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Introduction. Hepatitis C virus (HCV) genotype 3 is associated with accelerated progression of liver disease; there-
fore, individuals infected with this genotype represent a clinically significant subgroup of patients. Despite the high
efficacy of direct-acting antivirals, the optimal duration of therapy remains a subject of debate.

Aim. To evaluate, in a real-world clinical setting, the efficacy and safety of an 8-week treatment regimen consisting
of ravidasvir (200 mg) and sofosbuvir (400 mg) once daily in treatment-naive patients with chronic hepatitis C virus
genotype 3 (HCV-3) infection and FO-F2 liver fibrosis (according to the METAVIR score).

Materials and methods. This prospective, single-cohort, observational study (ClinicalTrials.gov, NCT07316842)
enrolled 30 patients with HCV-3; the final per-protocol analysis included 29 patients who completed the full course of an-
tiviral therapy and were available for the assessment of sustained virological response 12 weeks after treatment cessation
(SVR12). The diagnosis of HCV-3 was verified in accordance with the Clinical Guidelines “Chronic Hepatitis C”, approved
by the Scientific and Practical Council of the Ministry of Health of the Russian Federation. The mean age of the patients
was 40.4 = 7.1 years, and 65.5 % were men. The stage of liver fibrosis was determined by transient elastography using
the FibroScan device (Echosens, France). The distribution of fibrosis stages was as follows: FO — 44.8 %, F1 — 48.3 %,
and F2 — 6.9 %. The primary endpoint was the achievement of SVR12, while the secondary endpoints included the achieve-
ment of aviremia 4 weeks after antiviral therapy completion (SVR4), viral load dynamics, changes in ALT and AST activity
during treatment, as well as the safety and tolerability of the antiviral therapy.

Results. In patients with HCV-3 and FO-F2 liver fibrosis (according to the METAVIR score), SVR12 was registered
in 28 out of 29 patients (96.6 %; 95% CI: 82.8—-99.4). SVR4 was achieved in 24 out of 25 patients with available data
(96.0 %; 95% CI: 80.5-99.3). The median viral load decreased from 8.3 x 10° lU/mL at baseline to an undetectable
level after 4 weeks of treatment and remained at this level at the time of SVR12 assessment. The median ALT activity
decreased from 115.2to 18.0 U/L, and AST activity decreased from 66.0 to 23.3 U/L (p < 0.001 for both parameters).
No serious adverse events or treatment discontinuations due to adverse events were registered.

Conclusion. The shortened 8-week antiviral therapy regimen with a combination of ravidasvir (200 mg) and sofosbu-
vir (400 mg) once daily in patients with HCV-3 without advanced liver fibrosis demonstrates high efficacy and a fa-
vourable safety profile in this cohort.
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tained virological response

Funding: the preparation and publication of this article were supported by OOO Aviapharma (ChemRar Group).
The sponsors had no role in the study design, the collection, analysis, and interpretation of data, the writing of the ar-
ticle, or the decision to submit the manuscript for publication.

Conflict of interest: the authors declare financial support from commercial organizations (OOO Aviapharma,
ChemRar Group) for conducting this study and preparing the publication. Except for the specified funding, the au-
thors declare no other conflicts of interest that could potentially affect the objectivity of the presented scientific data.
The opinions and conclusions expressed in the article are solely those of the authors and do not necessarily reflect
the official position or policy of the sponsoring companies.

For citation: Bogomolov P.O., Bueverov A.O., Barsukova N.A., Korshunov M.M., Demyanov A.Yu., Isaeva E.A., Nikitin O.l. Efficacy
and Safety of an 8-Week Antiviral Therapy for Chronic Hepatitis C with Ravidasvir and Sofosbuvir. Russian Journal of Gastroenterol-
ogy, Hepatology, Coloproctology. 2026. https://doi.org/10.22416/1382-4376-2026-2118-6000

9P PeKTUBHOCTb U 6€30NaCHOCTb 8-HeaenbHON NPOTUBOBUPYCHON Tepanum

XpoHu4yeckoro renaruta C pasnpgaceupom n codpocoOyBupom
MN.0. Boromonos™?*, A.O. byeepos', H.A. Bapcykosa', M.M. KoplyHos', A.lO. embsiHoB', E.A. Mcaesa', O.N. HukntmnH'
" BY3 MO «MockoBckuii 061aCTHOM Hay4HO-UCCeA0BaTeIbCKUI KITUHUYECKNIA MHCTUTYT uM. M.®. Brnaaymupckoro»,

Mocksaa, Poccuiickasi @enepaLims

Poc skypH ractpoantepos renaron kKosonpokros 2026 / Rus J Gastroenterol Hepatol Coloproctol 2026



Original articles / OpurnHanbHbIe MCCIEOBAHUS Online First www.gastro-j.ru

2 re0yY BO «Poccuiicknii yHuBepcuTeT MeanumHel» MuHucTepcTBa 3apaBooxpaHeqHvs Poccurickor denepaumm,
Mocksa, Poccuiickas denepauus

BBepeHue. lreHotmn 3 Bupyca renatuta C (HCV) accoummpoBaH C yCKOPEeHHbIM NporpeccupoBaHnemM 3aboieBaHus
neyvyeHun, B CBA3M C YeM NHDULMPOBAHHbLIE UM NLIA NMPEeACTaBAAIOT COOO0M KIMHNYECKU 3HaYMMYO Noarpynny naum-
€eHTOB. HecMoTps Ha BbICOKYIO 9D@PEKTUBHOCTb MPSIMbIX MPOTUBOBMPYCHbLIX NMPenapaToB, onTuMasibHas AJUTENb-
HOCTb TEpanuUn ocTaeTcs NpeaMeToM 00CYyXXOeHUs.

Llenb: OLEHUTb B YC/IOBUSX peasibHOM KITMHUYECKOW NpakTuk1 apPeKTUBHOCTb 1 6€@30MacHOCTb 8-HeaebHol cxe-
Mbl Tepanun paeuagaceupom (200 mr) n codpocbysrpom (400 mr) 1 pas B CyTKM y paHee He NoJlydaBLUMX NMPOTUBOBU-
PYCHYIO Tepanuio NaunMeHTOB C XPOHMYECKUM renatntom C, nHpumumpoBaHHbix reHotunom 3 HCV (XIC-3), npu ¢ou-
6po3e neyveHn FO-F2 (no wkane METAVIR).

Martepuanbl 1 meToabl. B npocnekTBHOE 04HOKOrOpTHOE HabnopatensHoe nccneposarue (ClinicalTrials.gov,
Ne NCT07316842) skntoumnm 30 nauyeHToB ¢ XIC-3, B puHanbHbIM aHanusa Bownm 29 naumeHToB (per protocol),
MOSTYYNBLLMX MOSHbBIA KYPC NPOTUBOBUPYCHOM Tepannu 1 A0CTYMHbIX OJ1S OLEHKM YCTONYMBOro BMPYCOJIOrMYECKOro
oTBeTa vyeped 12 Hepenb noce 3aBepLueHns nevenms (YBO-12). narHos XI'C-3 BepudurumpoBann B COOTBETCTBUMU
C KJIMHNYECKUMWN PEKOMEHAAUNAMMU «XPOHUYECKNIN BUPYCHbIN renatut C», yTBepXXAeHHbIMY Hay4yHO-NpakTn4eckmm
coBeToM MuHuMcTepcTBa 3apaBooxpaHeHns PD. CpeagHuii Bo3pacT naumeHToB coctaBun 40,4 + 7,1 ropa, 65,5 %
nauMeHToB — MyX4uHbl. CTagmio Grubposa nevyeHr yctaHaBaMBaam METOLOM TPaH3MEHTHOM anacTtorpadun Ha an-
napate FibroScan (Echosens, ®paHuus). Pacnpenenenune no ctagusm prubposa nevexHn: FO — 44,8 %, F1 — 48,3 %,
F2 — 6,9 %. MNepBNYHOI KOHEYHOI TOYKOM SABNSNOCH A0CTMXeHne YBO-12, BTOPUUYHBIMY — AOCTUXEHNE aBUPEMUN
yepes 4 Heaenu nocse 3aBepLUeHVs MPOTUBOBUPYCHOKM Tepanun (YBO-4), auHamuka BUPYCHOM Harpy3ku, n3MeHeHue
akTmBHOCTU AJTT n ACT BO BpeMsi fieHeHus, a Takoke 6e30MmacHOCTb M MePEHOCMMOCTb MPOTUBOBMPYCHON Tepanmni.
PesynbraTbl. Y naumeHtoB ¢ XIC-3 1 purbpo3om neveHn FO-F2 (no wkane METAVIR) YBO-12 6bin 3apernctpu-
poBaH y 28 13 29 60nbHbIX (96,6 %; 95% AWN: 82,8-99,4). YBO-4 nocTurHyT y 24 n3 25 naumMeHToB C JOCTYMNHbIMY
OaHHbIMKU (96,0 %; 95% [OU: 80,5-99,3). MeanaHa BupycHol Harpyskm cHmaunack ¢ 8,3 x 10° ME/mn ncxogHo
[0 HeonpenensemMoro ypoBHs Yyepesa 4 Hedenn Ne4eHnst U CoXpaHsiacbk Ha 9TOM YPOBHE K MOMEHTY oLeHkn YBO-12.
MegwnaHa aktnBHocTM AJTT cHuamnacb co 115,2 oo 18,0 Ea/n, aktmBHocTe ACT — ¢ 66,0 no 23,3 En/n (ans o6omx
nokasateneii p < 0,001). CepbesHble HexenaTenbHble ABIEHUS U OTMEeHa Tepanum n3-3a HexxenaTesibHbIX SBNeHN
He 3aperncTpMpoBaHbI.

3akno4yeHue. CoKpalleHHbIN, 8-HenenbHbIn, pexnM NPoTUBOBMPYCHOW Tepanuu KomMOMHaumen paBupacBupa
(200 mr) n codocbysupa (400 mr) 1 pas B cyTkn y naumeHToB ¢ XI'C-3 6e3 BbipaxeHHOro dpnbpo3a nevyeHur B 4aHHOM
KOropTe AeMOHCTPUPYET BbICOKYIO 3P DEKTUBHOCTbL 1 6naronpusTHbIN Npoduib 6e30nacHOCTU.

KnioueBble cnoBa: xpoHudeckuii renatnt C, Bupyc renatuta C reHotmn 3, paBuaacsup, copocoyBup, 8-Heaesnb-
Has NPOTMBOBUPYCHas Tepanusl, yCTONYMBbLIA BUPYCOSIOrMYEeCKnii OTBET

duHaHcupoBaHUe: MOAroToBKa M NybnukaumMs OAHHOW CTaTbW OCYLLECTBMEHbI MPU GUHAHCOBOM MNoAAepXke
000 «ABnadapma» (MK «xXumPap»). CnoHcopbl He oKa3blBanu BAMSHUA Ha Ou3aliH uccnenoBaHus, cbop, aHanus
M UHTEPMNpeTaumIo AaHHbIX, HancaHne CTaTbM, a TakKe Ha NPUHATUE peLleHns o Nybankaumm pyKonmncu.
KoHdNUKT nHTepecoB: aBTOpbl AEKIAPUPYIOT HavuMe GUHAHCOBOW MoaaepXKku OT KOMMEPHECKMX OpraHu3aumii
(000 «Aenadapma», 'K «<XumPap») ons npoBeaeHns [aHHOro UCCeaoBaHUs U MOArOTOBKM NMybnmnkaummn. 3a nckioye-
HMEeM yKa3aHHOro GUHaAHCMPOBaHWS, aBTOPbI 3asBAOT 00 OTCYTCTBUN UHBIX KOHMJIMKTOB MHTEPECOB, CMOCOOHbIX MO-
BSIMAATb HA 0OBLEKTMBHOCTL NPEACTABIEHHbIX HAYYHbIX AaHHbLIX. MHEHWS 1 BbIBOObI, U3/IOXKEHHbIE B CTaTbe, MpuHaaiexar
VICKJTIOYMTESIbHO aBTOPaM 1 He 0653aTesIbHO OTPaXaloT OULIMANBHYIO NO3ULMIO WU NMOIUTUKY KOMMaHMIA-CMOHCOPOB.

Ana untnposBanus: Goromonos M.0., byesepoB A.O., bapcykoBa H.A., KopwyHoB M.M., dembaHoB A.O., VcaeBa E.A., Hu-
kntnH O.U. OddekTmBHOCTL 1 6e30MacHOCTb 8-HenenbHOW MPOTUBOBUPYCHOW Tepanuu xpoHudeckoro renatuta C paBu-
nacesmpomMm 1 codocbyBmpom. Poccuinckuii XypHan racTpoaHTeposiornun, renatonorum, kononpoktonorun. 2026. https://doi.
org/10.22416/1382-4376-2026-2118-6000

Introduction

Chronic infection caused by the hepatitis C
virus (HCV) remains a significant global health
problem associated with the progression of liver
fibrosis, the development of cirrhosis, liver fail-
ure, and hepatocellular carcinoma, as well as in-
creased mortality related to liver diseases. Despite
the revolutionary achievements brought by the in-
troduction of direct-acting antiviral agents, which
ensure the achievement of a sustained virological
response (SVR12) in more than 95 % of patients,
optimizing the duration of therapy remains an

important task in terms of improving treatment
accessibility, patient adherence, and the overall
effectiveness of HCV elimination programs [1, 2].

The use of shortened antiviral therapy (AVT)
regimens is considered a promising strategy aimed
at simplifying treatment and scaling up HCV elim-
ination programs, especially in resource-limited
settings and areas with restricted access to medi-
cal care. The feasibility of reducing AVT duration
to 8 weeks has been convincingly demonstrated
for several regimens across various viral genotypes
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and patient categories, primarily in treatment-na-
ive individuals. At the same time, for certain reg-
imens, including those based on HCV polymerase
inhibitors, such as the combination of ravidasvir
and sofosbuvir, the treatment duration in most
cases remains 12 weeks. This is particularly rele-
vant for patients infected with HCV genotype 3
(HCV-3), which is traditionally considered the
most difficult to treat, especially in the presence
of advanced liver fibrosis, hepatic steatosis, and
the HCV Y93H mutation associated with reduced
sensitivity to AVT. These data established a clini-
cal and methodological rationale for investigating
shortened treatment regimens in strictly defined
cohorts of patients with HCV-3.

Ravidasvir (a next-generation pangenotypic
NS5A inhibitor) has demonstrated high antiviral
activity, a favorable pharmacokinetic profile, and
good tolerability in combination with sofosbuvir
across several studies. This drug is characterized
by high affinity for NS5A, resistance to mutations
(including Y93H), and, consequently, potent sup-
pression of HCV replication. In phase IT-III tri-
als, including STORM-C-1, the combination of
ravidasvir and sofosbuvir for 12 weeks ensured
the achievement of SVR12 in approximately 97 %
of patients with various HCV genotypes, includ-
ing those with compensated liver cirrhosis. At the
same time, despite the absence of corresponding
instructions in the clinical guidelines of leading
professional societies, the results of randomized
trials suggest the potential feasibility of shorten-
ing the duration of ravidasvir and sofosbuvir ther-
apy to 8 weeks without a loss of efficacy; how-
ever, the volume of evidence in this area remains
limited and primarily relates to carefully selected
cohorts [3, 6, 7].

HCV-3 remains of high clinical interest due
to its association with faster progression of liv-
er fibrosis and lower AVT efficacy compared to
infection with other HCV genotypes. In this re-
gard, the development of simplified and shortened
treatment regimens for this category of patients is
of important clinical and epidemiological signifi-
cance. In this context, real-world data allow for
supplementing the results of randomized clinical
trials and evaluating the efficacy of AVT in rou-
tine medical practice, where patient populations
are less selective and more heterogeneous [8].

The aim of this prospective observational study
was to evaluate the efficacy and safety of an
8-week treatment regimen consisting of ravidasvir
and sofosbuvir in treatment-naive patients with
HCV-3 and METAVIR fibrosis stages FO—F2. The
primary endpoint was the rate of SVR12 achieve-
ment, while the secondary endpoints included
the assessment of virological response at weeks 4

and 8 of AVT and 4 weeks after its completion
(SVR4), the dynamics of biochemical parameters,
and the safety profile of the therapy.

Patients and methods

Study design

This was a prospective, single-cohort, observa-
tional study conducted in a real-world clinical set-
ting. The study did not provide for any additional
diagnostic or therapeutic interventions beyond the
routine management of patients with chronic hep-
atitis C (CHC).

Patients

Adult patients with a confirmed diagnosis
of CHC, infected with genotype 3, and having
METAVIR fibrosis stages FO—F2 determined by
transient elastography no earlier than 3 months
prior to the initiation of therapy, were sequential-
ly enrolled in the study (Table 1).

Inclusion criteria:

- age 18 years and older;

- confirmed diagnosis of CHC-3;

- METAVIR liver fibrosis stages FO—F2 based
on transient elastography data;

- initiation of ravidasvir and sofosbuvir therapy
within routine clinical practice;

- signed informed consent for the use of ano-
nymized data.

Exclusion criteria:

- coinfection with hepatitis B virus or human
immunodeficiency virus;

- presence of other significant liver diseases (in-
cluding autoimmune liver diseases, primary biliary
cholangitis, primary sclerosing cholangitis, hemo-
chromatosis, and hepatocellular carcinoma);

- severe pathology of other organs and systems;

« prior AVT;

- pregnancy or breastfeeding;

- conditions, in the opinion of the treating phy-
sician, capable of affecting adherence to therapy
(e.g., substance abuse);

- concomitant diseases requiring ongoing con-
current medical therapy.

Treatment

Patients with CHC-3 received a combina-
tion of the antiviral drugs ravidasvir (200 mg)
and sofosbuvir (400 mg) once daily for 8 weeks.
Alterations to the antiviral therapy were not
regulated by the study protocol. Concomitant
therapy was permitted at the discretion of the
treating physician, taking into account potential
drug-drug interactions. The primary endpoint
of the study was the achievement of SVRI12,
expressed as the absence of detectable HCV
RNA 12 weeks after the completion of therapy.
Secondary endpoints included the evaluation of
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Table 1. Baseline characteristics of patients with CHC

Parameter Value
Patients enrolled in the study 30
Patients in the efficacy analysis 29
Age, years (Me + SD) 40.4 + 7.1

Men, n (%)

19 (65.5 %)

Women, n (%)

10 (34.5 %)

HCV genotype

Genotype 3 in all patients

Treatment-naive, n (%)

29 (100.0 %)

Fibrosis FO, n (%)

13 (44.8 %)

Fibrosis F1, n (%)

14 (48.3 %)

Fibrosis F2, n (%)

2 (6.9 %)

Baseline viral load, mean

1.22 x 105 TU/mL

Baseline viral load, Me

8.30 x 10° TU/mL

SVR4 achievement, virological response during
treatment, viral load dynamics, changes in
biochemical parameters, and treatment safety.
RNA genotyping of the hepatitis C virus was
performed using AmpliSens HCV-1,2/3-FL test
systems (Russia). Quantitative determination of
HCV RNA using Vector-Best reagents (Russia)
with a sensitivity of 15 TU/mL was performed
immediately before the first dose of antiviral
drugs, at weeks 4 and 8 of AVT (response at the
end of treatment), as well as 4 and 12 weeks
after completion of AVT (SVR4 and SVR12, re-
spectively). Evaluated biochemical parameters
included alanine aminotransferase (ALT), aspar-
tate aminotransferase (AST), bilirubin, alkaline
phosphatase, gamma-glutamyl transpeptidase,
creatinine, glucose, uric acid, creatine phos-
phokinase, and other parameters as indicated.
Assessment of the liver fibrosis stage was carried
out by transient elastography using a FibroScan
device (Echosens, France).

All adverse events occurring during the treat-
ment and follow-up periods were registered.

Ethical aspects

The study was conducted in accordance with
current legislation and international guidelines
for non-interventional studies, including the
principles of Good Pharmacoepidemiological
Practice. All patients signed an informed consent
for the use of their anonymized data. The study
protocol and related documents were reviewed
and approved by an independent ethics commit-
tee prior to the initiation of the work. The study
was registered in the ClinicalTrials.gov registry
(identification number: NCT07316842).

Statistical analysis

Baseline characteristics and treatment out-
comes were described using descriptive statistics.
Categorical variables are presented as absolute
values and proportions (percentages), while con-
tinuous variables are expressed as means with

standard deviation or medians, depending on
the nature of the data distribution. The rate of
SVR achievement was calculated with 95 % con-
fidence intervals (95 % CI) using the Wilson
method. Changes in laboratory parameters over
time were analysed using the non-parametric
Wilcoxon signed-rank test. The analysis was
performed on the available population; missing
data were not imputed.

Results

A total of 30 patients were enrolled in the
study. One patient was lost to follow-up and
was not included in the efficacy analysis. Thus,
the population available for analysis consisted
of 29 patients (per protocol), of whom 65.5 %
were men. The mean age of the patients was
40.4 + 7.1 years. The distribution of liver fibrosis
stages was as follows: FO — 44.8 %, F1 — 48.3 %,
and F2 — 6.9 %.

The rate of SVR12 achievement was 96.6 %
(28/29; 95 % CI. 82.8-99.4), while that of
SVR4 was 96.0 %. The median viral load de-
creased to an undetectable level as early as
4 weeks into therapy and remained at this lev-
el at all follow-up stages (Table 2). The single
patient who failed to achieve SVR12 had re-
sistance-associated substitutions in NS5a (T62
and H93), with no mutations detected in NS5b.
Due to the absence of concomitant drug therapy,
an analysis of drug-drug interactions in patients
within this study was not conducted.

High treatment efficacy was observed across
all liver fibrosis subgroups: FO — 100 % (13,/13),
F1 — 92.8 % (13/14), and F2 — 100 % (2/2).
The only case of relapse was recorded in a pa-
tient with fibrosis stage F1. The rate of SVR12
achievement was comparable between men and
women, at 100 % (19,/19) and 90.0 % (9/10),
respectively. The only case of failure to achieve
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Table 2. Virological response to antiviral therapy

Parameter Result
SVR12 rate 28/29; 96.6 % (95% CI: 82.8—99.4)
Virological relapse 1,/29; 3.4 %
SVR4 rate 24/25; 96.0 % (95% CI: 80.5-99.3)

Median HCV RNA at baseline

8.30 x 10° TU/mL

Median HCV RNA at week 4

0 (undetectable level)

Median HCV RNA at the end of therapy

0 (undetectable level)

Median HCV RNA at SVR12 assessment

0 (undetectable level)

Table 3. SVR12 rates according to liver fibrosis stages

Subgroup SVR12, n/N Proportion
Fibrosis FO 13/13 100.0 %
Fibrosis F1 13/14 92.8 %
Fibrosis F2 2/2 100.0 %
Men 19,/19 100.0 %
Women 9/10 90.0 %

SVR12 was registered in a female patient. The
differences in the SVR12 achievement rate be-
tween men and women do not appear to be sta-
tistically or clinically significant given the lim-
ited sample size (Table 3).

Against the background of combined AVT with
ravidasvir and sofosbuvir, a rapid, statistically
significant (p < 0.001) decrease in transaminase
levels to normal values was noted: the median
ALT activity decreased from 115.2 to 18.0 U/L,
and AST activity decreased from 66.0 to 23.3 U/L.
The most pronounced changes were observed
during the first 4 weeks of therapy (Table 4).

Safety of AVT

No serious adverse events were registered
during AVT with ravidasvir and sofosbuvir. The
reported adverse events were mild and transient,
resolved spontaneously, and did not require
treatment discontinuation. The most common of
these included headache, fatigue, and dyspepsia.

Discussion

The obtained results are consistent with
international data and confirm the feasibility of

using a shortened AVT regimen in patients with
minimal liver fibrosis while maintaining high
treatment efficacy (Table 5).

In this prospective, real-world clinical study,
the 8-week therapy with sofosbuvir and ravidasvir
demonstrated high efficacy in treatment-naive
patients with CHC-3 and METAVIR liver fibrosis
stages FO—F2. The SVR12 rate was 96.6 %, with
a rapid decrease in viral load to an undetectable
level observed in most patients as early as 4 weeks
into AVT. The obtained data indicate that in
patients without advanced fibrosis, the 8-week
treatment regimen with sofosbuvir and ravidasvir
can provide a virological response rate comparable
to the results of standard 12-week regimens.

The results of the study are consistent with
published data on 12-week sofosbuvir and
daclatasvir therapy in patients with CHC-3. In
the ALLY-3 study, 12-week AVT with sofosbuvir
and daclatasvir ensured the achievement of SVR12
in 96 % of patients with CHC-3 without cirrhosis
and was characterized by good tolerability [9]. The
efficacy of ravidasvir and sofosbuvir in patients
with minimal and mild liver fibrosis (METAVIR
stages FO—F2) with a shorter treatment duration

Table 4. Biochemical response to antiviral therapy

Parameter Baseline SVR12 p
ALT, U/L 115.2 18.0 <0.001
AST, U/L 66.0 23.3 <0.001

Table 5. Efficacy comparison of ravidasvir-containing regimens

Study Treatment regimen Population SVR12
NCT07316842 ravidasvir/sofosbuvir (8 weeks) CHC-3, FO—F2 96.6 %
STORM-C-1 [3] ravidasvir/sofosbuvir (12 weeks) All HCV genotypes, FO—F4 97.0 %
EASE [10] ravidasvir/sofosbuvir (8 weeks) FO—F3 93.4 %
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was found to be similar to the efficacy level of
12-week AVT with sofosbuvir and daclatasvir,
with the SVR12 achievement rate being 96.6 %.
The obtained results also correspond to the data
on the efficacy of 12-week AVT with sofosbuvir
and ravidasvir in the STORM-C-1 study [3]. The
combination of ravidasvir (200 mg) and sofosbuvir
(400 mg) was administered for 12 weeks in patients
without cirrhosis and for 24 weeks in those with
cirrhosis; an interim analysis showed high efficacy
of the regimen regardless of the HCV genotype.
According to the STORM-C-1 study, the overall
efficacy of AVT with sofosbuvir and ravidasvir
was 96.8 %, and for patients with CHC-3, it was
97 %. Similar data were obtained in the EASE
study, in which the efficacy of 8-week AVT with
ravidasvir and sofosbuvir in patients with CHC
without liver cirrhosis was comparable to that
of the 12-week regimen: the SVR12 achievement
rate was 93.42 % in the 8-week group and
93.46 % in the 12-week group, which confirms the
fundamental feasibility of reducing the duration
of sofosbuvir and ravidasvir therapy in patients
without cirrhosis [10]. The results of the present
study supplement these data by focusing on CHC-3
in Russian real-world clinical practice.

An analysis of patient subgroups with CHC-3
and minimal or mild liver fibrosis enrolled in the
present study demonstrated a high rate of SVR12
achievement regardless of the fibrosis stage, gender,
or baseline viral load. The only case of failure to
achieve SVR12 was registered in a female patient
with fibrosis stage F1 according to the METAVIR
score. However, due to the small sample size,
these results should be considered descriptive; the
study lacked sufficient statistical power to detect
significant differences between the subgroups.

The rate of achieving a sustained virological
response 4 weeks after treatment completion
(SVR4) deserves a separate discussion. In clinical
practice, this parameter is not considered a
definitive marker of cure and has no independent
prognostic value, since the evaluation of SVR12
remains the international standard for treatment
efficacy. In the present study, despite the high
rate of SVR4 achievement (96.0 %), certain
patients with detectable viremia at the early
stages of treatment subsequently achieved SVR12.
This observation is consistent with data from
clinical trials of antiviral drugs, which show that
the presence of detectable HCV RNA during
treatment is not necessarily associated with a
failure to achieve SVR12. Thus, the interpretation
of HCV RNA PCR test results during treatment
requires caution, and decisions regarding the need

for repeat antiviral therapy should not be based on
these data in the absence of other clinical grounds.

Thus, the results of the present study support
the hypothesis that in patients with CHC-3
and early stages of fibrosis, the duration of
AVT with ravidasvir and sofosbuvir can be
shortened to 8 weeks without a decrease in
efficacy. Consequently, if its efficacy is confirmed
by randomized clinical trials, this treatment
regimen can be considered a potentially promising
therapeutic strategy for CHC-3 patients without
advanced liver fibrosis. Reducing the duration of
the course offers important practical advantages,
such as improving patient adherence and
lowering the cost of AVT. This is particularly
important for healthcare systems where drug
availability and the organizational simplicity of
treatment are key factors in scaling up hepatitis C
elimination programs. Furthermore, the regimen
is characterized by a favourable safety profile and
the absence of serious adverse events requiring
treatment modification.

The present study has several limitations. It
was a single-center, single-cohort, observational
study without a randomized control group;
therefore, a direct conclusion regarding the non-
inferiority of the 8-week regimen compared to the
12-week therapy is not possible. The sample size
was limited, which widens the confidence intervals
and reduces the precision of subgroup estimates.
The study included only treatment-naive patients
with CHC-3 and METAVIR liver fibrosis stages
FO—F2; consequently, the results cannot be
extrapolated to patients with advanced fibrosis or
liver cirrhosis, other HCV genotypes, significant
comorbidities (including HIV infection), or those
with a history of prior AVT. Finally, as in any
real-world study, selection biases, incomplete
data, and variability in laboratory monitoring are
possible.

Conclusion

Theresults of the conducted study (identification
number: NCT07316842) demonstrate the high
efficacy and favorable safety profile of an 8-week
AVT regimen with ravidasvir and sofosbuvir
in treatment-naive patients with CHC-3 and
minimal or mild liver fibrosis (METAVIR stages
F0—F2). The SVR12 achievement rate of 96.6 %
registered in the study provides a strong rationale
for further investigation into the efficacy of this
shortened treatment regimen in larger multicenter
randomized trials, with the subsequent update of
clinical guidelines for the management of CHC.
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