Kronik Hepatit B Tedavisinde
Glincel Durum

Dr.Tansu Yamazhan

Ege Universitesi Tip Fakiiltesi

Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
IZMIR



REMARQUE

BATI CEPHESINDE
YENI BIR SEY YOK

ROMAN

YAYINLARI




Icerik

Neden basaramiyoruz?
Yeni etkili ilag? Yeni tedavi hedefleri ?

Mevcut tedavi hedefleri
Rehberler/mevcut tedaviler
SUT

Tedaviye yanit kriterleri
Direng
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HBV tedavisinde kiir saglayamiyoruz

Mevcut tedaviler ?
— Hedef sadece DNA polimeraz

Yeni grup ilaglara ihtiyag var |

Rehberlerin disinda kalan hasta gruplar: ?
Yeni tedavi tanimlamalarina ihtiyag var |
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Commentary

Chronic hepatitis B: What should be the goal for new therapies?

W. Thomas London ®4, Ju-Tao Guo?

Table 1

Proposed definitions of absolute, functional and virological cures for new DAA therapies for chronic hepatitis B, as discussed in the text. Cures are based on the degree to which
the patient’s age- and gender-adjusted risk of death from liver disease returns to that of an individual who has never been infected with HBV, or who has naturally resolved the
infection, and can be predicted by virological markers.

Timothy M. Block®>* Robert Gish ¢, Haitao Guo?, Anand Mehta? Andrea Cuconati®, @
CrossMark

P e ——
Parameter measured @hsolute cure) Gunctinnal cura (ﬂpparent virological c@
Risk of death from liver disease Mﬂ who was never infected. M with naturally resolved infection. ~ To be determined
Viral load Undetectable Undetectable Undetectable
HBsAg Undetectable Undetectable Undetectable
cccDNA Undetectable Undetectable Undetectable or repressed
HBsAb Present Variable Present or absent
Treatment status Off-drug Off-drug Off-drug

An “apparent virological”” cure, defined as the sustained off-
drug suppression of virological markers and the normalization
of liver function.



Tedavinin Amaci

Biyokimyasal iyilesme Yagam kalitesinde
(ALT normalizasyonu) lyilesme

Karaciger histolojisinin
duzelmesi
Virusun baskilanmasi

HBeAg serokonvesiyon

Tedavinin basarisi
1oeWE UluiAnepa]

Virusun tam eradikasyon HBsAQ serokonversiyon

. v, . HBsAg kaylWWe serokonversiyon,
“cccDNA nukleus icinde kaldigindan tedavi basarisinda ulagiimasi

tam eradikasyon yok” gug¢ “son” nokta



Table 1 | Response rates (%) to approved therapies for HBeAg-positive and HBeAg-negative chronic hepatitis B

Treatment response Approved therapies
parameters Lamivudine  Adefovir Entecavir Telbivudine Tenofovir PEGAFN* PEGFN plus
dipivoxil disoproxil lamivudine*
HBeAg-pasitive patients at week 48 or 52
Histologic improvement® 49652 53-68 T2 65 T4 38 41
Undetectable HBV DNA 40-44 21 67 60 76 25 69
HE seroconversion 16-21 12 21 22 21 27 24
HEsAg loss =1 0 2 0 3 3 3
HBeAZ-positive patients during extended treatments
Undetectable HBV DNA MNA 39(5.0) 94(5.0) 79(4.0) 77(4.0) 13l (4.5) 26l (4.5)
’jﬂgawmuprqinn AT (304 A8 (5 .01 A1 (501 A2 (400 21030 371 (4 5] 38! {4 5}
HBsAg loss 0-3(2.0-3.0) 2(5.0) 5(2.0) 1(2.0) 10 (4.0) 8l (4.5) 15l (4.5)
HBeAZ-negative patients at week 48 or 52
Histologic improvement¥ G066 54-69 T0 &7 T2 48 38
Undetectable HBV DNA 60-73 51 90 88 93 63 87
HEsAg loss =1 A =1 =1 0 4 3
Tﬂaﬁgaegatrm patients during extended treatment?
_Undetectable HRY DNA £ (4.0) G7.(5.01  NA 244 0) 8R(3.0) 18140 131 (4 0)
HBsAg loss <1 (4.0) 5 (5.0) NA <1 (2.0) 0 (4.0) 8l {4.0) 8l (4.0)

HBsAg kaybi nadirdir

Kwon H, Lok AS. Hepatitis B therapy.
Nat Rev Gastroent Hepatol 2011;8:275




Ne zaman ?

JJ

Ne kadar sure ?



Rehberler

Avrupa Karaciger Hastaliklari Arastirmalar: Dernegi
Rehberi (EASL) 2012

Asya Pasifik Karaciger Hastaliklari Arastirmalari
Dernegi Rehberi (APASL) 2012

Viral Hepatitle Savasim Dernegi (VHSD) 2011

Amerikan Karaciger Hastaliklart Arastirmalari
Dernegi(AASLD) 2009



Tedavide kullanilan ilaclar




Nasil tedavi?

* Nonsirotikler e Sirozlu hastalar



http://www.saglik-bilgisi.net/hastalik-tedavi/ic-hastalik/karaciger-sirozu-nedir-belirtileri-sebepleri-ve-tedavisi.html/attachment/karaciger-siroz2

Sirozlu Hastada Antiviral Kullanimi

Lamivudin kullanimi sirasinda viral ve biyokimyasal
“breakthrough”, dekompansasyon, aoliim

—Hepatology 2000:31:207
—Am J Gastroenterol 2004;99:57
—Hepatology 2005:42:121

Adefovir direncine eglik eden viral “breakthrough”
ve dekompansasyon

—J Hepatol 2005:43:937



Kime, hangi tedavi?

« Dekompanse siroz
— IFN kontrendike

— Diigiik genetik bariyeri olan ilaglardan
kaciniimali

— Tenofovir & Entekavir



Nasil tedavi?

* Nonsirotikler e Sirozlu hastalar



http://www.google.com.tr/imgres?imgurl=http://3.bp.blogspot.com/-YL5klNV8vSo/T0uMeP9X4zI/AAAAAAAAAd4/A2HEfy7txnM/s1600/hasta-haklari-doktor.jpg&imgrefurl=http://www.tuketicikosesi.org/2012/02/hasta-haklar.html&usg=__I7aI7PA4MlTgF-Po8EhbI0L92kk=&h=883&w=1319&sz=171&hl=tr&start=10&zoom=1&tbnid=jdc5MiTxeILplM:&tbnh=100&tbnw=150&ei=m0E0UYOZFcSNtAazooHoDw&prev=/search?q=hasta&hl=tr&gbv=2&tbm=isch&itbs=1&sa=X&ved=0CDoQrQMwCQ

AASLI) PRACTICE GUIDELINE PDATE
Chronic Hepatitis B: Update 2009

Anna §. F. Lok and Brian J. McMahon?




Table 12. Recommendations for Treatment of Chronic Hepatitis B

HBeAg HBV DNA (PCR) ALT Treatment Strategy
+ =20,000 IU/mL =2 % ULN Low efficacy with current treatment.
Observe; consider treatment when ALT becomes elevated.
Consider biopsy in persons = 40 years, ALT persistently high normal-2x ULN, or with
family history of HCC.
Consider treatment if HBY DNA =20,000 IU/mL and biopsy shows moderate/severe
inflammation or significant fibrosis.
+ ==20,000 IU/mL =2 x ULN Observe for 3-6 months and treat if no spontaneous HBeAg loss.
Consider liver biopsy prior to treatment if compensated.
Immediate treatment if icteric or clinical decompensation.
IFNa/peglFN« , LAM, ADV, ETV, TDF or LdT may be used as initial therapy.
ADV not preferred due to weak antiviral activity and high rate of resistance after 1st year.
LAM and LdT not preferred due to high rate of drug resistance.
End-point of treatment - Seroconversion from HBeAg to anti-HBe.
Duration of therapy:
® |[FN-a: 16 weeks
® PeglFN-a: 48 weeks
o LAM/ADV/ETV/LAT/TDF: minimum 1 year, continue for at least 6 months after HBeAg
seroconversion
IFNa non-responders / contraindications to IFNa — TDF/ETV.
— =20,000 |U/mL* = 2 x ULN IFN-«/ peg IFN-«, LAM, ADV, ETV, TDF or LdT may be used as initial therapy.
LAM and LdT not preferred due to high rate of drug resistance
ADV not preferred due to weak antiviral activity and high risk of resistance after 1st year.
End-point of treatment - not defined
Duration of therapy:
® |FN-a/ peglFN-a: 1 year
® LAM/ADV/ETV/LAT/TDF: = 1 year
IFNa non-responders / contraindications to IFN-ac — TDF/ETV.
— =2,000 IU/mL 1-=2 x ULN Consider liver biopsy and treat if liver biopsy shows moderate/severe necroinflammation
or significant fibrosis.
- =2,000 [U/mL =ULN Observe, treat if HBY DNA or ALT becomes higher.
+/— detectable Cirrhosis Compensated:
HBV DNA =2,000 [U/mL—Treat, LAM/ADV/ETV/LdT/TDF may be used as initial therapy.
LAM and LdT not preferred due to high rate of drug resistance; ADV not preferred
due to weak antiviral activity and high risk of resistance after 1st year.
HBV DNA <<2,000 IU/mL—Consider treatment if ALT elevated.
Decompensated:
Coordinate treatment with transplant center, LAM (or LdT) +ADV, TDF or ETV preferred.
Refer for liver transplant.
+/— undetectable Cirrhosis Compensated: Observe.

Decompensated: Refer for liver transplant.




EASL, AASLD, APASL

 PEG-IFN, Entekavir, Tenofovir (A1) ilk secenek

tedavilerdir.



.. . . . LR el U el B *; .NON JOURNAL OF
Clinical Practice Guidelines 088 EASL HEPATOLOGY

EASL Clinical Practice Guidelines: Management of chronic
hepatitis B virus infection

European Association for the Study of the Liver™ 2012
Entecavir and tenofovir are potent {BV mhlbltors w1th a high

barrier to resistance [67,70,78,85,92,123| (Fig. 1). Thus, they can
be confidently used as first-line monotherapies [1] (A1).




Il. VIRAL HEPATIT TANI VE TEDAVi REHBERI

Viral Hepatitle Savasim Dernegi
I11. Viral Hepatit Tani ve Tedavi Konsensus Toplantisi On Raporu

2011 - ANKARA

Oral antivirallerin kullanimi

Viral yiku yaksek olan hastalarda (HBV DNA >2x100) potent ilaglar
(tenofovir veya entekavir) tercih edilmelidir.

Viral yuki dusuk olan (HBV DNA < 2x10°) olan hastalarda herhangi
bir oral antiviralle tedaviye baslanabilir. Tenofovir ve entekavirin
direng ve antiviral etkinlik yéninden daha avantajli olduklan g6z
ondnde bulundurulmalidir. Lamivudin veya telbivudin ile tedaviye
baslanan hastalarda tedavinin 24’Gnctu haftasinda HBV DNA >50
lU/ml olanlarda tenofovire veya entekavire gecilebilir. Entekavire
gecilmeden énce antiviral direng analizi yapilmasi uygundur.




1 MART 2011

* (B) Eriskin hastalarda
oral antiviral
tedaviye;

« a) HBV DNA ¢
107kopya/ml
(2.000.000 IU/ml)
ise giinde lamivudin
ile baslanir.

5 KASIM 2011

5) Eriskin hastalarda
oral antiviral tedaviye:

a) HBV DNA < 107
kopya/ml (2.000.000
IU/ml) ise lamivudin
veya telbivudin ile
baslanir.



SUT

5.Kasim 2011

HAI> 6
Fibroz2 2




SUT |
HAI> 6

5.Kasim 2011 .
Fibroz> 2




SUT Algoritmasi 2o

* Lamivudin veya Telbivudin tedavisinin 24. hf HBV
DNA >50 IU/ml ve iizerinde olan hastalarda diger

oral antiviraller kullanilabilir



* Kime hangi tedavi?



Tedavilerin
avantaj/dezavantajlart

IyI Siiresi belirli Yiiksek antiviral etkinlik
Direng yok Iyi tolerans
antiHBe ve antiHBs Oral
olusumu yiksek
KOTU  Subkutan enjeksiyon Siiresi belli degil
Yan etkileri fazla Direng riski
Diisiik antiviral etkinlik ¢ok uzun donem

glivenirligi bilinmiyor
Dekompanse sirozda
kontraendike



Interferon icin iyi yanit

Tedavi oncesinde

« HBeAg pozitif (B2) _.
- Diisik viral yik ) Coemersyon
« (HBV-DNA <2X107IU/ml)
— Yiiksek ALT (NUS 2-5 kat)
— Yiiksek nekroinflamatuvar aktivite
— Genotip AB>CD
« HBeAg negatif igin ongori yok



Interferon igin iyi yanit
Tedavi sirasinda

« HBeAg pozitif (B2)
— 3.ayda HBV DNA'nin<20.000 TU/ml HBeAg
— HBV DNA | ALT alevlenmesi serokonversiyonu
— 3.ayda HBsAg <1500 IU/ml

C — 6. ayda HBV-DNA < 2 log az distiyorsa

3.ayda HBsAg >20.000 TU/ml ya da hig disiis yoksa
Kotid yanit



A new role for an old marker: HBsAg
Brunetto, J Hepatol 2010

HBsAg titresi olgiimi 20 yillik siireg

HBsAg titrasyonu tedavi yanitini belirlemede
“en belirleyici gésterge”

Abbott Architect, Roche alt sinir 0.05 IU/ml
Titre kag¢ olmali ?
Disme kinetigi ?



Fig. 1. C(linical significance of quantification and decline of serum HBV-DNA and HBsAg.

Serum
HBV-DNA HBsAg
Virions Virions + defective particles
(exceeding virions by
a factor of 102-105)
Replication Replication  cccDNA transcription/

mRNAs translation

Serum HBV-DNA decline
means reduction of
HBV replication

Serum HBsAg decline means reduction of
cccDNA transcription/mRNAs translation



PEG-IFN ve HBsAg Titresi

* Brunetto 384 HBeAg (-), HBsAg titresi

— Tedavi sirasinda > 1 log10 IU/ml diisme
varsa ted yanitinin en onemli kriteri

« HBeAg (+) yanit igin en belirleyici
faktor; 12. hf'da HBsAg<1500 IU/mL

(olgularin %50'sinde HBeAg serokonversiyonu)



Interferon igin iyi yanit

Tedavi sirasinda

* HBeAg negatif
— 3.ayda HBV DNA<20.000IU/ml ‘ % 50 fedavi sonu yanit

— Genotip D'de HBsAg diisme yok

} 3.ayda
— HBV-DNA <icig az azalma var

Kotu yanit

EASL 2012
Tedaviyi kes (B2) e



Antiviraller igin iyi yanit

Tedavi 6ncesi
« HBeAg pozitif (Al)
— Ddstik viral yiik («2x108 TU/ml)
— Yiksek ALT
— Yiiksek HAT
— Genotip-> etkilemiyor



Antiviraller igin iyi yanit

Tedavi sirasinda

* (lamivudin, telbivudin) 24.haftada HBV DNA
saptanamaz seviyede ise (B1)

!

Direng disuk
Kalict viral yanit sansi yiiksek



Sure (EASL 2012)

« Interferon 48 hafta

« Beklenti kalucumnversiyon, normal ALT,
HBV DNA < 2.000 TU/ml, + HBsAg kaybi (A1)

e Oral Antiviraller

— HBeAg pozitif: AntiHBe olustuktan 1 yil sonra(B1)
— HBeAg negatif: AntiHBs olustuktan 1 yil sonra

— Ileri fibrozis ve siroz olgularinda tedavi HBsAg
negatiflesene kadar sirdirdlmelidir (C1)



Interferon tedavisine yanitlar

* Birincil yanitsizlik YOK
» Virolojik yanit; 6. ayda, tedavi bitiminde, tedavi
bitiminden 6 ay ve 12 ay sonra
— HBV DNA<2000 IU/ml
» Kalici virolojik yanit: tedavi bitiminden en az 12 ay

sonra HBV DNA<2000 IU/ml



Antiviral Tedavisine Yanitlar 1

* Birincil yanitsizlik
 Kismi virolojik yanit

* Virolojik alevlenme (breakthrough)



Antiviral Tedavisine Yanitlar 2

Birincil yanitsizlik

Tedavinin 3. ayinda HBV DNA diizeyinde 10 (<1 log

TU/ml) kattan daha az diisiis olmasidir

Uyumun sorgulanmasi
Uyum tamsa, Direng mutasyonlarini arastir
Daha eftkili ilag ile degistir (B1)

EASL 2012



Antiviral Tedavisine Yanitlar 3

Kismi virolojik yanit

« Tedavinin 6. ayinda HBV DNA dizeyinde 10 kattan
fazla azalma olmasi ancak hala saptanabilir olmasidir

« Uyumu sorgula

* Lamivudin,telbivudin-> ¢apraz direng olmayan bir etkin
ilaca (entekavir ya da tenofovir) geg (Al)

» Entekavir ya da tenofovir-> HBV DNA diisme
egiliminde ise ayni ilagla devam et (B1), dismiyorsa
diger ilaci ekle (C2)

EASL 2012



Antiviral Tedavisine Yanitlar 3

Virolojik alevlenme:

 Tedavi sirasinda saptanan en diigik HBV DNA
dizeyinde 10 kat artis olmasidir

« Uyum varsa direngle ilgilidir
* Genotipik direng testi yapilmal



Antivirallerde direnc
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Yaniti ongormek

* LAM, ya da LdT tedavisinde 24. haftadaki
virolojik yanit
- direng olasiligini azaltir,
- kalici virolojik yanit olasiligini artirir,

- eAg (+) hastalarda serokonversiyon
olasiligini artirir.

EASL Clinical Practice Guidelines: Management of
chronic hepatitis B J Hepatol 2009;50:227



LAM tedavisinin 6. ayindaki HBV DNA
diizeyine gore YMDD mutasyon oranlari

HBV DNA levels Proportions of

at 6 months viral mutations on

(copies/mL) follow-up, % (n) P
<200 8.3 (12) 0.001
>200 59.9 (147)

<1000 13.0 (23) <0.001
>1000 63.2 (136)

<10 000 31.7 (41) <0.001

>10 000 64.4 (118)




24. haftadaki antiviral etkinlik ile
2 yil sonundaki viral direng arasindaki iligki

100 HBeAq Pozitif HBeAqg Neqgatif
90 Telbivudine
80 - Lamivudine
_ 70 -
Viral 50 - E

direncli

hastalar % 20 -

40 -

30 -

20 -
B na
0 ‘- T T T T |_ II I| T |
<QL QL-3 3to4 >4 <QL QL-3 3to4 >4
n= 203 146 57 63 83 79 115175 1/8 157 18 20 16 24 10 23

24. haftada serum HBV DNA duzeyi

Di Bisceglie AM et al. Hepatology. 2006; 44 (4 suppl 1):230A.



Capraz direng

EASL Clinical Practice Guidelines: Management of chronic hepatitis B




EASL: Direngte Yaklasim

Direng Yaklasim

Lamivudin ~ TDF gegilir (A1)
TDF yok ise ADV eklenir (B1)
Adefovir ETV veya TDF gegilir (B1)
Yiksek viremik ise ETV tercih edilir (C2)

Oncesinde LAM direnci varsa tenofovire
gegilir ve NA eklenir (C1)

Telbivudin ~ TDF gegilir/eklenir
TDF yok ise ADV eklenir (C1)

Entekavir  TDF gegilir/eklenir TDF yok ise ADV
eklenir (C1)




Takip

Interferon;
« Hemogram, ALT-> ayda bir
« TSH-> 3 ayda bir

« HBeAg, AntiHBe, HBV DNA-> 6. ve 12. ayda,
tedaviden sonra 6. ve 12.ayda

« AntiHBe olusursa, HBsAg-> yilda bir



Takip

Antiviraller

« ALT-> 3 ayda bir

« HBV DNA-> 3-6 ayda bir

 Kreatinin, serum fosfat( tenofovir)-> 3 ayda bir
« Kemik dansitometri (tenofovir) ->?

« Myoglobin, CK (telbivudin)-> ?

« AFP, batin USG-> 6 ayda bir



Sonug

Tedavi yaniti tanimlarinda degisiklikler mevcut

Primer yanitsizlik

— PEG IFN igin kullanilmamaktadir

— NA igin nadirdir

PEG-IFN, Tenofovir ve entekavir tedavide ilk secenek
ilaglardir

Diisiik genetik bariyerli ilagta YAKIN TAKIP!

Direngte NA eklenmesi yerine, gegilme

Tedavide beklenti kalici serokonversiyon, normal ALT,

HBV DNA negatifligi + HBsAg kaybi/anti HBs olusumu
— Tedavi sonlandirilmigssa HBVY DNA < 2.000 IU/ml



« Tesekkirler...






SVR

89 (8)

10 (4)

No SVR

11 (1)

90 (35)







Karaciger kanseri kiimilatif insidens (%)

Yiksek Bazal HBV DNA Diizeyleri ve HCC geligimi
REVEAL (n=3,653)

Bazal HBV DNA (kopya/mL)

>1.0x10° 14.89%
\% 1.0-9.9x10°
7 1.0-9.9x10% 12.17%
__ 300-9.9x103
1Y <300

Log,, rank test of trend p<0.001

~ ) =/ ~ /- Q)
(') QN 4l ~ ( / NS,
(J’ _/J 2/ - -/ 0) &)

izlem (yil)

Chen CJ et al. Risk of HCC across a biological gradient of
serum hepatitis B virus DNA level JAMA 2006;295:65



1.4

1.2

1.0

0.8

HC (% Anl)

0.6 | <300 ve <10,000 kp/ml’de

04 benzer dusik risk

0.2 4 N\

o, L
<300 300- }10,000- 100,000- =21
\ 9999 99,999 999,999 milyon

HBV DNA <10,000 kopya/ml olmasi HSK riskinin
dusik olmasiyla iligkilidir

Chen CJ et al. Risk of HCC across a biological gradient of
serum hepatitis B virus DNA level JAMA 2006;295:65



Tedavinin amaci
Tedavi sonlanim noktalari

« Tedavi ile HBV DNA dizeyleri en iyi bigimde
baskilanmalidir

- Virolojik baskilanma — biyokimyasal remisyon —
histolojik diizelme

- HBeAg ve HBsAg serokonversiyonu



Tedavi sonlanim noktalar:

« HBeAg pozitif hastalarda kalici eAg
serokonversiyonu

« HBeAg pozitif hastalarda eAg
serokonversiyonu olmayanlar ile HBeAg
negatif hastalarda HBV DNA'nin kalici

baskilanmasi



EASL 2013

Table 2. Results of main studies for the treatment ufEBeAg-pusitive chronic hepatitis B at 6 months following 12 months (48 or 52 weeks) of pegylated interferon
alpha (PEG-IFN) and at 12 months (48 or 52 weeks) of nucleos(t)ide analogue therapy.

PEG-IFN Nucleoside analogues Nucleotide analogues

PEG-IFN-2a PEG-IFN-2b Lamivudine Telbivudine Entecavir Adefovir Tenofovir

Dose* 180 pg 100 pg 100 mg 600 mg 0.5 mg 10 mg 245 mg
[Ref] [63] [64] [63, 65-68]  [68] [67] [69, 70] [70]
Anti-HBe seroconversion (%) 32 29 16-18 22 21 12-18 21
HBVY DNA <60-80 IU/ml (%) 14 7 36-44 60 67 13-21 76

ALT normalisation* (%) 41 32 41-72 77 68 48-54 68
HBsAg loss (%) 3 7 0-1 0.5 2 0 3

Table 3. Results of main studies for the treatment n[EBeAg-negative chronic hepatitis B at 6 months following 12 months (48 weeks) of pegylated interferon alpha
(PEG-IFN) and at 12 months (48 or 52 weeks) of nucleos(t)ide analogue therapy.

PEG-IFN Nucleoside analogues Nucleotide analogues
PEG-IFN-2a Lamivudine Telbivudine Entecavir Adefovir Tenofovir
Dose* 180 ug 100 mg 600 mg 0.5 mg 10 mg 245 mg
[Ref] [91] [68, 90-92] [68] [92] [70, 93] [70]
HBV DNA <60-80 [U/ml (%) 19 72-73 88 90 51-63 93
ALT normalisation® (%) 59 71-79 74 78 72-71 76

HBsAg loss (%) 4 0 0 0 0 0




