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and Recent Hepatitis C Virus Infection: A Narrative Review
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Following the discovery of hepatitis C virus (HCV) in 1989, 3 decades of basic, translational, and clinical research culminated in the
development of direct-acting antiviral (DAA) therapy—curative oral treatment for HCV infection. The availability of DAA therapy
revolutionized HCV clinical management, including acute (duration of infection <6 mo) and recent (duration of infection <12 mo)
infection. Several DAA regimens, including the contemporary pan-genotypic combinations of sofosbuvir-velpatasvir and
glecaprevir-pibrentasvir, have been shown to be safe and effective among people with acute and recent HCV infection,
highlighting their potential in an HCV controlled human infection model. This article describes the natural history and
management of acute and recent HCV infection in the era of DAA therapy and outlines a strategy for use of DAA therapies in
the setting of an HCV controlled human infection model.
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Abstract: Enhancing treat
World Health Organization could be achieved by reducing the treatment duration. The aim of this
study was to compare the sustained virological response at week 12 (SVR12) after four weeks of
glecaprevir/ pibrentasvir (GLE/PIB) + ribavirin compared to cight weeks of GLE/PIB and toestimate

t uptake for hepatitis C to achieve the elimination goals set by the

predictors for SVR12 with four weeks of treatment through a multicenter open label randomized
controlled trial. Patients were randomized 2:1 (4 weeks:8 weeks) and stratified by genotype 3 and
were treatment naive of all genotypes and without significant liver fibrosis. A total of 27 patients
were analyzed for predictors for SVR12, including 15 from the first pilot phase of the study. In
the ‘modified intention to treat’ group, 100% (7/7) achieved cure after eight weeks and for patients
treated for four weeks the SVRI2 was 58.3% (7/12). However, patients with a baseline viral load
<2 mill IU/mL had 93% SVR12. The study closed prematurely due to the low number of included
patients due to the COVID-19 pandemic. Our results suggest that viral load should be taken into
account when considering trials of short course treatment.

Keywords: chronic hepatitis C; HCV; DAA; glecaprevir; pibrentasviy; ribavirin; predictors; genotype;
viral load
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* Calismanin genel sonuglarinin analizinde, dort hafta boyunca GLE/PIB + ribavirin ile tedavi edilen
hastalarda %67'lik bir SYR12 orani bulunmus

¢ Tedavi icin en guglu belirleyiciler baslangi¢ viral yuk ve genotip 3 olarak saptanmis

* Dort haftalik tedavideki diistik genel iyilesme oranina ragmen, baslangic HCV RNA'si < 2.000.000 1U/mL
olan hastalar arasinda %93'lik bir SVR12 gozlenmis
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Drug-induced liver injury by glecaprevir/pibrentasvir treatment for chronic
hepatitis C infection: a i i lysi:

* FDA tarafindan yayinlanan, GLE/PIB ile tedavi edilen orta ila siddetli karaciger yetmezligi olan hastalarda
karaciger fonksiyonlarinda kotulesme ve karaciger yetmezligi riski hakkinda bir glivenlik duyurusu

mevcut

* DEA'lar genel olarak non-sirotik veya hafif derecede (Child-Pugh A) siroz olan hastalarda giivenli ve etkili

olarak kullaniliyor
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Drug-induced liver injury by glecaprevir/pibrentasvir treatment for chronic
hepatitis C infection: a ic review and met: lysi:

Hsuan-Yu Hung®, Wei-Liang Hung®, Chia-Lung Shih® ¢

* DEA ile HCV enfeksiyonlarinda iyilesme oranlari daha ytiksek olsa da ilaca bagh karaciger hasari (DILI)
nadir vakalarda saptanmistir

¢ DILI'de en sik goriilen laboratuvar anormallikleri total bilirubin, ALT,AST degerlerinde artisidir, ancak bu

anormallikler minimum duzeydedir

* Cogu vakada, tedavinin kesilmesinden sonra semptomlarin ve karaciger fonksiyon degerlerinin duzeldigi

gozlemlenmistir
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« Insan calismalarinda su ana kadar yalmzca iki as1 aday1 ilerleme kaydedebildi
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Safety and immunogenicity of HCV E1E2 vaccine
adjuvanted with MF59 administered to healthy adults

Sharon E Frey 1, Michael Houghton, Stephen Coates, Sergio Abrignani, David Chien, Domenico Rosa,
Piero Pileri, Ranjit Ray, Adrian M Di Bisceglie, Pzola Rinella, Heather Hill, Mark C Wolff, Viola Schulize,
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Abstract

Background: Hepatitis C virus (HCV] causes chronic liver diszase that often leads to cirhosis and
hepatocellular carcinoma. In animal studies, chimpanzees were protected against chronic infection
following experimental challenge with either homologous or heterologous HCV genotype 1a strains
which predominate in the USA z2nd Canada. We dascribe the first in humans clinical trial of this
prophylactic HCV vaccine.

Methods: HCV E1E2 adjuvantad with MF5SC.1 [an oil-in-water emulsion) was given at 3 different
dosages on day 0 and weeks 4, 24 and 48 in a phase 1, plecebo-controlled, dose escalation trial to
haalthy HCV-negative adults.

Results: There was no significant difference in the proportion of subjects reporting adverse events
across the groups. Following vaccination subjects developed antibodies detectable by ELISA. CD81
neutralization and VSV/HCV pseudotype neutralization. There were no significant differences between
vaccine groups in the numkber of respanders and geometric mean titers for each of the three assays.
All subjects developed lymphocyte proliferation responses to E1E2 and an inverse response to
increasing amounts of antigen was noted.

Conclusions: The vaccine was safe and generally well-tolerated at each of the 3 dosage levels and
induced antibody and lymphoproliferative responses. A larger study to further evaluate safety and
immuncgenicity is warranted.

Clinical Trial > N Engl J Med. 2021 Feb 11:384(6):541-549. doi: 10.1056/NEJMoa2023345.
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Abstract

Background: A safe and effective vaccine to prevent chronic hepatitis C virus (HCV) infection is 3
critical component of =fforts to eliminate the disease.

Methods: In thiz phase 1-2 randomized, double-blind, placebo-controlled trial, we evaluated 3
recombinant chimpanzee adenovirus 3 vector priming vaccination followed by a recombinant
modified vaccinia Ankara boost; both vaccines encode HCV nonstructural proteins. Adults who were
considered to be at risk for HCV infection on the basis of a history of recent injection drug use were
randomly assigned (in a 1:1 ratio) to receive vaccine or placebo on days 0 and 56. Vaccine-related
serious adverse events, severe local or systemic adverse events, and laboratory adverse events were
the primary safety end points. The primary efficacy end point was chronic HCV infection, defined as
persistent viremia for 6 months.

Results: A total of 548 participants underwent r , with 274 assigned to each group. There

was no significant difference in the incidence of chronic HCV infection between the groups. In the
per-protocol population, chronic HCV infection developed in 14 participants in each group (hazard
ratio [vaccine vs placeba], 1.53; 93% confidence interval [CI], 0.66 to 3.55; vaccine efficacy, -53%: 95%
Cl, -255 to 34). In the modified intention-to-treat population, chronic HCV infection developed in 19
participants in the vaccine group and 17 in placebo group (hazard ratio, 1.66; 95% €I, 0.79 to 350;
vaccine efficacy, -66%:; 95% Cl, -250 to 21). The geometric mean peak HCV RNA level after infection
differed between the vaccine group and the placebo group (152.51%10% IU par milliliter and
1804.93x10% IU per milliliter, respectively). T-cell responses to HCV were detected in 78% of the
participants in the vaccine group. The percentages of participants with serious adverse events were

similar in the two groups.

Conclusions: In this trial the HCV vaccine regimen did not cause serious adverse events, produced
HCV-specific T-cell responses, and lowered the pesk HCV RNA level, but it did not prevent chronic
HCV infection. (Funded by the National Institute of Allergy and Infectious Diseases; ClinicalTrials.gov
number, NCT01436357.).
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Abstract

Background: Hepatitis C virus (HCV) causes chronic liver diszase that often leads to cirrhosis and
hepatocellular carcinoma. In animal studies, chimpanzees were protected against chronic infection
following experimental challenge with either homologous or heterologous HCV genotype 1a strains
which predominate in the USA and Canada. We describe the first in humans clinical trizl of this
prophylactic HCV vaccine

Methods: HCV E1E2 adjuvantad with MF59C.1 [an oil-in-water emulsion) was given at 3 different
dosages on day 0 and weeks 4, 24 and 48 in a phase 1, placebo-controlled, dose escalation trial to
healthy HCV-negative adults.

Results: There was no significant difference in the proportion of subjects reporting adverse events
across the groups. Fcllowing vaccination subjects developed antibodies detectable by ELISA, CD81
nautralization and VSV/HCV pseudotype neutralization. There were no significant differences between
vaccine groups in the number of responders and geometric mean titers for each of the three assays.
All subjects developed lymphocyte proliferation responses to E1E2 and an inverse response to
increzsing amounts of antigen was noted.

Conclusions: The vaccine was safe and generally well-tolerated at each of the 3 dosage levels and
induced antibody and lymphoproliferative responses. A larger study to further evaluate safety and
immunogenicity is warranted.
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Abstract

Background: A cafe and effective vaccine to prevent chronic hepatitis C virus (HCV) infection iz a
critical component of efforts to eliminate the disease.

Methods: In thiz phase 1-2 randomized, double-blind, placzsbo-controlled trial, we evaluated 2
recombinant chimpanzee adenovirus 3 vector priming vaccination followed by a recombinant
modified vaccinia Ankarz boost; both vaccines encode HCV nonstructural proteins. Adults who were
considered to be at risk for HCV infection on the basis of a history of recent injection drug use were
randomly assigned (in a 1:1 ratio) to receive vaccine or placebo on days O and 56. Vaccine-related
serious adverse events, severe local or systemic adverse events, and laboratory adverse events were
the primary safety end points. The primary efficacy end point was chronic HCV infection, defined as

persistent viremia for 6 months.

Results: A total of 548 participants underwent randomization, with 274 assigned to each group. There

was no significant difference in the incidence of chronic HCV infection between the groups. In the
per-protocol population, chronic HCV infection developed in 14 participants in each group (hazard
ratio [vaccine vs placebo], 1.53; 95% confidence interval [Cl], 0.66 to 3.55; vaccine efficacy, -53%; 95%
Cl, -255 to 24). In the modified intention-to-treat population, chronic HCV infection developed in 19
placebo group (hazard ratio, 1.66; 95% CI,0.79 to 3.50;

participants in the vaccine group and 17 in
vaccine efficacy, -66%; 95% Cl, -250 to 21). The geometric mean peak HCV RNA level after infection
differed between the vaccine group and the placebo group (152.51x107 IU per milliliter and

1804, of the
participants in the vaccine group. The percentages of participants with serious adverse events were
similar in the two groups.

103 IU per milliliter, respectively). T-cell responses to HCV were detected in

Conclusions: In this trial the HCV vaccine regimen did not cause serious adverse events, produced
HCV-specific T-cell responses, and lowered the peak HCV RNA level, but it did not prevent chronic

HCV infection. (Funded by the National Institute of Allergy and Infectious Diceases; ClinicalTrials.gov
number, NCT01436357.)
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generates T cells and neutralizing antibodies in mice

Timothy Donnison’ | Joey McGregorz‘3 | Senthil Chinnakannan' |
Claire Hutchings1 | RobJ. Center?? | Pantelis Poumbourios?* |
Paul Klenerman'® | Heidi E. Drummer?>*® | Eleanor Barnes'®

* HCV'ye kars1 basarili bir profilaktik asiya giden
yolda ilk onemli adim olarak tanimlanmis

» Farelerde yapilan ¢alismada giiclii notralizan
antikorlarin yani sira CD4+ ve CD8+ T hiicre
tepkisini belirgin sekilde indiiklemis
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Abstract: Hepatitis C Virus (HCV) infection is a leading etiology of liver cirrhosis and its associated
complications, namely, decompensated cirrhosis. As such, hepatitis C potentially necessitates liver
transplantation and may result in death. Recently, HCV treatment has evolved. Current HCV
treatment is effective in curing HCV; some of the agents are pan-genotypic. Numerous countries have
adopted an initiative to eliminate HCV. Achieving elimination poses many challenges; it requires
improved availability and accessibility of pan-genotypic therapy. Barriers exist at the level of the
collective healthcare system and at the level of the individual healthcare providers and patients.
Therefore, organized national and local efforts are needed. Surmounting these barriers calls for
interventions concerning screening, linkage to care, and treatment delivery. Pertinent barriers include
inadequate availability of screening, ill-equipped laboratory testing before treatment, and insufficient
access to treatment. Interventions should seek to decentralize laboratory testing and treatment
provision, increase funding for resources and p 1, and spread . Special consideration
should be allocated to at-risk populations, such as intravenous drug users, refugees, and prisoners.
Computerized medical filing and telemedicine have the potential to refine HCV management by
enhancing detection, availability, accessibility, and cost-effectiveness.
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DUNYA SAGLIK ORGUTU (WHO) HCV GIRISIiMi

» DSO, yeni hepatit enfeksiyonlarini azaltmak, test ve tedaviye erisimi artirmak, stirveyans

ve izlemeyi iyilestirmek icin hedefler belirlemektedir

* Hedef, 2030 yilina kadar kronik HCV insidansinda %90 azalma ve HCV mortalitesinde

%65 azalmadir

* Birgok tilke bu hedefi benimseyerek HCV eliminasyon programlarini olusturmustur
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Abstract: Hepatitis C Virus (HCV) infection is a leading etiology of liver cirrhosis and its associated
complications, namely, decompensated cirrhosis. As such, hepatitis C potentially necessitates liver
transplantation and may result in death. Recently, HCV treatment has evolved. Current HCV
treatment is effective in curing HCV; some of the agents are pan-genotypic. Numerous countries have
adopted an initiative to eliminate HCV. Achieving elimination poses many challenges; it requires
improved availability and accessibility of pan-genotypic therapy. Barriers exist at the level of the
collective healthcare system and at the level of the individual healthcare providers and patients.
Therefore, organized national and local efforts are needed. Surmounting these barriers calls for
interventions concerning screening, linkage to care, and treatment delivery. Pertinent barriers include
inadequate availability of screening, ill-equipped laboratory testing before treatment, and insufficient
access to treatment. Interventions should seek to decentralize laboratory testing and treatment
provision, increase funding for resources and personnel, and spread awareness. Special consideration
should be allocated to at-risk populations, such as intravenous drug users, refugees, and prisoners.
Computerized medical filing and telemedicine have the potential to refine HCV management by
enhancing detection, availability, accessibility, and cost-effectiveness.




* Eliminasyonun saglanmasi bir¢ok zorlugu beraberinde getirir;

Pan-genotipik tedavinin daha iyi kullanilabilirligi ve
erisilebilirligi

Kolektif saglk sistemi ve hastalar diizeyinde organize ulusal
ve yerel ¢alismalar

Taramalarin yeterli olmasi, tedavi oncesi laboratuvar
testlerinin erisilebilir olmasi

Kaynak ve personel finansmaninin artirilmasi ve farkindaligin
yayginlasmasi

Damar ici uyusturucu kullanicilari, multeciler ve mahkumlar

gibi risk altindaki gruplara onem verilmesi
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Allison E. Wang MD, Eric Hsieh MD, FACP, Barbara J. Turner MD, MSED, MA, MACP & Norah Terrault MD,

MPH &

Journal of General Internal Medicine 37, 3435-3443 (2022) | Cite this article




HEPATIT C ENFEKSIYONU YONETIMININ BIiRiINCi BASAMAK HIiZMETLERINE
ENTEGRE EDILMESI: HEPATIT C'Yi ORTADAN KALDIRMA CABALARININ

ANAHTARI
v b
* Birinci basamak saglik hizmeti ol Antiody

saglayicilarinin katilimi, kronik
HCV'yi teshis etme ve tedavi etme
kapasitesini biiyiik olciide artirir - ' e e e s

3. Assets for potantial drug-drag Miteractions
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YAKIN ZAMANDA HCV ENFEKSIYONU NEDENIYLE TEDAVi GORMUS KIiSILER
ARASINDA RiSKLi CINSEL DAVRANIS VE UYUSTURUCU KULLANIM
TUTUMLARI: REACT CALISMASI

« Yakin zamanda HCV tedavisi goren katilimcilar, davraniglarini degerlendirmek
amaciyla 2 yil boyunca 3 aylik araliklarla takip edilmis

Australia

« 212 katihmcl, 1252 gozlem zd
y %84 MSM Netherle;nds
L] %69 HIV New Zealand

Switzerland

e %26 IV uyusturucu kullanimi

United Kingdom

United States




w(a) 1) (b)
:‘z; 075 Logrank p=0.004 E:a 75 Logrank p+0.002
« IVilag ve uyarici kullanimina yonelik i O -
. o : : e -
davranigsal gidisat degismemis el ] —

« ledavi sonrasinda hastalarin bir kisminda; Yo T T e

Kondomsuz homoseksiel ve heteroseksiel T e
iliski azalirken, 6nemli bir kisminda (%61)
i / Ay §% - R
bu davraniglarin yikseldigi bulunmus =g
} Logrank p<0.001 ) Lograri p<0.001

. |Vilag kullanicilarinda yiksek HCV yeniden "+ =« = « = @ w W
enfeksiyon insidansi gozlenmis

Figure 3. Cumulative hazards curves for behavioural trajectories. Cumulative hazard of HCV reinfection for (A) injecting drug use and
(B} chemszx behavioural trajectories, and, of saxually transmitted infections for (C| group-sex and (D) chemsex behavioural trajectories]



. HCV tanisi konuldugunda kisa surede kigileri tedaviye almak, bulagsmayi azaltmak ve
eliminasyonu saglamak icin kritik oneme sahip olacaktir

. Tedaviyi takiben sinirl riskli davranig degisikligi nedeniyle, duzenli yeniden
enfeksiyon gozetimi ve yeniden tedaviye hizli erisim, damar ici madde kullanan kigiler
arasinda HCV vakalarinda kalici dususler saglamak icin kritik oneme sahip olacaktir
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Hepatitis C Guidance 2023 Update: American Association
for the Study of Liver Diseases— Infectious Diseases Society
of America Recommendations for Testing, Managing,
and Treating Hepatitis C Virus Infection

Debika Bhattacharya,”” Andrew Aronsohn,” Jennifer Price,” and Vincent Lo Re Ill*; the American Association for the Study of Liver Diseases-Infectious
Diseases Society of America HCV Guidance Panel”

'Department of Medicine, Division of Infactious Diseases, David Baffen School of Medicineg at the University of Califomsa—Los Angeles, Los Angeles, California, USA; “Department of Medicine,
Section of Gastroenterology, Hepatology and Nuwition, University of Chacago. Chicago, llinois, USA; *Department of Madicine, Division of Gastroantarology and Hepatology, Unaversity of California,
San Francisco, Cafifomnia, USA; and *Departmant of Medicine, Division of Infectious Diseases and Center for Clnica! Epidemniology and Biostatistics, University of Pennsylvania Parelman School of
Medicing, Philadaiphia, Pennsylvania, USA

The Infectious Diseases Society of America and the American Association for the Study of Liver Diseases have collaboratively
developed evidence-based guidance regarding the diagnosis, management, and treatment of hepatitis C virus (HCV) infection
since 2013. A panel of clinicians and investigators with extensive infectious diseases or hepatology expertise specific to HCV
infection periodically reviews evidence from the field and update existing recommendations or introduce new recommendations
as evidence warrants.

This update focuses on changes to the guidance since the previous 2020 published update, including ongoing emphasis on
recommended universal screening; management recommendations for incomplete treatment adherence; expanded eligibility for
simplified chronic HCV infection treatment in adults with minimal monitoring; updated treatment and retreatment
recommendations for children as young as 3 years; management and treatment recommendations in the transplantation setting;
and screening, treatment, and management recommendations for unique and key populations.

Keywords. HCV screening; direct-acting antivirals; HCV guidance; HCV treatment; HCV prevention.




SAIDSA .......

KILAVUZDAKI ONEMLIi NOKTALAR

* 218 yas tum yetiskinlere en az bir kez HCV taramasi yapilmasi onerilir

e Tum hamileler igin her hamilelik sirasinda HCV taramasi yapilmasi onerilir

* HIV ile enfekte kisilere de HCV tedavisi onerilmekte

* Solid organ alicilarinda DEA tedavisinin guvenligi ve etkinligi vurgulanmakta
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BASLANGIC TEDAVI REJIMI

* 8 haftalik glecaprevir (300 mg)/pibrentasvir (120 mg) veya |2 haftalik sofosbuvir (400
mg)/velpatasvir (100 mg)

* Burada onemli bir degisiklik sofosbuvir/velpatasvir/voxilaprevir'in genotip 3 ve/veya
kompanse sirozlu kisilerde alternatif rejim olarak kullanilabilecegi onerisidir




Table 1. Recommendations for Initial Treatment of Hepatitis C Virus—Infected Adults

Regimen Genotype Classification  Duration Rating Caveats and Other Considerations
Treatment-naive without cirrhosis 1-6 Recommended 8 wk |, A*
or with compensated cirrhosis
Glecaprevir/pibrentasvir
Sofosbuvirfvelpatasvir 16 Recommendad 12wk |, A® For genotype 2 infaction with compensated cirrhosis, NSSA RAS

testing is recommended. If baseline NS5A RAS YS53H is prasent,
add weight-based ribavirin or choose another recommended

regimen.
Ledipasvir/sofosbuvir 1,4.5.6 Recommended 12 wk I, A°  Not recommended for genotype Be infection if subtype is known.
1 without Recommended 8wk LB Applicable to patients without cirrhosis who are not living with human
cirrhosis immunedeficiency virus and whose HCV RNA is <6 million |U/mL.
Elbasvir/grazoprevir ib. 4 Recommended 12 wk |, ad
1a Altamnative 12 wk LA For genotype 1a infaction, NSEA RAS testing is recommended. If
baseline BASs are present (ie, substitutions at amino acid positions
28, 30, 31, or 93), another recommended regimen shouid be used.
Sofosbuvir/velpatasvir + 3 Alternative 12wk lia, A Applicable to genotype 3 infection with compensated cirrhosis and
weight-based ribavirin baseline NS5a Y33 RAS.
Sofosbuwvir/velpatasvir/ Alternative 12wk lla, B Applicable to genotype 2 infection with compensated cirrhosis and
voxilaprevir baseline NS5a Y93 RAS.
Treatment-naive with decompensated cirhosis
Scofosbuwvirfvelpatasvir + 1-6 Recommendad 12wk I, A® Low initial dose of ribavirin {600 mq) is recommeanded for patients
weight-based ribavirin with CTP class C cirrhosis; increase as tolerated.
Sofosbuvir/velpatasvir 1-6 Recommended 24 wk I, A°  Applicable to patients who are ribavirin ineligible.
Ledipasvir/sofosbuwvir + 1.4.5.6 Recommendad 12wk I, A Low initial dose of ribavirin {600 ma) is recommended for patients
weight-based ribavirin with CTP class C cirrhesis; increase as tolerated.
Ledipasvir/sofosbuvir 1,456 Recommended 24 wk I,A°  Applicable to patients who are ribavirin ineligible.

Recommendations are listed by recommendad vs alternative and by ganotypic activity, evidence level, and alphabetically

Abbreviations: CTP, Child-Turcotte-Pugh score; HCV, hepatitis C virus; NS5A, hepatitie C virus nonstructural protein 5A: RAS, resistance-associated substitution
“The level of evidence rating s |, B for persons with compensated cirrhosis

“The level of evidence rating is 1, B for parsons with genotype 5 or 6 infection.

“The leve! of evidence rating = lia, B for parsons with genotyps 5 or § infection and those with genotype 4 infection and compensated carhosis

“The level of evidence rating is lla, B for persons with genotype 4 infection and compensated cirthosis.

“Only available data for genotyps B infection are in persons with compensated cirrhosis.

'Only available data for genotypes & or € infection are in a small number of persons with compensated drrhosis.
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Dobiks Bhseachara o

DOZ ATLAMA ONERILERI|

Interruptions After Receiving

Iinterruptions Before Receiving
=228 Days of DAA Therapy

28 Days of DAA Therapy

Missed =7 Days Missed <7 Days
* Restart DAA therapy immediately. Complete therapy for * Restart DAA therapy immediately. Complete DAA therapy for
originally planned duration (8 or 12 weeks). originally ptanned duration (8 or 12 weeks).

L

i i 820 C tive Days iy
Missed 28 Days (‘/_ 2 <
- ; . = Restart DAA therapy immediately. Restarting DAA takes
* Restart DAAtherapy immediately. Restarting DAA takes precedence over obtaining HCV ANA level.

precedence over obtaining HCV RNA level. = Obtain HCV RNA test as scon as possible, preferably the
= Obtain HCV RNA test as soon as possible, preferably the same day as restarting the DAA therapy.

same day as I?SH”-‘“S the DAA therapy. - < If HCV RNA is negative (undetectable), complete originally

o If HOW RNA is negative (undetectable), complete originally, planned course (8 or 12 weeks; total planned dosage®).
planned DAA treatment course (Bor 12 weeks; total Recommend extending DAA tr t for an additional 4
planned dosage®). Recommend extending DAA treatment weeksif patient has genotype 3 infection and/or
for an additional 4 weeks for patients with genotype 3 compensated cirrhosis.
infection andfor compensated cirrhosis. © HHOV RNA is positive (>25 IU/L) or not obtained, stop

o If HOW RMA is positive (>25 1U/L) or not obtained, extend treatment and retreat according to recommendations in
DAA treatment for an additional 4 weeks. \_ the Retreatment Section.

nai d=21C ive Days

* Stop DAA treatment and assess for SVR12. M SVR12 not
achieved, retreat according to recommendations in the
Retreatment Section,




DOZ ATLAMA ONERILERI|

TEDAVININ iLK 28 GUNUNDE TEDAVININ 28. GUNUNDEN SONRA
¢ <7 gun ise aynen devam edilir ¢ <7 gun ise aynen devam edilir
e 27 gun ise HCV RNA bakilir * Ard arda 8-20 gun ise HCV RNA bakilir
* Negatif ise planlanan tedavi suresi * Negatif ise planlanan tedavi suresi
uygulanir (Genotip 3 ve/veya kompanze uygulanir (Genotip 3 ve/veya kompanze
sirozda 4 hafta uzatilir) sirozda 4 hafta uzatilir)
* Pozitif ise tedavi suresi 4 hafta uzatihr * Pozitif ise tedaviyi stoplanir, yeniden

tedavi baslama kriterleri degerlendirilir
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COCUKLARDA TEDAVI

+ 23 yag olan tim HCV le enfekte 5 s o Tt 4 s
gocuklarin ve ergenlerin onaylanmis bir Dt

DEA rel'im ||e tedaVi edilmesi Regimen Genotype  Classification  Duration Rating

Glecapravir/pibrentasvir 1-6 Recommended 8wk |, B

6neri|mektedir Sofosbuvir/velpatasvir 1-6 Recommended 12wk I, B

Ladipasvir/sofosbuvir 1.4,5.6 Recommended 12wk B

Recommendations are listed by genotypic activity, evidence level, and alphabetically |




SOLID ORGAN NAKLi SONRASI HCV YONETIMI

¢ Klinik galismalar ve gercek yasam verileri solid organ
nakli alicilarinda HCV DEA tedavisinin guvenligini ve
etkinligini desteklemekte

* Mevcut veriler ile birgcok transplantasyon merkezi
HCYV pozitif donorlerden alinan solid organlari
kullanmaya baslad

* Nonviremik kisiye HCV-viremik donorden solid organ
nakli yapildigi takdirde HCV tedavisinin mimkiin
oldugu kadar erken donemde baslanmasi onerilmekte

Table 5. Recommendations for Hepatitis C Virus Treatment Posttransplantation

Regimen Genotypez  Classfication  Durstion  Rsting Cavests end Othar Considerations

Rocurront HOV post dvor transplant without cirmosis

Glacaprevir/ 1-€ Recommandad 12wk LB
o VI
Sofasbuvir/ 1-8 Recommendad 12 wk La

velpstasvir
i 1456 Recommandad 172 wk La8

=ofasbuvit
Rocurmont HOV post iver transplant with compensatod cirfhosis

16 Recommeanded 12wk B
Glacapreva/ 1-8 Recommendad 12wk LC
phractasvir
Lodipasuin 14,56 Recommendod 12wk LA
sofosbuvir
Recurront HCV post £idnoy ranspiant wiinout CIITNOSIE of With COMPonsatad ciimoss:
1-8 Recommendad 12wk I A
lia, C
1-6 Recommendad 12 wk la, €
Lodipasuiy/ 1.4,5,6 Rocommondod 12wk LA
sY0sbuvit
Emasvir/ 14 Altorname 12wk L8 Lmiod to patants without Dasoine NSbA RASS for oicaswir.
grazoprowr
HCV-unin‘ectad racipientz of liver grafiz from HCY-viramic donors
Glocapiewit/ -6 Recommandad 12 wk [ = Tnrg inlliate rRacment within 1 first 2 wik postransplant, praforably within e first
pibrentasyir Wi
Sotosbuvir) 1-6 Rocommondod 12wk LT TEnng inimato roament within o TIrst 2 WK ECSTTansplant, proforstly within tho frst
valpatasvi wack
HCV-unintectad racpients of nondiver soid organs from HOV-viremse doners
-8 Recommendad 8 wk® c traatment prior to HOV RNA resuts, mmadiately o
PO nt if possible. Otherwise, begin on day 0 to within tha
DO nt whan clirically stable.
1-@ Recommendad 12 wk LC Tenirg initize trestment prior 1o HCV RNA resuits. mmedistely preranspant o day 0
vaipatasvic postirznsoiant. f possible. Otherwise, bagin on day 0 to within tha first waek

postiranaciant wnan clirscally statle.

2l 2nd abhabetizally.

ratractural proten EA; RAS, resetence assodiatod subsstusion.

“Reting = based on evidence for 3 rwethoul cirhose
s vth compenssted crihoss.

I IRt INEIRD0N i Sayed Dayond The fITS wissk Sfiel [ransplant. VasTmen: should bs exmndsd 10 17 wees.
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