOT C HAJ
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10 roguau. 3a0osaBaHETO € onKcaHo 3a npbB bT 0T KopuHo Annpazae B CeBepHa
[Topryranus npe3 1952 roguna, karo B bbirapus ce cpemia npeaumuo B FOrozanaana
benrapus. Ilonacrosimem ca wuaentudunmpanu 122 cemelictBa B bbarapus ¢ mer
pa3nMYHA MyTaluH, Kato Haih-decto cpemaHara ¢ Glu89GIn u e cmenmduuna 3a
OaJIKaHCKO CPeIM3eMHOMOPCKHUS paiioH. J[pyru mo-psiako cpemanu mytamuu ca Val30Met,
Ser77Phe, Ser52Pro, Gly47Glu.

TpanctupeTuHbT ( IpeIy O3HAYABAH KaTO MpeaaOyMHUH) Ce CHHTE3Upa MPEIUICKIIMOHHO B
YyepHHs P00, KaKTO U B XOPHOUJATHUS TUIEKCYC B TJIaBHUS MO3BK U PETHUHATA U CIYKHU
KaTO TPAHCIOPTEH MPOTEUH Ha TUPOKCHMHA U HA PETUHOI-CBbP3BALUS IPOTEHH.

[Ipu XATTP Hnaii-uecto ce HaOmromaBa OTJIaraHe Ha aMUJIOW B MepudEpHUTE HEPBH,
CBHOTBETHO BOJEIIO 10 TmepudepHa aKCOHHA TIOJMHEBPONATHS, B CBPLUETO - JI0
PECTPUKTHBHA KapJAMOMHUONATHS, B TAaCTPOMHTECTHHAIHUA TPaKT - C U3sBa Ha
HecrienupuyHa cuMnToMaruka. KIMHMYHO ce MposiBsSBa MPEAMMHO C HEBPOJIOTMYHA

CHUMIITOMATHKa- CJ'Ia6OCT, 6OJ'IKa, HU3TPBIIBAHEC WK MPABYYKaHC Ha KpaﬁHHHHTe.

[IpencraBen e ciyvaii Ha MalUMEeHT HA 48 TOMHU C KOHCYMAaTUBEH CHHIPOM U XPOHHYHA
IWapysi ¢ IBIATOTOMUIIIHA TaBHOCT, M3pa3eHa OTHAIHAIOCT, TapecTe3ns Ha KpaWHUIIHTE,
MHTEPMHUTEHTHO HaKyllBaHe M Cl1a0OCT MpPeAUMHO B JoNHHUTE KpaiHunu. Crenq
KOHCYATAIMsl C HEBPOJOr MO TMOBOJA MepudepHaTa MOJIMHEBPONATHS € TMPOBEACHO
TEHETUYHO u3cheBane ¢ qokazanHa mytanus Glu89Gln, kosTo e Haif-uectata MyTalus B
Obiarapckata mnomynanus. JuarHocturmpanero Ha ATTP e mnporec, wu3uCKBaIl
MYyITUANCIMILTHHApEH moaxoa. Juarno3ara ATPP uecTo ce moctaBs che 3aKbCHEHUE HITH
ce MPOITyCKa, a HEWHOTO PAHHO IUArHOCTUIIUPAHE € U3KITIOYUTEITHO BaXKHO, Thil KATO NUMa
0J100peH MeauKaMeHT (CTaOMiIM3aTop Ha TPAHCTUPETHHA), KOWTO € To-e(hUKaceH B
HayaJIeH CTaaui Ha 3a00/IIBAHETO.

Abstract: Transthyretin amyloidosis (ATTR) is a rare hereditary, autosomal-dominant
disease caused by point mutations in the transthyretin (TTR) protein gene. It is
characterized by insoluble extracellular fibrillar deposits in various tissues and organs,
leading to impaired organ function. The disease progresses over time and reduces life
expectancy by over 10 years. The disease was first described by Corino Andrade in
Northern Portugal in 1952 and is primarily found in southwestern Bulgaria. Currently, 122

families with five different mutations have been identified in Bulgaria, with the most
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common being Glu89GlIn, which is specific to the Balkan-Mediterranean region. Other less
common mutations are Val30Met, Ser77Phe, Ser52Pro, and Gly47Glu. Transthyretin
(previously known as prealbumin) is predominantly synthesized in the liver, as well as in
the choroid plexus of the brain and the retina, and serves as a transport protein for thyroxine
and retinol-binding protein. In ATTR, amyloid deposition is most commonly observed in
the peripheral nerves, leading to peripheral axonal polyneuropathy, in the heart - to
restrictive cardiomyopathy, and in the gastrointestinal tract - presenting with nonspecific
symptoms. Clinically, it mainly manifests with neurological symptoms such as weakness,
pain, numbness, or paresthesia in the limbs. A case is presented of a 48-year-old patient
with consumptive syndrome and chronic long-standing diarrhea, pronounced fatigue,
paresthesia in the limbs, intermittent limping, and weakness primarily in the lower
extremities. Following consultation with a neurologist regarding peripheral
polyneuropathy, genetic testing was conducted, confirming the Glu89GIn mutation, which
is the most common mutation in the Bulgarian population. Diagnosing ATTR is a process
that requires a multidisciplinary approach. The diagnosis of ATTR is often delayed or
missed, and early diagnosis is extremely important, as there is an approved medication (a

transthyretin stabilizer) that is more effective in the early stages of the disease.

Banabdancka P. MerabonuTten cuHipom u yepHoapoOHa ctearo3a. MEDINFO, 2021, 6,
70-74, ISSN 1314-0345

Pe3tome: B pesynarar Ha mmpeniara ce enuieMHsl OT 3aTIBCTSBAHE O CBETa HapacTBa
YyecToTaTa Ha 4epHoApoOHaTa HeaJaKoxoiHa ctearo3Ha 6omnect (NAFLD), kosto 3acTtaBa
BBB (POKyca Ha Xenaroja03UTe KaTo IIaBHA IPUYHMHA 32 MOBUILIECHU YEPHOIPOOHU €H3UMHU U
XPOHUYHO 4YepHOAPOOHO yBpekaaHe. YepHoapoOHATa cTearo3a MOXE Ja ce JABDKU Ha
pa3aMYHU NPUYMHM (XPAaHUTETHU, MEIUKAMEHTO3HU, TOKCUYHU, BPOJACHU METaOOJIUTHU
nedeKTy U ApyrHu), HO Hali-4ecTo € CBbp3aHa C MHCYJIMHOBA PE3UCTEHTHOCT, a0 OMUHAIHO
3aTIBCTSABAHE U Apyru Oene3u Ha metabonuteH cuHapoM. NAFLD moxe na mporpecupa
10 NASH (HeankoxoseH cTeaToXenaTuT) ¢ pUCK 3a Pa3BUTHE HA YEepHOAPOOHA IMPO3a U
XeraTouenyliapeH pax.

Abstract: Metabolic syndrome and liver steatosis

Keywords: NAFLD, NASH, liver steatosis, Metabolic syndrome, insulin resistance
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Non-alcoholic fatty liver disease (NAFLD) is very prevalent in the general population as a
consequence of the epidemics of obesity and metabolic syndrome and has become the main
referral question to hepatologists and the main reason for elevation of liver enzymes and
chronic liver damage. Different reasons can lead to liver steatosis (nutritional, toxic,
medications, congenital metabolic disorders), but the most often is insulin resistance,
visceral obesity and other signs of metabolic syndrome.

NAFLD may progress to non-alcoholic steatohepatitis (NASH), or even liver cirrhosis and

hepatocellular carcinoma.

Hones P, P. baugabancka, A.llBerancka, A.lletpoB, A.YasymsH, A.Kanuenos,
M.CrosnoB, IlporuBoBupycHo iseuenue npu juua ¢ HCV wundexkuus, npunaramu
cyOCTUTYyHMpalo JeYyeHUE C METaJOH U pEeBUS - MWIOTHO IpoyuBaHe. bbarapcka
xenaroractpoenrteposorus, 2014, 1, 16-17, ISSN 1311-3593

Pe3srome: IlaumenTture, KOMTO ca CTAaOMIHM U IpUeMar CyOCTUTyHMpAallll JIEKapCTBEHH
CpeAcTBa, WENSAIIM J1a HAMalsAT AaOCTUHEHTHUTE MM TPOSBH M CIEIEHU aKTUBHO OT
JIeKyBalllUTe TW NCUXMATPH, CHILO BIM3AaT B Iporpamara 3a J€UEHUE Ha XPOHUYHU
BUPYCHHU Xenamumu u nupo3su. [IepBuTe npoyusanus, CBbp3aHH C JICYEHUE HA XPOHUYHU
BUpycHU Xxenamumu ¢ aTepdepon, Pubasupun u Meta1oH 6s1Xa HECUMUCTHYHU OTHOCHO
MpPOLIEHTa Ha TpailHus BupyceH otroBop/SVR/, Toil Geme npu nedenue ¢ Ileracuc u
PuGaBupun He moBeue om 40%, a B HAKOM MO-CTapH CTyIUHU, pu koumo ce u3mosnssaiie
Wntpon-A-u PubaBupun go 25%. ToBa ce ornaBamie Ha TOBa, Y€ NpPU B3eMaHe Ha
MemasioH, MeIMKaMeHTa ce MeTa0oIM3upa Npe3 YepHus Jpod, MMa CTaOMIIHO HacHILaHe
B ThKaHUTE U TPYAHO CE€ M3JIbYBA, MPENMW3BUKBAWKU LUTOIMTHUYHA peakuus. Llenrta Ha
HACTOSIIOTO MPOYYBAHE € J]a C€ MPOCIEAT PE3YATaTUTE OT IPOTUBOBUPYCHO JIEUCHHUE TIPU
NAIMEeHTH C XPOHWYHU BHUPYCHHM XEMaTUTH, MpHEeMaIld CyOCTUTyupaly MeTuKaMEeHTH
Mertanon unu PeBus, kamo ce onieHn OMOXMMUYHUS, BUPYCOJIOTUYHHS OTTOBOP, KaKTO U
3aBHUCHMOCTTa MEX]y BUPYCOJOTHYHHS OTTOBOP M XHCTOJOTMYHATa axkTHUBHOCT. OT
HAIPaBeHOTO MIJIOTHO MPOYyYBaHE MPOU3TUYAT CIEIHNUTE U3BOJIU:

1. Pasznpenenennero Ha NallMEHTUTE NO TEHOTHUIIN € ChOTBECTBAIO HA TOBA B IPYT'H CTYAUU
U TOTBBpKAaBa (akTa, 4e NpU MOA0OHA rpyma OT HalMeHTH Iie npeolnagaBa 3-Tu

reqotuil- 21%.
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2. JleueHneTo Ha MAIUEHTUTE C XPOHUYHU BHPYCHU XCMATHTH, MIPOBEXKIAIIN ITAPAIICITHO
CcyOCTUTyHpalla Tepanus UMar JoOpH IIAHCOBE NpH JICYCHHUE HA XpoHWYEeH BUpyceH C
XeMaTuT, MOMOOHM HA TE3W mNalMeHTH Oe3 ymoTpeba Ha TakaBa- 58.33% mpaeH
BUPYCOJIOTUYEH OTTOBOP.

3. Hanune e otiimvyeH OMOXUMHYEH OTTOBOP.

4. Hsima chIIOCTAaBUMOCT Ha PE3YJTATHTE OT JICYEHUETO U XUCTOJIOTMYHATA AKTUBHOCT.
Abstract: Patients who are stable and taking substitution medications to reduce their
withdrawal symptoms and are actively monitored by their treating psychiatrists are also
included in the program for the treatment of chronic viral hepatitis and cirrhosis. The first
studies related to the treatment of chronic viral hepatitis with Interferon, Ribavirin and
Methadone were pessimistic about the rate of sustained viral response (SVR), it was not
more than 40% with treatment with Pegasys and Ribavirin, and in some older studies, when
using Intron-A and Ribavirin, it was 25%. This was attributed to the fact that when taking
Methadone, the drug is metabolized through the liver, has a stable saturation in the tissues
and is difficult to excrete, causing a cytolytic reaction. The aim of this study is to monitor
the results of antiviral treatment in patients with chronic viral hepatitis receiving
substitution drugs Metadon or Revia, as well as to assess the biochemical, virological
response, as well as the relationship between virological response and histological activity.
The following conclusions emerge from the pilot study:

1. The distribution of patients by genotypes is consistent with that in other studies and
confirms the fact that in a similar group of patients the 3rd genotype will prevail - 21%.

2. The treatment of patients with chronic viral hepatitis, conducting parallel substitution
therapy, has good chances in the treatment of chronic viral C hepatitis, similar to those
patients without the use of such - 58.33% rapid virological response.

3. There is an excellent biochemical response.

4. There is no comparability of the results of treatment and histological activity.
Bbanatauncka P. 3a wim mpotus nurapute-u3doepere camu. Menumuacku marasus, 2011; 4
(351):15-16, ISSN 1314-9709

Pe3tome: B cratusra e mocoueH chCTaBa Ha IUTapeHUs auM, edekra Ha HHUKOTHHA,
MPOSIBUTE Ha HUKOTMHOBA 3aBUCHMOCT, BPEIHHUTE €()EKTH BBHPXY UOBELIKUS OPTaHU3bM,

CTaTUCTHKA 3a 4€CTOoTara Ha MyIIa4uTEC U CPpCACTBATa 3a OTKa3BaHC OT THOTIOHOIIYIICHC.
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Hurapenust num cbabpxka Haa 4000 xuMuKamy, OT KOUTO 43 M3BECTHU KaHIIEPOTE€HHU
cberaBkn U 400 TOKCMHHM, KaTpaH, TOKCMYHHM raszoBe. OmpenesieH kato rpyna A
KaHIIEPOTeH, ITUTApEHUAT JUM NPUYMHSABA PAKOBU 3a00JsIBaHUsSA, Hal-4ecTO Ha Oenure
npoOoBe, TapUHKC, YCTHA KyXHHA U TaHKpeac. HUKOTHHBT npuTexaBa cTuMynupani ehext
MIPH HUCKH JI03U M PEJIAKCHPAILI, TOTUCKAI €(PEKT MPH TO-BUCOKH J03H, KaTO CE CBbP3Ba C
HUKOTHHOBUTE aleTHiIXoauHoBY penentopu B [IHC u HanOwOpeunara mMeaysna u BOAH 10
MOKa4YBaHE HA HUBOTO HA peluIia HeBPOTPAHCMUTEPU U XOPMOHU. HUKOTHHBT € OCHOBEH
(axTop, BoJEII A0 U3rpakJaHe Ha 3aBUCUMOCT KbM TIOTIOHOITYIIIEHETO, KaTo TS € CXOIHA
C Ta3M KbM XCPOUH M KOKaWH. 32 0TKa3BaHE OT TIOTIOHOIYIIICHE € HYXKHA BOJIS, YIIOPHTOCT
1 yO€JICHOCT, KaTO MOTar Jia Ce IMOJI3BAT IIOMOIIHU CPEICTBA U MIPOrPaMHU 3a MOCTUTaHE Ha
TpaeH pe3yiTar.

Abstract: The article lists the composition of cigarette smoke, the effects of nicotine, the
manifestations of nicotine addiction, the harmful effects on the human body, statistics on
the frequency of smokers and means for quitting smoking. Cigarette smoke contains over
4,000 chemicals, of which 43 are known carcinogens and 400 are toxins, tar, toxic gases.
Designated as a group A carcinogen, cigarette smoke causes cancers, most often of the
lungs, larynx, oral cavity and pancreas. Nicotine has a stimulating effect at low doses and
a relaxing, depressant effect at higher doses, binding to nicotinic acetylcholine receptors in
the CNS and adrenal medulla and leading to an increase in the level of a number of
neurotransmitters and hormones. Nicotine is a major factor leading to the development of
addiction to smoking, which is similar to that of heroin and cocaine. Quitting smoking
requires willpower, persistence, and conviction, and aids and programs can be used to

achieve lasting results.

Hones P, P.banaGancka, A.llgerancka, A.llerpoB, A.YUaBymsin, A.Kanuenos,
M.CrosinoB, [IpotuBoBUpyCcHO Neuenue npu nuiia ¢ HCV undexius, npuaraiiy JiedeHue
C METAJIOH M PEBHUS - MIJIOTHO ITpoy4YBaHe. bearapcka xenaroracrpoentepoinorus, 2008, 2,
23-26, ISSN 1311-3593

Pe3rome: Crarusita Tpetupa n1o0pusi TepaneBTHUEH e(eKT mpu JeueHne Ha MalueHTH C

HAapKOTUYHA 3aBUCUMOCT U XCIATUT C CIIpsIMO OCTAHAJIMTC MALIUCHTH. HuBoto Ha TpacH
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BUPYCOJIOTUYCH OTroBop B bbiarapus e moctarbuHO J00Bp, 3a Ja ce Mpernopbya
HApKO3aBUCHMUTE JIMIIA CHIIO Ja ObAAT JIEKyBaHHU.

Abstract: The aim of the present study is to trace the results of the antivirus treatment of
patients with chronic hepatitis virus undergoing Methadone or Revia maintenance therapy,
by assessing the biochemical and virus response and the connection between the virus
response and the histological activity. The treatment of patients with chronic viral hepatitis,
conducting parallel substitution therapy, has good chances in the treatment of chronic viral
C hepatitis, similar to those patients without the use of such - 58.33% rapid virological

response.

banaoauncka P, PMapunos, M.Benes, A.llenes, A.Ilerpos, U.boneBa, Ciy4aii Ha Tossim
MEANKYIIM3UPAH TOJIUIIONICH TyMOp - (UOPONMIIOM Ha XPAHOMPOBOIA, YCIOXKHEH C
e3o(aroOpoHxHagHa ¢bucryna u abcrenuparia ITHEBMOHUS. boearapcka
xenaroractpoenrteposorus, 2007, 1, 65-71, ISSN 1311-3593

Pe3rome: B crarusita e HanpaBeH 0030p Ha TOOPOKaYECTBEHUTE TyMOPH Ha XPaHOIIPOBO/IA
M € TPEICTaBeH CIIy4aidl C TOJSIM TeJUKyau3upaH (HUOpoazeHOM Ha XPaHOIPOBOJIA,
yCIoXXKHEH ¢ e3odaroOponxuanHa ¢uctyna u  abcuenupainia  MTHEBMOHUS.
JloGpokaduecTBEeHUTE TYMOPU Ha XPaHOMPOBOA ca U3KIIOUUTEITHO PEIKA U MOTar Jia ce
KJIACU(UITUPAT HAa WHTPATYMEHHH, HHTPAMYPAJIHA U eKCTpaMmypaiHu. VHTpalyMeHHHATE
TyMOpu Morar jaa Obaar ¢uOpoBacKylIapHH IOJIUIMH, XaMapTOMH, JHUMQpaHTHOMH,
CKBaMO3HU TMAalWJIOMU U JIMIIOMH, a HHTpamMypalHUTe oOWuyailHO ca JIeHOMHOMH.
JluteparypHUAT 0030p MOKa3Ba psiKaTa 4ecToTa Ha TE€3W TYMOPH, JOCTUTAHETO UM JI0
TOJIEMH pa3MepH, KbCHOTO JTUATHOCTHUIMPAHE €/1Ba IIPH Pa3BUTHE Ha YCIOKHCHHUS.
Brorpeku de ca peaku, ruranTckute (uOpoBacKylnapHU MOJIUIIHA HAa XPaHOIIPOBO/IA ca Hal-
4eCTO CpelaHuTe JTOOpOKAYECTBEHU WHTPATyMUHATHH MacHd Ha XpaHOMpoBoda. Te ca
MeAYHKYIUpPaHU U OOMKHOBEHO BH3HHMKBAT B TOpPHATA TPETa Ha XpaHompoBoja. [loBeyeTro
OT TSAX MOTAT Jia JOCTHTHAT OTPOMHHU pa3Mepu. EHpockonusaTa MOXKe Ja MPOIyCHE Te3U
MIOJIUTIH, ThI KAaTO T€ ca IMOKPUTH OT HOpPMAaJIHA JIMTAaBHIIA U Ca JICCHO KOMIIPECHPYEMHU.
JlekapuTe TpsOBa Ja ca HAasCHO C HAJMYMETO HA TO3M PSIBK e3odareaieH TyMmop.
[IpencraBsamMe ciay4ail ¢ THTAHTCKU METYHKYIUPAH TOJIUIIOUICH TYMOP, MTPOU3XO0XK AL OT

ropHara TpeTa Ha XpaHOIPOBO/IA, C AbDKKUHA 20 cM, 00TypHpal] JIyMeHa Ha XpaHOIIPOBOIA
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W NpUYMHSBAIL Merae3odaryc, qucdarus 1 IpoIbJDKUTEIHO KOMIIPECHPAHe Ha CTeHATa,
KOETO € JIOBEJO 70 OpoHxoe3odareaiHa GUCTY/Ia U ITHEBMOHUS MIOpaIu aciuparnus. To3u
70-roAuIIeH MBX CTPaja OT HapyLIEHO MPErTbIIaHe U MOBPBIIaHE B NPOIb/DKEHUE Ha 3
ronuad. Tolt e xocmuTanu3upaH B HAKOJIKO OonHHMIM. BemHara ciem cMbpTTa My 4pes
ayTOIICHsI € OTKPUT TMTAaHTCKHU IOJIMIT Ha TOPHATa YacT Ha XpaHONpoBoaa. B To3u ciyuait
JEMOHCTpHpaMe TPYIHOCTH B KJIMHUYHATA KAPTHHA, PEHTICHOBOTO W3CIIE/IBaHE WU
eHockonuiaTa. EXoeHq0cKkonusaTa, KOMIIOThPHATa TOMOTpaus U SIIPEHO-MAarHUTHUST
pe30HaHC Morar ja ObAaT MHOTO TOJIE3HH MPH AUArHOCTHUIMpPAHETO. ToBa € IBbPBUST
JOKJIaJIBaH B JIATeparypara cly4ail Ha e3odarealieH TOJMI, YCIOXKHEH C
Oponxoezodareanna ducryna.

Abstract: Although they are rare, giant fibrovascular polyps of the esophagus are the most
common benign jntraluminal masses of the esophagus. They are pedunculated and usually
arise in the upper third of the esophagus. Most of them can reach enormous size. Endoscopy
may miss these polyps as they are covered by a normal mucosa and are easily compressible.
The physician should be aware of the presence of this rare esophageal tumor. We present a
case with a giant pedunculated polypoid tumor originating from the upper third of the
esophagus, 20 cm in length, obturating the lumen of the esophagus and causing
megaesophagus, dysphagia and prolonged compression of the wall, which resulted in
bronchoesophageal fistula and pneumonia due to aspiration. This 70-year-old man has
suffered from impaired swallowing and vomiting for 3 years. He has been hospitalized in
several hospitals. Just after his death a giant polyp of the upper esophagus has been found
by autopsy. We demonstrate difficulties in clinical presentation, X-ray examination and
endoscopy in this case. Echoendoscopy, CT and MRI can be very helpful in diagnosis. This
is the first reported in the literature case of esophageal polyp complicated with

bronchoesophageal fistula.

Bana6ancka P. Xunpacek-HOB JIEKapCTBEH NMPOAYKT C YHUKAIHO ACUCTBHE, MPUIOKUM
pu ocTpa auapus. MenuunHcku Marasus, 2007, 320, 1:8

Pe3rome: B cratusita € onmucaHo NEWCTBUETO HA aHTUIMAPUUHUSA Ipenapar Xuapacek u
onuThT oT npuiioxkenuero my. HIDRASEC npencrapisiBa CHIICH CEIEKTUBEH HHXHOUTOD

Ha CH3UMa CHKG(baJII/IHEBa C YABJIKaBaAHC HA MHTCCTUHAJIHATA aHTUCCKPCTOPHA aKTUBHOCT
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Ha CHIOTCHHUTE eHKe(aluHu (5-perenTop ONMUOWIHHM aroHUCTH). KAaTo 1O TO3W HAYWH
OBJIQJIIBa CUMITOMHTE Ha OCTpara Juapus MpH JAela U Bb3pacTHU. [IpuiokeHueTo My
BOJIM JI0 HaMayisiBaHe Oposl Ha M3XOXKIAHUATA, NMPEIOTBpATSBAHE HA JEXUIpaTalusaTa
00III0TO U3TOIICHHE.

Abstract: The article describes the action of the antidiarrheal drug Hidrasec and the
experience of its application. HIDRASEC is a strong selective inhibitor of the enzyme
enkephalinase with prolongation of the intestinal antisecretory activity of endogenous
enkephalins (5-receptor opioid agonists), thus controlling the symptoms of acute diarrhea
in children and adults. Its use leads to a decrease in the number of bowel movements,

prevention of dehydration and general exhaustion.

Kpscrer 3, K. UYepnes, /. I[lerpoma, /I. Hukomoscka, [[. Takos, 1. Mapunona, U.
Yakbpcku, U. Koues, K. Autonos, K. Kamapos, H. Kpbsctes, C. CroiinoB, A. 1[BeTaHcka,
J. XKenes, 3. Croea, 1.JI.Banosa, 11.11.1BanoBa, K. Togopoga, . I'eros, M. CuMoOHOBa,
P. IlouneB, P. MutoBa, P. banadancka , C. Xanmkue. OTBOPEHO MYJITHIIEHTPOBO,
HAIlMOHAJIHO, HEPaH/IOMM3UPAHO KIMHUYHO HM3MUTBAHE 3a OLIEHKAa Ha e(uKacHOCTTa U
6e3onacHoctTa Ha Peginterferon alfa-2a (40 kd)- Pegasys mpu maumentn ¢ HBeAr
OTpHULIAaTE]IEH XpOHWYEH XxenatuT B, mporokon ML18092- npensapurenHu pesynraru.
bovarapcka xenaroractpoenteposorus, 2006; 2, 90-91, ISSN 1311-3593

Pe3iome: Hayunute mpoyuBanusi 3a yiedeHueto Ha HBeAg orpunarenen xemarut B
nmokasBar, ue 48 cenmuyHo neueHue ¢ Peg-interferon alfa 2a (PEGASYS®) noctura 43%
Bupyconorudex orrosop - HBV JIHK - 20 000 ¢/ml, 24 ceamuru cieq kpast Ha J€YEHUETO.
[Ipn mnanwmentute, uHbexktupanu ¢ HBV renorun D, pesyararume ca mo-HUCKU:
Bupyconoruuen orroBop (24 ceamuiu cien Kpas Ha jedeHuero) - 20%, xkoMOuHUpaH
(buoxumuyen u BupyconormueH) - 16%. Lem: [la omenum edexTuBHOCTTa U
6e3onmacHocTTa Ha 48 cenMuuHO JedeHue ¢ peginterferon alfa-2a (PEGASYS®) npu
obarapcku nanueHTH ¢ HBeAg (-) xponuuen xenarum B. Marepuan u meronu: O0u1 6poit
nanuentu: 60; mor: 48 muxe (80%), 12 xxenu (20%); Bwu3pact: 43 roquau (+1,5); BMI:
25,1 (£0,5); m3xonen AJIAT: 146 (+ 10) IU/I; Xucromornyuo npu 57 NarueHTH € T0Ka3aH
xpoHudeH xenatut (95%); a npu 3 - yepHoapoOHa 1upo3a (5%); Beuuku OomHM npenu

neuenneto ca ¢ HBe Ag(-)/anti-HBe(+) u cepymaun nuBa va HBV JIHK 100 000 cp/ml
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(Cobas Amplicor). Ilpu 30 wuscneaBanu OosHu Oemie ycraHoBeHa xpoHuyHa HBV
nHpeknus ¢ reHorun D. Pesynraru: Bupyconormyen orrosop (HBV JIHK < 20 000
cps/ml) B kpast Ha TepanusaTa (48 ceammuia) umaxa 67% om narpeHTHTE, OMOXHUMHYCH
(AJIAT 41 IU/l/mbxe; 31 1U/Nl/xenn) - 35% wu KomOunupan (OMOXMMHUYEH H
BupycosoruyeH) - 30%. Bupyconoruuen orroBop 24 ceaMulu ciell Kpas Ha JEYECHUETO
umaxa 32% ot Oonuute, OuoxumudeH - 42%, a komOuHupan - 28%. HeraruBupane Ha
HBsAg B kpas Ha mnpocnensBaHero umaxa 3% ot nanuentume. Ilpu 6 (10%) or
nanueHTuTe Osxa HaONIoJaBaHU CEpPUO3HU HexenaHu cvoutusd. M3Boau: Pesyntatute c
peginterferon alfa-2a (PEGASYS) npu HBeAg (-) Obarapcku mamueHT, mokasBar Io-
BHCOK TEpaIrieBTUYEH OTTOBOP OT MYOIMKYBaHUTE J0CETra.

Abstract: The data from clinical trials for HBeAg-negative chronic hepatitis B infection
show that a 48 weeks treatment with Peg-interferon alfa 2a (PEGASYS®) achieves 43%
virological response - HBV DNA < 20 000 cps/ml, 24 weeks after the end of treatment. In
patients with HBV-infection genotype D the results are lower: virological response 24
weeks after the end of treatment in 20%, combined response (biochemical and virological)
- in 16%?2. Materials and methods: Total number of patients enrolled - 60; sex: 48 male
(80%), 12 female (20%); mean age 43 years (x1,5); BMI: 25,1 (= 0,5); baseline ALAT 146
(+ 10) IU/T; Histological evidence of chronic hepatitis B (95%) in 57 patients, and in 3 of
them - liver cirrhosis (5%). All patients were HBeAg(-) /anti-HBe(+) and had serum levels
of HBV DNA > 100 000 cp/ml (Cobas Amplicor) before start of treatment. In 30 patients
a genotype D chronic hepatitis B infection was established. Results: Virological response
(HBV DNA <20 000 cps/ml) at the end of the treatment (48 week) was established in 65%
of the patients, biochemical (ALAT 411U/Il in males; 311U/l in females) - 35% and
combined (biochemical and virological) - 30%. At the end of the follow-up period (24
weeks after the end of treatment) virological response had 32% of patients, biochemical -
42%, and combined - 28%. Seroconversion of HBsAg (HBsAg - negativing) till the end of
the follow-up was present in 3% of the patients. In 6 (10%) of the patients serious adverse
events were observed. Conclusions: The data from applying peginterferon alfa-2a
(PEGASYS®) in HBeAg (-) Bulgarian patients show higher therapy response than
published so far.
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banadancka P. PpkoBomcTBo 3a mpoduiakTuka, paHHO OTKpHBAaHE M JICUEHHUE Ha
KOJIOpEKTanHud pak. Meaunuucku marasut, 2005, 9:12-13, ISSN 1314-9709

Pe3tome: [IpeacraBeno e uznazaeHoTo B ABCTpalivs PbKOBOACTBO 3a JinuHu Jiekapu (GP) 3a
npo¢uIakTUKa, paHHA TMarHo3a 1 JIeueHHe Ha paka Ha J1e0en0To 4epBo, KOeTo 00eInHsIBa
YCUIIMATA Ha CHEIMAINCTU FaCTPOSHTEPOJIO3U U XUPYP3U U YTBbPIKIaBa BOJEIIATa pois
Ha JIMYHUTE JIEKapH 3a CBOEBPEMEHHOTO OTKPHBAHE M IMPOCIEAsSBaHE Ha MallUEHTUTE C
nebenoupeBeH pak. Ch3aaieHO € U PHKOBOACTBO 3a MAIMEHTH, YICHOBE HA CeMeiicTBa U
MIPUSATENU B JOCTBIIHA Popma.

Abstract: The Australian General Practitioner (GP) Guide to the Prevention, Early
Diagnosis and Treatment of Colon Cancer is presented, bringing together the efforts of
gastroenterologists and surgeons and affirming the leading role of GPs in the early
detection and follow-up of patients with colon cancer. A guide for patients, family members

and friends has also been created in an accessible format.

Bbanaoauncka P. [IpoGnemsbT 3anek. 3apaBuo criucanue GP News, 2005, 11:18-24, ISSN
1311-4727

Pe3ome: B crarusta B gocthmHa (opma e pasmienaH BbIPOCHT 32 KOHCTHMAIMSTA-
MIPUYMHU, IPOSBH, YCIOKHEHHS, TUATHOCTUYHU METOMIH, TIOAXOAH 3a MPOMSHA B HAuMHA
Ha JKUBOT M XPaHEHETO, MPUIOKCHNE Ha Pa3IMYHU JIAKCATHBHU CPEICTBA- OCMOTHUYHH C
yBeIMYaBaHE Ha oOeMa HAa WM3MPAKHEHUATA W 3aCHIIBAaHE HA YPEBHATA MEPUCTAITHKA,
CpeICTBAa C OMEKOTSBAIIO JACHCTBHE, KAKTO W CTHUMYIUpAIld W aHTHAOCOpOTHUBHU
KOHTAKTHH JIAKCATHBH.

Abstract: The article discusses the issue of constipation in an accessible form - causes,
manifestations, complications, diagnostic methods, approaches to changing lifestyle and
nutrition, the use of various laxatives - osmotic ones with an increase in stool volume and
increased intestinal peristalsis, agents with a softening effect, as well as stimulating and

anti-absorptive contact laxatives.

banatdancka P. Cnyuaii Ha mauMeHT cbC CMHAPOM Ha ['apanep. MeauIIMHCKU MarasuH;
2004, 1:11, ISSN 1314-9709

Pe3tome: B cratusta € onvcad I1eMOHCTpAaTUBEH ciydail cbC CUHAPOM Ha [apiHep karo
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¢dopma Ha hamuIHA azmeHOMaro3HA MOJMIIO3a Ha yepBara. ToBa € mbpBa MyOIMKAIUS B
OBJITapckara MEIMIMHCKA JHUTeparypa 1mo Tasu TeMa. CuaapoMbT Ha [apaHep e psaaxo
CpelIaHo, aBTO30MHO-IOMUHAHTHO 3a00JIIBaHE, KOETO C€ XapaKTepU3upa ¢ MHOKECTBEHA
MOJIUIIO03a Ha J1e0eJI0TO YepPBO C TEHICHIMS KbM MaJUTHU3AIMS, TOJKOKHU (HUOPOMHU H
JIMIIOMH, €K30CTO3W M OCTEOMH IO JIMIIEBUTE KOCTH, KaKTO M EHHJICPMAJIHU KHCTH.
Omnucanu ca U Ipyru N3BbHYPEBHH NPOSBU KaTO 360HN MajI(opManuy - OA0HTOMA, 360HH
KUCTH | ITOBeYE Ha OpOii 3601, KAKTO U XUIIEPILIa3Usl HA MUTMEHTHHS CITUTEN Ha pETHHATA.
3abonsBanero ce nbku Ha myrtanmus Ha APC rena B xpomoszomeH Jokyc 5921-q22.
BeposrHocTa 3a npenaBaHeTo Ha JedekTeH reH B moToMcTBoTO € 50%. [Ipu onumcanums
MAlMEHT € U3BbPIICHA TOTAJTHA MPOKTOKOJICKTOMUS MOPai MaJUTHU3ALMS HA MTOJHUITATE
C TocJieIBala MosiBa Ha Jie3MouieH prudpo3eH TyMOop B Kopema.

Abstract: The article describes a demonstrative case of Gardner's syndrome as a form of
familial adenomatous polyposis of the intestine. This is the first publication in the
Bulgarian medical literature on this topic. Gardner's syndrome is a rare, autosomal
dominant disease characterized by multiple polyposis of the colon with a tendency to
malignancy, subcutaneous fibromas and lipomas, exostoses and osteomas on the facial
bones, as well as epidermal cysts. Other extraintestinal manifestations have also been
described, such as dental malformations - odontoma, dental cysts and multiple teeth, as
well as hyperplasia of the retinal pigment epithelium. The disease is due to a mutation of
the APC gene in the chromosomal locus 5921-q22. The probability of transmitting a
defective gene to the offspring is 50%. The described patient underwent total
proctocolectomy due to malignancy of the polyps with subsequent appearance of a desmoid

fibrous tumor in the abdomen.

Menguzosa A, I'Meuxkos, JI.lumurpakoB, 3.KpwcteB, K.Uepnes, [.Ilerposa, /. Takos,
N.Kones, W.MapunoBa, W.Yakbpcku, Jl.TankoBa, A.ATtanacoBa, A.J/loHKOBa,
A.llperancka, B.Aunonos, /[.)Kenes, A.JlyaeBa, K.Autonos, K.Kamapos, K.Tomoposa,
[I.ITetkoB, P.banadancka, EdekTuBHOCT Ha JIeueHUETO C eTuiaupad uHTepdepoH anda-
2A (40KDA) (PEGASYS) B komOunarms ¢ Ribavirin mpu 60mau ¢ xponnden C Xenarur -
(ITpenBapurennu pe3ynraru ot bbiarapckust onut). bearapcka xenaroracTpoeHTEpOIOTus,

2003, 2, 10-14, ISSN 1311-3593
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Pestome: B craruara e 0000mIeH OBJITApCKUAT OMUT TPU JICYCHHWE HA TAIMEHTH C
xporndyeH BupyceH C xemarut ¢ Ilermmmpan uaTepdepoH anda-2a B pa3InIHHUTE
KJIMHUYHH [IEHTPOBE C OIICHKA HA MOCTUTHATUSI BUPYCOJIOTMYEH U OMOXUMHUYEH OTTOBOP.
Ilen Ha HacTosMUs aHAIK3 € J1a OrlcHH epekTa oT kKoMOuHMpaHoTto Jeuenue ¢ 40 kD Peg-
interferon alfa-2a (PEGASYS) u Ribavirin (COPEGUS) nipu 60J1HU ¢ XpOHHYEH XENaTHT
C upe3 olieHKa Ha : * paHHUS BUPYCOJIOTHYEH OTTOBOP; * BUpycoNornyHus OTTOBOP B Kpast
Ha JIeYeHUEeTo * BUPYyCOIOTHYHMS OTTOBOP 6 Mecela cie/l CliupaHe Ha JiedueHueTo. TpaitHo
MOJATUCKAHE HA BUPYCHATA PEILUIMKAIMS € MOCTUTHATO B 65% OT OTTOBOPHIIMTE OOJIHH C
PEGASYS/COPEGUS.

Abstract: The article summarizes the Bulgarian experience in treating patients with
chronic viral hepatitis C with Pegylated interferon alfa-2a in all mentioned clinical centers
with an assessment of the achieved virological and biochemical response. Hepatitis C is a
major cause of liver-related morbidity and mortality worldwide and represents a major
public health problem. The last decade a great progress has been made in the development
of new treatment strategies. Aim: to assess the efficacy of the treatment with PEG-
interferon-alfa 2a (40 kDa) (PEGASYS) plus Ribavirin (COPEGUS) on virological
responses in patients with chronic hepatitis C. 158 patients were assigned PEGASYS
(180pg subcutaneously each week) plus COPEGUS 1000-1200 mg/day orally in the cases
with HCV- genotype 1 infection, and 800 mg/day orally in the cases with non-genotype-1
infection. Patients with genotype 1 were treated for 48 weeks with a 24 week follow-up
period. The sustained virological response (SVR) rate in the studied patients was 65%
(13/20). Among the patients with HCV genotype -1 infection the SVR rate was 58.8%
(10/17). The SVR rate for the patients with genotype non-1 was 100% (3/3). The early
virological response (EVR) rate was 88.5% (77/87). Among patients with genotype 1
infection the EVR rate was 87.5% (70/80). The EVR rate for the patients with genotype
non-1 was 100% (7/7). Conclusions: A high sustained virological response rate (65%) and
a high early virological response rate (88.5%) as a predictor of sustained virological
response have been achieved with PEG-interferon alfa-2a (PEGASYS) plus Ribavirirn
(COPEGUS) therapy of chronic hepatitis C.

55. bana6ancka P. ®amuiHa ageHoMaTo3Ha monuio3a. MenunuHcky Marasud, 2003, 22:13-
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14, ISSN 1314-9709

Pestome: B crarusata e HampaBeH 0030p 3a (ammiHara aJeHOMAaTo3Ha IIOJIUII03a,
XapakTepu3upalla ce ¢ HATMYMEeTO Ha CTOTUL JI0 XHMJISIIM YPEBHHU TIOJIUITH, MTOSBSBAIIH CE
B MJIaJia Bb3pacT U IPUTEKABAIIM BUCOK MajurHeH noteHuuan (1o 100%). JlonbanuTenna
HaXOJIKa MOTar J1a U3BbHYPEBHH MPOSBHU KaTO MOJIUIIY HAa CTOMaxa U Tyo/leHyMa, OCTEOMH,
3b0HM aHOMAJIMH, MEKOTbKaHHH TYMOPH-CIIUAEPMOUIHN KUCTH U (HUOPOMH, TE3MOUIHU
tymopu. llpencraBena e kiacudeckara u areHiompana ¢opma Ha DAII, kakTo H
cuaapomute Ha Gardner u Turcot.

Abstract: The article reviews familial adenomatous polyposis, characterized by the
presence of hundreds to thousands of intestinal polyps, appearing at a young age and having
a high malignant potential (up to 100%). Additional findings may include extraintestinal
manifestations such as gastric and duodenal polyps, osteomas, dental anomalies, soft tissue
tumors - epidermoid cysts and fibromas, desmoid tumors. The classic and attenuated forms

of FAP, as well as Gardner and Turcot syndromes, are presented.

Meukos I, P.llones, P.banadancka, O.Mukosa, C.MunkoBa, A.Hasymsn, I1.Kpbcrena,
A.llerancka, W.bob6eB, E.EnueBa, OrineHka Ha  XOJCHHUCTOKMHECTUYHHUTE U
XEeMaronpOTEKTUBHU JEUCTBUS HAa MenukameHTa LlMHapHuKC Mmpu manueHTH ¢ XPOHUYHU
yepHOApOoOHU 3a0onsaBaHus. bearapcka xenaroractpoenteposnorus, 2003, 1, 23-32, ISSN
1311-3593

Pe3rome: Ilenta Ha TOBa MOCTMAapKETUHIOBO MpOyUYBaHe Oelle Aa e OLIEHU JIeHCTBUETO Ha
Cynarix npH ManUeHTHd ¢ XpOHUYEH XEMaTUT C Pa3IMyHa TeHe3a (AIKOXOJIEH U BUPYCEH)
4ype3 OLEHKAa Ha HETOBOTO XENAaTONPOTEKTUBHO M XOJEPETHUYHO JelicTBue. Marepuanu u
metonu: M3cnensanu ca 3 rpynu mauueHTH - rpyna 1 (n=31) BKirouBa ciydau Ha
XPOHHWYEH BUPYCEH MU AJIKOXOJIEH XEMaTuT, ¢ 18 Mbxke n 13 xeHu Ha Bb3pacT ot 19 1o 66
ronuHu. Beuuku ca ekyBaHU B IPOABDKEHUE Ha euH Mecel ¢ 1 tabnerka Cynarix Tpu
I'BTU JTHEBHO, KaTO pe3yJITaTUTE Ca CPABHEHW B HAa4aJIoOTO, HAa 15-msa m 30-us neH cuex
HayajoTo Ha JiedeHueTo. ['pyna 2 (n=32) e KOHTpOJIHATA IpyMa U BKJIIOYBA CHIIO CIyyau
Ha XPOHUYEH BUPYCEH U AJKOXOJIEH XENaTuT, ¢ 22 Mbxe U 10 jxeHu Ha Bb3pacTt ot 17 1o
74 romuuu. Te ca JeKyBaHM C XEHAaTONPOTEKTHBHM CPEIACTBA U ca HAOIIOJaBaHU B
Hauyajioto, Ha 15-us u 30-us neH. I'pyna 3 (n=10) BkIIr04YBA MAMEHTH C XOJIELUCTEKTOMUS
0e3 4epHOIPOOHO yBpekKIaHe U ¢ IpeHaku Ha Kep, ¢ 2 Mbke U § jkeHU Ha Bb3pacT oT 25
1o 70 roguHM, KOUTO ca HabmogaBanu Ha 30-Ta MUHYTA - U3XOIHO HUBO, HA 60-Ta MUHYTa
u Ha 90-Ta MuUHyTa ciexa nepopaieH npueMm Ha 2 tabnetku Cynarix. Cien eTHOMECEUHO
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neuenue ¢ Cynarix ce MOCTUIa M34Ye3BaHe Ha CyOEKTHBHMTE OIIakBaHus mpu 55% ot
MAlUMEHTUTEe M 3HAUYMTEIHO HaMaisBaHe Ha oruiakBanusta npu 30%. HabmiomaBaHno e
3HAYUTETHO HAMAJICHHE Ha 00eMa Ha )KIIbYHUS MeXyp, KakTo 1 Kopenarus ¢ ASAT u ALAT
B xoj1a Ha nedenueto (p=0,0002). [llo ce oTHacs 1o xonecrtarnunute eH3umu, camo GGT
moka3ea 00bp oTroBop kbM Cynarix W 3HAYMMOCT Ha pe3ynrarute. [lo oTHOIIeHHE Ha
JTUTHUIHAS TPO(GUIT CBIIIO C€ OTYUTA OJIArOMPUATHO MOBIMsBaHE. B 3akiroueHne MoKeM J1a
3asiBuM, 4e Cynarix € cpeAacTBo Ha M300p B ramara OT JIGKAPCTBEHH MPOAYKTH C
XEIMaTONMPOTEKTUBHU CBOWCTBA MPU MAIMEHTU C XPOHUYHHM YEPHOAPOOHH 3a00IIBaHUSA,
0COOEHO Te3H, BKIIIOUBAILM XUIIEPXOJIECTEPOIEMHUS U KIIBYHU HAPYILICHUS.

Abstract: AN ASSESSMENT OF THE CHOLECYSTOKINETIC AND HEPATOPPROTECTIVE ACTION
OF CYNARIX IN PATIENTS WITH CHRONIC LIVER DISEASES

The objective of this postmarketing study was to assess the action of Cynarix in patients
with chronic hepatitis of various genesis (alcoholic and viral) by estimation of its
hepatoprotective and choleretic action. Materials and methods: 3 patient groups were
studied - group 1 (n=31) included chronic viral and alcoholic hepatitis cases, with 18 males
and 13 females aged from 19 to 66 years in it. All were treated for one month with 1 tablet
Cynarix t.i.d., and the results were compared at baseline, on day 15, and day 30 following
treatment onset. Group 2 (n=32) was the control group, and also included chronic viral and
alcoholic hepatitis cases, with 22 males and 10 females aged from 17 to 74 years in it. They
were treated with hepatoprotective agents, and were monitored at baseline, day 15, and day
30, as well. Group 3 (n=10) included cholecystectomy patients without liver damage and
with Kerr's drains, with 2 males and 8 females aged from 25 to 70 years in it who were
monitored at minute 30-baseline level, minute 60, and minute 90 after oral intake of 2
tablets Cynarix. The results of a one-month Cynarix treatment contributed to subjective
complaint disappearance in 55% of the patients, and significant complaint reduction in
30%. A significantly reduced gallbladder volume was available. There was significant
association between ASAT and ALAT in the course of treatment (p=0.0002). As to the
cholestatic endpoints, only GGT demonstrated evidence of a good response to Cynarix and
significance of results. As to the lipid endpoints, there was categorically significant
association. In conclusion we may state that Cynarix is an agent of choice in the array of
medicinal drugs with hepatoprotective properties in patients with chronic liver diseases,
especially those involving hypercholesterolemia and biliary disorders.

Banabancka P. Xpounuen Bupycen C xenatut. Menuunscku Marasus, 2000, 17 (187):6,
ISSN 1310-6821

Pe3tome: B crarusTa e mpencraBeHa HCTOpUYecKa CIIpaBKa 3a OTKPUBAHETO Ha BUpyca Ha
xenarut C, eMUAeMUOIOTHITa M HAYMHUTE Ha 3apa3siBaHe, CPe/ICTBATa 3a OTpaHUYaBaHe Ha
pasnpOCTPAaHEHHETO My, JIUArHOCTUYHHTE METOAWM W CKPUHUHTOBH TIPOTPAMH,
HEBB3MOXKHOCTTA 3a Ch3/laBaHE HA BaKCHHA MOPAJM IojsiMa BapHaOMIHOCT Ha TE€HOMA Ha
BHpYCA.
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Abstract: The article presents a historical overview of the discovery of the hepatitis C
virus, its epidemiology and modes of infection, the means of limiting its spread, diagnostic
methods and screening programs, and the impossibility of creating a vaccine due to the
high variability of the virus genome.

MeukoB I, Pllones, P.banadancka A.leoprueB, C.Mwunkoa, CbrnocraBka Ha
croiinoctute Ha AJIT ¢ MopdonornyHure NpoMeHH B YEpHUS ApPOO MPH XPOHUYHH
BupycHu xenarutu (HBV n HBC), nomexanu Ha nedenue ¢ unrepdepod. bearapcka
xemnaroractpoentepoiorus, 1999, 2, 12-15, ISSN 1311-3593

Pe3rome:Bucoknure HuBa Ha ajmanuH amuHOTpaHcdepasa (ALT) B doBemkus cepym ce
U3IOJI3BAT LIMPOKO KAaTO Ba)KHM ITOKA3aTeNIN 3a TEXKECTTa U IPOrpecusiTa Ha XpOHUYHUS
BHUPYCEH XEIIaTUT U CIIyXaT 3a OLICHKA Ha YCIEIHO JieueHue. [lenra Ha ToBa npoyuBaHe €
na ce cpaBHAT HUBaTa Ha ALT ¢ Mop¢onornunuTe 4epHOAPOOHH MPOMEHH NIPU AIIMEHTH
¢ xponuueH BupyceH xenarutr (B u C). Pesynraru: Hsma crarucrtuyecku 3Hauuma
KOpeJnaius MexX/ly akTUBHOCTTA Ha Ipolieca, onpejesneHa MOp(oIIornyHo (CTaiupaHe u
creneHyBaHe), u HuUBara Ha ALT B cepyma. KoHcraranusara ce oTHacs KakTo 3a IpsuiaTta
rpyna MaluyMeHTH, Taka U 3a JBeTe OTAEIHHU MoArpynu nauveHtd ¢ B mmm C xemarwur.
Mopdodonornyaure npoMeHu Osixa MPUOIM3UTENHO €IHAKBH, HE3aBUCUMO OT TOJIEMUTE
Pa3IMKU MEXKy CPEIHUTE CTOMHOCTH Ha HUBaTa Ha ALT. Mmamie 7 mauueHTH ¢ HOpMaaH!
croiiHocTH Ha HuBara Ha ALT. Cragupanero mpu Te3u NalMEHTH HE MOKa3a 3Ha4YMMa
xopenaius ¢ HuBara Ha ALT (p = 0,7879 3a crenenyBane; p = 0,4121 3a cragupane).
OnuraxMe ce a onmpeaeuM Jajyd MMa Kopenalus MeX1y Bb3pacTTa Ha MallUeHTUTE C
xernatut Tan C u TexHUs ctaauii, creneH U HuBa Ha ALT. mame 3HaunMa kopenamus
MEX]y Bb3pacTTa Ha MalMeHTa U TekecTTa Ha 3abomnsBanero (p = 0,0032 3a cranuit; p =
0,00115 3a crenen cpen namuentute nog 30 roguHu u Te3u Hana 51 roaunu). OTHOBO
croiiHocTuTe Ha ALT Mexay paziauuHuTE TPyNU HE MOKazaxa 3HauuMma Kopenauus (p =
0,7837). 3axmtouenusi: Hupara na ALT npu manueHTu ¢ XxpoHudeH BupyceH xenarut C u
B He choTBeTCTBAT Ha XUCTOJIOTMYHUTE NMPOMEHU B yepHUs 1pod. He e Bb3MOXKHO 1a ce
OTIpeIeNIn TeXeCTTa Ha 3a00JsIBaHETO, J1a C€ HAlpaBU MPOrHO3a 3a HETOBOTO Pa3BUTHE U
Jla ce 3amoYHe MEAUKAMEHTO3HO JeUCHHE, N3IOI3BaiKK camo crorHoctuTe Ha ALT. Axo
uMaMe JaHHM 3a XPOHUYHU BUPYCHHM MH(EKUUH, TPsAOBAa J1a U3BBPIIMM YEepHOAPOOHA

OHoIICHS C TOYHO TTOJIYKOJIMYCCTBCHO XUCTOJIOTMYHO U3CIICABAHE U aKO € Bb3MOXKHO C PCR,
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nopu koraro HuBarta Ha ALT ca B HopmaiHuTe TpaHunu. [Ipu BB3pacTHUTE XOopa
XUCTOJIOTUYHUTE MMPOMEHH Ca MM0-U3pa3eHu, 0co0eHo YyepHoapoOHara ¢pudposa. [Tomodna
XUCTOJIOTUYHA KapTUHA ce HalmionaBa W npu nanueHTH a0 40-rogumiHa Bb3pact. Tosa
MOKa3Ba, Y€ Bb3pacTTa Ha MaIMeHTa He TPSAOBa 1a ce U3I0J3Ba KaTo OrpaHruyaBall GakTop
3a 3aro4YBaHe Ha JICYCHUETO.

Abstract: The high levels of alanine aminotransferase (ALT) activity in human serum are
widely used as important indicators of the severity and progress of chronic viral hepatitis
and serve as the most widespread indices of their successful treatment. The aim of this
study is to compare ALT levels with the morphological liver changes in patients with
chronic viral hepatitis (B and C). Results: There is no statistically significant correlation
between the activity of the process determined morphologically (staging and grading) and
the ALT - levels in the serum. The finding concerns the whole patient group as well as the
two separate subgroups of patients with B - or C - type of hepatitis. The morphological
changes were approximately equal regardless the great differences between the mean
values of ALT -levels. There were 7 patients with normal values of ALT - levels. The
staging and grading in these patients showed no significant correlation with ALT - levels
(p = 0.7879 for grading; p = 0.4121 for staging). We tried to determine if there was a
correlation between the age of the patients with C - type hepatitis and their staging, grading
and ALT - levels. There wasa significant correlation between the patient's age and the
severity of the disease (p = 0.0032 for staging; p=0.00115 for grading amongst the patients
below 30 years old and those above 51 years of age). Again the ALT - values between the
different groups showed no significant correlation (p = 0.7837).

Conclusions: The ALT - levels in patients with chronic viral hepatitis C and B do not
correspond to histological changes in the liver. It is not possible to determine the severity
of the disease, to make a prognosis for its progress and to begin medical treatment using
only ALT - values. Should we have positive indices for chronic viral infections, we have to
perform liver biopsy with exact semiquantitative histological investigation and if possible
with PCR even when ALT - levels are within the normal range. In the aged persons the
histological changes are more manifest, especially the liver fibrosis. There is a similar
histological pattern in patients up to 40 years of age. This shows that the patient's age

should not be used as a restricting factor for the beginning of the treatment.
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59. Meukos I, P.banadauncka, P.Ilone, YectoTa u exorpadcka XxapakTepUCTHKA HA OTHUIIHA
oOpasyBaHus B cie3kara. bearapcka xemaroractpoerteposorusi, 1999, 1, 13-16, ISSN
1311-3593
Pe3srome: llenra Ha U3CiIeqBaHETO € Ja C€ OLIEHM YECTOTaTa Ha JIE3UUTE Ha cie3Kara U
3HAYEHHUETO HA TEXHUTE YITPA3BYKOBU XapaKTEPUCTUKH 3a Obp3a U MpaBUIIHA KIMHUYHA
nuarfosa. 3a nepuoa oT 4 rogunu (1994 - 1998) ca uzBbpmenn 14138 ynrpa3BykoBH
U3CIIe/IBaHUS HAa KOpeMHaTa 00JacT U JIE3UU Ha clie3Kara ca OTKPUTHU Npu 56 MalueHTH.
Haii-Bucoka e gecrorara Ha Kajau(pUKaTH B Clie3Kara (XapaKTepHH HAXOAKH ,,HeOe ChC
3Be3AM’‘) cCiel Manapus, TyOepKylao3a WM JBITOTOJMIIHA BEHO3HAa KOHTeCTHs,
CHITBTCTBAIIA NTOPTaIHa XUNEepToHUA - 42 manuenTu. Onucanu ca 3 ciydas Ha TuMQomMHa
UHOUATpAIUS (XUTIOCXOTCHHH JIS3HH ), 2 ClTydasi Ha CyOKarcCyJIapeH XeMaToM CJIe]l TpaBMa,
2 cimyyast Ha MH(MAPKT HA ciie3Kara u | ciy4ail Ha eXHHOKOK ¢ JbLICpHU Mexypuera — 0e3
Jla 3acara Ipyr oprad. MeTracTaTH4HHU JIe3UH Ha CJe3KaTa ca OTKPUTH caMo B 2 cirydas -
II'BPBUSAT € 37I0KAYECTBEH MEJIAaHOM C MHOKECTBEHHM METacTa3u B UEpHUS Apo0 U clie3Kara,
a BTOPHAT € NAIMEHTKA ¢ KapLMHOM Ha sSM4YHUKA. EquH cinyyaill ¢ yroseMeHa IETHHCTA
cie3ka e HaOJoaBaH npu Muesnoduodposa, a mpu IpyT - JIE3UUTE B YEPHUS APOO U ciae3Kara
ca CBbpP3aHU C TyMOp Ha xumnoduzara ¢ aKpoMeraausi ¥ XUCTOJIOTHYHU HAXOAKU Ha
yepHoapooen APUD-om, 2 cryuast Ha XUIIEPEXOTeHHHU JIe3UU Ha cie3KaTa (XeMaHTHoMHU?)
ocTaBaT HeIMarHOCTUIIUPaHU. Jle3unTe Ha cie3kaTa ce cpemiar psajako, HO yITpa3ByKOBOTO
UM OTKpPHUBAHE € TPEBOXKEH CUMIITOM, U3HUCKBAILl CIEIIHA TMAarH03a U TepareBTUYEH IJIaH -
KOHCEpPBAaTHUBHO WIIM XUPYPrHYHO JedeHHe. I[Ipu HEOOXOIMMOCT OT TOYHA TUArHO3a,

MPaBHUIIHOTO THJIIKYBAHC Ha YITPAa3BYKOBUTC HAXOAKU € OT UBKIIFOUUTCIIHA BA)KHOCT.

Abstract: Incidence and Ultrasonographic Characteristics of Spleen lesions

The aim of the study is to evaluate the incidence of the spleen lesions and the importance
of their ultrasonographic characteristic for prompt and correct clinical diagnosis. For a
period of 4 years 14138 abdominal ultrasound studies were performed and spleen lesions
have been detected in 56 patients. The highest incidence is of calcificates in the spleen
(characteristic findings of ,sky with stars") after malaria, tuberculosis or long-standing

venous congestion accompanying portal hypertension - 42 patients. There have been 3

64



60.

cases of lymphoma infiltration hypoechogenic lesions), 2 cases of subcapsular hematoma
following trauma, 2 cases of splenic infarction, and 1 case of echinoccoccus withdaughter
bubbles" the parasitic disease involving no other organ. Metastatic spleen lesions are
detected only in 2 cases - the first being Malignant melanoma with multiple metastases in
the liver and spleen, and the second a female patient with carcinoma of the ovarium. One
case with enlarged spotty spleen was associated with myelo-fibrosis,and another the lesions
in the liver and spleen were associated with pituitary tumor with acromegaly and histologic
findings of liver APUD'oma, 2 cases of hyperechogenic spleen lesions (hemangiomas?)
remained undiagnosed. Spleen lesions are rarely encountered, but their ultrasonographic
detection is an alarming symptom demanding urgent diagnosis and therapeutic plan
conservative or surgical management. Provided a precise diagnosis is needed, correct

interpretation of the ultrasonographic findings is of utmost importance.

Meukos I, P.bana6ancka, P.1loneB, KomOunupano neuenue ¢ Pudbasupun u Marepdepon
anda-2b mpu Oomam ¢ Hanpeananm HCV XpoHWYEH XemaTUT, HEOTTOBOPWIIA Ha
MoHoTepanusa ¢ Unrepdepon-anda. CpBpemMenHa menunuHa, 1998, 5-6, 12-18, ISSN
0562-7192

Pe3stome: Ilpu Oonmnu ¢ Texxka xponnyHa HCV uHpekuus, ¢ kapThuHa Ha Ipexon B
YepHOApOOHa LMPO3a, HEOTTOBOPWIM Ha Mpeaxoxaamia MoHotepanus ¢ HMutepdepon,
BKJIIOYBAHETO HA KOMOMHHUPAHO MeceuHo JiedueHue ¢ Murepdpepon-anda 28 (Mutpon A) u
PubGaBupun, nosene 10 Obp3 OMOXMMHYEH OTTOBOP ChC 3aAbp)KaHE HAa HOPMAJHU
croiiHocTh Ha AJIAT ot 1-Busg Mecen OT 3amo4BaHe Ha JIEYEHHETO A0 1-2 mecena cien
cnupanero My. [Ipu BcuukM mocienBa peakTHBHpAHE C MOKAauyBaHE HAa YEPHOIPOOHUTE
€H3UMU U 3a]Ibp’KaHe B CTOMHOCTH, CXOJHU C T€3U MPEAH JIeUeHUeTo (T.€. JIUICBA TpacH
O6uoxumuueH oTroBop). Bupyconoruuen orrosop ¢ Heratusupane Ha HCV-PHK B cepyma
6e mocturHar npu 1 ot 6 GOJHU KaTo MPHU HETO Ce 3abpXKaT MOBUIIEHW CTOHHOCTH Ha
AJIAT u e HyXeH HOB KOHTPOJ Ha BHpemusATa. Haill-uecTuTe CTpaHW4YHU IPOSBH OT
KOMOMHUpPaHoTO JeueHue ¢ UuTpoH A u PubaBupuH ca pa3BuTHE Ha XeMOJIUTHYHA aHEMUS
c oOparuM XOi W IBJIHO BBH3CTaHOBSABaHE Ha croiHOcTUTe Ha epuTpouutute (Er) u
xemornoouna (Hb) cnen crnupane Ha JeyeHMETO, KaKTO M JHMCKPETHA JIEBKOIICHUS.

CroitHOCTUTE Ha TPOMOOLIMTHTE HE HaMallsABaT, a JaXe TMOKa3BaT TEHICHIHS KbM
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yBenuueHue. KoMOMHMPaHOTO JieueHue ce IOHACsS CPAaBHUTEIHO 100pe U MpH MALUeHTH ¢
XMCTOJIOTMYHA HaXoAKa 3a LMpOo3a, MpH JIMICA HAa CEPUO3HU CTPAaHUYHH €(QEeKTH.
He3agoBonuTenHUTe KbCHU TEPANEBTUYHU PE3YATaTH OT KOMOMHHUPAHOTO JICYCHHE C
PubGasupun u Uatepdepon morar ga 6b1aT 00SICHEHH € TEXKaTa XMCTOJIOTMYHATA KapTHHA
IIpU Ta3u rpyna OOJIHU, HAJIMYKME Ha MPEXOJ B YEPHOAPOOHA LIMPO3a, MO-TOJIIMA JaBHOCT
Ha 3a00JsBaHETO, HEMOBIMSABAHE OT MpellecTBala MoHoTepanus ¢ MHrepdepoH,
MyTallid Ha BHpYyCa B XOJa Ha JieueHHeTo. TpyaHo e na ce oOsSCHM IpPEeXOAHUs PaHEH
OMOXMMHYEH OTIOBOp CJIE]] BKIIFOUYBAaHE B JieueOHaTa cxema Ha PubaBupuH. MexaHu3MbT
Ha HEroBOTO JIeHCTBHE BbPXY X0/1a Ha aMUHOTpaHCc(hepa3eMusaTa BEpOSITHO € pa3IMyeH OT
Ta3u Ha lHTepdepoHa 1 He € CBbP3aH ¢ BUPEMHUSITA, KOSITO OCTaBa HEIIPOMEHEHA, BhIIPEKU
HopMmanu3upanero Ha AJIAT. BeposaTHO CUHEpPru3MbT Ha  JIEWCTBUETO HA
Wutepdeponanda u PubaBuprna ce OChIIECTBIBA 10 pa3IMueH HAYuH, HO CIIOCOOCTBA 3a
nofi00psiBaHe Ha TpalHUTE PE3yATaTH OT JIEYEHUETO Ha XpoHUUHUsA xernatut C, ocodeHo

aKoO C Ta3u KOM6I/IH8.I_II/I${ CC 3all0YHC B HAYAJIOTO IIpHU 6OJ'IHI/I, ,,I[eBCTBeHI/I" Ha JICYCHUC.

Abstract: COMBINED TREATMENT WITH RIBAVIRIN AND INTERFERON-ALPHA 2B IN PATIENTS WITH

AN ADVANCED STAGE OF HCV CHRONIC HEPATITIS AND INTERFERON-ALPHA MONOTHERAPY
FAILURE

In patients with serious chronic HCV infection and hystological data for transition to
cirrhosis, in which the treatment with Interferon failed, the combined monthly treatment
with Interferon alpha 2b and Ribavirin led to rapid biochemical response with ALAT levels
normalization 1 mount after the treatment commencement, which result persists 1-2
mounts after treatment interruption. In all patients subsequently a reactivation with liver
enzyme levels elevation reaching levels similar to that before the treatment) occur (i. €. no
sustained biochemical response exist). In 1 of 6 patients HOV-RNA became negative. In
the same patient serum levels of ALAT remained elevated, which requird viremia
monitoring. Most frequent side effects of the combined treatment with Intron A and
Ribavirin were reversible hemolytic anemia with normalization of RBC count and Hb
levels after the treatment interruption, as well as mild neutropenia. Platelets count showed
no decrease but a trend to elevation. Combined treatment well tolerated even in patients
with hystological data for cirrhosis. Unsatisfactory late results of the combined treatment

probably due to serious hystological changes in this patient group, including transition to
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liver cirrhosis, longer persistence of the disease, negative effect of previously conducted
treatment with Interferon, and virus mutations during the treatment. The early transitory
biochemical response after the Ribavirin commencement is difficulty to explain. The
mechanism of its action on amynotransferase level changes probably differs from this of
Interferon and not related with viremia (viremia remained constant despite ALAT level
normalization). The synergism of interferon alpha and Ribavirin action probably realized
through different ways and contributes to better sustained results in chronic hepatitis C
treatment. This is particularly true if this combination prescribed to before untreated

patients.

banadancka P. Kak HCIIBC npuuuHsSBar cToOMamHO-IYyOACHAIHU YBPEXKIAaHUS,
Meaununacku marasud, 1998, ISSN 1314-9709

Pe3tome: B crarusra e pasmienan mexanu3mbT Ha AeiictBue Ha HCIIBC u Bb3HUKBaHE Ha
JIUraBUYHO YBpEXKJaHE Ha TOPHUS TacTpOMHTECTHMHaNeH TpakT. I[locoueHo e ,ue
JUTaBUYHUTE YBPEKIAHUS U YIIEpOreHe3a ce IbJDKAT Ha JIOKAJIeH UPUTATUBEH e(PeKT u
MOTHCKaHE CHHTe3aTa Ha mpocrariaHauHu. ChYEeTaHUETO C TMOBHINEHA CTOMAIIHA
KUCEJIMHHOCT JIOMPHUHACS 32 Pa3BUTHE HA MO-TEKKW MYKO3HU Pa3s3BIBAHUS U XEMOparuu.
Heitonusupanute ¢popmu Ha HCIIBC, chabpxkamum kapOOKCHIHA Tpyma, KaTo ciabu
KHCEJIMHU MOTaT JUPEKTHO /1a HABJIM3aT B CTOMAIIHUTE U AYOJE€HAJIHU €NUTEIHU KIETKH.
HarpymnBaneto Ha 1eKapCTBOTO B €MMUTEITHUTE KJIETKU 00YCIIaBsi OCMOTUYHO HaBIIM3aHE HA
BO/Ia B TIX M KJIEThYHA JHM3a. J[pyr MexaHU3bM 32 YBpEXKJIaHE Ha €MHUTeNIa € HapylIaBaHe
Ha OKUCIHUTETHOTO (pocopunvpane B TIX, KaKTO M HamalsBaHe XUApoPoOHOCTTa Ha
3allUTHUSIT MYKYCEH TeJl Ha CTOMaxa 4pe3 CBbP3BAHE C MOBbPXHOCTHOAKTUBHHTE
dbochomunmuaun B Hero. IloTuckaHeTo Ha MNPOCTANIAHAWHOBHS CHHTE3 HaMallsBa
CTOMaIllHaTa 3alliTa 4Ype3 peaylupaHe Ha MyKycHara U OukapOOHaTHa CeKpeuus OT
cromamtus u ayoneHaneH enuten. HCIIBC notuckar TpomOonMTHATA arperamust upes
HaMaJsiBAHE Ha TPOMOOKCAaHOBaTa CHHTE3a B TPOMOOLUTUTE. B crarusara € mocodeH
TEpaneBTUYHHS TOAXOJ 32 HaMalsBaHE Ha YBpEXOAmus ePeKT BBPXy cTOMaxa u
MPOBEXKIaHE HAa 3aTBJDKUTENIHA TaCTPONPOTEKIUS TPU MPOIBIDKUTEIICH TMpHUeM Ha
HCIIBC. U3non3anu ca marepuanu oT Bailliere's Best practice and research "Clinical

Gastroenterology Peptic Ulcer Disease " vol.14, Ne 1,2000.
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Abstract: The article discusses the mechanism of action of NSAIDs and the occurrence of
mucosal damage in the upper gastrointestinal tract. It is indicated that mucosal damage and
ulcerogenesis are due to a local irritant effect and suppression of prostaglandin synthesis.
The combination with increased gastric acidity contributes to the development of more
severe mucosal ulcerations and hemorrhages. Non-ionized forms of NSAIDs containing a
carboxyl group, as weak acids, can directly enter the gastric and duodenal epithelial cells.
The accumulation of the drug in the epithelial cells causes osmotic entry of water into them
and cell lysis. Another mechanism for damage to the epithelium is the disruption of
oxidative phosphorylation in them, as well as a decrease in the hydrophobicity of the
protective mucous gel of the stomach by binding to the surfactant phospholipids in it.
Inhibition of prostaglandin synthesis reduces gastric protection by reducing mucus and
bicarbonate secretion from the gastric and duodenal epithelium. NSAIDs inhibit platelet
aggregation by reducing thromboxane synthesis in platelets. The article indicates the
therapeutic approach to reduce the damaging effect on the stomach and conduct mandatory
gastroprotection during prolonged use of NSAIDs. Materials from Bailliere's Best practice
and research "Clinical Gastroenterology Peptic Ulcer Disease " vol.14, No. 1,2000 were

used.

Meukos I, P.banabancka, K.Henenuesa, P.1{ones, [1.Teoxapos, A.I'eoprues, Uecrora Ha
KpUOIIIOOYNIMHEMHUATa TPU XPOHUYHH YEepHOAPOOHM 3abonsiBaHusi, cBbp3anu ¢ HCV
unpexuus. CbBpeMeHHa MmenuiuHa, 1997, 1, 34-37, ISSN 0562-7192

Pestome: Bupycst Ha xematut C (HCV) ce sBsiBa OCHOBHA MpUYMHA 33 CMECEHa
kpuornodynuuemus (CG). Llenra Hu Oeme Jga omnpeaeauM  4YecToTara Ha
KpUOIIIOOYITMHEMHUS TIPU MAIMEHTH C JI0OKa3aHO 4pe3 OMOICHS XPOHUYHO YEPHOAPOOHO
3abonsBane, cBbp3ano ¢ HCV undexnus. Onpenenena e Bpb3kara Ha CG ¢ TexecTTa Ha
4epHOAPOOHOTO YBpeXKAaHe. AHAIM3HUPaH € U e(eKTHT OT JICUSHHETO ¢ ajda-uHTephepoH
Bbpxy CG. KprnornoOynunure ca nzcineaBanu no merona Ha Bradford, MM. Ilpu 31 Gonuu
C KJIMHMYHHU, Ja0OpaTOpHU M XHUCTOJIOTMYHU JaHHU 3a XPOHMYHO YEPHOIPOOHO
3abonsBane, cebp3aHo ¢ HCV uHdekIus, e u3cieBaHo HUBOTO Ha KPUOIIOOYIMHHUTE B
cepyma. Ilpm 28 or Tiax (90.3%) ca ycTaHOBEHM TMOBUILIEHU CTOMHOCTH Ha

kpuornoOymuauTe oT 2 1m0 11 mbTH Hax ropHara pedepeHTHa TpaHHIla ChC CpeIHa

68



croitHoct 310+ 140 mg/l. YcraHoBsiBa ce BpB3Ka MEXIy TEXKECTTa W CTaaus Ha
XHCTOJIOTHYHUTE TPOMEHU C 4YecToTara W BeJIMYMHATa Ha KpuornoOynumHemusita. C
HapacTBaHE TEXECTTa Ha YEepHOAPOOHOTO YBpEXKAAaHE cC€ IOBHUINABA W HHUBOTO Ha
Kpuornooymuuute B cepyma. Camo npu 2 (22%) ot uzcieaBanute 9 60iHU € 0oKa3zaHa
MO3UTHUBHOCT 3a peBMarouyieH ¢aktop. M3kimrountenHo psako (camo mpu 1 Ooren) ca
HaOJTF0IaBaHu, MAaHU(ECTHH KITMHUYHY MTPOSIBYU € MYPITypa MO JAOJTHUTE KpalHUIM. B Ta3zu
MaJIKa cepHsl OT MAlUEHTH € YCTAaHOBEHa MHOTO BHCOKA YE€CTOTa Ha KPUOTIOOYIMHU TPH
xpornyHa xenarut C BupycHa XxpoHnuHa uH@exnus. Texecrra Ha CG He € 3HAYMMO
pasMyHa MEXJy MalueHTH ¢ nupo3a u 0e3 muposa. Jledenuero ¢ anda-uHTEPPEpOH
BeposTHO HsAMa edekT BbpXy CG. BHCOKUTE CTOHHOCTH Ha KPHOIIOOYJIMHUTE HIMAaT
MPECKa3BaIlo 3HAYCHUE 32 HE3aOBOJIMTENICH PE3yATaT OT KOMOMHHPAHOTO JICUCHHE Ha
uHTEp(PEPOH ¢ pruOABUPHUH.

Abstract: Hepatitis C virus (HCV) appears to be a major cause of mixed
cryoglobulinemia (CG). We aimed at determining the prevalence of CG in patients (pts)
with biopsy-proven chronic liver diseases associated with HCV infection. The relationship
of CG to the severity of the liver damage is determined. The effect of alpha-interferon
treatment on CG is also analysed. The prevalence of CG was studied in 31 consecutive pts
(22 M, 9 F; mean age 51.5 + 13.8 years, range 18-74). Cryoglobulins were detected by the
method of Bradford, MM. 73 respectively). Thus, in this small series of pts a very high
prevalence of CG is detected in association with HCV infection. The severity of CG is not
significantly different between cirrhotic and non-cirrhotic pts. Alpha-interferon treatment

does not seem to have an effect on CG.

63. bores 1, P. banadancka. Ilcopuasuc, BiomieH ot JyiedeHne ¢ MHTEepdhepon amnda 2B.

Hepmaronorus u Benepoiorus. 1995, 2:40, ISSN 0417-0792.

Pe3rome: Onncan e cinyyail Ha 68-TOIMIIEH MBX C XPOHMYEH BUPYCEH B xemarwt, ¢
BJIOIIABaHE Ha ChCTOSHUETO mpe3 1995 roi. ¢ u3pazeHo MOKayBaHEe HA YEPHOAPOOHUTE
SH3UMH M YepHOIpOOHa OMOIICUS ¢ M3pa3eHa aKTUBHOCT Ha xemaruTa.llpu manumenra e
3armo4yHaro jedenue ¢ mHTepdepon-anda 26 (Intron-A) 3 x 3 muH. E s.c. cemmuuno.

OtuereHo € BiIoaBaHe Ha rcopuasuca 10 1HM No-KbCHO C TTOSIBa HA HOBU T'YTAaTHH JIE3UU
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(B mBeTe akcwiIH, IO Opajara ¥ MIUATa U 10 MUIIHUAIIUTE, HAa MSICTOTO HA aITMKAIIUUTE Ha
uHTephepoHa) U yBeIMYaBaHE HA pa3MEpPHUTE Ha ChINECTBYBAIIUTE, nocTuraiiku 10 PASI
unjekc 11.0. 3a obnexuyaBaHe Ha KOKHUTE JIE3UU € MPUIIOKEH MEXJEM C KaMEHOBBIJIEH
KarpaH. JluckyTupa ce Bpb3Kara Ha JICYEHHUETO C MHTEP(EpOH U BIOIIABAaHE HA MPOSBUTE
Ha ICOPUA3MUC MPH MAIUSHT C XPOHUYEH BUpYyceH B xemarur.

Abstract: A case of a 68-year-old man with chronic viral hepatitis B, with worsening of
the condition in 1995 with a marked increase in liver enzymes and liver biopsy with high
hepatitis activity, is described. The patient was started on treatment with interferon-alpha
26 (Intron-A) 3 x 3 million IU/week. Worsening of psoriasis was reported 10 days later
with the appearance of new guttate lesions (in both axillae, on the beard and neck and on
the armpits, at the site of interferon applications) and an increase in the size of the existing
ones, reaching a PASI index of 11.0. To alleviate the skin lesions, coal tar ointment was
applied. The relationship between interferon treatment and worsening of psoriasis

manifestations in a patient with chronic viral hepatitis B is discussed.

Hones P, 3apkoB K, P.bana6ancka, [lerpos A, [letkoB K. 3naueHue Ha ynrpa3BykoBara
METO/IMKa 3a JMarHocTHUKa Ha TYMOPHM Ha cToMaxa W 4yepBara. JluarHocTudeH u
TepaneBTUYeH yaTpas3Byk, 2005, 2:12-13, ISSN 1310-1153

Pe3tome: YaTpa3ByKoBOTO M3CII€/IBaHE HAa KOpEeMa HU ToMara 3a OTKpMBaHE Ha TYMOPH Ha
CTOMAIITHOYPEBHUS TPAKT. Taka HApEUEHUSAT CUMIITOM Ha ,,[TAaTOJIOTUYHA KOKapaa“
KOpenupa ¢ MHTpaolepaTiBHATA HaXOKa MpU TYMOPH Ha cTOMaxa M 1e0eI0To YepBo.
N3cnensanu ca 90 nanuenTy, or KouTo 88 ca onepupanu U cragupanu o ok 1 TMN
KJIacuukanusaTa, 1BaMa He ca OTIepUpaHu, HO ca ¢ €HIOCKOTICKU JIOKa3aHa 00JiecT Ha
Kpon. [Tpu manueHTHTE ChC CTOMAIIIEH KAPIIMHOM € HAJIMIIE HUCHK MIPOIICHT Ha
cbBNagaeMocT- npu 4 ot 16 6omuu (25%). Ilpu manmeHTUTE C JOKANMU3aLUs B peKTyMa
MOJIOKUTEINIHA Kopenanus uMa npu 4 naruenTu ot 23 -17.39%. Haii-ronsiMa 1uarHoctTuyHa
CTOMHOCT exorpadckara Haxo/Ka ,,[1aTOJIOTHYHA KOKapaa“ uMa MpH MaIlMeHTH ¢ KOJIOHHA
nokanu3anus- mpu 21 ot 06110 43 ManyMeHTy € HaJUIE TTOJIOKUTENIEH CUMITTOM Ha

"kokapaara", 48.33%, kaTo TyMOpPBT € IOTBbPAECH HHTPAONIEPATUBHO.

Abstact: Ultrasound examination of the abdomen helps us to detect tumors of the
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66.

gastrointestinal tract. The so-called symptom of "pathological cockade" correlates with the
intraoperative finding in tumors of the stomach and colon. 90 patients were examined, of
which 88 were operated on and staged according to the Duke and TMN classification, two
were not operated on, but had endoscopically proven Crohn's disease. In patients with
gastric carcinoma, there is a low percentage of coincidence - in 4 out of 16 patients (25%).
In patients with localization in the rectum, a positive correlation is found in 4 patients out
of 23 -17.39%. The greatest diagnostic value of the ultrasound finding "pathological
cockade" is in patients with colonic localization - in 21 out of 43 patients, a positive
symptom of the "cockade" is present, 48.33%, with the tumor being confirmed

intraoperatively.

V. IYBJIUKALUU U JOKJIA/IN, TYBJIUKYBAHU B HEPE®@EPUPAHU
CIIUCAHUSA C HAYUYHO PELHEH3UPAHE NJIN ITYBJIMKYBAHU B
PEJAKTUPAHU KOJIEKTUBHU TOMOBE

Banabancka P. TroTroHONyIIEHETO- Hall-rojsMara rpemika Ha 40Be4eCTBOTO, 3paBeH ,

2011, 52:8-13

Pe3rome: B crarusaTa € moco4eHo, 4e TIOTIOHBT € €IHAa OT YECTUTE NPUYUHU 32 CMBPT,

KosATO OM Morva 1a 6bae u3bernara. Pasmienan e cbCTaBbT Ha LUTApEeHUs UM, eheKTuTe

Ha HUKOTHHA, BPEIHOTO BB3JEHCTBHE Ha TIOTIOHA BBPXY PEAMIIa OpPraHUM U CUCTEMH,

MOBHIICHUS PUCK 3a pakoBU 3a00NsABaHMA M TOPAXECHHS Ha JUXarelHarta |

XpaHOCMUJIATeNTHA CHCTEMA, PA3BUTHETO Ha HUKOTHHOBA 3aBUCHMOCT H KaK J1a C€ TOCTUTHE

OTKa3BaHe OT TIOTIOHOIYILIEHETO.

Abstract: The article states that tobacco is one of the common causes of death that could

be avoided. It examines the composition of cigarette smoke, the effects of nicotine, the

harmful effects of tobacco on many organs and systems, the increased risk of cancer and
damage to the respiratory and digestive systems, the development of nicotine addiction,

and how to quit smoking.

banabancka P. [Toseue 3a xenarut B u C, 3npaseit, 2009; 38,16-17
Pe3ome: B cratusaTa Ha IOCTBIICH €3UK € MPEACTaBeHa MHQpOpMAIHs 332 YecToTara Ha

XPOHUYHUTEC BUPYCHHU XCIIATUTHU Bu C, NoCJaACANIUTC NP HCCBOCBPEMCHHO OTKPHUBAHC U
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JICYCHHE Ha 3a00JISIBAHETO, HEOOXOAUMOCTTA OT CKPHHUHTOBH ITPOTPaMH U TOCTHITHOCT Ha
TECTOBETE, MHPOPMHUPAHOCT 32 PUCKOBETE OT MPOTrPECHs Ha 3a00JISIBAHETO U YCIOKHEHUS
C pa3BUTHE Ha IIMPO3a U XEMATOLEIYIapEH paK, OMIUHUTE 32 JICUCHHE.

Abstract: The article presents information in accessible language about the frequency of
chronic viral hepatitis B and C, the consequences of untimely detection and treatment of
the disease, the need for screening programs and accessibility of tests, awareness of the
risks of disease progression and complications with the development of cirrhosis and

hepatocellular cancer, and treatment options.
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