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AKUT HEPATIT B'DE ANTIVIRAL TEDAV]

 Neden tedavi verelim?
* Ne zaman verelim?
* Ne verelim, ne kadar siire verelim?




AKUT HEPATIT B'DE ANTIVIRAL TEDAVI

NEDEN TEDAVI VERELIM?
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NE ZAMAN TEDAVI VERELIM???




Akut hepatit B
\ Agir Akut Hepatit B

f
i Fuiminan Hepati

!

Karaciger nakli L~




Akut hepatit B de oral antivirallerin kullanimi

e Akut semptomatik hepatit B hastalarinin cogu kendiliginden iyilesir
* Oral antiviral ilaclarla tedavisi gerekli degildir.

* Teorik olarak bu hastalarda niukleozit ve ntkleotid analoglarinin viral
yukU dustirmesi ve sonucunda immun cevabin zayiflamasi hastaligin
kroniklesme riskini artiracaktir.
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Calismada kullanilan 7 yayin
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Search methods

We searched CENTRAL, MEDLINE, Embase, Science Citation Index Expanded, WHO International Clinical Trials Registry Platform,

and randomised clinical trials (RCTs) registers to August 2016 to identify RCTs on pharmacological interventions for acute HBV
infection.

Authors’ conclusions

Low or very low quality evidence suggests that progression to chronic HBV infection was higher in people receiving lamivudine
compared with placebo, no intervention, or entecavir. Low quality evidence suggests that interferon may increase the adverse events after

treatment for acute HBV infection. Based on a very low quality evidence, there is currently no evidence of benefit of any intervention
in acute HBV infection. There is significant uncertainty in the results and further RCTs are required.

Dusuk kalitede bulgular, akut hepatit B tedavisinde plasebo alan, herhangi bir
tedavi almayan veya entekavir alan hastalarla kiyaslandiginda lamivudin alan

hasta grubunda kroniklesmenin daha cok gortlmesidir.




Akut hepatit B de oral antivirallerin kullanimi

Fakat Japonyadan yapilan bir calismada erken donemde baslanan
antiviral tedavinin kroniklesmeyi artirmadigi gérialmustur.

Hatta genotip A hastalarda erken donemde baslanan NA tedavinin (ilk 8
hafta icinde) kroniklesmeyi azalttig| gosterilmistir.

Ito K. Et al. Hepatology. 2014.




EASL 2017 ANTIVIRAL TEDAVI ENDIKASYONU

FULMINAN HEPATIT

* Akut hepatit B de antiviral Karaciger hastaligina ait
tedavinin ana endikasyonu akut semptomlar ile hepatik
ve subakut karaciger ensefalopati arsindaki stire
vetmezliginin engellenmesidir. «<8 giin hiperakut
e8 - 28 glin akut,
¢29-72 gun subakut

karaciger yetmeazligi




Akut karaciger yetmezligi

Daha once karaciger hastasi olmadigi bilinen bir kiside
karaciger fonksiyonlarinda hizli bozulmayi takiben;

* Koaglilopati; Protrombin zamaninda 4-6 saniyeden
fazla uzama veya INR> 1.5 ve

* Biling Degisikligi

AASLD Position Paper: The Management of Acute Liver Failure: Update 2011
Lee WM, et al. HEPATOLOGY, September 2011




AKUT KARACIGER YETMEZLIGI

* Akut HBV hastalarinin yaklasik %1 inde akut karaciger yetmezligi
gelisir.

 Kesin veriler olmamakla beraber delta koinfeksiyonunda bu oran
%20’lere kadar cikabilir.

* Yashlik ve birlikte HCV varligi da akut karaciger yetmezligi olasilig
artirir.

* Akut karaciger yetmezliginin tedavisi karaciger naklidir.
* Nakil yapilmayanlarin sadece %20’si hayatta kalmaktadir.

Shiffman ML.Clin Liver Dis 2010




NE VERELIM??

e Lamivudin
* Entekavir
* Tenofovir
*Tenofovir alafenamide fumarate (TAF)




INTERNAL @ MEDICINE

[0 ORIGINAL ARTICLE []

Lamivudine Treatment Improves the Prognosis of
Fulminant Hepatitis B

Yasuhiro Miyake, Yoshiaki Iwasaki, Akinobu Takaki, Shin-ichi Fujioka, Kouichi Takaguchi,
Hiroshi lkeda, Haruhiko Kobashi, Kohsaku Sakaguchi and Yasushi Shiratori

* Retrospektif kohort (1990-2006)
* AVHB’ye bagli fulminan hepatiti olan 33 hasta, 10 hasta LAM




Inter Med 47: 1293-1299, 2008 DOI: 10.2169/internalmedicine.47.1061

log-rank test: p = 0.029
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Figure 1. Cumulative survival curves for patients treated with lamivudine and those not.




Journal of Viral Hepatitis, 2006, 13, 256-263 doi:10.1111/.1365-2893.2005.00695.x

Safety and efficacy of lamivudine in patients with severe acute
or fulminant hepatitis B, a multicenter experience

H. L. Tlllmann.] “ . Hadfm. L. Lcﬂ:.ld K. Zac hou, A. Canba‘j'.?’ C. Elenba::h ® 1. Graziadei,”
J. Encke,” H. Hchmldt "w. ’U’ngel 7 A. Schneider,” U. Spengler,® G. Gerken,” G. N. Dalekos,*
H. Wedemeyer? and M. P. Manns?® *Medical Clinic and Policlinic I, University Leipzig, Leipzig, Germany: *Department of
Gastroenterology, Hepatology and Endocrinology, Medizinische Hochschule Hannover, Hannover, Germany; ~ Medical Clinic and Policlinic I, Universitit
Bonn, Bonn, Germany: *Academic Liver Unit, Medical School, University of Thessaly, Faculty of Health Sciences, Larissa, Greece: *Department of
Gastroenterology and Hepatology, University Haospital Essen, Essen, Germany; ®Department of Internal Medicine IV, University of Heidelberg,
Heidelberg, Germany: * Clinical Department of Gastroenterology and Hepatology, University Hospital Innsbruck, Innsbruck, Austria: and * Medical Clinic,
Gatroenterolog, Charité Campus Mitte, Berlin, Germany

Received December 2004; accepted for publication April 2005

Hastalik stiresi 4 haftadan kisa Calismaya Agir akut hepatiti veya
Daha 6nceden karaciger hastaligi olmayan fulminan hepatiti olan 17 hasta
Ciddi karaciger disi ek morbiditesi olmayan dahil edildi.

HBsAg pozitif, HDV(-) Tedavide 100 veya 150 mg

INR>2 Lamivudin kullanildi
Ansefalopati* Hastalarin 10’u agir hepatit, yedisi
*Sadece fulminan hepatiti olanlarda fulminan hepatit




* 14/17 (%82.4) hasta karaciger transplantasyonuna gitmeden yasadi

e Kontrol grubu olarak daha 6nce tedavi verilmeden takip edilen 20
hasta ile kiyaslandi

* Tarihi kontrol grubunda bu oran 4/20(%20) idi (p<0.0001)
* Lamivudin tedavisi HBsAg negatif olana kadar verilmelidir 6nerisi var




A Randomized Controlled Trial of Lamivudine to Treat
Acute Hepatitis B

M. Kumar, S. Satapathy, R. Monga, K. Das, S. Hissar, C. Pande, B. C. Sharma, and S. K. Sarin

e 2002-2005 yillarr arasi 138 AHB hastasi takip ediyor.
* Bu hastalardan serum bilirubin diizeyi 5 mg/dl Gizerinde olan 71 AVHB

hastasina
 LAM 100 mg, 3 ay (n=31)
* Plasebo (n=40)




* Lamivudin tedavisi alan grubun En az iki kriterin varligi “Agir

%71’i, Plasebo tedavi alan hepatit”
grubun %62’ ‘Agir Hepatit’

bulgularina sahipti . .
* 1- Hepatik ensefalopati,

 2- Serum bilirubin 210 mg/d|,
* 3-INR 21,6




Lamivudin kullanan grupta HBV DNA, Bilirubin ve ALT duzeyleri

daha fazla dusis gostermis olsa da klinik ve biyokimyasal iyilesme
yonunden bir fark saptanmamistir

Her iki grupta da 6len hasta yok




Dig Dis Sci (2010) 55:775-783
DOI 1010071 0620-009-1060-5

ORIGINAL ARTICLE
The Study of Efficacy of Lamivudine in Patients with Severe Acute
Hepatitis B

Jian-Wu Yu - Li-Jie Sun « Yong-Hua Zhao -
Peng Kang - Shu-Chen Li

* Agir akut hepatit B tablosu olan 80 hasta
* LAM 100 mg, HBsAg kaybina dek (n=40)
* Plasebo (n=40)




Dahil etme kriterleri
e -Serum bilirubin >10 mg/I ve INR >1,4,

e -HBsAg (+), AntiHBclgM (+), AntiHBe (-)
« - HBV DNA > 1x10* kopya/ml,
- ALT >5xULN

Jian-Wu VYu, et al. Dig Dis Sci. 2010




 LAM grubunda ortalama HBV DNA duzeyleri kontrol grubuna gore
daha dustk (p<0,05)

* LAM grubunda ortalama bilirubin duzeyleri kontrol grubuna goére
daha dustk (p<0,01)

* LAM grubunda ortalama INR duizeyleri kontrol grubuna gore daha
disuk (p<0,05)

* LAM grubunda ortalama ALT duzeyleri ile kontrol grubu arasinda fark
yok (p>0,05)

* Mortalite: LAM grubunda 3/40 (%7,5)
Kontrol grubunda 10/40 (%25) p=0,034

Jian-Wu Yu, et al. Dig Dis Sci. 2010



Journal of Viral Hepatitis, 2014, 21, 744-750 doi:10.1111/jvh. 12210

Treatment of severe, nonfulminant acute hepatitis B with
lamivudine vs placebo: a prospective randomized
double-blinded multicentre trial

J. Wiegand,' H. Wedemeyer,” A. Franke,” S. RoRler,* S. Zeuzem,” G. Teuber,® M. Wichtler,”
U. Rommele,® B. Ruf,” U. Spengler,'® C. Trautwein,'' C. T. Bock,'* G. M. Fiedler, '’
J. Thiery,'* M. P. Manns,”? O. Brosteanu,’® H. L. Tillmann''* and for the German Hep-Net

Acute Hepatitis B (GAHB) Study Group 'Universititsklinikum Leipzig, Klinik fiir Gastroenterologie und Rheumnatologie,
Leipzig, Germany; *Medizinische Hochschule Hannover, Abieilung Gastroenierologie, Hepatologie und Endokrinologie, Hannover, Germany;
*Universitil Leipzig, Zentrum fiir Klinische Studien, Leipzig, Germany; *Klinikum Chemnitz gGmbH, Klinik fiir Innere Medizin II, Chemnilz,
Germany; ~Medizinische Klinik I, Johann Wolfgang Goethe Universitdt Frankfurt am Main, Frankfurt am Main, Germany; ®Private Practice for
Hepatology, Frankfurt am Main, Germany; * Klinikum Miinchen-Schwabing, Klinik fiir Hamatologie, Onkologie, Immunologie, Palliativimedizin,
Infektiologie und Tropenmedizin, Miinchen, Germany; ®Medizinische Klinik I, Klinikum Kirchheim-Niirtingen, Kirchheim-Niirtingen, Germany;
*Klinik fiir Infektiologie, Tropenmedizin und Nephrologie, Stidtisches Klinikum St Georg Leipzig, Leipzig, Germany; "" Medizinische Klinik und
Poliklinik 1, Universitdtsklinikum Bonn, Bonn, Germany; ' Medizinische Klinik 111, Universitdtsklinikum Aachen, Aachen, Germany; ' Robert-Koch-
Institut, Fachgebiet Virale Gastroenteritis- und Hepatitiserreger und Enteroviren, Berlin, Germany; '*Institut fiir Laboratoriumsmedizin, Klinische
Chemie und Molekulare Medizin, Universitdisklinikum Leipzig, Leipzig, Germany; and "*Duke Clinical Research Institute, Duke University Medical
Center, Durham, NC, USA
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Agir non-fulminan akut hepatit B

1- HBsAg (+), antiHBclgM (+),
2- Serum bilirubin >5 mg/dl,
3- ALT >10xULN

4- INR normalden>%50

Wiegand J. J Viral Hep 2014




e Agir non-fulminan akut hepatit B 35 hasta
 LAM 100 mg (n=18)

* Plasebo (n=17)

Wiegand J. J Viral Hep 2014




=
=
=1
=
A
=
5
=
=
tE
=
8
=
o
a

Fid] A

Bilirubin < 34 pwm (days)
Lamivudine Placebo
Fig. 2 Analysis ol the primary study end point. Bilirubin

levels decrease earlier during lamivudine therapy
compared with placebo.
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Fig. 3 Analysis of secondary study end points. ALT normalization and loss of HBsAg occur earlier during lamivudine
therapy compared with placebo.




Plasebo ve tedavi grubundaki hastalardan hicbirinde karaciger
vetmezligi gortulmedi

Calismada istatistiksel olarak anlamli sonuclar elde edilememis olsa da
bilirubin ve ALT duzeylerinde hizli dizelme ve HBsAg kaybi, agir AVHB
olgularinin LAM tedauvisi ile daha hizli iyilestiklerini géstermistir

Wiegand J. J Viral Hep 2014




Table 2. Survival of fulminant or severe/acute hepatitis with or

without lamivudine therapy

Transplant-free survival
with lamivudine

29/37 (78.3%)38
7/10 (70.0%)*

3/3 (100%)*2

5/6 (83.3%)%

13*/15 (86.6%)>°
16*/(94.1%)**

5/5 (100%)%

9/10 (90%)°

16/17 (94.1%)"

3 cases 3/3 (100%)*>°
*%14/38 (37%)""

37/40 (92.5%)>*

Total: 143/183
(78.2%)

Transplant-free survival
without lamivudine

4/20 (20% historical control,
P < 0.001)%®
6/23 (26.1% historical control,
P < 0.001)*
1/3 (33.3%)*®
0/10 (0%) [HCV-coinfected]>>
0/5 (0%) [Dialysis population]>®
0/1 (0%)°’
0/5 (0%)°®
1/1 (100%)°°

7/9 (77.7%)®°

23/40 (57.5%)°"

**6/39 (15.3%, P = 0.03)""
30/40 (75%, P = 0.03)**
1/5 (20%)°?

Total: 75/164 (45.7%)

Tillmann et al.

Liver International
(2012)
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* Agir akut hepatit B, alti olgu, ETV e reesse e Dacemosr 2002
* Klinik bulgularda hizli dizelme

Sechion bitle: Criginal Paper

Digeskionm 2009;80:235-240
(DOI:10.1159/0002 26009)

* Mortalite yok

Hepatitis B-Associated Acute Liver Failure: Immediate
Treatment with Entecavir Inhibits Hepatitis B Virus
Replication and Potentially Its Sequelae

Jochum © 2 - Gieseler B2 % - Cawlista 12 - Fiedler &5 Mankz P2 Saner EH.5- Roggendaorf 1.2
Gerken G.2- Canbay A2

®Divisicn of Gastroenterclogy and Hepatology, Blnstitute of Virology, and “Department of
General and Transplantation Surgery, University Hospital Essen, Essen, “Division of Research

and Development, Rodos BioTarget, Hannower, Germany




Z Gastroenterol 2008; 46 - A74 o =
DOI: 10.1055/s-2008-1079678

Tenofovir disoproxil fumarate in severe acute hepatitis B

H Neumann %, P Malfertheiner 1, A Csepregi 1

Agir akut hepatit B, bes olgu, TDF

Bir olgu :ciddi koagulopati, INR 4,2
iki olgu : agir kolestatik seyir, Bil >40 mg/dl,
iki olgu : Uzamis seyir agir hepatit B

Agir AHB hastalarinda TDF etkin ve gtivenli bulunmus.
Tum Hastalarda HBsAg negatiflesmis.




Akut karaciger yetmezligi gelisme riski yuksek olan agir seyirli akut

HBV enfeksiyonu olan hastalarda lamivudin veya diger nukleozit veya
nlukleotid analoglarindan birini kullanmak akilci gorilmektedir

Shiffman ML.Clin Liver Dis 2010




SONUGC OLARAK,;

* NEDEN: Akut ve subakut karaciger yetmezliginin engellemek icin

* NE ZAMAN: Akut karaciger yetmezligi gelisme riski yuksek olan agir seyirli
akut HBV enfeksiyonunda

e NE VERELIM:Lamivudin, Tenofovir, Entekavir, TAF*??7?

* NE KADAR SURE VERELIM: Antiviral tedavinin anti-HBs serokonversiyonu
sonrasl en az 3 ay surdurulmesi onerilir (C2).*

* HBsAg kaybi olmayan durumlarda antiviral tedavinin anti-HBe
serokonversiyonu sonrasi en az 12 ay surdirulmesi 6nerilir (C2).*

*EASL Clinical Practice Guidelines. J Hepatol 2012







AKUT HEPATIT C'DE ANTIVIRAL TEDAVI

 Neden tedavi verelim?
* Ne zaman verelim?
* Ne verelim, ne kadar sure verelim?




NEDEN?

20% to 50%

» Recovery
80%
Acute infection —— Stable

50% to 80% 25%
- » Chronic HCV ——— Stable

| 20% _ ,
b Cirrhosis

75%
3 Mortality (cirrhosis,

hepatocellular carcinoma)

20 to 30 years

Figure 1. Natural history of hepatitis C virus (HCV) infection.
Reprinted with permission from Pawlotsky JM. Pathophysiology of hepatitis C virus infection and related liver disease. Trends Microbiol. 2004,12(2):97

Ciddi k isar k lik | Spontan HCV Klirensinin Ongoriiciileri;
'adi karaclger xomplikasyoniarini HCV RNA pik dizeyinin digik olmasi

Hepatit C ye bagli ektrahepatik hastaliklari Viriis titresinde erken dénemde hizh diisis
Esansiyel mikst kriyoglobulinemi, Yiiksek ALT

Kriyoglobulinemik vaskdilit, Sarihgin Mevcudiyeti
Non Hodgkin Lenfoma Kadin Cinsiyet
Monoklonal gammapatiler vb Geng Yas

Diger kisilere HCV bulasmasini &nlemektir Siyah olmayan irk
Hepatit B ile koinfeksiyon

IL28B CC homozigoz genotipi




NE ZAMAN???

Spontan serokonversiyon tamamlandigi zaman

Spontaneous Clearance of HCV after Acute Infection

[l HCVRNA
B ALT
[l Anti-HCV

HCV Infection ‘.‘

1 2 3 4 5 6 7 8 910111213 14 15 16 17 18 19:20
Weeks

-+ Hepatitis

Source: www.hepwebstudy.org % web study

HCV Persistence after Acute Infection

[l HCVRNA
B ALT
B Anti-HCV

123 456 7 8 9101112131415 16 17 18 19 20
Weeks

Source: www.hepwebstudy.org

i Hepatitis
Wi web study



Journal of Viral Hepatitis, 2010, 17, 201-207 doi:10.1111/5.1365-2893.2009.01167.x

Early treatment improves outcomes in acute hepatitis C virus
infection: a meta-analysis

K. E. Corey.l"‘:’ ]. Mendez-Navarro,"* E. C. Gorospe,l H. Zheng‘z'j and R. T. Chungl'f’ 'Gastrointestinal
Unit and *MGH Biostatistics Center, Massachusetis General Hospital, Boston, MA, USA; YHarvard Medical School, Boston, MA, USA; and *National
Medical Center *Hospital Especialidades CMN Siglo XXT', IMSS, Mexico City, DF, Mexico

Received March 2009; accepted for publication May 2009




Table 1 Siudies included in meta-analysis

Study Country of
number Author Source origin Study type Treatment
1 Hwang et al. [9] Journal of Hepatology 1994 China RCT Yes
Kamal et al.[4] Gastroenterology 2006 Egypl, USA, Randomized trial* Yes
Germany
3 Kamal et al.[22] Hepatology 2004 Egypt, Germany Randomized trial* Yes
4 Kamal et al.|15] Hepatology 2006 Egypi, USA, Randomized trial* Yes
Germany
5 Momura et al.|23] Hepatology 2004 Japan Randomized trial* Yes
B Broers et al.[24] Journal ol Hepatology 2005 Switzerland Prospective cohort™ Yes
7 Calleri et al.[25] Journal of Viral Hepatitis 2007  Tlaly Prospective cohort* Yes
8 De Rosa et al.[13] Journal of Antimicrobials & Italy Prospective cohort* Yes
Chemotherapeutics 2006
9 De Rosa et al.[13] Clinical Infectious Disease 2007 Taly Prospective cohort™* Yes
10 Delwaide et al.[18] Alimentary Pharmacology and  Belgium Prospective cohort™ Yes
Therapeutics 2004
11 Gerlach et al. [19] Gastroenterology 2003 Germany Prospective cohort™ Yes
12 Holer et al. [14] Hepatology 2003 Austria Prospective cohort™ Yes
13 Jaeckel et al. [8] New England Journal of Germany Prospective cohort™ Yes
Medicine 2001
14 Santantonio et al. [20] Journal of Hepatology 2005 Italy Prospective cohort* Yes
15 Wiegand et al. [26] Hepatology 2006 Germany Prospective cohort** Yes
16 Guobuzaite ef al. [27] Medicina 2008 Lithuania Prospective cohort** No
17 Hwang et al. [10] Journal of Medical Virology China Prospective cohort™ No
2001
18 Larghi et al. [6] Hepatology 2002 Ialy, USA Prospective, ohservational No
cohort**
19 Pekova et al. [7] Journal of Hospital Infection Bulgaria Prospective, observational No
2007 cohort**
20 Santantonio et al. [21] Digestive and Liver Diseases Italy, USA Prospective cohort* Yes
2003
21 Spada et al. [10] Gut 2004 Ttaly Prospective, observational No
mhort**l
22 Wang el al. [28] Journal of Infectious Diseases LSA Prospective, observational No

2007 cohort**




Outeomes in acute hepatitis C: a meta-analysis

Table 3 I'reatment characteristics of studies included in meta-analysis

205

Mean
treatment
duration
(weeks)

Treaimenti regimen

Mean time from
diagnosis to
treatment

Mean time from
exposure to
lreatment

12
12

24

8,12, or 24
4 or 24

24
12
12
12

8

IFNz-2b 3M TIW
PEGIFN «-2b 1.5 pg/kg Q) week

PEGIFN @ 2a 180 mcg Q week or
PEG-IFN o 2a 180 mcg () week
+RBV 800 mg qd
PEGIFN -2b 1.5 pg/kg QO week
IFN = 6M gd or
IFN = 6M TIW
PEGIFN =-2b 1.5 pg/kk ) week
PEGIFN a-2b 1.5 ug/kg O week
PEGIFN o-2b 1.0-1.6 pg/kg Q week
PEGIFN a-2b 1.0—1.6 pg/kg Q week
IFN 5 MU qd
IFN & 5 or 3 MU TIW, IFN + RBV
10001200 mg,
PEG-FNx 2a 180 mcg,
PEGIFNz + RBV 1000-1200 mg qd
PEGIFN «-2b 1.5 ug/kg Q) week
IFN 5 MU gd x4 w + IFN 5 MU TIW = 20 w
PEGIFN «-2b 1.5 pg/kg O week
PEGIFN «-2b 1.5 ug/kg Q week
IFN = 5 MU TIW = 6 Mo + IFN 3 MU TIW = 6 Mo or
IFN & 5 MU TIW = & Mo + IFN 3 MU TIW = 6 Mo
+ RBV 1000-1200 mg qd

8.8 + 1.0 weeks
Sor 12 or 20 weeks

12 weeks

8 or 12 or 24 weeks
8 or 52 weeks

9.7 weeks

15 days (1-90)*

31 days (0-116)*
13.5 days (0-166)*
55 + 41 days

6.1 months

6 weeks

89 days (30-112)
NA

27 days (5-131)*
24 weeks

16 weeks

67 days, 95 days
or 151 days
19.8 weeks

NA
15.6 + 2.7 weeks

NA
NA
NA
NA
110 + 44 days
NA

NA
NA
NA
76 days (14-150)*
NA

NA = information not available, I'TW = three times per week, IFN = interferon, PEG-IFN — peginierferon, RBY = ribavirin,
qd = daily. *T'hese studies reporied time as a median value with a range.




Bu 22 calismanin;

16 sinda akut hepatit C icin tedavi verilmis

5 calisma randomize (kontrolli veya
kontrolsiiz) calisma

11 calisma prospektif olarak yapilmis

6 calisma gozlemsel calisma, tedavi
uygulanmamis




* Toplam 1075 akut hepatit C hastaninin
* %46,9 genotip 1

* %12,6 genotip 2

* %12 genotip 3

* %17,3 genotip 4

* %11.2 genotipi bilinmiyor




* Bu hastalarin %44 G tedavi almiyor.
* Bunlarda spontan klirens orani %55 bulunuyor.

 Semptomlarin baslangici ile akut hepatit C tanisi konduktan sonra
spontan klirens icin gecen zaman ortalama 9.7 hafta olarak bulunuyor.

* Temas ile spontan klirens arasindaki ortalama sire ise 13 hafta olarak
hesaplaniyor.




* Hastalarin %56 si tedavi aliyor.
* %77 peginterferon monoterapisi
* %16 interferon monoterapisi
* %4 peginterferon + ribavirin
* %3 interferon +ribavirin

e Ortalama tedavi suiresi 19,7 hafta

e KVY orani %78 bulunuyor

e Bu oran spontan klirens(%55.1) den anlamli olarak fazla
bulunuyor.p<0.0001).




Erken tedavi KVY artiriyor mu?

e Hastalari 3 gruba ayiriyorlar
e 1.grup:12.haftadan 6nce tedavi baslanan 417 hasta KVY %82.5
e 2.grup:12-24 hafta arasi tedavi baslanan 110 hasta  KVY % 66.9
e 3.grup:24. haftadan sonra 46 hasta KVY % 62.5

Gruplar arasinda SVR alinan hastalarin kullandiklari tedavi stireleri arasinda
istatistiksel fark yok. 3.grupta yanit alinamayan hastalarda tedavi streleri
uzatilmasina ragmen KVY belirgin artmamis.




e Spontan serokonversiyon %55.1

e Spontan serokonversiyon icin 12 hafta beklemek gerekli




e 12. haftadan 6nce baslanan tedavide SVR oranlari yuksektir

e 12.haftadan sonra baslanan tedavilerde ise SVR oranlari kronik
enfeksiyon sonrasi elde edilen SVR oranlarina yaklasmaktadir.
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Acute Hepatitis C: High Rate of Both Spontaneous and
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e 60 akut hepatit C (HCV RNA pozitif, ALT > 10 UNL)
* 51 hasta semptomatik, 9 hasta asemptomatik

* 6 hastaya hemen tedavi baslaniyor
* 46 semptomatik hastanin 24’tnde(%52) ilk 12 haftada spontan

serokonversiyon gorultyor
* 9 asemptomatik hastanin hicbirinde spontan serokonversiyon gortulmuyor.
* Tedavide standart interferon ve pegile interferonlar kullaniliyor
* Tedavi alan hastalarda %80’in Gzerinde KVY elde ediliyor

Gerlach et al. GASTROENTEROLOGY, 2003




Bu calismanin sonucu;

e Spontan serokonverisyonun cogunun 12 hafta icinde ortaya ciktigini,
17 haftadan sonra ise hicbir hastada spontan serokonverisyon
gorulmedigininden semptomatik hastalarda 12 hafta bekleyin

* Asemptomatik hastalari hemen tedavi edin
e Spontan serokonversiyon goriulen hastalarin bazilari bir stire sonra

nuks edebileceginden HCV RNA takibi yapin
e Kalici viremisi ve nikseden viremisi olan hastalari tedavi edin

Gerlach et al. GASTROENTEROLOGY, 2003




Published in final edited form as:
Hepatology. 2014 January ; 59(1): 109—120. doi:10.1002/hep.26639.

The effects of female sex, viral genotype and /IL28B genotype on
spontaneous clearance of acute hepatitis C virus infection

Jason Grebely!, Kimberly PageZ, Rachel Sacks-Davis34, Maarten Schim van der Loeff°6,
Thomas M. Rice?, Julie Bruneau’, Meghan D. Morris?, Behzad Hajarizadeh', Janaki Amin7,
Andrea L. Cox®, Arthur Y. Kim®, Barbara H. McGovern'0.11 Janke Schinkel’2, Jacob
George'3, Naglaa H. Shoukry’, Georg M. Lauer®, Lisa Maher', Andrew R. Lloyd'4, Margaret
Hellard34, Gregory J. Dore', and Maria Prins5-6 on behalf of the InCStudy Group3

632 hastanin (Cogu damar ici ilac kullanan) 173 lGinde (%25)spontan

serokonversiyon gormusler.
Spontan serokonversiyon icin Median sureyi 16,5 hafta olarak hesaplamislar

%34 3.ayda
%67 6.ayda
%83 12.ayda
%92 18.ay
%97 24.ayda




 NE VERELIM?
 NE KADAR SURE VERELIM
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Acute Hepatitis C: A 24-Week Course of Pegylated
Interferon Alpha-2b Versus a 12-Week Course of
Pegylated Interferon Alpha-2b Alone or With Ribavirin

Teresa Santantonio,' Massimo Fasano,' Evangelista Sagnelli,* Paolo Tundo,® Sergio Babudieri," Paolo Fabris,’
Mario Toti,® Giovanni Di Perri, Nicoletta Marino,® Eligio Pizzigallo,” Gioacchino Angarano,"
and the Acute Hepatitis C Study Group
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Fig. 1. Study design.
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Table 1. Baseline Characteristics of 130 Patients With AHC Stratified According to Treatment Arm

Arm 1 Arm 2 Arm 3
(24 Weeks of Peg-IFN) (12 Weeks of Peg-IFN) (12 Weeks Peg-IFN+RBV)

Parameter n=44 n=43 n=43 P Value*
Male sex, n (%) 29 (65.9) 27 (62.8) 37 (86.0) 0.034
Age, years, median = SD 31 (13.86) 34 (13.95) 37 (12.48) 0.667
HCV genotype, n (%)

1a 11 (25.0) 7(16.3) 6 (14) 0.638'

1b 8 (18.2) 8 (18.6) 12 (27.9)

1c 0 0 1(2.3)

2a/2¢ 9 (20.5) 15 (34.9) 11 (25.6)

3 10 (22.7) 12 (27.9) 10 (23.3)

4 3 (6.8) 0 1(2.3)

Not available 3 (6.8) 1(2.3) 2 (4.6)
ALT (<40 IU/mL) median, range 94 (23-1,007) 182 (27-1,001) 182 (18-1,078) 0.591
HCV RNA IU/mL, median, range 172,500 (23-7,250,000) 39,350 (18-37,000,000) 233,769 (50-9,478,100) 0.555
Jaundice, n (%) 5 (11.4) 4 (9.3) 4 (9.3) 0.934
No symptoms, n (%) 26 (59) 24 (56) 25 (58) 0.950
Anti-HCV seroconversion, n (%) 26 (59.1) 26 (60.5) 32 (74.4) 0.257
Risk factors, no. (%)

- IV drug abuse 16 (36.4) 12 (28.0) 11 (25.6) 0.555

- Sexual exposure 5 (11.4) 4 (9.3) 2 (4.7)

- Medical procedures 8 (18.2) 13 (30.2) 15 (34.9

- Accidental exposure 3 (6.8) 3 (7.0) 5 (11.6)

- Other 3 (6.8) 1(2.3) 0

- Unknown 9 (20.4) 10 (23.2) 10 (23.2)

*Chi-squared test for categorical data and Kruskal-Wallis™ test for continuous data. 'Genotype 1 versus not-1.



O ITT analysis W PP analysis

Fig. 3. Virological response rates (HCV RNA <15 IU/mL) after 24
weeks of posttreatment follow-up in patients treated for 24 (arm 1) or
12 (arm 2) weeks with Peg-IFN alpha-2b and for 12 weeks (arm 3)
with Peg-IFN alpha-2b plus ribavirin ([TT analysis [gray column] and PP
analysis [black column]).




* Bu calisma Pegileinterferon alfa 2b’nin akut hepatit C tedavisinde

yuksek KVY olusturdugunu

e Tedaviye Ribavirin ilavesinin KVY UGzerine etkisinin olmadigi
* 3 aylik tedavinin 6 aylik tedavi kadar etkin oldugu gosterilmis







C-SLAM Calismasi: Akut Hepatit C de LDV/SOF vs
SOF + SMV

= Calisma Dizayni

v

Randomizasyon

Acik-etiketli : :

-

g 90/400 mg qd i
Akut HCV infeksiyonu . | KVY,,

CrCl > 40 ml/dak
HBV veya HIV koinfeksiyonu yok _ : : S

Mk SOF 400 mg
+ SMV 150 mg

= Objektif
— KVY,, (Saptanamayan HCV RNA)

C-SLAM Basu PP. AASLD 2015, Abs. 1074



C-SLAM study: LDV/SOF vs SOF + SMV
in acute hepatitis C

* SONUC;

* Her iki kolda per protokol ile %100, ITT analizi ile %93 KVY elde
edilmis

* Minimal Yan etki gorulmus

* Hasta sayisi yuksek calismalara ihtiyac var




HepNet Akut HCV IV Calismasi: LDV/SOF 6 hafta
Akut GT 1 HCV Monoinfeksiyon

* Tek-kol, prospektif plot calisma

N =20 hasta GT 1 HCV infeksiyonu
(GT1a: 55%), 6 hafta SOF/LDV aldi
= SVR12:100%

* 9/20 (45%) hasta tedavinin
tedavinin 2.haftasinda HCV RNA
tespit edilebilir diizeyin altinda

* Yuksek viral yuk, uzun virolojik
yanit suresiyle iliskili

Gastrointestinal 4 (20)
Sac Dokulmesi 3 (15)
Cild reaksiyonu 2 (10)

Psikiyatrik bozukluk

Mo
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Ledipasvir/Sofosbuvir for 6 Weeks in HIV-Infected Patients
with Acute HCV Infection

Genotype 1 or 4
Germany & UK
25/26 onART

Mean CD4 = 675
Week 0

Rockstroh et al. CROI 2016



4 Yirologic fallures*
2 Lost to follow-up

SVR12

*3 pationts relapsed, 1 was reinfected (GT 1a at baseing, 44 in post-treatment).

Pavvns bhvvns vvvvnvnancd BBV waalBdaonn b v s

Rockstroh et al. CROI 2016




EASL 2016 Oneriler;

Akut Hepatit C’li hastalar;

* Genotip 1,4,5,6’li hastalar SOF/LED

* Tim Genotipler Sofosbuvir/Velpatasvir

* Tim genotipler Sofosbuvir/Daclatasvir
8 hafta sureyle (B1)

HIV Koinfeksiyonu varsa veya baslangic HCV RNA> 1 milyon IU/ml ise
12 hafta sureyle verilmelidir (B2)




AASLD Onerileri

Eger hekim ve hasta tedavinin gecikmesinde bir sakinca gormuyorsa, spontan
klirensi gozlemek icin 6 ay sureyle beklemelidir

6 aydan sonra tedavi baslanacak ise, kronik hepatit C de dnerilen tedaviler
kullanilmahdir(lla-C)

Eger akut fazda tedavi planlaniyorsa, tedaviye baslamadan 6nce spontan
serokonversiyonu gozlemek icin en azindan 12-16 hafta boyunca HCV RNA takibi

yapilmahdir (l1a-C) .

Onerilen tedavi kronik hepatit C de dnerilen ilaclarla ayni olmahdir (lla-C).




Kronik Hepatit C Virusu Infeksiyonunun Yoénetimi: Tirk Klinik
Mikrobiyoloji ve Infeksiyon Hastaliklari Dernegi Viral Hepatit
Calisma Grubu Uzlasi Raporu-2017 Guncellemesi

Management of Chronic Hepatitis C Virus Infection: A Consensus Report of the
Study Group for Viral Hepatitis of the Turkish Society of Clinical Microbiology and
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VHCG REHBER ONERILERI

AHC infeksiyonu tanisi olan hastalar tedavi icin 12 hafta bekletilebilir.
AHC tedavisinde DEA ilacglar kullanilabilir.

« HCV genotip 1, 4, 5 ve 6 infeksiyonlariin tedavisinde SOF/LDV tedavisi 8 hafta sireyle
kullanilabilir.

« Tum genotiplerde SOF/VEL ya da SOF + DCV tedavileri 8 hafta siire ile verilebilir.
AHC ve HIV koinfeksiyonu ve/veya HCV RNA seviyesi > 1 milyon 1U/ml olan hastalarda DEA
ilaclar ile tedavi siiresi 12 haftaya uzatilabilir.
DEA’ler tlkemizde halen saglik uygulama tebliginde geri 6deme kapsamina alinmamis
olduklarindan dolay1, IFN kullanimai i¢in kontrendikasyon olmadig: siirece AHC tedavisinde
PeglFN kullanilabilir.

* HIVile koinfekte hastalara PeglFN+RBV kombinasyon tedavisi 24 hafta sureyle uygulanmalidir.

» Tedaviye verilen virolojik yanit, tedavinin kesilmesinden sonraki 12 ve 24 hafta sonra viral
yikiin kontrol edilmesi ile degerlendirilir.

VHCG Hepatit C rehberi-2017
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Incidence trends of acute viral hepatitis in adults: a multi-centre
study from Turkey
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Toplam 435 akut hepatitli hasta

157 hepatit A, 259 hepatit B, 11 hepatit
C, 8 Non ANon B

Fulminan seyir; Hepatit B % 6, Hepatit
A %1.5
Acute Viral Hepatitis Percentages According to Years
Kroniklesme; Hepatit B %9, Hepatit C
%64
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