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Ce nu este cunoscut, deocamdata, la subiectul abordat

Nu a fost studiatd, deocamdats, eficienta clinica a reme-
diului fitoterapeutic autohton pacovirina in tratamentul he-
patitelor virale cronice B si C la copii.

Ipoteza de cercetare

Tratamentul cu pacovirina a copiilor bolnavi de hepatita
virala cronica B si C amelioreaza simptomatologia clinica si
reduce viremia.

Noutatea adusa literaturii stiintifice din domeniu

A fost demonstrata activitatea antivirala moderata, indi-
rectd, precum si cea imunomodulatorie a pacovirinei in trata-
mentul hepatitelor virale cronice B si C la copii.

Rezumat

Introducere. Tratamentele cu interferoni ale hepatitelor
virale B si C cronice la copii au o eficientd redusa si sunt sol-
date cu numeroase efecte adverse. Analogii nucleotidici sunt
remedii, in majoritate, inaccesibile, in special, din cauza costu-
rilor Tnalte, dar si a limitei de varsta de la care se pot utiliza
la copii (>12 ani). De asemenea, noile medicamente antivira-
le, care sunt utilizate la adulti, nu sunt aplicabile, deocamdata,
la copii. In aceste conditii, utilizarea remediilor de alternativa
este, practic, inevitabila. Testarea eficientei clinice a pacovirinei
- un remediu de origine vegetala autohton - in tratamentul he-
patitelor virale B si C cronice la copii deschide noi perspective
terapeutice, precum si releva un potential de impact farmaco si
socioeconomic enorm.
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What is not known yet, about the topic

Clinical efficiency of the autochthone phyto-therapeutic
remedy pacovirine in treating hepatitis B and C in children
has not been studied.

Research hypothesis

Treatment with pacovirine in children with hepatitis B
and C ameliorates clinical symptoms and reduces viral load.

Article’s added novelty on this scientific topic

Moderate indirect anti-viral as well as immune-modu-
latory activity of pacovirine has been demonstrated in the
treatment of chronic viral hepatitis B and C in children.

Abstract

Introduction. Interferon treatment of type B and C hepa-
titis in children have a reduced efficiency and result in many
side effects. Nucleoside analogues are remedies that are, in
most of the cases, not accessible due to high costs, and also
because of age limitations from which treatment can be star-
ted (>12 years). Also, newer anti-viral drugs that are used in
adults are not yet applied in treatment in children. Under the-
se circumstances, it is unavoidable to use alternative medica-
tions. The efficiency testing of pacovirine (an autochthonous
vegetal remedy) in the treatment of chronic hepatitis B and
C in children opens new therapeutic perspectives and reveals
a potential pharmacological and socio-economical impact as
well.



Pacovirine in chronic B and C hepatitis in children

Material si metode. in perioada 2009-2012, au fost inro-
lati 67 de copii (3-18 ani) cu HVBC si HVCC. Diagnosticul a fost
stabilit conform criteriilor EASL si ESPGHAN. Pacientii au fost
repartizati in 2 loturi: cei tratati cu pacovirina (n=33, dintre
care, cu HVBC - 15 si HVCC - 18) si cei care nu au avut in sche-
ma de tratament pacovirina (n=34, dintre care, cu HVBC - 10
si HVCC - 24). Pacovirina a fost administrata timp de 6 luni de
zile, cate 100 mg pe zi, In 2 prize. Pentru ambele loturi, a fost
inregistrata dinamica semnelor clinice, viremiei si unor para-
metri biochimici, inainte si dupa tratament.

Rezultate. Manifestarile clinice ale HVBC si HVCC au fost
mai exprimate la pacientii din lotul celor tratati cu pacovirina.
Simptomatologic, au predominat slabiciunile generale (82%),
durerea In hipocondrul drept (79%), hepatomegalia (70%),
inapetenta (55%), splenomegalia (30%). Icterul muco-cuta-
nat a fost constatat doar in 3% din cazuri. Dintre copiii lotului
tratati cu pacoviring, 55% au prezentat citoliza, 36% - coles-
taza. Printre cei cu HVBC, o viremie Tnaltd (ADN VHB >10°-10%2
ul/ml) a fost constatati la 7 persoane. in lotul cu pacovirini,
in 5 cazuri, HVBC a evoluat concomitent cu agentul delta (ARN
VHD >200 ul/ml). Printre copiii cu HVCC din lotul cu pacoviri-
ng, in 56% dintre cazuri, procesul cronic infectios a evoluat cu
viremie inalta (ARN VHC >600.000 ul/ml). Tratamentul cu pa-
covirina a favorizat ameliorarea clinica si paraclinicd, a redus
nivelul viremiei VHB cu 30% si a VHC cu 32%. In lotul copiilor
tratati fara pacovirind, ameliorarea indicatorilor clinici si pa-
raclinici a fost atinsa intr-o proportie mai mica, iar nivelul de
ADN VHB a diminuat doar cu 2%, iar cel de ARN VHC - cu 4%.
Efecte adverse pe parcursul tratamentului cu pacovirind nu au
fost constatate la niciun pacient.

Concluzii. Tratamentul cu pacovirina al hepatitelor virale
B si C cronice la copii este o metoda de alternativa, eficients,
inofensivd, care amelioreaza semnele clinice, paraclinice si re-
duce semnificativ nivelul viremiei VHB si VHC, comparativ cu
tratamentele hepatoprotectoate traditionale. Pacovirina are
un potential de impact farmacoeconomic si socioeconomic
important.

Cuvinte cheie: hepatite virale cronice, copii, tratament,
pacovirina.

Introducere

Conform estimarilor OMS, 360-400 mln (6%) din populatia
lumii este infectata cronic cu virusul hepatitei B (VHB), circa
170-200 mln - cu virusul hepatitei C (VHC), iar mai mult de 10
mln dintre cei cu infectie VHB cronica sunt infectati, concomi-
tent, cu virusul hepatitei D (VHD) [1, 2]. Contractarea infectiei
cu VHB sau VHC la varsta copilariei are riscul major de cronici-
zare timpurie si a unei evolutii nefavorabile, cu invalidizare la
o varsta tandra, apta de munca [1, 3]. Riscul transmiterii VHB
de la mama infectata la copilul nou-nascut, in regiunile hipe-
rendemice, poate ajunge peste 50% [4]. Infectarea cu VHB a
nou-nascutilor pe cale materno-fetala sau perinatala, in 90%
din cazuri, are riscul cronicizarii la o varsta frageda [5].

Contaminarea copiilor cu VHC poate fi realizata atat prin
transmitere materno-fetald sau perinatal, de la mama infecta-
tad cu viremie Tnalt3, cat si pe cai habituale (orizontal), sau prin
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Material and methods. During 2009-2012, 67 pediatric
patients (aged 3-18 years) with CVHB (chronic viral hepati-
tis type B) and CVHC (chronic viral hepatitis C) were enrolled.
The diagnosis was established according to the EASL and ESP-
GHAN criteria. Patients were divided in 2 groups: the group
treated with pacovirine (n=33, out of them 15 with CVHB and
18 with CVHC) and the group which did not have pacovirine
in their treatment scheme (n=34, out of them 10 children had
CVHB and 24 - CVHC). Pacovirine was administered 100 mg
twice per day. Both groups had clinical signs, viral load, bio-
chemical parameters recorded in dynamics, before and after
the treatment.

Results. Clinical manifestations of CVHB and CVHC were
more evident in patients from the group treated with paco-
virine. Out of all symptoms, the following prevailed: fatigue
(82%), pain in the upper right quadrant (79%), hepatomegaly
(70%), loss of appetite (55%), splenomegaly (30%). Mucous
and cutaneous jaundice was found in only 3% of cases. Chil-
dren from the group treated with pacovirine had cytolysis in
55% of cases and cholestasis in 35% of cases. Out of the pa-
tients with CVHB, high values of viral load (HBV DNA >10°-
102 ul/ml) were found in 7 cases. In 5 cases from the group of
patients treated with pacovirine, CVHB evolved concomitantly
with delta agent (HDV DNA >200 ul/ml). From the group of
children with CVHC treated with pacovirine, 56% had high
values of viral load (HCV DNA >600,000 ul/ml). Pacovirine
treatment favoured clinical and paraclinical improvement,
and reduced viral load of HBV with 30% and of HCV with 32%.
Children from the group that weren’t treated with pacovirine,
achieved improvement of clinical and paraclinical parameters
in smaller proportions, levels of HBV DNA diminished only
with 2%, and HCV DNA with 4%. Pacovirine treatment’s side
effects were not registered in any single case.

Conclusions. Chronic hepatitis B and C treatment with pa-
covirine in children is an alternative, efficient, inoffensive me-
thod, which improves clinical and paraclinical signs and sig-
nificantly reduces viral load of HBV and HCV, when compared
with traditional treatment with hepato-protectors. Pacovirine
has an important potential pharmaco-economical and socio-
economical impact.

Key words: chronic viral hepatitis, children, treatment, pa-
covirine.

Introduction

According to WHO estimations, 360-400 mln (6%) of glo-
bal population is chronically infected with hepatitis B virus
(HBV), around 170-200 mln - with hepatitis C virus (HCV),
and more than 10 mln of patients infected with HBV, are infec-
ted with hepatitis D virus at the same time [1, 2]. Contracting
HBV or HCV in young age has major risk of chronicization, un-
favourable evolution, causing disability to young patients able
to work [1, 3]. The risk of passing the virus from the infected
mother to the new-born child, in hyper-endemic regions, can
reach 50% and higher [4]. Infection in new-borns via maternal
or perinatal ways, has the risk of chronicization in young age
in 90% of cases [5].



raporturi sexuale timpurii, neprotejate, la adolescenti [4, 6].
Dupa Sokal E. (2011), HVC cronica (HVCC) la adulti provine
din timpurile copilariei, boala frecvent fiind diagnosticata la
copiii mai mari de 12 ani [4, 7]. Mecanismele imunopatoge-
netice ale infectiei cu VHB si VHC la copii sunt dependente de
varsta la care a fost produsa infectarea, precum si de starea
imunitatii celulare si umorale [8]. Deseori, la copii, hepatita vi-
rala C cronica se dezvolta primar, iar semnele clinice evidente,
caracteristice hepatitei acute, sunt absente [9, 10].

Managementul terapeutic al hepatitelor virale B, C cronice
la copii reprezinta o problema dificila si, deocamdat3, nere-
zolvata 1n practica pediatrica [5, 11]. Replicarea virala in HVB
cronica (HVBC) la copii poate fi suprimata prin administrarea
interferonului pegilat sau a analogilor nucleozidici. La o mare
parte dintre pacientii cu varsta de 3-12 ani, tratati cu lami-
vuding, eficienta tratamentului este redusa, de doar 15-34%,
existand riscul major de acidoza lactica, hiperamilazemie,
pancreatita acutd, sau a formarii mutatiilor farmacorezisten-
te, In timp. Cu toate acestea, tratamentul HVBC la copii ramane
limitat doar la intreferon alfa 2 beta sau 2a (la cei mai mari
de 5 ani), forma pegilata (monoterapie), sau combinata cu la-
mivudina, in cazul prezentei agentului delta. Utilizarea analo-
gilor nucleozidici (adefovir, entecavir, tenofovir), aprobati in
tratamentul HVBC la copii, in conditiile Republicii Moldova
este putin accesibila. Exista multiple controverse privind se-
lectarea si eligibilitatea copiilor cu viremie Tnaltd VHB si ALAT,
ASAT normale [5, 12]. Profilaxia infectiei cu VHC la copii este
dificila, din motivul lipsei vaccinului anti-HVC in plan global,
subestimarii circulatiei genotipului VHC la copii, iar schemele
terapeutice pediatrice sunt limitate la biterapia cu interferon
pegilat, in combinatie cu ribavirina, care au un cost Tnalt si o
eficienta redusa in cazul genotipului 1 al VHC [13, 14].

Terapia antivirald in HVBC cu agent delta prevede admi-
nistrarea unor doze mai inalte de alfa-interferoni, cu o durata
de tratament de 48 de saptamani, in combinare cu lamivudina
[3].

Actualmente, prin studii clinice, se cautd noi remedii antivi-
rale si optiuni terapeutice de alternativ, care ar avea o eficienta
acceptabild in eradicarea infectiei cu VHB si VHC la copii [14].

in aceasti ordine de idei, scopul studiului dat a fost eva-
luarea eficientei terapeutice (reducerea viremiei, ameliorarea
semnelor clinice si datelor paraclinice) a pacovirinei - un re-
mediu fitoterapeutic autohton - in tratamentul HVBC si HVCC
cronice la copii.

Material si metode

Studiul a fost realizat In perioada anilor 2009-2012 la Cli-
nica de hepatologie pediatrica a Spitalului Clinic Republican
pentru Copii ,,Emilian Cotaga”. Protocolul de cercetare a obti-
nutavizul favorabil al Comitetului de Etica a Cercetdrii al USMF
,Nicolae Testemitanu” (proces-verbal nr. 2 din 21.09.2015).
Toti participantii inclusi in studiu si-au exprimat consimta-
mantul informat Tnainte de inrolare.

Criteriile de includere in studiu au fost:

= copii cu diagnostic de HVBC si HVCC, conform clasificarii

aprobate de EASL (Asociatia Europeana pentru Studiul
Ficatului, 1. engl. European Association for the Study of the

Pacovirina in hepatitele virale B si C cronice la copii

Contamination of children with HCV is possible via mater-
nal of perinatal means, from an infected mother with high vi-
ral load, as well as via habitual means (horizontal), or through
unprotected sexual contacts in teenagers [4, 6]. According to
Sokal E. et al (2011), CVHC in adults has its roots from chil-
dhood, being diagnosed frequently after the age of 12 [4, 7].
Immuno-pathological mechanisms of hepatitis B and C in chil-
dren are dependent on the age they got infected, as well as on
humoral and cell-mediated immunity [8]. Frequently, chronic
viral hepatitis C primary develops as chronic, and obvious cli-
nical signs of acute hepatitis are absent [9, 10].

Therapeutic management of chronic hepatitis B and C in
children is a difficult problem, and yet not solved in pediatric
practice [5, 11]. Viral replication in CVHB in children can be
suppressed by administering pegylated interferon or nucle-
oside analogues. In a big percentage of patients aged 3-12,
treated with lamivudine, treatment efficiency is reduced (only
15-34%), and had major risks of lactic acidosis, hyperamy-
lasemia, acute pancreatitis or forming of pharmacologically
resistant mutations with time. Nevertheless, CVHB treatment
in children is limited only to interferon alfa 2b or 2a (in chil-
dren older than 5 years), pegylated (monotherapy), or combi-
ned with lamivudine if delta agent is present. In the republic
of Moldova, use of nucleoside analogues (adefovir, entecavir,
tenofovir), approved for CVHB treatment in children, is not
quite accessible. Multiple controversies exist regarding selec-
tion and eligibility of children with high HBV load and normal
values of ALAT, ASAT [5, 12]. Prophylaxis of HCV infection is
difficult due to the absence of a vaccine anti-HCV on a glo-
bal level, underestimation of genotype HCV infection among
children and pediatric therapeutic schemes are limited dual
therapy with pegylated interferon combined with ribavirine,
which have high costs and reduced efficiency in cases of geno-
type 1 of HCV [13, 14].

Antiviral therapy in CVHB plus delta agent implies admi-
nistration of high doses of alfa-interferon, for a 48 weeks peri-
od of time, combined with lamivudine [3].

Today, clinical research seeks new antiviral remedies and
alternative therapeutic options that would have an acceptable
efficiency in eradicating infection with HBV and HCV in chil-
dren [14].

All this being said, the aim of the study was to evaluate the
therapeutic efficiency (reducing viral load, improvement of
clinical signs and paraclinical findings) of pacovirine - an au-
tochthonous phyto-therapeutic remedy in treating CVHB and
CVHC in children.

Material and methods

The study was made during 2009-2012, in the Department
of pediatric hepatology from the Republican Clinical Hospital
“Emilian Cotaga”. The research protocol was obtained from
the Research Ethics Committee of Nicolae Testemitanu SUMPh
(minutes no. 2 dated 21.09.2015). All participants enrolled in
the study have signed the informed consent before enrollment.

Inclusion criteria were:

= children with CVHB and CVHC, according to the EASL

adopted classification (European Association for the Stu-
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Liver) si ESPGHAN (Societatea Europeand de Gastroen-
terologie, Hepatologie si Nutritie Pediatrica, 1. engl. Eu-
ropean Society of Pediatric Gastroenterology, Hepatology
and Nutrition);
=  varsta 3-18 ani;
= viremie VHB sau VHC apreciata cantitativ;
= absenta tratamentului antiviral cu alfa 2a sau 2b inter-
feron in ultimii 2 ani;
= toleranta formei capsulate de pacovirina;
= acordul informat al familiei pacientului.
Criterii de excludere din studiu au fost:
= lipsa acordului informat al familiei sau solicitarea de a iesi
din studiu;
= absenta marcherilor caracteristici ai HVBC sau HVCC;
= viremie VHB sau VHC absent3;
=  varsta pacientilor sub 3 ani;
= prezenta tratamentului antiviral cu alfa 2a sau 2b-interfe-
ron 1n ultimii 2 ani;
= lipsa compliantei la tratament;
= persoane cu forme mixte de HVBC si HVCC, sau infectate
cu alte virusuri hepatotrope;
= maladii cronice ale ficatului sau alte comorbiditati, ce pu-
teau influenta evolutia maladiei si rezultatele cercetarii
(maladii oncologice, boli sistemice, bolnavi cu insuficienta
cardiovasculara si renala).
Design-ul sercetarii este prezentat in Figura 1.
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dy of the Liver) and ESPGHAN (European Society of Pedi-
atric Gastroenterology, Hepatology and Nutrition);

= agebetween 3 and 18y.0;

=  HBVand HCV viral load (quantity test);

® no previous treatment with 2a or 2b interferon in the
last 2 years;

=  patient being able to tolerate tablet form of pacovirine;

=  signed informed consent of the family.

Exclusion criteria were:

= absence of the informed signed consent of the family or
the request to drop off the study;

= absence of characteristic markers of CVHB or CVHC;

=  absent HBV or HCV viral load;

= age under 3 years;

= previous treatment with 2a or 2b interferon in the last
2 years;

= non-compliance to treatment;

= patients with mixed forms of CVHB and CVHC, or infec-
ted with other hepatotropic viruses;

= chronic liver diseases or other comorbidities, that could
influence the course of the disease and the results of the
study (oncological diseases, systemic diseases, cardiac
or renal insufficiency / failure).

The design of the study is presented in Figure 1.

\'4
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Fig. 1 Design-ul cercetarii.
Notda: EC - examenul clinic (acuze, semne clinice, hepatomegalie, splenomegalie); AB - activitatea biochimica (Bilirubina, ALAT, ASAT, yGTP); USGa - ecografia
abdominald; GF - gradul de fibroza hepaticd; RC - reexaminare clinicd; RAB - reexaminarea activitatii biochimice.

Fig. 1 Design of the research.
Note: CE - clinical exam (complains, clinical signs, hepatomegaly, splenomegaly); BA - biochemical activity (bilirubin, ALAT, ASAT, yGTP); aUS - abdominal ultra-
sound; FD - liver fibrosis degree; CR - clinical re-examination; RBA - re-examination of biochemical activity.

Fiecarui pacient inrolat i-a fost efectuat screening-ul cli-
nic si paraclinic (acuzele, anamnesticul maladiei, anchetarea
epidemiologica, examenul obiectiv, un set de teste biochimice,
imuno-serologice, examindri instrumentale). Diagnosticul a
fost stabilit conform criteriilor descrise in Ghidurile de Practi-
ca Clinica ale EASL si ESPGHAN.

Sindromul de citoliza a fost pus in baza ALAT si ASAT cres-
cute >2 ori fata de valorile normale. Marcherii VHB in HVBC

Every enrolled patient passed through clinical and paracli-
nical screening (complains, medical history, epidemiological
data, physical exam, a set of biochemical tests, instrumental
and serological examinations). The diagnosis was established
according to criteria described in the EASL and ESPGHAN
Practice Guidelines.

Cytolysis syndrome was established based on ALAT and
ASAT 2 fold increased levels from normal values. Tested mar-



testati au fost: HBsAg+, antiHBs negativ, antiHBcor sumar+,
HBeAg+, antiVHD sumar. ADN-ul VHB, ARN-ul VHD, ARN-ul
VHC au fost determinate prin metoda PCR Real Time, cu echi-
pament Corbett Rotor-GENE abbott 2000RT. in cazul HVCC,
marcherul viral testat a fost antiVHC sumar, prin metoda imu-
noenzimatica ELISA. Testele de laborator s-au efectuat la Cen-
trul Republican de Diagnosticare Medicala din Chisinau.

La toti pacientii inclusi in studiu le-a fost efectuata ecogra-
fia abdominala. Gradul de fibroza hepatica a fost apreciat prin
metoda elastometriei (FibroScan).

Marimea esantionului a fost calculat conform formulei:

1 XZ(Za+Zﬂ)Z><P(1—P)

(1-£) (P,-R)

unde:

P - reusita tratamentului cu pacovirina la copiii cu HVBC
si HVCC (nu se cunoaste, deoarece, deocamdatd, nu a fost esti-
mata). in consecinta, P =0,0;

P, - proportia pacientilor cu HVBC si HVCC in lotul de cer-
cetare. Presupunem, ca reusita tratamentului prin administra-
rea pacovirinei va fi de 25,0% (P,=0,25);

P=(P +P,)/2=0,125;

Za - valoare tabelara. Cand ,a” (pragul de semnificatie)
este de 5%, atunci coeficientul Za=1,96;

Z,- valoare tabelara. Cand ,8” (puterea statistica a com-
paratiei bilaterale) este de 10,0%, atunci coeficientul Z,=1,28

f - proportia subiectilor care se asteaptd sa abandoneze
studiul din motive diferite; f=10,0% (0,1).

Asadar, pentru fiecare sublot, numarul necesar de pacienti
pentru demonstrarea ipotezei a fost de:

1 2(1.96+128) x0.125x0.875 _
(1-0.) (0,0-0,25)

de persoane.

Dupa finalizarea tratamentului cu pacovirina, toti pacientii
din ambele loturi au fost reexaminati clinic (dinamica acuze-
lor, a semnelor clinice, dimensiunilor ficatului si splinei) si pa-
raclinic, cu reevaluarea functiilor hepatice (bilirubina totala si
fractiile ei, ALAT, ASAT, yGT, ADN VHB, ARN VHC).

Pacovirina este un fitopreparat medicamentos autohton, cu
actiune antivirala, imunomodulatoare, interferonogena si antioxi-
dant3, elaborat de echipa savantilor Spinu C. si Chintea P. Structura
moleculei de pacovirina include: 5a-furostan-3p.22.26-triol-3-[O-f-
D-glucopiranozil-(1—2)-f3-D-glucopiranozil (1—4)-B-D-galacto-pira-
nozill-26-0- [5-D- glucopiranozid). Remediul dat a fost aprobat pen-
tru tratamentul hepatitelor virale la adulti si copii in baza ordinului
Ministerului Sanatatii al Republicii Moldova nr. 301 din 16.12.1997
si este utilizat In cadrul Programului de Stat , Hepatitele si cirozele,
profilaxie si metode avansate de tratament’”.

Pacovirina a fost administrata In doze de 100 mg/zi, In doua
prize, cu 30 minute inainte de mesele de dimineata si seard, timp
de 6 luni. Concomitent, toti pacientii din ambele loturi au bene-
ficiat de un regim igieno-dietetic si tratament simptomatic simi-
lare.

Pacovirina in hepatitele virale B si C cronice la copii

kers in HBV in CVHB were: HBAg+, antiHbs negative, total+ an-
tiHbcor, HBeAg+, total antiHDV. HBV DNA, HDV RNA, HCV DNA
were determined using PCR Real Time, using Corbett Rotor-
GENE abbott 2000RT. In cases of CVHC, the tested viral marker
was total antiHCV, using ELISA method. Laboratory tests were
made at the Republican Center of Medical Diagnostics from
Chisinau.

All patients included in the study had abdominal ultra-
sound being made. The degree of liver fibrosis was estimated
using the elastometry method (FibroScan).

The size of the group was calculated using the following
formulae:

1 ><2(Za+z/,)z><P(1—P)
(1-r) (P, =R)

where:

P, - treatment success with pacovirine in children with
CVHB and CVHC (not known, as it has not been estimated yet).
Therefore P,=0.0;

P, - the proportion of patients with CVHB and CVHC in the
study group. We suppose that treatment success of pacovirine
will be 25.0% (P,=0.25);

P=(P,+ P )/2=0.125

Z - table value. When “a” (significance threshold) is 5%,
then Z =1.96;

Z, - table value. When “B” (statistical power of bilateral
comparison) is 10%, then ZB =1.28;

f - estimated proportion that will quit the study from vari-
ous causes; f=10.0% (0.1).

Therefore, for every subgroup, the necessary number of
patients required for demonstrating the hypothesis was:

L 2(1.96+1.28)° x0.125x0.875
(1-0.1) (0.0-0.25)

patients.

After completing the treatment with pacovirine, all pati-
ents from both groups were clinically and paraclinically re-
examined (dynamics of complaints, of clinical signs, of liver
and spleen sizes), re-evaluating liver functions (total bilirubin
and its fractions, ALAT, ASAT, GT, HBV DNA, HCV RNA).

Pacovirine is an autochthonous phyto-remedy, with an-
tiviral action, immuno-modulating, interferonogenous and
antioxidant properties, that was elaborated by the group
of scientists Spinu C. and Chintea P. The molecule structure
of pacovirine includes: 5a-furostan-3p.22.26-triol-3-[0-f-D-
glucopiranosil-(1—2)-B-D-glucopiranosil (1—4)-B-D-galacto-
piranosil]-26-0- B-D- glucopiranoside. The remedy was ap-
proved for treatment of viral hepatitis in adults and children
based on the decree of the Ministry of Health of the Republic
of Moldovano.301 on 16.12.1997 and is used in the State Pro-
gram “Hepatitis and cirrhosis, prophylaxis and advanced treat-
ment methods”.

Pacovirine was administered in doses of 100 mg, twice
per day, 30 minutes before meals, morning and evening, for
6 months.
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Fig. 2 Diagrama CONSORT a fluxului de pacienti.

Fig. 2 CONSORT diagram of the patients’ flow.

Analiza statistica a fost efectuata cu aplicarea StatSoft-ul
Statistica, versiunea 6,0 rus. (StatSoft, Tulsa, Oklahoma, SUA).
Diferenta statistica a fost calculata prin criteriul t-Student. Ca-
zurile cu p<0,05 au fost considerate statistic semnificative.

Rezultate

Dupa aplicarea criteriilor de includere si excludere, au fost
inrolati in studiu 67 de pacienti cu HVBC si HVCC, cu varsta cu-
prinsa intre 3-18 ani. Diagrama de flux CONSORT a pacientilor
inclusi in studiu este prezentata in Figura 2.

Aleatoriu, pacientii au fost repartizati in doua loturi: 33
dintre ei au fost tratati cu pacovirina (cu HVBC - 15 persoane,
cu HVCC - 18 persoane) si 34 - nu au primit pacoviring, ci doar
hepatoprotectori.

Omogenitatea loturilor de studiu este prezentata in Tabe-
lul 1.

Parametrii evaluati au avut valori comparabile, iar loturile
au fost omogene. Dintre cei 33 de copii din lotul cu pacovirina,
la 15 a fost diagnosticata HVBC, dintre care, la 5 a fost identifi-
cat si antiVHD, si ARN VHD, iar la 18 - HVCC (genotipul 1b - la
15 persoane, genotipul 3a - la 3 persoane). Varsta medie a pa-
cientilor a fost de 12,5 ani, cu predominarea genului masculin
(70%). Determinarea cantitativa a viremiei VHB a constatat la
7 pacienti faza de imunotolerantd, cu ADN VHB >10°-10'2 ul/
ml, si la 8 pacienti - faza imunoactiva, cu ADN VHB >2000x10°
ul/ml.

At the same time, all patients from both groups had the
same regimen and similar symptomatic treatment.

Statistical analysis was performed using StatSoft Statistica,
6.0 version rus. (StatSoft, Tulsa, Oklahoma, USA). Statistic di-
fferences were calculated using t-Student criteria. Cases with
p<0.05 were considered statistically significant.

Results

After inclusion and exclusion criteria were applied, 67 pa-
tients with CVHB and CVHC were enrolled, with ages between
3 and 18 years. CONSORT flow diagram of the included pati-
ents is presented in Figure 2.

In a random way, patients were split into 2 groups: 33 of
them were treated with pacovirine (15 patients with CVHB
and 18 patients with CVHC) and 34 - did not receive pacoviri-
ne, but only hepatoprotective medication.

Homogeneity of the study groups is presented in Table 1.

Evaluated parameters have comparable values, and groups
were homogenous. Out of those 33 patients from the pacovirine
group, 15 were diagnosed with CVHB, 5 of them having antiHDV
and RNA HVD; 18 were diagnosed with CVHC (genotype 1b - in
15 patients, genotype 3a - in 3 patients). Mean age of the patients
was 12.5 years, predominantly males (70%). Quantitative deter-
mination of viral load of HBV revealed immunological tolerance
phase in 7 patients, with HBV DNA >10°-10"? ul/ml, immuno-ac-
tive phase in 8 patients, with HBV DNA >2000x10° ul/ml.



Tabelul 1. Caracteristica generald a loturilor de pacienti.
Table 1. General characteristics of patient groups.

Pacovirina in hepatitele virale B si C cronice la copii

Parametrii evaluati /

Lot cu pacovirina /

Lot fara pacovirind /

Evaluated parameters Pacovirine group Group without pacovirine p
n=33 n=34
Repartizarea pe sexe / Gender repartition:
. Feminin / Females 10 (30%) 10 (29%) P>0,05
L] Masculin / Males 23 (70%) 24 (71%) P>0,05
Varsta medie, ani*/ Mean age, years* 12,5+0,5 12,6+0,5 P<0,05
HVBC, total inclusiv / HVHB, total including: 15 (100%) 10 (100%) P>0,05
. fara agent delta / without delta agent 10 (67%) 6 (60%) P>0,05
. cu agent delta / with delta agent 5(33%) 4 (40%) P>0,05
. cu AgHBe+ / with AgHBe+ 15 (100%) 10 (100%) P>0,05
. cu AgHBe- / with AgHBe- 0 0 P>0,05
. ADN VHB >10°-10*2 ul/ml / DNA HBV >10°-10* ul/ml 7 (47%) 2 (20%) P>0,05
. ADN VHB >2000x10°ul/ml / DNA HBV >2000x10° ul/ml 8 (53%) 8 (80%) P>0,05
= ARNVHD >200 ul/ml / RNA HDV >200 ul/ml 5 (33%) 4 (40%) P>0,05
Grad de fibroza determinat, inclusiv / Determined fibrosis degree, including: 12 (100%) 10 (100%) P>0,05
] FO-F1 11 (92%) 9 (90%) P>0,05
. F1-F2 1 (8%) 1(10%) P>0,05
. F2-F3 0 0 P>0,05
HVCC total, inclusiv / Total CVHC, including: 18 (100%) 24 (100%) P>0,05
. genotiplb / genotype 1b 15 (83%) 23 (95%) P>0,05
. genotip3a / genotype 3a 3(17%) 1(5%) P>0,05
= ARN VHC>600000 ul/ml / RNA HCV >600000 ul/ml 10 (56%) 10 (42%) P>0,05
] ARN VHC <600000 ul/ml / RNA HCV <600000 ul/ml 8 (44%) 14 (58%) P>0,05
Grad de fibroza determinat, inclusiv / Determined fibrosis degree, including: 15 (100%) 20 (100%) P>0,05
= FO-F1 14 (92%) 18 (90%) P>0,05
] F1-F2 1 (8%) 2 (10%) P>0,05
. F2-F3 0 0 P>0,05

Nota: *- media varstei si devierea standard. Teste statistice aplicate: t-Student pentru datele de tip continuu; testul Fisher exact, pentru datele nominale.
Note: * - mean age and standard deviation. Applied statistical tests: t-Student for continuous type data; Fisher’s exact test for nominal data.

Gradul de fibroza hepatica a fost determinat la 12 pacienti,
dintre care 11 au prezentat fibroza hepatica usoara (F0-F1),
iar 1 pacient a prezentat gradul F1-F2.

Printre copiii cu HVCC, din lotul cu pacoviring, a predomi-
nat genotipul 1b (83%) si 3a (17%), precum si gradul Inalt de
viremie VHC, cu ARN VHC >600.000 ul/ml (56%) si fibroza
hepatica usoara, F0-F1 (92%).

In lotul pacientilor tratati fird pacovirind (HVBC - 10;
HVCC - 24), varsta medie a fost de 12,6 ani, cu predominarea
genului masculin (71%). In 4 cazuri, HVBC a evoluat cu an-
tiVHD sumar pozitiv si ARN VHD pozitiv >200 ul/ml. HVBC
a fost prezentatd in forma de AgHBe pozitiva (100%); in faza
imunoactiva, cu ADN VHB >2000x10°ul/ml (80%) si a fibro-
zei usoare (F0-F1), la majoritatea pacientilor. in acest lot, prin-
tre copiii cu HVCC a fost identificat predominant genotipul 1b
(95%); viremia a fost moderata - VHC cu ARN VHC <600 000
ul/ml, iar fibroza hepatica - usoara, FO-F1 (90%).

Pana la tratament, pacientii cu HVBC din lotul cu pacovi-
rind au prezentat semne clinice mai expresive, comparativ cu
cei din lotul fara pacovirina: slabiciuni generale (82%), durere
in hipocondrul drept (79%), inapetentd (55%), hepatomega-
lie (85%), splenomegalie (30%) (Tabelul 2).

Fibrosis degree was determined in 12 patients, 11 of them
had mild fibrosis (FO-F1), and one patient had F1-F2 degree.

Among children with CVHC, treated with pacovirine, geno-
type 1b (83%) and 3a (17%) prevailed, as well as high levels
of viral load of HCV, with HCV RNA >600.000 ul/ml (56%) and
mild liver fibrosis, F0-F1 (92%).

Among patients that did not receive pacovirine (CVHB - 10
patients, CVHC - 24 patients), the mean age was 12.6 years,
predominantly males (71%). Four cases, CVHB evolved with
positive total antiHDV and HDV RNA >200 ul/ml. CVHB pre-
sented with 100% positive rate of AgHBe; in immuno-active
phase, with HBV DNA >2000x10° ul/ml (80%) and mild fi-
brosis (FO-F1) in most of the patients. In this group, among
children with CVHC genotype 1b was predominant (95%); vi-
ral load was moderate - HCV DNA <600.000 ul/ml, and liver
fibrosis was mild, FO-F1 (90%).

Before treatment, patients with CVHB from the pacoviri-
ne group presented with more expressive clinical signs, com-
paratively with patients from the group that did not receive
pacovirine: fatigue (82%), pain in the upper right quadrant
(79%), loss of appetite (55%), hepatomegaly (85%), spleno-
megaly (30%) (Table 2).
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Tabelul 2. Caracteristica clinica comparativa a pacientilor cu HVBC si HVCC in loturile tratati cu pacovirina si fara pacovirina.
Table 2. Clinical comparative characteristics of patients with CVHB and CVHC in groups with and without pacovirine.

Lotul cu pacovirina / Lotul fara pacovirina /
Pacovirine group Group without pacovirine
= =34
Parametrii clinici / (n=33) (n=34)
Clinical parameters pana la tratament / dupa tratament / Py pana la tratament / dupa tratament / P, Ps
before treatment after treatment before treatment after treatment
abs. % abs. % abs. % abs. %
slabiciuni generale/ p.>0,05
. 27 82 13 39 <0,001 16 47 14 42 >0,05 3
fatigue p,<p,
hi
durere hipocondrudrept/ ) 14 4 <0,001 16 47 12 35 005 P00
pain in upper right quadrant p,<p,
i tentd 0,05
inapetenta / 18 55 0 0 <0,001 16 47 14 42 50,05 P¥
loss of appetite P;<P,
icter muco-cutanat / p.>0,05
, . i 1 3 0 0 >0,05 0 0 0 0 NA 3
Juco-cutaneous jaundice p,.p,
hepat li 0,05
epatomegalie / 23 70 20 61 50,05 34 100 34 100 5005 P9
hepatomegaly p,.p,
1 li 0,05
splenomegalie / 10 30 2 6 >0,05 6 17 6 17 S
splenomegaly p,.p,

Notd: p, - semnificatia statisticd in lotul cu pacoviring, pand la si dupa tratament; p, - semnificatia statisticd in lotul fara pacoviring, pana la si dupd tratament; p, -
semnificatia statistica intre loturi, pana la si dupa tratament. Teste statistice aplicate: t-Student pentru datele de tip continuu; test Fisher exact, pentru date nominale.
Note: p, - statistical significance in the pacovirine group, before and after treatment; p, - statistical significance in the group without pacovirine, before and after
treatment; p, - clinical significance between groups, before and after treatment. Applied statistical tests: t-Student test for continuous type data; Fisher’s exact
test for nominal data.

Tabelul 3. Proportia cazurilor cu parametri biochimici cu valori peste cele de referinta in loturile cu si fara pacoviring, comparativ pana la si
dupa tratament.

Table 3. Proportion of cases with biochemical parameters exceeding reference levels, in groups of patients with and without pacovirine, com-
paratively before and after the treatment.

Lotul cu pacovirina / Lotul fard pacovirina /
Parametrii biochimici (valori de referintd) / Pacovirine group Group without pacovirine
Biochemical parameters (reference values) (n=33) (n=34) Ps
n (%) p, n (%) P,
pana la tratament / o o
ALAT before treatment 18 (55%) 0.001 20 (59%) 0.05 p,>0,05
< >
(0-41 mmol/1) dupa tratament / 0 ' N ‘ p,<P,
after treatment 0 (0%) 14 (41%)
pana la tratament / o o
ASAT before treatment 18 (55%) 0.001 20 (59%) 0.05 p,>0,05
< >
(0-37 mmol/1) dupa tratament / o ’ o ' P;<p,
after treatment 0 (0%) 14 (41%)
pana la tratament / o o
YGTP before treatment 12 (36%) 0.01 10(30%) 0.05 p,>0,05
< >
(<35 mmol/1) dupa tratament / 0 ' 0 ' p,<p,
after treatment 0 (0%) 8 (24%)

Notd: p, - semnificatia statisticd pand la si dupd tratament, in lotul cu pacoviring; p, - semnificatia statistica pand la si dupd tratament, in lotul fard pacovirina; p,
- semnificatia statistica, comparativ, intre loturi. Teste statistice aplicate: Fisher exact.

Note: p, - statistical significance before and after the treatment, in the pacovirine group; p, - statistical significance before and after the treatment, in the group
without pacovirine; p, - statistical significance, compared between groups. Applied statistical tests: Fisher’s exact test.

In lotul copiilor cu HVBC, tratati cu pacovirini, in 55% din In the group of patients with CVHB treated with pacovirine,
cazuri boala a fost manifestata prin citoliza (55%) si sindrom 55% of cases evolved with cytolysis and cholestasis syndrome
de colestaza (36%), cu yGTP majoratd (Tabelul 3). O viremie (36%), with elevated yGTP (Table 3). High viral load of HBV DNA

inaltd a VHB, cu ADN VHB >10%-10'? ul/ml inainte de trata- >10°-10'? ul/ml before treatment, in the group of patients trea-



ment, in lotul cu pacoviring, a fost constatata la 7 (47%) copii;
la 8 (53%) copii, ADN VHB a fost intre 2000-10° ui/ml, expri-
mand faza imunoactiva a VHB. La 5 pacienti, evolutia HVBC a
fost concomitenti cu agentul delta (ARN VHD >200 ul/ml). in
cazul HVCC, la 10 (56%) copii s-a constatat o viremie Inalt3,
cu ARN VHC >600.000 ul/ml; la 8 (44%) copii, viremia a fost
considerata joasa (ARN VHC <600.000 ul/ml).

Nivelul mediu al viremiei, pana la si dupa tratament, pre-
cum si proportia reducerii Incarcaturii virale este redata in
Tabelul 4.

Pacovirina in hepatitele virale B si C cronice la copii

ted with pacovirine, was found in 7 (47%) children; in 8 children
(53%) viral load of HBV DNA ranged between 2000-10° ul/ml,
expressing the immuno-active phase of HBV. In 5 patients, evolu-
tion of CVHB was concomitant with delta agent (RNA HDV >200
ul/ml). Regarding CVHC, 10 children (56%) had high viral loads,
with HDV RNA >600,000 ul/ml; 8 children (44%) had low viral
loads (HCV RNA <600,000 ul/ml).

Mean values of viral load, before and after the treatment,
as well as the proportional reduction of the viral load is shown
in Table 4.

Tabelul 4. Nivelul mediu al viremiei pand la si dupa tratament si proportia reducerii viremiei (A) la copiii cu HVBC si HVCC, tratati cu sau fara

pacovirina.

Table 4. Mean values of viral load before and after treatment and the proportion of viral load reduction (A) in children with CVHB and CVHC,

treated with or without pacovirine.

Lotul cu pacovirind / Pacovirine group

Lotul fara pacovirind / Group without pacovirine

(n=24) (n=3)
Viremia medie /
. ADN VHB / DNA HBV ARN VHC / RNA HCV ADN VHB / DNA HBV ARN VHC / RNA HCV p
Mean viral load
(ul/ml) (ul/ml) (ul/ml) (ul/ml)
(n=8) (n=16) (n=2) (n=1)
ana la trat: t 0,05
panala tratament / 95.668.238 1.943.197 7.863.000 1.347.770 Py®
before treatment p,<0,05
dupa trat t 0,05
upd tratament / 67.297.250 1.323.658 7.711.590 1.297.855 Pis
after treatment p,<0,05
A (%) 30 32 2 4 NA

Notd: p, - semnificatia statistica pentru cazurile cu VHB, intre loturi; p, - semnificatia statistica pentru cazurile cu VHC, intre loturi.
Note: p, - statistical significance for cases with HBV, between groups; p, - statistical significance for cases with HCV, between groups.

La sfarsitul tratamentului cu pacovirina, la 8 (24%) paci-
enti cu HVBC a fost constatata reducerea ADN VHB cu 30%
(p,<0,05); la 16 (48%) pacienti cu HVCC, reducerea ARN VHC
a fost cu 32% (p,<0,05). Printre copiii cu HVBC si agent delta,
tratati cu pacoviring, doar in 2 cazuri a fost constatata o dimi-
nuare, dar si aceea neesentiald, a ARN VHD.

Nivelul viremiei VHB la pacientii din lotul fara pacovirina a
diminuat doar cu 2%, iar a VHC - cu 4% (Tabelul 4).

Discutii

Tratamentul hepatitelor virale B, C cronice la copii ramane
o problema actuala in plan global. Infectarea cu VHB sau VHC,
incepand cu varsta copilariei, cronicizarea infectiei si persis-
tenta formelor active de maladie, poate duce la forme severe
de boala In urmatorii 10-20 de ani, uneori - la cancer hepato-
celular, aparut la o varsta tanara, apta de munca [2, 3].

Mecanismele etio-patogenetice de cronicizare ale infectiei
cu VHB sau VHC si severitatea formelor clinice evolutive de he-
patita virala cronica la copii sunt direct proportionale cu viru-
lenta VHB sau VHC, dar si cu raspunsul imun al organismului
la interactiunea dintre virus si gazda; acestea, insa, sunt invers
proportionale cu varsta contractarii infectiei [9, 14]. Este cu-
noscut, ca imunitatea copiului la nastere este imperfecta, iar
maturizarea sistemului imun are loc catre varsta de 6-10 ani.
Copiii nascuti de mame care sufera de HVBC sau HVCC in faza

At the end of the treatment with pacovirine, in 8 patients
(24%) with CVHB reduction by 30% of the viral load was at-
tested (p,<0.05); in 16 children (48%) with CVHC a 32% re-
duction in viral load was attested. Among children with CVHB
and agent delta, treated with pacovirine, only 2 cases of insig-
nificant viral load (HDV RNA) reduction was attested.

Viral load of HBV in patients that did not receive pacovirine
diminished with 2%, and viral load of HCV - with 4% (Table 4).

Discussions

Treatment of chronic hepatitis of type B and C in children
remains an actual problem on a global scale. Infection with
HBV and HCV, beginning with young age, chronicization of
the infection and persistence of active forms of the disease,
can lead to severe forms of the disease in the following 10-20
years, sometimes - to hepatocellular cancer among young in-
dividuals, able to work [2, 3].

Etiopathological mechanisms of chronicization of HBV
or HCV infection and the severity of evolutive clinical forms
of chronic viral hepatitis in children and directly proporti-
onal with viral loads of HBV or HCV and with the immune
response of the organism to the interaction between the
host and the virus; thus, these are inversely proportional
with the age of the infection contraction [9, 14]. It is known,
that the child’s immunity at birth is imperfect, and matura-
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de viremie, au un risc major de a fi infectati cu VHB sau VHC in
timpul travaliului sau dupa nastere, cronicizarea constituind
90% in cadrul infectiei cu VHB [8, 10]. La copii, HVC 1n 70-80%
din cazuri evolueaza primar cronic, VHC avand o capacitate in-
alta de persistentd in organism [10]. HVBC cu agent delta are
un prognostic evolutiv si terapeutic mai sever si mai rezervat,
decat cele fara agentul delta [4, 13].

Principiile tratamentului etio-patogenetic al hepatitelor vi-
rale B, C cronice la copii au unele particularitati ce tin de var-
sta si toxicitatea remediilor antivirale. Tratamentul cu interfe-
ron pegilat Tn HVBC la copii este recomandat in monoterapie
pentru o perioada de 24 de saptamani, iar in HVCC, este com-
binat cu ribavirina (24 de saptamani - in genotipul 2, 3 si 48
de saptamani - in genotipul 1, 4), incepand cu varsta mai mare
de 3 ani. Efectul antiviral al interferonului pegilat in HVCB si
HVCC genotip 1 VHC la copii ramane rezervat [6, 11]. Analogii
nucleotidici, asa ca entecavirul, adefovirul dipivoxil, tenofovi-
rul, au o accesibilitate limitatd. Datele existente cu privire la
tratamentul de alternativa al hepatitelor virale B si C cronice
la copii sunt insuficiente si se refera la utilizarea fosfolipidelor
lui, viusidului. Aceste remedii au doar efecte temporare si par-
tiale de ameliorare clinica si de diminuare usoara a viremiei
VHB sau VHC pentru un termen scurt, cu recaderi frecvente
dupa terminarea curei de tratament [5, 14, 15].

Studiul dat a demonstrat ca remediul fitoterapeutic au-
tohton pacovirina, utilizat pentru prima data la copii in trata-
mentul HVBC si HVCC in faza de viremie, este unul eficient, cu
efecte antivirale indirecte, lente, imunomodulatoare si inter-
feronogene. Semnele clinice ale HVBC si HVCC la copiii din lo-
tul cu pacoviring, comparativ cu cele din lotul fara pacoviring,
au fost mai expresive. Modificarile paraclinice la pacientii cu
HVBC si HVCC, tratati cu pacoviring, au fost determinate de ci-
toliza (55%) si colestaza (36%), comparativ cu cei tratati fara
pacovirina - 59% si 30% respectiv.

Tratamentul cu pacovirina la copiii cu HVBC si HVCC a con-
tribuit la ameliorarea semnificativa a manifestarilor clinice, cu
diminuarea in 39% din cazuri, a slabiciunilor generale, a du-
rerilor in hipocondrul drept (42% din cazuri). Normalizarea
ALAT si ASAT s-a produs 1in 55% din cazuri, iar ale yGTP - in
36% din cazuri.

Monitorizarea dinamicii viremiei VHB si VHC la copiii din
lotul cu pacovirina a constatat o reducere importanta a ADN
VHB cu 30% si a ARN VHC cu 32%, ambele - semnificativ mai
importante fata de lotul fara pacovirina.

Toti pacientii inclusi in studiu au suportat satisfacator trata-
mentul cu pacoviring, iar fenomene adverse nu au fost constatate
n niciun caz. Aceste rezultate preliminare ale utilizarii pacoviri-
nei in tratamentul HVBC si HVCC la copii, timp de 6 luni, par a fi
promitatoare si necesita studii aprofundate in continuare.

Este important de mentionat impactul social al efectelor
terapeutice ale pacovirinei in tratamentul hepatitelor virale B,
C cronice la copii. Remediul dat contribuie la reducerea vire-
miei VHB si VHC, la recuperarea sanatatii copiilor si la reinca-
drarea mamelor lor in cdmpul muncii.

Costul tratamentului cu pacovirinad este mult mai mic de-
cat cel al monoterapiei cu interferon pegilat sau, cu atat mai
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tion of the immune system is reached at 6-10 years of age.
Children born from mothers infected with HBV or HCV, in
viral phases, have major risks of being infected with HBV or
HCV during labour or after birth, chronicization reaching
90% in cases of HBV [8, 10]. In children, HCV evolves prima-
rily chronically in 70-80% of cases, HCV having a high ca-
pacity of persistence in the organism [10]. CVHB with delta
agent has a more severe and poorer evolutive and therape-
utic prognosis when compared to cases without agent delta
[4, 13].

Etiopathogenetic treatment principles of chronic hepati-
tis type B and C in children have peculiarities regarding their
age and the toxicity of the antiviral remedies. Treatment with
pegylated interferon in CVHB in children is recommended in
single therapy for a period of 24 weeks, and in cases of CVHC,
treatment is combined with ribavirine (24 weeks - in cases of
genotypes 2, 3 and 48 weeks - for genotype 1, 4), from the age
of 3 years. The antiviral effect of pegylated interferon in CVHB
and CVHC genotype 1 in children remains reserved [6, 11].
Nucleoside analogues, such as entecavir, adefovir dipivoxil,
tenofovir, have limited accessibility. Existent data regarding
alternative treatment of chronic hepatitis B and C in children
are insufficient and assess essential phospholipids, glycyrrhi-
zinic acid or ursodeoxycholic acid, phosphogliv, viuside. These
remedies have only temporary effects and of atrial clinical im-
provement with modest viral load reduction of HBV and HCV
for short periods of time, with frequent relapses after the end
of treatment [5, 14, 15].

This study proved that the autochthonous phyto-remedy
pacovirine, used for the first time in children in the treat-
ment of CVHB and CVHC in viral phases, is an efficient medi-
cation with slow indirect antiviral, immuno-modulating and
interferonogenous action. Clinical signs of CVHB and CVHC
in children from the pacovirine group were more expressed
comparing to children from the group without pacovirine.
Paraclinical modifications in patients with CVHB and CVHC,
treated with pacovirine, were determined by cytolysis (55%)
and cholestasis (36%), compared to patients treated without
pacovirine - 59% and 30% respectively.

Treatment with pacovirine in children with CVHB and
CVHC contributed to significant improvement of clinical mani-
festations, with 39% reduction of fatigue, pain in the right up-
per quadrant (42% of cases). Normalization of ALAT and ASAT
levels occurred in 55% of cases, and of yGTP - in 36% of cases.

Monitoring of viral load of HBV and HCV dynamics in chil-
dren from the pacovirine group revealed an important reduc-
tion in HBV DNA with 30% and in HCV RNA with 32%, both
being significantly more important when compared with the
group that did not receive pacovirine.

All patients enrolled in the study handled the treatment
with pacovirine very well, with no side effects registered. The-
se preliminary data of pacovirine usage in treatment of CVHB
and CVHC in children, during 6 months, seem to be promising
and need further thorough research.

It is worth to mention the social impact of the therapeutic
effects in the treatment of hepatitis B and C in children. This
remedy helps to reduce viral load of HBV and HCV, contribu-



mult, ale tratamentelor combinate. Costul estimativ al curei de
tratament cu interferon pegilat, combinat cu ribavirind timp
de 48 de saptamani, in HVCC genotip 1, pentru un copil, este
de 76.000 lei, pe cand costul curei de tratament cu pacovirina
timp de 6 luni a fost estimat la 7.200 lei. Pacovirina, astfel, ca-
pata o importanta socio-economica majord, fiind inofensiva si
usor aplicabild in tratamentul HVBC si HVCC la copii cu diapa-
zonul de varsta 3-18 ani.

Concluzii

1) Tratamentul cu pacovirina al hepatitelor virale B si C
cronice la copii este o metoda de alternativa, eficientd, inofen-
siva, care amelioreaza semnele clinice, paraclinice si reduce
semnificativ nivelul viremiei VHB si VHC, comparativ cu trata-
mentele hepatoprotectoate traditionale.

2) Complianta fata de tratamentul cu pacovirina a fost
inaltd, indiferent de varsta copiilor la care s-a utilizat, iar efec-
tele clinice, in special, cele indirecte antivirale, au potential de
impact farmacoeconomic si socioeconomic important.

3) Deoarece studiul dat este unul preliminar, descope-
rirea Intregului potential farmacoterapeutic al pacovirinei in
tratamentul HVBC si HVCC la copii necesita studii suplimenta-
re multilaterale, pe esantioane largi de pacienti pediatrici.
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