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BUPYCHU XENATUTUCH

03Y01
NMOYETOK HA HOBA EPA THE BEGINNING OF THE NEW
BO TEPAIUJATA HA XLB ERA IN THE TREATMENT OF
UHDOEKLUUIATA HCV INFECTION

lawesa M., EBTuMoBcKa L., Towescku b., lumM3osa
M., Metpecka b.

J3YY Knunuka 3a MHdpekTMBHM Honectn u hebpunHm
coctoj6u, Ckonje, P.MakegoHuja

Boeeg: XUB wuHMekunjata npectaByBa efHa
O MMaBHWTE NPUYMHM 33 XPOHWYHA XenaTtanHa
Bonect BO CBeTOT Koja Bapupa O MWHWMAanHu
XMCTOIMOLLKM MPOMEHM A0 eKCTeH3nBHa mbpo3a u
uMposa co unun 6e3 xenaTouenynapeH KapLuHOM
(Xgw). Mpumapra uen Ha XUB Tepanwujata
€ WusnekyBake Ha WHGeKunjata Cco LWTO Cce
nMpeBeHVWpa pas3BOjOT Ha XenmartanHa LMposa,
nojaBata Ha JekoMmneHsauuja, pa3sojot Ha XL,
TELLKN ekcTpa-xenartanHu MaHudecTauum n CMpT.
KpaeH ncxop of Tepanujata e HedeTekTMbunHa
XUB PHA co ceHautuBeH ecej (£ 15 IU/ml) 12
Hegenn (CBO12) wnn 24 wepenm (CBO24) no
3aBpLUyBar-€e Ha TepanujaTa.

Mer-wHTepcepoH GasupaHata Tepanuja Gewe
onobpeHa u gobpo npudateHa Kako cTaHaapaHo
NeKyBake Mako e acouupaHa co JONro Tpaewe,
yecTn HecakaHu edekT n HM3ok CBO. Opg 2014
rog. ce Bo ynotpeba T.H. DAAs megukameHTy (di-
rect-acting antivirals) cocpocbysup, cmenpesmp u
Jaknartaceup kou ce kombuHupaaTt merycebe co
unm 6e3 pmbaBnpuH Bo pexunmmn 6e3 nHTepdepoH
(“Interferon-free” TpeTmaH) .

Llen Ha TpyaoT: NpeseHTupare Ha NpBUTE UCKYC-
TBa Kaj naumeHTn co XXL| nekysaHun co DAAs me-
OVKameHTuTe, edeKkTuBHocTa U 06e3begHOCHMOT

npodoun.

Gasheva M., Evtimovska C., Toshevski B., Dimzova
M., Petreska B.

University Clinic for infectious disease and febrile condi-
tions, Skopje, R. Macedonia

Background: HCV infection represents one of the
leading causes for chronic liver disease in the
world, and may vary from minimal histologic chang-
es to extensive fibrosis and liver cirrhosis with or
without hepatocellular carcinoma (HCC). The pri-
mary aim of HCV therapy is viral eradication which
will prevent development of liver cirrhosis, liver de-
compensation, development of HCC, severe extra
hepatic manifestations and death. The end point
of therapy is non-detectible HCV RNA measured
by sensitive essay (< 15 IU/ml) 12 weeks (SVR12)
and 24 weeks (SVR24) after treatment completion.

Pegylated interferon based therapy was accepted
as standard of care in treatment of patients with
CHC, in spite of its disadvantages such as long
duration, frequent side effects and low SVR. Since
2014 there are new DAA (direct-acting antivirals)
drugs: sofosbuvir, simeprevir and daclatsavir which
can be combined and together or without ribavirin
represent the back bone of interferon free therapy.

Aim: To present our first experience in patients
with CHC treated with DAAs, their efficacy and
safety profile.

Material and methods: We analyzed 24 patients
treated at the University Clinic for infectious dis-
eases and febrile conditions, with virological-
ly proven HHC with RT-PCR (Roche Amplicor
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Matepujan 1 metoam AHanusupaHu ce 24 na-
LMEHTN Kou ce KoHTpomnupaat Ha J3YY KnuHuka
3a UHeKTUBHU Gonectn u debpunHu coctojou,
Ckonje, co Bupyconowku notepgeH XXL co PCR
TexHuka (Roche Amplicor HCV Test v 2,00 unu Ab-
bott System m2000sp/m2000rt)) noctaBeHn Ha
codpocbyBup-6asmpana Tepanuja. Auctpmbyumjata
Ha naumeHTnno reHotmne 16 L1, 7 L3 n 1 nauneHt
Li4. TeHoTtun LI1 n U4 ce Tpetupa co cococbysup/
negunaceup (400 mr/90 wmr), a reHotun L3 co
cocpocbysup u paknatacsup (400 mr + 60 wmr),
ocBeH 1 maumeHTKa Ha cocpocbyBup/ neamnaceup
(400 mr/90 wr). Tepanujata € BO Tpaewe og 8
Hegenu (1 co U1 n 1 co U3), 12 n 24 Hegenu BO
3aBWCHOCT Of, OTCYCTBO OfH. NPUCYCTBO Ha Lupo3a
(16 ogH. 6 nauuweHTn). HuegeH o naumeHTUTE
He npuma nerlH® wnu pubasupwuH. MNpeTxogHo
TpeTtupaHu ce 11 nauneHTn, a 13 ce HauBHu (7 CO
LMpo3a, of Kou 2 Co AeKoMMeH3aumja).

XUB PHA ce nposepysa 1 n 4 Hegena, Ha EOT
n 12 wnn 24 Hepenu no Tepanuja (CBO12 ogH
CBO 24). Xemartonowku crtatyc, bunupybuH u
€H3MMCKM CTaTyC ce NPOBEPYBa Ha Cekou 4 Heaenu
BO TeK Ha TpeTmaHoT M 12 unn 24 Hegenu no
Tepanwujata. besbegHocHuoT npodun e GenexaH
CO MONOSIHYBakEe Ha aHKeTeH nucT Ha EOT.

Pesyntatu: MNLUP 4-tata Hegena oa Tepanujarta
e npoBepeH kaj 21 naumeHT (kaj 3 Bo Tek):12 co
otcacTBo Ha XLIB PHA, 4 co <12 WNY/mn (no4eTeH
BMPYCOIMOLLKN 0AroBop Kaj 76,2%) 1 5 nosutueHmu
(3 naumeHTn co umposa u L1 n 2 6e3 umposa, no
efeH co L1 n L3). Ha EOT pobweH e MNLUP kaj 15
naumeHTn (14 ce HeratmBHu 1 1 co <12 UY/mn).
CBO12 e HanpaseH kaj 10 naunentn (5 co L1, 4
co U3 n 1 co Li4), nosmuteeH e camo 1 naumeHT
co L3.

Kaj HueneH of credeHuTe naumeHTU He ce pe-
TMCTPMPaHU XeMaTomnoLKW NPOMEHW, NopacT Ha
ounupyouHemuja n AJNT. Kaj 1 naumeHT co gekom-
NeH3npaHa uMpo3a uMa ogpxKyBame Ha acuuToT.

HecakaHu ecpektnt HoTupaat 60% of nekysaHwuTe,
6narn, HajuecTto MadHMHa W rnaBobonka. He-
Ma npeaBpeMeH Mpekua Ha Tepanujata nopagu
HecakaHu ecdpbektn. [NpekmHata e nopagu Gpe-
MEHOCT Kaj NaumneHTKa Co CTepunnTeT.

3aknyyok: DAAs megukamMeHTUTe OBO3MOXYBaT
BMCOKO edhekTMBHa M 6e3begHa Tepanuja koja
[aBa MOXHOCT 3a M3rieKyBakbe WM Kaj HajTellkuTe
MauMeHTM CO MPETXOOHO HeycnelleH TpeTMaH,
umMpo3a, OybpexHa WHCydMuMeHUuMja nopaam

HCV Test v 2, 00 and Abbott System m2000sp/
m2000rt). The patients were treated with sofosbu-
vir based therapy. 16 patients had genotype 1 vi-
ral infection (C1), 7 genotype 3 (G3) and 1 patient
was with genotype 4 (C4). Patients with genotype
1 and 4 were treated with the combination sofus-
bovir/ledipasvir (400 mg/90 mg), and genotype 3
patients were treated with the combination sofos-
buvir/daclatsavir (400mg/60mg), and one patient
with genotype 3 received the combination sofus-
bovir/ledipasvir (400 mg/90 mg). Treatment dura-
tion is 8 weeks (one patient with genotype 1 and
one patient with genotype 3), 12 and 24 weeks de-
pending of the presence/absence of liver cirrho-
sis (16 and 6 patients). None of the patients has
received pegylated interferon or ribavirin. 11 pa-
tients had been treated before, and 13 are treat-
ment naive (7 with liver cirrhosis and 2 with liver
decompensation).

HCV RNA was determined on week 1 and week
4 of therapy, EOT and 12 or 24 weeks after treat-
ment completion (SVR 12 and SVR 24). Every four
weeks the patients were checked for hematology,
biochemical analysis and liver enzymes, as well as
12 and24 weeks after therapy. The safety profile is
marked by questioner filled up by the patient at the
end of therapy (EOT)

Results: HCV RNA PCR 4weeks was checked in
21 patients (in three is undergoing): 12 patients are
HCV RNA negative, 4 have viral load <12 1U/ml,
(positive virologic response in 76, 2%) and 5 are
positive (3 patients with cirrhosis and C1, two with-
out cirrhosis, one with C1 and one with C3). HCV
RNA PCR EOT is finished in 15 patients (14 HCV
RNA PCR negative and one <12 |U/ml)). SVR 12
was finished in 10 patients (5 with C1, 4 with C3
and 1 with C4); HCV RNA PCR positive is only one
patient with genotype 3. None of the patients has
significant hematologic changes, liver enzyme or
bilirubin elevations. Only one patient with decom-
pensated cirrhosis has persistence of the ascites.

Adverse effects are noted in 60% of patients, mild,
usually nausea and headache. There is no drug
discontinuation due to adverse effects. The thera-
py has been discontinued only in one patient as a
result of pregnancy.

Conclusion: DAAs represents highly effective
and safe therapy which gives opportunity for cure
even in the most difficult to treat group of patients,
who had experienced treatment failure with pre-
vious HCV treatment protocols, patients with cir-
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WTo e noTpebHO 3anarake 3a NpoLuMpyBaHe Ha
TepanucknTe MOXHOCTW W HUBHA OOCTanHOCT BO
HaluaTta 3emja.

rhosis and patients with chronic renal failure. This
requires our engagement as health professionals
to expand their therapeutic possibilities and their
availability in our country.

03Y02

EBAJTYALUUNJA HA
PUBPO3A HA LUPH APOB
CO TPAH3UEHTHA
ENACTOIPA®UIA U DUB-4
UHAOEKC KAJ NAUMEHTU CO
XPOHUYEH XEMNATUTUC L

Towescku b., Mawesa M., Hactescka Ll., lumM3zosa M.,
Metpecka b.

YHuBEp3MUTETCKA KNMHMKA 3 MHEKTUBHM 6onecTu 1
thebpuntu coctojou Ckonje,P.MakenoHuja

Llen: na ce ogpean penesaHTHocTa Ha ®UNB-4
CKOPOT Kako HenHBa3vBeH MapKep 3a yTBpAyBaHe
Ha c¢ubposa Ha uUpH APOO Kaj MauueHTn co
XPOHUYEH BMPYCEH xenatutuc L.

Matepujan u metoau: ctygujata e mM3BegeHa Ha
KnuHukata 3a nHgeKkTMBHN Gonectn n edpunHm
cocTojon-Ckonje, Bo nepuog ogf Hoemspu 2013
no centemBpu 2015 roguHa. WcTpaxyBameTo
BKMy4YM BO3pacHW naumeHtn (218 roguHu) co
avjarHocTuumpaH  XpoHudeH  xenatutuc L.
HunjarHo3zata Oele nocTaBeHa CO  KIMHUYKM,
OMOXEMUCKM U MOMEKYNapHU TECTOBM Kako W
kankynupaH ®WBb-4 wHoekc W peanusupaHa
TpaH3WeHTHa enactorpaduja(Fibroscan).
MaumneHTuTe 6ea nogeneHun Ha Ase rpynu. [pynata
A Bknyun nauneHtv 6e3 pubposa (P0), a rpynata
B rv Bknyun 6onHnTe co hmbposa Ha LpHMOT Apob
(P1-04).

Pesyntatv: on aHanusupaHute 35 naumeHTwm,
30 (85,7%) 6ea og mawku non, a 5 (14,3%) og
*eHcku non. CpegHaTta Bo3pacT Ha 6onHuTe Gelle
32,416,0 roanHn. AnaHuH ammHoTpaHcdepasara
(ANT) 6ewe 101,7465,1 IU/mL, acnaptat
amuHoTpaHcdepasata (ACT) 62,74+34,898 1U/mL,
6pojot Ha TpombouuTe Gewwe 202,31+64,04 109/L.
ACT nokaxa CTaTUCTUYKM 3Ha4ajHa acoLUMPOHOCT
CO MPWCYTBOTO Ha pmMbpo3a Ha UpHUOT Apob Kaj
naumeHTuTe co XpoHuyeH xenatutuc L (p=0,026).
AputmeTtuukata cpeauHa Ha OUB-4 ckopoT Kaj
nauneHTuTe 6e3 dmbposa (P0) Gewe 0,85+0,29,
a kaj 6onHute co ®1-®4, dUMb-4 ckopot belwe
1,33+0,73 (p=0,019). 3oHata nog ROC kpueaTa
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Aim: to determine the relevance of FIB-4 score as
non-invasive marker for determining liver fibrosis
in patients with chronic hepatitis C.

Material and methods: the study was performed at
the Clinic for infectious diseases and febrile condi-
tions Skopje, in the period from November 2013 till
September 2015. In the study were included adult
patients (=18 years) with diagnosed chronic hepa-
titis C, according to standard diagnostic protocol,
which includes biochemical, serological and mo-
lecular diagnosis. We calculated FIB-4 score of
liver fibrosis based on biochemical analysis and
at the same point of time transient elastography
was performed. The patients were divided into two
groups: group A- patients with no liver fibrosis (FO0),
and group B —patients with liver fibrosis (F1-F4).

Results: from the analyzed 35 patients, 30 (85,7%)
were male, and 5 (14,3%) were female. The
mean age of the patients was 32,4+6,0 years.
The mean level of alanine aminotransferase (ALT)
was 101,7£65,1 IU/mL, and of aspartate ami-
notransferase (AST) was 62,74+34,898 IU/mL,
the mean platelet count was 202,31+64,04 109/L.
AST showed statistical significant association with
liver fibrosis in patients with chronic hepatitis C
(p=0,026). The arithmetic mean of FIB-4 score in
patients without liver fibrosis (FO) was 0,8510,29,
and in patients with fibrosis (F1-F4) the value of
FIB-4 score was 1,3310,73 (p=0,019). The area
under the ROC curve (Receiver Operating Charac-
teristic Curve) was 0,702; Cl 0,530-0,875; p=0,42.
The optimal cut-off value for presence of liver fibro-
sis calculated with FIB-4 score was 1,13.



