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Approximately 10%
of people with HIV
in the United States
also have HBV.
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ELIMINATE HEPATHTIS OO

NOhop

World Hepatitis Day, 28 July 2017

Pakistan tackles high rates of
hepatitis from many angles

27 July 2017 — On World Hepatitis Day, WHO is
calling on countries to step up efforts to eliminate
hepatitis by 2030. With one of the world's highest
rates of hepatitis C, Pakistan is tackling this
serious health issue from many angles to
improve prevention, diagnosis and treatment.

Read the story from Pakistan

325 million 1.34 million

325 million people were living with chronic hepatitis 1.34 million people died of hepatitis in 2015 globally.
infections worldwide in 2015. Klimik 2018 ST 3
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Table 2 (with graph). Prevalence of HBV infection (HBsAg) in the general population by WHO region, 2015:
the WHO African and Western Pacific regions have the highest prevalence and the largest number of persons living with HBW
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Chronic Hepatitis B Prevalence
. High (= 8% of population)
Intermediate (2%—7% of population)

. Low (< 2% of population) Saurce: (D

Klimik 2018 ST 5




HIV

Global HIV Epidemisi, 2016

36.7 million

people now estimated to be living with HIV
[30.8—42.9 million]

l During 2016...
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people newly infected HIV-related deaths
[1.6—2.1 million] [820 000—1.2 million]

WORLD AIDS DAY
Organization 1 DECEMBER 2017

20.9
MILLION

PEOPLE ON HIV TREATMENT
BY MID-2017
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HIV&
HIV ile infekte Kisiler, DSO, 2016

36 . 7mi|lion

people living
with HIV globally

> Africa
25.6 million

= Americas
3.3 million

South-East Asia

; [ @ 3.5million
36.7 m~2.7 mHBV ile infekte | Europe

= Eastern Mediterranean
360 000

2 Western Pacific

Mother-to-child transmission 1.5 million

7 OUt Of 10 Temmuz 2017

Y World Health
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HIV&
Tiirkiye'de HIV/AIDS Olgularinin Yillara Gére Dagilimi

Ekim 1985 - Aralik 2016 Toplam: 14 695
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HIV olgularinda hepatit B virusu koinfeksiyonu
%6-13

MSM erkek HIV>%9-17 IV ilag bagimlilarinda %7-10

Heteroseksiel HIV = %4-6

Table 1. Prevalence and characteristics of HBV infection in 1,022 ad ult women from Botswana and South Africa.

Cohort Name / Location Masibambisane / Sinikithemba and Cato  Kimberley Mma Bana/ Total
Durban Manor / Durban Gaborone
Country of origin South Africa South Africa South Africa Botswana South Africa
+ Botswana

Recruitment source Antenatal clinics Antenatal clinics Paediatric clinics (mothers  Antenatal All cohorts
of HIV-infected children) clinics combined

HIV-status Negative Positive Positive Positive Mixed

Number of individuals T2 426 a1 443 1,022

Number with HBsAg (% of all 6 (8.3) 40(9.4) 9(10.8) 17 (3.8) 72 (7.0)

individuals)®

Number with HBeAg (% of 1/6 (16.7) 12/40 (30.0) 1/4 (25.0) 210 (20.0) 16/60 (26.7)

HBsAg+ individuals tested)®

sun HY. World J Gastroenterol. 2014: 28;20:14598-614
Matthews PC, et al. Prevalence HBV Coinfection HIV-Positive Women. PLoS ONE.2017; 10: e0134037.



Characterization of HIV-HBV co-infection in a multi-national HIV-

infected cohort AIDS. 2013; 27(2):191-201.
Chloe L. THIO', Laura SMEATON?, Melissa SAULYNAS', Hyon HWANG', Shanmugam

Toplam 11 dlkeden 2105 HIV (+) olgu

HIV monoinfected N=19000 P
Age (IQR) (years) * 34 (29-40) 0.53
Male sex (%) 39 47 0.09
Figure 2b: Multivariable Linear Regressiun Models ?
Covariate Estimated Avg. diff.
HBeAg 2
Hepatitis B e Antigen (pos vs. neg) =335 (2.62-4.08)
AST 4
AST by 20 units = 0.38 (0.01-0.75)
HBVGenotype
HBV genotype (D vs. A) H=— 051 (-0.54-1.55)
HBV genotype (Other(C,E,F) vs. A) F—+—.0.06 (-1.20-1.09)
CD4 category
CD4 (< 50 vs. >= 200) === 0.92 (-0.21-2.04)
CD4 ( 50-199 vs. >= 200) H=- 0.31 (-0.48-1.10)
-8.00 0.00 8.00

|
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HIV& Koinfeksiyonu

Getirileri

5%-15% of HIV

400 million
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Impact of Hepatitis B Virus Infection

on the Progression of AIDS and Mortality
in HIV-Infected Individuals: A Cohort Study
and Meta-Analysis

Georgios K. Nikolopoulos, Dimitrios Paraskevis, Eleni Hatzitheodorou, Zissis Moschidis, Vana Sypsa,
Xenophon Zavitsanos, Victoria Kalapothaki, and Angelos Hatzakis

CID 2009:48 (15 June) « HIV/AIDS
v'HBV, €CD4 hiicrelerinde azalmaya yol agar
v'HBV X proteini HIV replikasyonunu artirir
v'Hepatit ART tolerabilitesini bozar
v'ART yaniti agisindan fark yok*

Klimik 2018 ST
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Hepatitis B virus coinfection in human immunodeficiency

virus-infected patients: A review
World J Gastroenterol. 2014; 20:14598-614.

Hsin-Yun Sun, Wang-Huei Sheng, Mao-Song Tsai, Kuan-Yeh Lee, Sui-Yuan Chang, Chien-Ching Hung

* Primer HIV infeksiyonu olan hastalarda HBV
koinfeksiyonu immdinolojik progresyon icin bagimsiz risk
faktori (HR, 3.46)

- Isve¢ ¢alismasr, HBsAg'nin ART'nin ilk 3 yilinda CD4
sayisinin artisinda monoinfekte hastalara gore anlamli

dizeyde olumsuz etkiledigi gosterilmis.

J Infect Dis 2013; 208:1454-8.



HIV =)

Hepatitis B Virus Coinfection Negatively Impacts
HIV Outcomes in HIV Seroconverters

Helea M. Chun,"* Mollie P. Roediger” Katherine Huppler Hullsiek " Chioe L This,? Briaa K Agan’

* HIV hepatotropik bir virus degil
* Karaciger hiicreleri tizerinde sitopatik etkili
* Pro-inflamatuar yanitta bozukluk ve apoptozda artis
« HIV, CD4 hiicre harabiyetiyle HBs antijenemi artis
« HIV, akut HBV'nin kroniklesmesini artirmakta
R Chun HM. J Infect Dis. 2012: 185-93

cimic 201:98N HY. World J Gastroenterol. 2014: 28;20(40):
14598-614



HIV mmp

Hepatitis B virus coinfection in human immunodeficiency

virus-infected patients: A review
World J Gastroenterol. 2014; 20:14598-614.

Hsin-Yun Sun, Wang-Huei Sheng, Mao-Song Tsai, Kuan-Yeh Lee, Sui-Yuan Chang, Chien-Ching Hung

<+ HBV/HIV (+) siroz, son donem karaciger hastaligi ve HCC daha sik
<+ HBV genotip B, akut hepatit, hepatik dekompansazyon ve

mortalite yiksek
< Ileri HIV infeksiyonu, anti HBs (+) olguda HBV aktivasyonuna yol

acabilir

> Gebede koinfeksiyonda HBY DNA fﬁ'
pozitifligi ve HBe Ag seviyeleri ¢ok daha yiksek b

B a¢ b
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HIV& Koinfeksiyonu

HIV
progresyonu

Hi.icr'esel
Immunite

Firsatgi
infeksiyon

v ART hepatotoksisiteye yol agabilir

v' Hepatitle iliskili karaciger hasari ART
Colin JF. Hepatology. 1999;29:1306-10

kullanimini glclestirir . Thio CL, Lancet 2002;360:1921-6
gucles e e Sulkowski MS,. JAMA. 2000;283:74- 80.
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. . . . 1, JOURNAL OF
Clinical Practice Guidelines O EASL | HEPATOLOGY

CrossMark

EASL 2017 Clinical Practice Guidelines on the management
of hepatitis B virus infection™

European Association for the Study of the Liver*

Natural history and assessment of patients with chronic HBV infection

HBV markers Liver disease
HBsAg Biochemical parameters: ALT
HBeAg/anti-HBe Fibrosis markers: non-invasive markers
HBV DNA of fibrosis (elastography or biomarkers)

or liver biopsy in selected cases

HBeAg positive HBeAg negative

Chronic infection Chronic hepatitis Chronic infection Chronic hepatitis
HBsAg High High/intermediate Low Intermediate
HBeAg Positive Paositive Negative Negative
HBY DNA =107 U/ml 104107 1U/ml <2,000 IWfml* >2,000 1U/ml
ALT Normal Elevated Normal Elevated"
Liver disease None/minimal Moderate/severe None Moderate/severe
Old terminoclogy Immune tolerant Immune reactive HBeAg positive Inactive carrier HBeAg negative chronic hepatitis

Klimik 2018 ST 21



Clinical Practice Guidelines

CrossMark

JOURNAL OF

%ﬂ
©°OEASL |HEPATOLOGY

EASL 2017 Clinical Practice Guidelines on the management
Recommendations ‘ - ‘ l

Pegl
Dose’ 180
HBV DNA <60-80 [U/ml 19%
ALT normalisation® 59%
HBsAg loss 4%

r

All patients with HBeAg-positive or -negative chronic
hepatitis B, defined by|HBV DNA =2,000IU/ml, ALT|
~ULN and/or at least moderate liver necroinilammation
or fibrosis, should be treated (Evidence level I, grade of
recommendation 1).

Patients with Enmpensated or decompensated cirrhnsis'
need treatment, wi V]

and regardless of ALT levels (Evidence level I, grade of
recommendation 1).

Patients -{ith HBV DNA =20,000 [lU/ml and ALT =2xU Lg
should start treatment regardless of the degree of hbro-

sis (Evidence level lI-2, grade of recommendation 1).

Patients with HBeAg-positive chronic HBV infection,

defined by persistently normal ALT and high HBV DNA
levels, may be treated if @Ey are older than 30 years |
regardless of the severity of liver histological lesions

(Evidence level Ill, grade of recommendation 2).

chronic HBV infection and family history of HCC or cir-
rhosis and extrahepatic manifestations can be treated
even if typical treatment indications are not fulfilled
(Evidence level I, grade of recommendation 2).

Nucleotide analogues
TDF TAF
245 mg 25mg
93% 94%
76% 83%
0% 0%

22
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Clinical Practice Guidelines 2O EASL | HEPATOLOGY

CrossMark

EASL 2017 Clinical Practice Guidelines on the management
of hepatitis B virus infection™

European Association for the Study of the Liver™

HIV&

HIV co-infected patients
Recommendations

# .

e All HIV-positive patients with HBV co-infection should
start antiretrovira| therapy (ART) irrespective of CD4 cell
count (Evidence level 11-2, grade of recommendation 1).

e« HIV-HBV co-infected patients should be treated with a
TDE- or TAF-based ART regimen (Evidence level | for
TDF, 11-1 for TAF, grade of recommendation 1).

Klimik 2018 ST 23



HIV& TEDAVI

Version 9.0
‘October2017

Hizla ART Baslanmasi Gereken Durumlar
» Akut/erken infeksiyon (akut retroviral sendrom) @E‘?‘;ﬂﬁ.i‘iﬁ'&ﬂ
> Gebelik
» HIV/hepatitis B-C koinfeksiyonu

> AIDS 1-ar‘|r"\|aylc| has-ra' | I(I HIv-il iskil i demans Ve Guidelines for the Use of Antiretroviral Agents
Al D S-i I 1S k' I l mC(| 19 nite {c e R

» Firsat¢i infeksiyonlar
> Diisiik CD4 sayisi (<200 /mm3)
» HIV iligkili nefropati (HIVAN)

Klimik 2018 ST
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HIV&
HBV'ye Etkili Antivirallerin HIV ile Infekte Hastalardaki Etkileri

Characteristics Interferon Pegylated Lamivudine  Emtricitabine  Adefovir Entecavir  Telbivudine Tenofovir diso-
alf=2b'  interferon alfa-2a’ proxil fumarate
Antiviral effect Immune [mmune Interference  Interference  Interference  Interference  Interference Interference

modulation ~ modulaton = of HBVDNA of HBVDNA ofHBVDNA ofHBVDNA  ofHBV  ofHEVDNA
synthesis synthesis synthesis synthesis DNA synthesis

synthesis
HIV-1 No No Yes Yes No, at low Yes No' Yes
activity dose’
Dosage and 10 millionTU 180mgSConcea 300mg/doral 200mg/doral 10meg/doral 05mg/doral’ 600mg/d 300 mg/d oral
administration ~ SCorIM3 week oral
times a week
Defined 48wk 48 wk Indefinite Indefinite Indefinite Indefinite ~ Indefinite  Indefinite
treatment
duration
Undetectable - - 40%-84% atl  53%at2yr 86%and  38% by theend - Upto9l%at5
HEVDNA yI 5.7% at36wk  of study (mean yr
36and48,  follow-up, 74
respectively’ wk)’

HBeAg %-20% 0%-20% 0%-3b%atl 14%atd8wk 9% at144 wk - - 50% of TDF use;
seroconversion y 57% of TDF plus

FICuseat5yr

sun HY"World J Gastroenterol. 2014: 28:20: 14598-614



HIV&

Guidelines HIV. http://www.aidsinfo.nih.gov/ContentFiles/
AdultandAdolescentGL.pdf.

Considerations for Antiretroviral Use in Patients with Coinfections

Hepatitis B/HIV Virus Coinfection (Last updated October 17, 2017; last reviewed October 17,
2017)

++ART baslamadan once HBsAg (+) tim hastalarda HBV DNA
ol¢lilmelidir (AIII).

“FTC, 3TC, TDF ve TAF hem HBV hem de HIV'e etkilidirler. ART
bel kemigi NRTI olarak bunlari igermelidir (AI).

“+*TDF veya TAF verilemiyorsa entekavir eklenmeli (BI).

“*Entekavir, HIV'e etkili ancak ART olmadan verilirse M184
mutasyon se¢imi olabilir, HIV'in 3TC ve FTC direnci (AIIL).

<Ozel hastalarda PegIFN-a monoterapisi degerlendirilebilir (CIT). a

Klimik 2018 ST 26



HIV&

Considerations for Antiretroviral Use in Patients with Coinfections

Hepatitis B/HIV Virus Coinfection (Last updated October 17, 2017; last reviewed October 17,
2017)

“+»Adefovir tek basina veya 3TC ya da FTC ve telbivudin
HBV/HIV koinfeksiyonunda énerilmez (CII).

“*HBYV tedavisinin kesilmesi reaktivasyona yol agabileceginden

kesmemeleri ve HBV agisindan da takip edilmeleri gerekliligi (AIT).

“*HIV'e karsi gelisen virolojik basarisizlik durumunda ART
modifiye edilecekse HBV tedavisine devam edilmelidir (AIIT).

Klimik 2018 ST R



Ty EACS Eurcpea
Gy | AIDS ImI A1 Societ October 2017. Version 9.0.

"

Treatment of HBV/HIV Co-infection

1. TDF intoleransi yoksa, TDF veya TAF baglanmalidir.

2. Koinfekte hastalarda kemik mineral yogunlugu degisiklikleri
takip edilmelidir.

3. TDF veya TAF kesinlikle verilemiyorsa, 3TC kullanma oykiisii
yoksa gli¢li bir ART'ye entekavir eklenmeli

4. KC sirozu ve diigiik CD4 sayisi olanlar ART ilk aylarinda IRIS ve

Klimik 2018 ST R
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HIV&

‘EACSh Jical Soc 1 October 2017. Version 9.0.

Treatment of HBV/HIV Co-infection

5. Dusuk potent (3TC gibi) bir HBV etkili ilaca gegerken YMDD
mutasyonlarina karsi dikkatli olunmalidir

6. HBV tedavisi hayat boyu verilmelidir.

7. HBeAg veya HBsAg serokonversiyonu olursa en az 1 yil daha
HBV tedavisi verilmeli. Sirozlu hastalarda asla kesilmemelidir.
8. KT veya immiin sipresif (ritiikksimab gibi) tedavi alan HBsAg
pozitif hastalara HBV-DNA seviyesinden bagimsiz olarak
TDF/TAF profilaksisi mutlaka eklenmelidir.

Klimik 2018 ST



HIV&

linica SoCiety

‘EACS opean October 2017. Version 9.0.

Treatment of HBV/HIV Co-infection

9. Yiiksek immiin siipresif (lenfoma KIT gibi) alan anti-
HBc pozitif HBV DNA ve HBsAg takip edilmeli,
edilemeyecekse hastalara, TDF/TAF profilaksisi

10. HBV asilamasi yapilan ancak antikor olugsmayan
hastalarda ART, TDF/TAF icermelidir.

Klimik 2018 ST 8



HIV&

Guidelines for the Use of Antiretroviral Agents in HIV-1-Infected Adults
and Adolescents

] ) ) ) Initial Combination Regimen for ART-naive Adult HIV-positive Persons
Considerations for Antiretroviral Use

in Patients wit h COi“fE ctions A) Recommended regimens {one of the following to be selected)””’
Hepatitis B (HBV)/HIV Coinfection .
. 2 NRTIs + INSTI
(Last updated: July 14, 2016 last reviewed: July 14, ABCATCIDTG" ABC/3TC/DT6G None AUCalMg-containing antacids or
2016) TAFIFTCVor | None multivitaming should be taken well
TOFFTC" 600/ 300/ 50 separated in time (minimum 2h
+DTG after or 6h before).
e DTG 50 mg bid with rifampicin.
— e TAFIFTCIEVGIe " or VIt (U OTT=0 Mg, 1 taniet qd or With food AUCa/Mg-containing antacids or
Y/ 7 . TDFIFTCIEVGIe . . 1tablet qd tivitamins should be taken well
Ay DTG (‘l’lVICG!) Iarated in time (minimum 2h
) r or 6h before).
y bt y TAFIFTC™ or 0 Nol TAF/I ' C administration of antacids
- y TDFIFTC taining Al or Mg not recom-
‘ & +RAL TDF/F ' C ded. RAL 400 or 800 mg bid
- a ifampicin.
» . EVG @ rifampicin
[ S— 2NRTIs + NI R A i W B AL
- i ﬁg!!!gxg if CD4 count > 200 cells/pL
- Hlvend) oA HIV-VL < 100,000 copies/mL.
< ;‘/Z mmm contra-indicated; H2 antago-
C to be taken 12h before or 4h
A "'W;' i 1 r RPV.

CpS == amme-mroe| RAL (isentress)

4 \/r}, TAFIFTC' or = = With food Monitor in persons with a known
- TDFIFTC TDF/FTC 300/200 mg, 1 tablet qd sulfonamide allergy.
i + DRVic or DRV/c 800/150 mg, 1 tablet qd or
+ DRVIr + DRV 800 mg, 1 tablet gd + RTV 100 mg, 1 tablet qd |
HBV'ye etkili iki ilag
. L] L] L] . [ ]
1. Her iki virusta gelisebilecek direng sorununu

2. HBV ye karsi IRIS gelisme riskini azaltir

Klimik 2018 ST 31



HIV&
"Immune Reconstitution Inflammatory Syndrome”

(IRIS)
» IRIS: ART sonrasi immin sistem iyilesmesiyle HBV
ile iliskili KC hastaliginin alevlenmesi
« ART baslanmasindan 6-12. haftadan sonra CD4 sayisindaki
yikselmeyle ALT nin yikselmesi
« Akut hepatit B semptom ve bulgulari
« Sirotik olgularda alevlenme daha agir
« IRIS'in ART iligkili hepatotoksisite ve diger viral infeksiyonlarin

ayrimi zor



HIV& Koinfekte Son Donem Karaciger

Hastalari

> Bu olgularda monoinfekte olgularda oldugu gibi
interferon kontrindike ancak niikleozid analoglari

glivenlidir
» Olgular hepatologla konsiilte edilmeli

» Gereginde transplantasyona hazirlanmalidir

World J Gastroenterol.2014;20(2):414-24.



Orthotopic Liver Transplantation in
Human-Immunodeficiency-Virus-Positive Patients in Germany

£ s
g -
T 6 - TaBLE 4: Recurrence and prevention of hepatitis B in HIV-positive
=z 5 n - patients after OLT.
& 4
?:Iﬂcj ;| I 3 3 I 3 3 3 Viral hepatitis HRBV theranv HRBV virus
T 218 N . .- negative
5 ]E < HIV& infekte hastalarda rekiirrens ...
é 0+ o negative
: £ % 11/12 engellenmis
negative
negative
Figure I: Thirty-eigh negative
infected patients from negative
7 O o® ’ T
“*» HIVAHCV hepsi niiks
Reasons for OLT HBV LDF HBSAg negative
N - 11 HBV/HCV TDE, HBs-1 HBsA ativ
HCV coinfection 19 (1 ETOH, 5 HCC) BV ETCS 8 HBS f “Eg"tf"e
: : sAg negative
HCV+HBV coinfection I (1 HCC)
HBV coinfection 10 (1 ETOH, 1 HCC)
HBV+HCV+HDV coinfection I
Budd-Chiari syndrome I

“imik AFPS Research & Treatment.2012. ID 197501



World J Gastroenterol.2014;20(2):414-24.
Outcomes and management of viral hepatitis and human

immunodeficiency virus co-infection in liver transplantation

HIV (+) Karaciger Transplantasyonu adayin karsilamasi gereken
olgutler

v CD4 > 100 h/pL (firsatgi infeksiyon éykiisii varsa CD4 >200)

v' HIV RNA<50 k/mL

v AIDS tanimlayici hastaliginin olmamasi

v" IRIS tablosunun bulunmamas

v' PML, intestinal kriptosporidiozis, primer SSS lenfomasi olmamasi

Table 2 Summary of outcomes post orthotopic liver transplant in hepatitis B virus/human immunodeficiency virus co-infection

Ref. Study period Country Comments
Coffin et I 20012007  United States 22 About 50% had detectable HEV pre
transplant
Tateo et al’™” 19992007 France 13 1 co-infected with HDV, 2 with HCV, 4
with HCV and HDV
Anadol et al™ 1997-2011 Germany 10 61°
Schreibman ef al™ 19992006 United States 8 NR 2 co-infected with HCV, 1 fulminant hepatic

W failure
Norris ef al™ 19952003  United Kingdom 4 KBhik 2018 ST100%NG 35




World J Gastroenterol/2014;20(2):414-24.

Outcomes and management of viral hepatitis and human
immunodeficiency virus co-infection in liver transplantation

Table 4 Drug-drug interactions: Antiretrovirals and immunosuppressants™*'®*!

Steroids Calcineurin inhibitors mTOR inhibitors Antimetabolites
(cyclosporine/tacrolimus) (sirolimus, everolimus) (mycofenylate mofitl)

PI Significant ~ Significant increase in immunosuppression levels  Significant increase in - Generally no effect; levels may decrease

increase in general. immunosuppression  with nelfinavir, lopinavir/ ritonavir

Calcineurin inhibitor levels may increase or levels
decrease with exposure to either amprenavir or
fosamprenavir

NNRTI Mild decrease Mild decrease in level Mild decrease in level No effect on immunosuppressant levels.

in level May decrease nevirapine levels
NRTI No effect No effect No effect May be increased with zidovudine
Integrase inhibitors ~ No effect Increased with elvitegravir Increased with Increased with elvitegravir

elvitegravir

CCR5-agonists No effect
Fusion inhibitors No effect

HIV&HBYV koinfekte hastalar nakil sonrasi 6mir boyu;
*Anti-HBs > 100 IU/L => HBIG + tenofovir veya entekavir -



HIV&
HBV Serolojisi Negatif HIV olgular

+HBYV bulasi acisindan riskli davraniglar ve bulasi

onleme yollari anlatiimal
»Cinsel temas sirasinda alinmasi gereken onlemler
» IV uyusturucu bagimlilarinin enjektar paylasiminin énlenmesi

» Dovme ve piersingden kaginma

Organization

Klimik 2018 ST




Aile destegi

Sosyal destek

Alkol ve uyusturucu
kullanimi

Depresyon durumu
Kognitif fonksiyonlari

Meslek
Saglik glivencesi

https://aidsinfo.nih.gov/contentfiles/lvguidelines/adultandadolescentgl.pdf



HIV&™™" HBV Serolojisi Negatif HIV olgular:

__— HBVDNA

HBs Ag +
" HBs Ag A
Anti HDV J

Anti HBc
._ Anti HBs

HBs Ag -

Asi }

HIV (+) olgularda hepatit aginin immdunijenitesi dustktir
» CD4 sayisi disuk
» HIV RNA'sI saptanabilir diizeyde
» HCV koinfeksiyonu varligi asiya yaniti disiirmekte
<+ CD4 sayisi 200 altinda oldugunda yanit %25




HIV&
Original Article

Immune Response to Standard Hepatitis B Vaccination in HIV-Infected Patients
Amitis Ramezani', Minoo Mohraz', Mohammad Banifazl’, Maryam FDI‘DIIghi.I, Ali Eslamifar’, Arezoo .-iglmlr.hanij'

| Department of Clinical Research, Pasteur Institute of Iran, Tehran, Iran.
2 Iraman Research Center for HIV/AIDS, Tehran, Iran.
3 Iraman Society for Support of Patients with Infectious Diseases, Tehran, Iran.
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Abstract

Introduction: Due to their similar routes of transmission, human immunodeficiency virus (HIV) and hepatitis B
virus (HBV) co-infection occurs considerably. HBV infection progresses more rapidly in HIV-infected patients.
Therefore, HBV vaccination of all non-immune HIV infected patients is recommended. On the other hand, HIV-
infected subjects have suboptimal responses to HBV vaccine. In this study, we aimed to determine the immune
responses to standard HBV vaccination in HIV-infected patients. Methods: Fifty-six HIV infected patients who
lacked evidence of either prior HBV infection or immunity were subjected to standard HBV vaccination, ag 3
intramuscular injections of the standard dose (20 Liz) of recombinant HBV vaccine at months 0. 1 and 6. Hepatitis
B surface antibody (anti-HBs) titers were checked in all cases one month after the vaccination. A protective
antibody response was defined as an anti-HBs titer of =10 IU/L. Results: HBV seroprotection was observed in
56.6% of HIV-infected patients. There was no significant difference between cases with and without
seroprotection regarding age, sex, possible route of HIV acquisition, CD4 count, receiving antiretroviral therapy
(and its duration) and HCV infection. Conclusion: Our study confirms previous reports that HIV-infected patients
have a lower response rate to the standard HBV vaccination compared to general population. So other strategies
are needed to improve the HBV vaccine response rate in HIV cases.

Kevwords: Human Immunodeficiency Virus{ HIWV). Hepatitis B Virus{HBV). Vaccination.
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Recommended Immunizations for HIV Positive Adults

A ssociated l

Disease Dosage I Comments and Warnings

Immunization Name I

Recommended for All HIV Positive Adults

T e e e o e C
may be necessary if antibody levels are too low.
Ref. Year Scheetles/ Age,  CART HIV-1VL, RNA copies/ CD4, median,  Response rate ~ Predictors |
ministration ~ median, yr mL < 10000 cells/uL |
) ,1to 3, 6 mo, IM 3 HIV-1 uninfected 85.7% (3 x 20 (CD4 =500 cells/pL; female
Irungu et al'™ 2013 0% 65.7% 557 64.2%
Alternative strategies v .
Fonseca ef al® 2005 0,1, 6m¢, IM 37 85.1% 80.9% = 350,59.6% % CD4 > 350 cells/ puL; HIV-1 VL <
&78% 75,5% = 350,571% 47% (P =007) 10000 copies,/ mL
Comejo-Judrezet al™ 2006 01, 6m0,IM 356 564%  <20000,56.6% = 200,488% 61.5% CD4 = 200 cells/pL.
341 725% = 20000, 55.6% = 350,475% 60% (P =(L89)
Potsch et ai™? 2010 0,1,2,6 mo, IM 36 9% <80, 0% 402 89%| 3 x 40 |HIV-1VL< 80 copies/mL
Launay ef al™* 2011 0,1, 6mo,IM 43 86 % <50, 9% 516 65% (95%CI: 56-72) Young age; four-dose
0,1,2,6 mo, IM 42 80% <50, 7% 500 82% (95%CL.77-88)| 3 x 20
0,1,2,6mo,ID 43 86 % <50, 78% 482 77% (95%CL: 56-72)

HBV agsilart HIV (+);

v CD4 > 350 ab yaniti yiiksek

v Glvenli
v' Hastalik ilerlemesinde etkileri yok
v" Yeni adjuvanlar denenmekte (GM-CSF/CP6 7909)

sun HY. World J Gastroenterol. 2014: 28;20: 14598-614

Insan B ve dendritic hiicreleri uyariyor



Figure 2. Recommended immunization schedule for adults aged 19 years or older by medical condition and other indications, United States, 2017

Immuno- HIV infection Asplenia, Kidney failure, Heart or
compromised CDd+ count persistent end-stagerenal | lung disease, Men who
(excluding HIV [cells/pLp731 complement disease, on chronic Chronic liver Healthcare have sex
Vaccine Pregnancy'®?® | infectionf™" | =200 | =200 | deficiencies™ " | hemeodialysis™ | alcoholism” disease™ Diabetes™ | personneP*® | with men®5?
Influenza’ 1 dose annually
1 dosa
Td/Tdap® Tdap each Substitute Tdap for Td once, then Td booster every 10 yrs
pregnancy
MMR* 1 or 2 doses depending on indication
VAR® 2 doses
HZV* 1dose
HPV-Female® 3 doses through age 26 yrs
3 dosas
HPV-Male® 3 doses through age 26 yrs 3 doses through age 21 yrs through age
26 yrs
PCV13 1 dose
PP5V237 1, 2, or 3 doses depending on Indication
HepA® 2 or 3 doses depending on vaccine
HepB® 3 doses
MenACWY or MPSV4'™ 1 or more doses depending on Indication
MenB™ 2 or 3 doses depending on vaccine
3 doses

Hib™ post-HSCT 1 dose

recipients only

Recommended for adults who meet the
age requirement, lack documentation of
vaccination, or lack evidence of past infection

Recommendéa fordiLftSwith additional
medical conditions or other indications

42 )
No recommendation

- Contraindicated
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Sonug

« HIV pozitifligi saptanan tim olgular HBV
koinfeksiyonu agisindan arastiriimalidir

* Olgularda HAV, HCV ve Delta virus serolojisine
bakilmali,

« HBV serolojik gostergeleri negatif olan olgular HBV

asisiyla bagisiklanmalidir

« Seronegatif olgulara HAV agsisi yapilmalidir
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Sonug¢ olarak

- Tedavi gerektiren kronik HBV infeksiyonu olan HIV
olgularinda CD4 diizeyine bakilmaksizin hemen
HAART baslanmali

* Baslanacak olan HAART rejimi HBV ‘ye etkili en az

iki ilac icermelidir
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