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Miialiconin maqsadlori

*HBV-1n bodondon eradikasiyasi deyil,
yaratdigi garaciyaor ¢atismamazligl vo ya HSK
kimi1 fosadlarin yaranmasinin qarsis1 alinmasi.



HBeAg-nin itmasindan sonra nd bas verir?
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Slide courtesy of Jordan J. Feld, MD, MPH.




REVEAL: HBV DNT migdari va sirrozun

yaranma riski

e Tayvanda uzun miiddatli (miisahida: 11.4 il) HBsAg-pozitiv, miialica
almayan xastolords sirrozun vo HSK yaranma riskinin arasdirilmasi

magqsadilo aparilmis tadgigat (N — 3582)
HBYV DNT miqdar: (kop/mL)
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REVEAL: HBV DNT migdar: vo HSK
yaranma riski

= REVEAL todqgiqatindaki xastolordoa (N = 3653)

141 HBV DNT migdari (kop/mL)
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Miisahids (Illor)
= DNT miqdarinin artmasi ilo HSK yaranma hallar1 artir (P < .001)

» HSK yaranmasi sirrozun movcudlugundan asili deyil
Chen CJ, et al. JAMA. 2006;295:65-73.



HBYV mualicosi
xastaoliyin,dekompensasiyasinin yaranmasi

da daxil olaraq, inkisafin1 zaiflodir

= Xroniki HBV-li sirrozlu (F4) xastalords (N = 651) HBeAg serokonversiyasi vo ya
xastaliyin inkisafina*qador aparilan miisahida

>

B : : :

c

o ' ' n =43
2 20- ' ' Placebo .

" | | |

v ! ! !

_,:; 151 | | P =.001!

0 | _ |

(o) : n=173 :

= 10+ : : .

S In = 198 | | Lamlvudlne!I_—|n — 129
= I | L |

= i P '_—l-l. |

£ 2 In = 417 = In = 385 |

: A : :

= 0

(¢} ] ] ] ] ] ]

> 0] 6 12 18 24 {0) 36

*qaraciyar dekompensasiyasi, HSK, spontan bakterm%%ritonit, qida borusunun varikozlarindan
ganaxma vd ya qaraciyarls bagh oliim.

Liaw YF, et al. N Engl J Med. 2004;351:1521-1531.



Fibrozun inkisafi ilo bagh risk faktorlari:

¢ Sahlb o Virus:
— Kisi cinsi — HBV DNT miqdar:
— Yasin artmasi (immun tolerant
— Metabolik sindrom dévrdan basqa)

— HBeAg positiv
— HBV genotip (?)
« C>B>A/D

— Spirtli i¢ckiloras aludacilik
— Koinfeksiyalar
« HCV, HDV, HIV



REVEAL: HSK risk faktorlari

Faktor Adjusted HR 95% CI P Value
Kigli cinsi 2.1 1.3-3.3 .03
Yas (hor il9) 1.09 1.07-1.11 <.001
HBeAg pozitiv 2.6 1.6-4.2 <.001
Sirroz 9.1 5.9-13.9 <.001
HBV DNT (kop/mL)
< 300 1.0 Ref <.001*
300-9999 1.1 0.5-2.3 .86
10,000-99,999 2.3 1.1-4.9 .02
100,000-999,999 6.6 3.3-13.1 <.001
> 1,000,000 6.1 2.9-12.7 <.001

*P value for trend.

Chen CJ, et al. JAMA. 2006;295:65-73



HBY mualicasi garaciyor
transplantasiyasina ehtiyaci azaldir

* dekompensd olunmus sirrozun ilkin fasadli HBVxastalori (N = 707)

------ Miialicads,* cavab vermis (n = 245)

100 g =smees, === Miialicads,* cavabsiz (n = 178)

N E 50 - — Miialicasiz (n = 284)
2o ] e T e
% § S60-
2 3 Z40- —
S5 = i
= £ 20-
H=]
0 | | | | | | |
0 12 24 36 48 60 72 84

Antiviral miialico transplantasiyasiz xostolordo xayatlarini 5 ilden artiq uzadir
(P =.0098)

*Osason Lamivudin ilo (n = 203) ya Entekavir ila (n = 198) miialico aparilib.

Jang JW, et al. Hepatology. 2015;61:1809-1820



Mualiconin toyin olunma gaydalari

- Normal ALT vo HBYV DNT>1000 000BV/ml, yas > 40 vo
qaraciyar biopsiyasinda ifadsli fibroz

- HBeAg (+), HBV DNT> 20 000 BV/ml+ ALT<2N+
biopsiyada ifadoli fibroz

- HBeAg (+), HBV DNT > 20 000 BV/mI+ALT > 2N
- HBeAg (-), HBV DNT > 2 000 BV/mI+ALT > 2N
- Qaraciyar sirrozu+ HBV DNT > 2 000 BV/ml

Biopsiyanin toyini: - HBeAg (+), HBV DNT > 20 000 BV/mI+ALT > 2N

- HBeAg (+), HBV DNT > 20 000 BV/mI+ALT > 2N+ yas >
40 va ya ailodo HSK hallarmmin olmasi

- HBeAg (+), HBV DNT > 2 000 - 20 000 BV/ml+ ALT 1-2N



Mualiconin toyin olunma gaydalari

- Bitiin xastalor: agkar olunan HBV DNT+ miilaim va ya agir
iltihab vo ya ifadoli fibroz

- HBeAg (+), HBV DNT > 20 000 BV/mI+ALT > 2N

- HBeAg (- ), HBV DNT > 2 000 BV/mI+ALT > 2N

- Qaraciyar sirrozu+ HBV DNT > 2 000 BV/ml
(ALT soviyyasindan asili olmayaraq)

- Dekompensd olunmus qaraciyar sirrozu



Mualiconin toyin olunma gaydalari

- HBV DNT > 2 000 BY/ml+ miilaim va ya agir iltihab ALT > N

- HBV DNT > 20 000 BV/mI+ALT > 2N histoloji miiayinasiz

- HBV DNT > 20 000 BV/mI+ALT > 2N + miilaim va ya agir
itihab

- HBeAg (-), HBV DNT > 2 000 BV/ml + ALT >N

- HBeAg (+) vo HBeAg (-), HBV DNT > 20 000 BV/mI+ALT >
2N

-HBeAg (-),HBV DNT > 2 000 BV/ml — 20 000 BV/mI+ALT >
2N

- HBV DNT > 2 000 BV/ml+ minimal iltihab vJ ya zJif fibroz
vo yaALT >N

- HBV DNT > 2 000 BV/ml+ histoloji fibroz > 2

- HBV DNT > 20 000 BV/ml+ ALT > 2N + har bir histoloji
dayisiklik



Mualiconin sonu.

HBeAg pozitiv

‘ ‘ HBeAg neqativ
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Seroconversiya
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Serokonversiyadan
6-12 ay sonra
miialiconin
dayandirilmasi

Mialiconin davami

Uzun muddatli
mualico




HBY miualicosinin dayandirmasina asas
olan gostaricilor hald dJ ideal deyil.

Fasadlarin gec yaranmasi —dayandirma gostorici kimi ¢atin 1stifado
olunar

Ona goroa do surroqgat gostaricilor istifado olunur:

— Biokimyovi
e ALT-nin normallasmasi

— Seroloji:

— HBeAg pozitiv xastolordo HBeAg itmasi vo Yya serokonversiyasi
« Ideal notico -HBSA( itmasi vo ya serokonversiyasi

— Virusoloji

— Histoloji




HBYV xastolords uzun muddatli TDF
mualicasi: iltihabin aradan goturulmasi

= Xroniki HBV infeksiyasiyal1 xastolorin TDF- lo miialicasinin naticalari (N = 585)

= Jltihabin 5 ilo aradan gétiiriilmasi (n =
348 aparilan biopsiyalar)[?l
Knodell Skalasi
M10-14 W79 M46 M 03
P <.001
P <.001

Xastalars (%)

ovval i1 iI5

. Marcellin P, et al. Lancet. 2013;381:468-475



HBYV infeksiyasih xastalordos TDF ilo uzun
miiddatli miialica : Fibrosun, Sirrosun
reqressiyasi:

«  Umumiyyatlo 5 ilo 51% xastolordo fibrozun aradan
gotiirtilmosi(176/348 biopsiyal1 xastalar)

» 5ila 74% xastolords sirrozun aradan gotiiriilmasi(71/96 avvalki

sirrozlu xastalor) P <.001
P < 001 Ishak fibroz
: kala
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Marcellin P, et al. Lancet. 2013;381:468-475



HBYV infeksiyal xastalords uzun miuddoatli
Entecavir ilo miialico: Iltihabin aradan

goturulmosi
» HBYV xastalarinda biopsiya ilo tasdiq olunmus histoloji v virusoloji
yaxsilagsma (N = 69) > 3-il entecavir ilo miialico

« Entecavir ilo miialiconin orta miiddati : 6 1l (3-7)
Knodell Skalasi

M 10-14 m7-9 W46 MO0-3 yoxlanmayib

Parametrlar, % (n/N) Naticoe

ALT £ 1 x normanin
yuxari serhaddi

HBYV DNA < 300
kop/mL

86 (49/57)

100 (57/57)

HBeAg itmasi 55 (22/40)
HBe serokonversiyasi 33 (13/40)
HBsAg itmasi 0 (0/56)

Xastalor (n)

oJvval 48 Hofto Uzun muddat

Chang TT, et al. Hepatology. 2010;52:886-893.



HBYV infeksiyasih xastalords Entekavir
ilo uzun miiddatli miialico : Fibrosun,

Sirrosun reqressiyasi:

» Fibrozun reqressiyasi: (> 1-Ishak skalasi ilo diismosi) 88% xostolordo(50/57
biopsiya olunmus va avvalki Knodell skalasi ilo > 2 xastolordon)

» 4/10 xostods avvalki sirrozun aradan gotiiriilmasi (Ishak skalasi ilo orta
enmasi : 3 roqom)
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Chang TT, et al. Hepatology. 2010;52:886-893



HBV xastalordo HSK-1n yaranmasi
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*Yaranma tezliyi ham sirrozlu (13.6% avvalcadan sirrozlu xastslar) ham sirrozsuz xastalerds.

1. Wong GL, et al. Hepatology. 2013;5:1537-1547.
2. Wu CY, et al. Gastroenterology. 2014;147:143-151.
3. Hosaka T, et al. Hepatology. 2013;58:98-107



Xroniki HBYV sirrozsuz xastalordas
HSK-1n yaranmasi
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* Yaranma tezliyi ham sirrozlu (13.6% avvalcadan sirrozlu xastalar) ham sirrozsuz xastslerds.

1. Wong GL, et al. Hepatology. 2013;5:1537-1547.
2. Wu CY, et al. Gastroenterology. 2014;147:143-151.
3. Hosaka T, et al. Hepatology. 2013;58:98-107.



HBYV Suppressiyasi xastaliyin geyri-aktiv
olmasi ilo eynidirmi?

« Oral nucleos(t)id analoglarla
miialico alan HBV xastolor (n =
1378) vo geyri-aktiv xroniki
HBeAg-neqativ xastolorin
retrospektiv todqgiqati (n =
1014)

— nucleos(t)id analoglar1 alan
xasta davamli virusoloji Tam cavab veranlor
supressiyali va

10- :
Inaktiv XBH
supressiyasiz qruplara 0+ .
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HSK —1n yaranma hallari
(%)
w
S

boliinmiisdii (tam vo hissavi
responderlor)

HBV-suppressiyali 1132 848 564 497 380 128 19
Qeyri-aktiv XBH 1014 918 724 594 469 304 80

Cho JY, et al. Gut. 2014;63:1943-1950.



Milli Viruslu Hepatitlorin mualicasi Programi
naticasindd
HSK- dan oliim hallarimin azalmasi (Tayvan)

» 2003 ildon xroniki hepatitlorin miialico programi baslanandan sonra miialico almis xostalor :
157,570 (HBV) v2 61,823 (HCV)

»  Milli programi hoyata kecirilondon 5-8 il miiddotindo HSK ilo bagl 6liimlorin azalmasi.
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Chiang CJ, et al. Hepatology. 2015;61:1154-1162
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Hazirdaki AASLD miualicd gaydalan:

HBeAg Pozitiv HBeAg Neqativ

HBYV DNA, ALT Histoloji HBV DNA, ALT Histoloji
IU/mL vaziyyat lU/mL vaziyyat

Forq etmadan| > 2 x ULN N/A Forqg etmadan | > 2 x ULN N/A

Forq
etmadan

Forq Forqg

> 20,000 etmadan etmadan

Foarg etmadan > 2000

Farq
etmadan

Forg etmadan Farqg

Sirroz
etmadan

Sirroz Farq etmadan

HBeAg-neqativ sirrozlu xastolordo miialico

Qaydalarda doyisikliklor:

= HBeAg-negativ xastolords miialiconi baslamaq ticiin HBV DNT sarhaddinin
azalmasi

HBYV DNT-in soviyyasindon asili olmadan sirrozlu biitiin xastalorinit miialico etmok
lazimdir
Terrault NA, et al. Hepatology. 2016;63:261-283.




AASLD qaydalari: Ilkin miialico

Miialice Ustiinlik Qeydlor

Entecavir Ha (egar lamivudina Yuksak tasir, rezistentliyin yaranmasina yuksak
rezistentlik yaranmiyibsa) baryer

Tenofovir Hoe Yuksak tesir, rezistentliyin yaranmasina yuksak
baryer

PeglFN He Sirrozlu xastslerda

Adefovir rezistentliyin yaranmasina zaif baryer

Lamivudine rezistentliyin yaranmasina zaif baryer
Telbivudine rezistentliyin yaranmasina zaif baryer

= HSK ilo riskli xostolordo davamli nozarat aparilmalidir

Terrault NA, et al. Hepatology. 2016;63:261-283.




Hazirdaki xroniki B viruslu hepatitin asas

mualicd prinsiplori

Peg- interferon-alfa

Darialti inyeksiya
48 hofto

Yan tosirlor: psixiatrik,
nevroloji, endokrinoloji

Oks gostoris: dekompenso
sirroz, yanasi xastoliklor

Rezistentliyin yaranmamasi

ETV, TDF, TAF

Oral
Uzun muddotli

Bozi NA —stiimiik vo ya
boyrok xoastaliklorinda nozarot

YoxX

Minimal vo ya yaranmamasi



Noticd

HBV cox dinamik xastalikdir

Fibroz hom HBeAg-pozitiv hom do HBeAg-negativ
xostolorda siirotlo inkisaf edor

Antiviral miialice:
— HBV DNA sayini azaldir
— Iltihab gostaricilerini endirir—ALT vo HAI
— Fibrozlasma doracosinin azalmasi

— HSK riskinin zoiflomosi

Yeni istifado olunan dormanlar hom surroqat
gostaricilorinin diizolmasinde hom do tohliikasizlik
torofindon eyniliklo effektivdir.
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Xroniki HBV infeksiyasi: Tozolonmis EASL et
tovsiyyalori:
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Monoterapiya rezistentliyin yaranmasina yiuksak sadlidirlar.

ilkin miialico kimi miilaim v3 ya ifadsli xroniki B hepatitli xastalordo
ya da kompensa olunmus (portal hipertenziyasi olmadan) sirrozlu xastalords
tayin olunmasi tovsiyys olunur.

ETV or TAF Preferred Over TDF When: Management of NA Resistance
Older than 60 yrs of age LAM resistance Switch to TDF or TAF
Bone disease TBV resistance Switch to TDF or TAF

= Chronic steroids or other meds that affect bone } .

= History of fragility fracture ETV resistance Switch to TDF or TAF

= Osteoporosis ADV resistance LAM naive

= Switchto ETV or TDF or TAF

Renal abnormalities LAM-R

» eGFR <60 min/mL/1.73 m? = Switch to TDF or TAF

= Albuminuria > 30 mg or moderate proteinuria

= Low phosphate (< 2.5 mg/dL) TDF or TAF resistance LAM naive

= Hemodialysis = Switchto ETV

LAM-R
L = Add ETV

TAF over ETV if previous NA exposure
No dose adjustment required for kidney disease or hemodialysis with TAF; ETV needs dose
AL STERIEL BT = 8 i Multidrug resistance Switch to ETV + TDF or TAF combination

EASL. HBV guidelines. 2017




Diqqgatinizd gora tasokkiir edirom!



APASL STC

2

)

1

9

B

A

K

V)

«Delta hepatit»

Iyun 2019,
Baka,
Azarbaycan



