HIV/AIDS ve HEPATIT B

Dog¢. Dr.Aysel Kocagiil Celikbas
Ankara Numune Egitim ve Arastirma Hastanesi

ayselcelikbas@gmail.com
24.03.2017



mailto:ayselcelikbas@gmail.com
mailto:ayselcelikbas@gmail.com
mailto:ayselcelikbas@gmail.com
mailto:ayselcelikbas@gmail.com

@ BLOG ‘ SERVICE LOCATOR

AIDS.gov

Changing to HIV.gov in Spring 2017

GLOBAL STATISTICS

# POSITIVE SPIN

Home / HIV/AIDS Basics / HW/AIDS 101 - Global Statistics

A\ HIV/AIDS FEDERAL NEW NEWS &
ﬁ BASICS RESOURCES MEDIA EVENTS

— 400 milyon HBV

SUBSCRIBE  TRANSLATE  TEXTSIZE  PRINT

36.7 MILLION

people worldwide are currently living
with HIV/AIDS.

The vast majority of people living
1.8 MILLION with HIV are in low- to middle-income
CH' LDREN countries, particularly in

Sub-Saharan Africa.

worldwide are living
with HIV. Most of these
children were infected
by their HIV-positive
mothers during
pregnancy,
childbirth or
breastfeeding.
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World Hepatitis Day, 28 July 2016

WHO encourages countries to

act now to reduce deaths from
ACT NOW

25 July 2016 — WHO urges countries to take
rapid action to improve knowledge about
hepatitis, and to increase access to testing and
treatment services. Teday, only 1 in 20 people
with hepatitis know they have it. And just 1 in
100 with the disease is being treated. "The world
has ignored hepatitis at its peril,” said Dr
Margaret Chan, WHO Director-General. "It is

)|
37 milyon HIV ay
time to mobilize a global response to hepatitis on
m l yo n the scale similar to that generated to fight other 3 '

like HIV/AIDS and tuberculosis.”

Read the press release
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400 million 95% 90%

Viral hepatitis affects 400 million people globally An estimated 95% of people with hepatitis do not QOver 90% of people with hepatitis C can be completely
Every year 6-10 million people are newly infected. know there are infected cured within 3-6 months,



HIV ve HBV Bulas yollar:

Risk altinda olabilirsiniz

Hepatit ve HIV herkese bulagabilir
Bulas yollar:

Glvenli olmayan
enjeksiyon ve tedaviler

Anneden bebege

Guvenli olmayan
se IV Uyusturucu

e




HBV- HIV Koenfeksiyonu

- KAN
- CINSEL TEMAS

. VERTIKAL BULAS

- KAN
- CINSEL TEMAS
- VERTIKAL BULAS



HIV-HBV Koenfeksiyonu Riski
HB\( Prevalansu ilg Bag‘jlqntlll
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Chronic Hepatitis B Prevalence _I
B High (= 8% of population)
|:| Intermediate (2%—7% of population)
. Low (< 2% of population) Source: (DC

% HBV prevalansi diisiik olan tlkelerde
ko-infeksiyon orani %5 -7
% HBV prevalans: yiiksek olan tlkelerde

ko- infeksiyon orani %10 - 20



HIV/ HBV Koenfeksiyonu

HIV olgularinda hepatit B viriisi koenfeksiyonu
%6- 13

Homoseksiiel erkek HIV olgularinda
%9-17

Heteroseksiiel HIV olgularinda
7%4-6

Sun HY. World J Gastroenterol. 2014: 28;20(40):14598-614



HIV-HBV Koenfeksiyonu Prevalansi

!':i Taiwan 41%
&x‘ T

HIV olgularinda hepatit B virlisii koenfeksiyonu sik ( %6- 13) gortlmektedir

ANEAH’de takip edilen HIV olgularinda HBV koenfeksiyonu % 5
Sun HY, Am J Gastroenterol 2009
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HAART Oncesi Dénemde HIV/HBV

Koenfeksiyonunda Karaciger Patolojisine Bagli Mortalite
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Thio CL, Lancet 2002;360:1921-6



HBV'nin HIV Uzerine Etkisi

MAJOR ARTICLE

CID 2009:48 (15 June) = HIV/AIDS

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

% HBV, CD4 hiicrelerinde azalmaya yol agar
% HBV X proteini HIV replikasyonunu arttirir
% Hepatit HAART tolerabilitesini bozar

% HARRT yaniti agisindan fark yok*



MAJOR ARTICLE

) o

Hepatitis B Virus Coinfection Negatively Impacts H IV 14 H B V
HIV Outcomes in HIV Seroconverters U : « .
zerine Etkisi

Helen M. Chun,'5 Mollie P. Roediger,'” Katherine Huppler Hullsiek,'” Chloe L. Thio,® Brian K. Agan,’

William P. Bradley,' Sheila A. Peel,® Linda L Jagodzinski,'* Amy C. Weintrob,'® Anuradha Ganesan,'?

Glenn Wortmann,'# Nancy F. Crum-Cianflone,'t Jason D. Maguire,'? Michael L. Landrum,''® and the Infectious
Disi

"Infe

« % HIV dogal olarak hepatotropik bir viris degil

of R
Navi
Reat

“ % Karaciger hiicreleri tizerinde dogrudan sitopatik etkisi var
% Pro-inflamatuvar yanitta bozukluk ve apoptozda artis

% HBV/HIV koinfekte hastalarda siroz, son donem karaciger
hastaligi ve HCC daha sik

¥ Ileri HIV enfeksiyonu, anti HBs pozitif olan bir olguda bile
HBV aktivasyonuna yol agabilir

Chun HM. J Infect Dis 2012: 185-93
Sun HY. World J Gastroenterol. 2014: 28;20(40):14598-614



HIV-HBV Koenfeksiyonu

HIV ‘ fillcresel Kronik HBV

Imminite Si
Iroz
rogresyonu Firsatgi g
Prog Y enfeksiyon HCC

HAART hepatotoksisiteye yol agabilir
Hepatitle iligkili karaciger hasarit HAART kullanimini

Colin JFHepatology 1999:29:1306-10
N . Thio CL, Lancet 2002:360:1921-6
glglestirir Sulkowski MS,. TAMA. 2000;283(1):74- 80.



Yeni Tesbit HIV Pozitif Olguya
Yaklasim

N

HBs Ag
Anti HBc

HBV DNA
Anti Delta




HBV Serolojisi Taramasi

Seroloji Seroloji
negatif pozitif

TEMASIN ve BULASIN HEMEN
ONLENMESI KOENFEKSIYON
HASTALIGIN TEDAVISI
ONLENMESI BASLANMAK




HBV Serolojisi Negatif
HIV olgulart

HBV bulasi acisindan riskli davranislar ve bulasi

onleme yollari anlatiimali

#Cinsel femas sirasinda alinmasi
gereken onlemler

% IV uyusturucu bagimlilarinin
enjektor paylasiminin énlenmesi

% Dovme ve piersingden kaginma
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Recommended Immunizations for HIV Positive Adults

Immunization Name

Associated
Disease

Dosage

Comments and Warnings

Recommended for All HIV Positive Adults

Hepatitis B virus

(HBV)

Hepatitis B

3 shots over a 6-
month period

Recommended unless there 1s evidence of immunity or active
hepatitis. Blood test to check for HBV antibody levels should be
done after completion of immunization series. Additional shots
may be necessary if antibody levels are too low.

Must be given every vear. Only imjectable flu vaccine should be

Influenza Flu 1 shot given to those who are HIV positive. The nasal spray vaccine
(FluMist/LAIV) should not be used 1n this population.
Should be given soon after HIV diagnosis, unless vaccinated

Polysaccharide Poe nia 1 or 2 shots within the previous 3 yvears. If CD4 count 15 = 200 cells/mm’ when

pneumococcal B the vaccine 15 given. immumzation should be repeated when CD4
count 15 = 200 cells/mm’. Repeat one time after 5 years.

Tetanus and Diphthenia |1. Lockjaw ) .

Toxoid (Td) 2. Diphtheria | *2°! Repeat every 10 years.

1. Lockjaw Recommended for adults 64 vears of age or vounger and should
Tetanus. Diphtheria, 2- Dinhtheria |1 shot be given in place of next Td booster. Can be given as soon as 2
and Pertussis (Tdap) 3' p P _ ' vears after last Td for persons in close contact with babies under
. Pertussis

12 months and health care workers.




HBV Serolojisi Negatif
HIV olgular:

CD4 diizeyine bakilmaksizin ilk vizitte asilanmal

wIzole Anti HBc pozitifligi olup
HBV DNA negatif olanlara

3 doz hepatit B asisi yapilmalidir




HBV Serolojisi Negatif
HIV olgular

HIV pozitif olgularda hepatit asinin imminijenitesi oldukga
dusuktir
% CD4 sayisi distk olan,
% HIV RNA'sI saptanabilir diizeyde olan,
% HCV enfeksiyonu da bulunan olgularda
astya yanit orani duguktir.

CD4 sayisi 200 altinda oldugunda cevap orani %25 civarindadir



Vaccine ResearchVolumel-Number2-Nov?

Criginal Article

Immune Response to Standard Hepati
Amitis Ramezani', Minoo ."Irluhrazl, Mohammad Banif|

1 Department of Clinical Resea
2 Iranian Research Cey
3 Iraman Society for Support of Pa

Accepre

Abstract
Introduction: Due to their similar routes of transmis
virus (HBV) co-infection occurs considerably. HBY
Therefore, HBV vaccination of all non-immune HIV]
infected subjects have suboptimal responses to HBV
responses to standard HBV vaccination in HIV -infey
lacked evidence of either prior HBV infection or in
intramuscular anEEtI'EInS ni Ihe standard dose [ED j.lg:l

Elntlb!}d‘i,f respﬂns-: was defined as an antl HBs tlt-:r
56.6% of HIV-infected patients. There was no

seroprotection regarding age, sex, possible route of
(and its duration) and HCV infection. Ennl:lusmn O

are needed to improve the HBV vaccine response rate

Kevwords: Human Immunodeficiency Virus(HIV). |

Table. 1. Studies companng seroprotection rates of standard Hepatitis

B vaccination in HIV-positive patients.

Public ations

Colher eral. (1988) |24]

Seroprofection Rates
CD4 =500 : §7.5%
CDd <500 33 2%

Hess er al. (1989) | 23]

(%0

Rey er al. (2000} | 15]

CD =500 87.5%

Wilson ef al. (2001) |22

CDd 200-500): 33.3%

29.1%

kaech eral (2012)]36]

Alaei et af (2003) |29]
Tedaldi er al. (2004) | 19] 37.2%
Candhi er al. (2005) | 18] 62.3%
COwerton e al. (2005) | 16] 17.5%
Fonseca e al.(2005) | 13] 34%
Cornejo-Juarez ef af. (2006) [26] | 60.7%
Janhakhsh ef al. (2006) | 30] 52. 7%
Velga eral. (2006) [31] 59%
Ungulkramwit ef afl. (2007) [32] 46%0
Bailey er al (2008) [27] 17%
Paitoonpong ef al (2008) | 28] 71 4%
Landrum ef af. (2009) [ 33] 35%
Psevdos er al. (2010) |34 34. 7%
Launay ef al (2011) [35] 63%
il V.

L o0




World Journal of

Gastroenterology

Submit a Manuscript: http:/ / www. wjgnet.com/esps/
Help Desk: http:/ / www . wjgnet.com/ esps/helpdesk.aspx
DOI: 10.3748 / wijg. v20.i46.17360

World | Gastroenterol 2014 December 14; 20{46): 17360-17367
ISSMN 1007-9327 {print] IS5N 2219-2840 (online)
© 2014 Baishideng Publishing Group Inc. All rights reserved.
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Hepatitis B and human immunodeficiency virus co-infection

Bao-Chau Phung, Philippe Sogni, Odile Launay 4 doz

Table 1 Immunogenicity of 4 intramuscular double doses and 4 intradermal low doses vs standard hepatitis B vaccine regimen in

adults with human immunodefidency virus™"

m =424 IM20 pgx 3 IM 40 pg x 4 ID 4 pg x4
n=141 =145 g = 140

Response rates 65% 82% 7T

At week 28 93 %CI: 56%-72% 95Ul 77 %-BE% 95 %CT: A9%-B4%

{Anti-HBs > 10 mIU/ mL)

High responders rabes

(Anti-HEs > 100 mIU/mL)

41%
95 %ClI: 33%-50%

P<0.000 s IM 20 = 3
4%
95%CT: 6e%-51%
P<0.001 s IM 20 = 3

Pe=(002ps IMMN =3
3%
95%CT: 4%-61%
P=(06 s IM N =3

Anti-HBs: Antibody to hepatitis B antigen.
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Vaccine 2005 Apr 22;23(22).2902-5.

Randomized trial of recombinant hepatitis B vaccine in HIV-infected adult
patients comparing a standard dose to a double dose.

Fonseca MQ' Pang LW, de Paula Cavalheiro N, Barone AA Heloisa Lopes M.

Standart doza yanit 7% 34,

yanit alinamayanlara ¢ift doz asi uygulanmasi durumunda

yanit % 47 bulunmus

NIH Public Access

Author Manuscript

Publizhed in final edited form as:

Lancet Infect Dis. 2012 December ; 12(12): 966-976. do1:10.1016/51473-3099(12)70243-8.

Strategies to increase responsiy
in adults with HIV-1

Jennifer A Whitaker, Nadine G Rouphael, Sril
Mulligan

Division of Infectious Diseases, Emory Universit
Emory Vaccine Center, Decatur, GA, USA (J A Y
MD, L Lai MD, Prof M J Mulligan MD); and Mayg

v'Cift doz asi

v'4 doz intradermal asi (0,1,6,12. ay)
v'Hepatit A agsisi ile kombine as!
v'Adjuvan eklemesi ile giiglendirilmis as!




HBs Ag Pozitifliginin Degerlendirilmesi

Tablo1  Kronik HBV Infeksivonunun Laboratuvara Dayali Siniflandiriimasi

Anti-HBs  Anti-HBc Anti-HBe HBV DNA

HBsAg HBeAg

Kronik aktif HBV

............. + - + — - +
............. + - -+ - + +
_________________ - - + - +/— +b

+ - - -

Inaktif HBV tasiyiciligi + -

WANnti HBc ve Anti HBs pozitifligi olan olgularda % 6.6 - 58.6 Anti HBs kaybi

% Tzole Anti HBc pozitifliginde HBV viremi insidansi % 1-36

Panel on Opportunistic Infections in HIV-Infected Adults and Adolescents. Guidelines for
the prevention and treatment of opportunistic infections in HIV-infected adults and
adolescents: recommendations from the Centers for Disease Control and Prevention



Olgu 1

25.10.2016
% 30 yasinda erkek, marangoz

% Bulanti, kusma, idrar renginde koyulasma
ikter ve ates sikayeti ile basvurdu. Uykuya

meyilli. Koopere oryante

¥ 5 yil 6nce bir kez HBsAg pozitifligi oldugu

soylenmis. Korunmasiz cinsel temas

IV ilag kullanim oykisu




Olgu 1

BK: 6800
Pargali: % 51
Lenfosit: % 27
Monosit: % 17
Trombosit :113000
CRP: 38 mg/L

# O & & £ & & £ £ &£ &£ & & &

AKS: 90 mg/d|
Ure: 33mg/d|
Kreatinin: 0.7mg/dl
ALT: 2393 U/L
AST: 1858 U/L
G6T:77 U/L
ALP: 136 TU/L
Amilaz 54 TU/L
LDH 582 U/L
CPK 27 U/L

T. Protein:7.7 g/dI
Albumin: 2.7 g/dl
T. Bil: 11 mg/dI
I. Bil: 6 mg/dl

PT: 21 sn
INR: 1.89
Fib: 184
HBs Ag+,Anti HBc total+
Anti Hbe+
HBV DNA: 262 000 TU/ml
Delta Ag ve Anti Delta -
Anti HAV Ig G+
TORCH Ig M -

Ig G ler+

VDRL: -




Olgu 1

Entekavir 0.5 mg tab

% Kiltirler negatif

% Ultrasonografi:

Karaciger boyutlari artmis olup sag lob kraniokauda

Yiizeyi diizglindir. Parankim eko siddeti artmistir

Portal ve hepatik vendz sistem, intrahepatik safra yol f
genisliktedir

Safra kesesi, koledok ve pankreas normal b Kronik HBV

aktivasyonu

Dalak boyutlari hafif artmis olup kraniokaudal bo

eko paterni homojen



Olgu 1

% Anti HIV pozitif HIV+ HBV

s HIV RNA: 176000000 kopya /| '“’e",fe,k;'ymu
-

% CD4: 133, @ -,

% CDS8: 618,
% CD4/CD8:0.2




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

Initiation of Antiretroviral Therapy ™| Section Only PDF (270 KB)
(Last updated: January 28, 2016; last reviewed: January "5 Full Guideline PDF (1.21 MB)
28, 2018) "5 Recommendations Only PDF (88.9 KB}

™| Tables Only PDF (563 KE)

Panel's Recommendations for Initiating Antiretroviral Therapy in Treatment-Naive Patients

Panel's Recommendations

s Antiretroviral therapy (ART) is recommended for all HIV-infected individuals, regardless of CD4 T
lymphocyte cell count, to reduce the morbidity and mortality associated with HIV infection (Al).

s ART is also recommended for HIV-infected individuals to prevent HIV transmission (Al).

s When initiating ART, it is important to educate patients regarding the benefits and considerations
regarding ART, and to address strategies to optimize adherence. On a case-by-case basis, ART may
be deferred because of clinical and /or psychosocial factors, but therapy should be initiated as soon as
possible,

Rating of Recommendations: A = Strong, § = Mogerate; C = Qptional
Rating of Evidence: | = Data from randomized controlled trials: i = Data from well-designed nonrandomized trials or observational cobort

studies with long-term clinical outcomes; Il = Expert opinion




Box 1. The START study

The interim results of the Strategic Timing of Antiretroviral Treatment (START) trial were
reviewed as a complementary assessment of the evidence. This study enrolled 4685 people
at 215 sites in 35 countries. Twenty-seven percent of the participants were women, and
approximately half were gay men. The study examined the rates of AIDS and serious
AIDS-defining illness or death among people who were randomized to receive immediate
ART versus deferring ART until their CD4 count dropped below 350 cells/mm?. The median
baseline CD4 count was 651 cells/mm? in the intervention group. In the deferred group,

the median CD4 count at ART initiation was 408 cells/mm?3. Follow-up lasted for a mean

of three years. A total of 86 events (death, AIDS and serious non-AIDS events) occurred
among those with later treatment initiation, whereas 41 events occurred among those
starting ART immediately, representing a 57% reduction in negative outcomes among those
treated early. In both groups, most events occurred when CD4 counts were higher than 500
cells/mm3. The study also showed that immediate ART reduced both AIDS-related and non-
AIDS-related events, but the benefit was greater for AIDS-related events. Tuberculosis (TB),
Kaposi sarcoma and lymphoma — the most ==—=~- HIRE eefmted et el el
less frequently in the immediate ART group.

malignancies) were lower in the immediate / 21 When to start ﬂﬂtirEtrﬂ\i’irﬂ| therﬂ py

were similar between groups. These effects:

levels and across geographical regions. 2.1.1 When to start ART among adults (>19 years old)
Recommendation

*  ART should be initiated among all adults with HIV regardless of WHO clinical stage and

at any CD4 cell count (strong recommendation, moderate-quality evidence).

0 As a priority, ART should be initiated among all adults with severe or advanced HIV
clinical disease (WHO clinical stage 3 or 4) and adults with CD4 count =350 cells/mm?

(strong recommendation, moderate-quality evidence).




HIV-HBV Koenfeksiyonu

International journal of Infectious Diseases 28 (2014) 29-34

Contants lists available at SciencaDirect

International Journal of Infectious Diseases

[NTERNATIONAL SOCIETY
roR InrcTrous Discase:

journal homepage: www.elsevier.com/locate/ijid

Impact of hepatitis B virus infection on HIV response to antiretrovira.
therapy in a Chinese antiretroviral therapy center

Rongrong Yang, Xien Gui”, Yong Xiong, Shi-cheng Gao, Yajun Yan

Deparmment of Infecious Diseses, Zhongnan Hospital of Wihan University, 169 Donghu Roed, Wuhan 430071, Ching

Erken ART

% HIV viremisini baskilar

Survival probability

1.0
::—_‘_"_'_'_‘_l—.—, M HIV/HBV-coinfected subjects
09 J1  HIV-monoinfected subjects
+  HIV/HBV-coinfected subjects-censored
05— + HIV-monoinfected subjects-censored
04—
0.2
P =0.0001

0.0~

T T T T 1 T

10 20 30 40 30 60

Months since start HAART

% IRIS veileiligkili karaciger fibrozisi ilerlemesini engeller

% HAART yaniti daha disik



HIV/HBV Koenfekte Olgulara
Yaklasim

% HIV/HBV koenfekte olgularda her iki virisiin es
zamanl tedavisine odaklaniimali

W Karaciger fibrozisinin degerlendirilmesinde

noninvaziv metodlar (Fibroscan elastometri)
oncelenmeli

% Karaciger biyopsisi de gerekebilir

Miailhes P, Proficiency of transient elastography compared to liver biopsy for the assessment of fibrosis
in HIV/HBV-coinfected patients. J Viral Hepat. 2011,;18(1):61-69.



Anti HBV HBV+HIV Anti HIV
ilaglar etkili ilaglar ilaglar

l | i

Interferon a

Lamivudin Tenofovir
Adefovir Tenofovir Emtristabin
Telbividin Emtristabin Lamivudin
Peginterferon Lamivudin Diger HIV

>nofovi Entekavir

Koenfekte olgulara baslanan HAART rejiminde
hem Hepatit B'ye hem de HIV'e kars: etkili en az iki ilag

yer almali

Lok AS, Hepatology. 2009;50:661-662



HAART

1 Integraz inhibitori

1 Proteaz inhibitord

1 NNRTI

1 Reseptor Antagonisti

1 Flizyon inhibitord




~ Naive Hastalara
Onerilen ART Rejimleri

DTGA3TC/ABC
DTG b FTC/TDF
DTGt FTC/TAF
EVG/GOBI/FTC/TDF )
EV6/dOBI/FTC/TAF
RAL +|FTC/TDF
RAL +\FTC/TAF
ATV/RTV f FTC/TDF
ATV/RTV |} FTC/TAF
DRV/RTVA + FTC/TDF
DRV/RTVA+ FTC/TAF

RPVfFTC/TDF
RPVIFTC/TAF
€O

References in slidenotes. Slide credit: clinicaloptions.com

M Onerilen W Alternatif W Eklenmemis



http://www.clinicaloptions.com/oncology

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

and Adolescents

Considerations for Antiretroviral Use
in Patients with Coinfections

Hepatitis B (HBV) /HIV Coinfection

(Last updated: July 14, 2016; last reviewed: July 14,
2016)

ART Baslamadan Once

HBsAg
bak

V DNA
bak

TOF/3TC

TDF/FTC
TAF/FTC

Panel's Recommendations Regarding Hepatitis B (HEV) / HIV Coinfection

Panel's Recommendations

e Before initiation of antiretroviral therapy (ART), all patients who test positive for hepatitis B surface
antigen (HBsAg) should be tested for hepatitis B virus (HEV) DNA using a quantitative assay to
determine the level of HBV replication (Alll).

* Because emtricitabine (FTC), lamivudine (3TC), tenofovir disoproxil fumarate (TDF) and tenofovir

alafenamide (TAF) have activity against both HIV and HBV, for patients coinfected with HIV and HEV,

ART should be initiated with the fixed-dose combination of TDOF/FTC or TAF/FTC, or the individual

drug combinations of TDF plus 3TC as the nucleoside reverse transcriptase inhibitor (NRTI) backbone

of a fully suppressive antiretroviral (ARV) regimen (Al).

Neden HBV ye etkili iki ilag
1. Her iki viriiste gelisebilecek direng sorununu

2. HBV ye karsi IRIS gelisme riskini azaltir

* |f ART needs to be modified due to HIV virologic failure and the patient has adequate HBY
suppression, the ARV drugs active against HEV should be continued for HBV treatment in combination
with other suitable ARV agents to achieve HIV suppression (Alll).

Rating of Recommendations: A = Strong; § = Moderate; C = Optional
Rating of Evidence: | = Data from randomized controllad trizfs: N = Data from well-designed nonrandomized trials or ohservational cohort

studies with long-term clinical outcomes; Il = Expert apinion




Immune Reconstitution Inflammatory
Syndrome (IRIS)

IRTS: ART sonrasi immin sistemin tfoparlanmasindan
sonra HBV ile iliskili karaciger hastaliginin alevlenmesi

% ART baglanmasindan 6-12. haftadan sonra CD4 sayisindaki
ylkselmenin baslamasi ile birlikte ALT nin yiikselmesi

seklinde gordlir

% Semptomlar ve bulgular akut hepatit B deki gibidir



Immune Reconstitution Inflammatory
Syndrome (IRIS)

¥ Ozellikle sirotik olgularda alevlenme agir seyreder

# TRIS'in ART iligkili hepatotoksisite ve diger viral

enfeksiyonlardan ayirt edilmesi zordur

% Bu nedenle ART baslandiktan sonra 6 ve 12 haftalarda
ALT nin bakilmasi onerilmektedir. ALT yiksekligi ile
birlikte karaciger sentez fonksiyonlarinda (INR ve

albumin ) bozukluk geligebilir



Olgu 1

% Anti HIV pozitif

s HIV RNA: 176000000 kopya /m HIV+ HBV
koenfeksiyonu

% CD4: 133,

% CD8: 618,

% CD4/CD8:0.2

2 NRTI + 1 integraz inhibitord
TRUVADA veya HIVEND‘ (Tenofovir emtristabin) + TLIVICAY (dolutegravir)

J
I
HIV+ HBV Entekavir 0.5 mg'a bir ay
daha devam edildi.




< United States

/I National Library ) L. iygff‘ )Wg
LM | of Medicine ) : e ' =4
e e Clinical and Research Information on Drug-Induced Liver Injury
e ' | s | ContactUs | CCE TRl Enter 2 dug name
e I DRUG RECORD

Overview

Product Information

Chemical Formula and Structure

beventy Grading

kelihood Scal Hepatotoxicity
£ st In large clinical trials, therapy with delutegravir was associated with alanine aminotransferase

References

w T Ty y

Other Reference Links

(ALT) elevations of greater than 3 times the upper limit of normal {(ULN} in 2% to 5% of patients,
but these rates were similar to those in comparator groups receiving matched background
optimized antiretroviral therapy without delutegravir. These elevations were not associated with
clinical symptoms and generally did not require dose modification. A& few instances of acute liver
injury with jaundice were described in the registration trials for delutegravir which occurred in
association with hypersensitivity reactions and resclved with drug discontinuation. The clinical
features of these cases were not provided and their association with dolutegravir as cpposed to the
concurrent antiretroviral agents was not fully established. The product label for dolutegravir
mentions hepatitis and hepatic failure as potential adverse reactions and states that patients with
hepatitis B or C coinfection are susceptible to worsening or flares of hepatitis with initiation of
dolutegravir therapy, perhaps as a conseguence of immune reconstitution syndrome.
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BK: 7000
Trombosit :145 000
ALT: B3 U/L
AST: 139 U/L
GGT: 65 U/L

ALP: 123 TU/L

T. Protein:7.7 g/dl
Albumin: 2.9 g/d|
T. Bil 2 mg/dI
I.Bil: 1.2 mg/dl
PT: 19 sn

INR: 1.5

% CD4: 297

% CD8: 1670

% CD4/CD8:0.18

% HIV RNA: 65 kopya/ml

% HBV DNA: 144 TU/ml




Baslangigtaki ART Rejimini Segerken
Dikkat Edilmesi Gereken Faktorler

Hasta spesifik Rejim spesifik
Bazel HIV-1 RNA Uzun sireli tolerabilite ve glivenlik
Kronik HBV veya HCV koenfeksiyonu Basitlik

Yiyecekle alim gereksinimleri

Renal fonksiyonlar

(ve beslenme aliskanliklari)

ART nin eslik eden ilaglarla etkilesimi ve

Hamile olma arzusu
hayat tarzi

Yasadigi uyusturucu kullanimi ART'nin dirence karsi genetik bariyeri
HLA-B*5701 durumu
Komorbiditeler ve komedikasyonlar

Genotipik ilag direng testi sonuglar

Beklenen uyum

DHHS Guidelines. July 2016.
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% HIV pozitif +

Dogrulama testi +

CD4:920 hiicre/ml

CD8 :1380 hiicre/ml
CD4/CD8: 0.7

HIV RNA: 10 000 kopya/ml

GFR: 55

HBs Ag ve HBe Ag pozitif, AST:70, ALT 65
HBV DNA: 5700 IU/ml

2 O | & & & & # #



Yanitlar

Koenfeksiyon

Hemen HAART baslanmasi gerekiyor

HBV eftkili iki ilag tedavide yer alacak

TDF /FTC ABC / 3TC
Truvada Epzicom
Hivend

GFR 55
Yakin takip
Gereginde doz
ayari

Entekavir
ekle

HLA B 5701
negatif

|




Appendix B, Table 7. Antiretroviral Dosing Recommendations in Patients with Renal or Hepatic

Insufficiency
ARVs
Generic Name Dosing in Hepatic
Usual Daily Dose* Dosing in Renal Insufficiency®
{Abbreviation) Impairment
Trade Name
MNRTIs

Stribild should not be initiated in patients with CrCl <70 mL/min. Use of the following fixed-dose combinations is not

recommended in patients with CrCl <50 mL/min: Atripla, Combivir, Complera, Epzicom, 5tribild, Triumeq, or Trizivir. Use of

Truvada is not recommended in patients with CrCl <30 mL/min.

Tenofovir Disoproxil
Fumarate Emtricitabine
(TDF/FTC)

Truvada

® | tablet PO once daily

CrCl Daose
(mL/mimn)
30-49 1 tablet g4&h
<30 or on Mot
HD recommended

Mo dosage

recommendation




200 mg oral capsule Mo dosage
once daily, or recommendation
240 mg (24 mlL) oral

solution once daily

Emtristabin doz ayar! ile kullanilabilecek bir ilag




Abacavir ® 300 mg PO EID Mo dosage adjustment necessary Chiild-Pugh Class A:

{ABLC) & 200 mg PO BID
Ziagen {use oral
solution)

Child-Pugh Class B or
C:

® Contraindicated

Lamivudine * 300 mg PO once crcl Dose Mo dosage adjustment
{3TC) dail, or (miLfmin) NeCessary
Epivir * 150 mg PO EID

30-49 150 mg q24h

1 x 150 mg, then

15-29

100 mg q24h

1 x 150 mg, then
5-14

50 mg g24h
<S5 oron | 1 x50wmg, then 25
HD*= mg q24h

Truvada yerine ilk tercih edilecek bel kemigi tedavi Abacavir + lamivudin olabilir
Abacavirde doz ayari yok. Lamivudin ise doz ayari ile kullanilabilir



Entekavir Renal Doz

Ginlik doz 0.5 mg.

CrCl > 50 ml/d doz ayari gerekmez

CrcCl 30- 49 ml/d 0.25 mg/ g veya 0. 5 mg 48 saatte bir

CrCl< 10 ml/d, hemodiyaliz veya CAPD 0.05 mg/g veya 0.5 mg 7 glinde bir




Yanitlar

Koenfeksiyon

Hemen HAART baslanmasi gerekiyor
HBV eftkili iki ilag tedavide yer alacak

TDF /FTC ABC / 3TC
Truvada Epzicom
Hivend

GFR 50

Entekavir
ekle

Yakin takip
Gereginde doz
ayari

HLA B 5701
pozitif

|
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ABSTRACT

Despite substantial progress in the development of antiretroviral regimens that durably suppress Human
Immunodeficiency Virus (HIV) infection, new agents that maintain high efficacy while further optimizing
the safety of lifelong, chronic therapy are needed. Tenofovir alafenamide (TAF; formerly known as GS-
7340) is a novel prodrug of the antiviral acyclic nucleoside phosphonate tenofovir (TFV) with
improved properties relative to tenofovir disoproxil fumarate (TDF). Although potent and generally well
tolerated, TDF therapy has been associated with changes in markers of renal function, decreases in bone
mineral density and a rare occurrence of serious renal adverse events, including Fanconi's Syndrome. The
renal and bone toxicity observed with TDF is associated with high circulating plasma levels of TFV. TAF
was discovered to be a more efficient prodrug able to further refine HIV therapy and better address life-
long therapy in an older and increasingly comorbid HIV infected population. By enhancing stability in
biological matrices while being rapidly activated in cells, TAE produces higher levels of intracellular TFV
diphosphate. the pharmacoloeica active metabolite in Jroef ce ] =lainF s : 3
dasesof TEV cquivalents AILTEV released o the hod s cuentually climinated renally: therefore,
lowering the TFV equivalents administered reduces off-target kidney exposure. Effective therapy is thus
achieved at approximately 90% lower systemic exposure to TFV, translating to statistically and clinically
significant improvement in safety parameters associated with bone mineral density and markers of renal
function.

© 2015 The Authors. Published by Elsevier B.V. This is an open access article under the CC BY license
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Appendix B, Table 7. Antiretroviral Dosing Recommendations in Patients with Renal or Hepatic

Insufficiency
ARVs
Ceneric Name Dosing in Hepatic
Usual Daily Dose* Dosing in Renal Insufficiency®
(Abbreviation) Impairment
Trade Name
NRTIs

Stribild should not be initiated in patients with CrCl <70 mL/min. Use of the following fixed-dose combinations is not

recommended in patients with CrCl <50 mL/min: Atripla, Combivir, Complera, Epzicom, Stribild, Triumeq, or Trizivir. Use of

Truvada is not recommended in patients with CrCl <30 mL/min.

Tenofowir
Alafenamide fEmtricitabine
(TAF/FTC)

Descovy

TAF 0
comp

comb

nly available as a
onent of fixed-dose

inations (i.e., Descovy,

Ceavoypa, and Oderzey)

TAF 10 mg PO daily
with EViG/C
(Cemvoya), or

TAF 25 mg PO daily
in other FDCs

CrCl Dose
(miL/ rin}
<30 or an Mot
HD* recommended

Child-Pugh Class A or
E.

® No dosage

adjustment

Child-Pugh Class C:

® No dosage

recommendation

Tenofovir alafenamide

GFR <30 veya hemodiyalizde kullaniimaz
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% HIV pozitif +

% Dogrulama testi +

% CD4:920 hiicre/ml
% CD8 :1380 hiicre/ml
% HIV RNA: 975 kopya/ml

% HBs Ag pozitif anti HBe ag pozitif
% GFR: 55

[ CD4/cD8: 0.7 ]

Long-term-nonprogressors
elite-controllers

Hasta HAART kullanmay:
reddediyor




Degerlendirme

W AST: 75 U/L, ALT: B5 U/L

% T.protein: 4.8 g/dl, Albumin:3.1 g/dI

% Hbe Ag: +, Anti HB e:-
% HBV DNA: 5700 TU/ml
% Trombosit 160 000

® INR 15

‘Noninvaziv yontemlerle
karaciger degerlendirmesi- fibroscan
Biyopsi:Direkt HAART tedavisi

baslanmiyorsa

~

\ Karaciger sirozu bulgulari yoksa/

% Batin US: Hepatomegali karaciger parankimi heterojen



HIV/HBV Tedavi Secenekleri

Lamivudin/ . -
Emtristabin
Tenofovir +++ 4+
Adefovir ++ ?
Entecavir +++ +
Telbivudine +++ -+

IFN / Peg-IFN +++ +



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

and Adolescents
Panel's Recommendations Regarding Hepatitis B (HEV) / HIV Coinfection

Considerations for Antiretroviral Use

in Patients with Coinfections Panel’s Recommendations

Hepatitis B (HBV) /HIV Coinfection
(Last updated: July 14, 2016; last reviewed: July 14,

2018a) ¢ Before initiation of antiretroviral therapy (ART), all patients who test positive for hepatitis B surface
antigen (HBsAg) should be tested for hepatitis B virus (HBV) DNA using a quantitative assay to
determine the level of HBV replication (Alll).
ART Baslamadan Once  level of HBV replication (Al o |
* Because emtricitabine (FTC), lamivudine (3TC), tenofovir disoproxil fumarate (TDF) and tenofovir

alafenamide (TAF) have activity against both HIV and HBV, for patients coinfected with HIV and HEV,
ART should be initiated with the fixed-dose combination of TDOF/FTC or TAF/FTC, or the individual
drug combinations of TDF plus 3TC as the nucleoside reverse transcriptase inhibitor (NRTI) backbone

Adefovir Entekavirin tek basina HBV tedavisinde

veya
Adefevir

-

kullanilmasi M184V mutasyonunun segilmesine neden

olarak HIV tedavisinde etkili lamivudin ve

emtristabin direncine yol agabilecegi igin

Lomivudlin
Emtristabn
Telbivudin

oner'llmez

* |f ART needs to be modified due to HIV virologic faﬂure and the patient has adequate HBVY
suppression, the ARV drugs active against HEV should be continued for HBV treatment in combination
with other suitable ARV agents to achieve HIV suppression (Alll).

Rating of Recommendations: A = Strong; § = Moderate; C = Optional
Rating of Evidence: | = Data from randomized controllad trizfs: N = Data from well-designed nonrandomized trials or ohservational cohort

studies with long-term clinical outcomes; Il = Expert apinion




Koenfekte Olgularda HBV
Monoterapisinde Segilebilecek A jan

% Interferon: Hbe Ag pozitif, ALT ve HBV DNA
diizeyi yliksek olan olgularda etkili, HIV'e karsi

etkinligi disik
WHIV agisindan direng gelisme sorunu olmayan bir

ajan bu nedenle HAART vermedigimiz olgularin
HBV tedavisinde tercih edilebilir



GASTROENTEROLOGY 2002;123:1812-1822

CLINICAL-LIVER, PANCREAS, AND BILIARY TRACT

Influence of HIV Infection on the Response to Interferon
Therapy and the Long-term Outcome of Chronic Hepatitis B

VINCENT DI MARTINO,* THIERRY THEVENOT,* JEAN-FRANCOIS COLIN,* NATHALIE BOYER,*
MICHELE MARTINOT,* FRANGOISE DEGOS,* JEAN-PIERRE COULAUD,' JEAN-LOUIS VILDE,'
FRANCOIS VACHON,* CLAUDE DEGOTT,S DOMINIQUE VALLA,* and PATRICK MARCELLIN*

% HIV + kronik HBV: interferon yaniti % 28
HIV - kronik HBV: interferon yanit1 % 51

_ (P 0.06)

—

IFN tedavisine kisa streli yanitta fark yok
% CD4 diisiikse yanit daha kétii (P 0.038)
% Reaktivasyon HIV pozitiflerde daha yiiksek (P 0.033)
% HIV pozitifler CD4<200 olanlarda siroz riski daha yiiksek
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% 28 yasinda kadin hasta
% Kronik hepatit B tanisi ile 5 yildir lamivudin kullaniyor
% HBV DNA 65 IU/ml

% 3 ay once esinde Anti HIV pozitif saptanmis
% ELISA anti HIV: + Dogrulama testi: +

% HIV RNA 345 000 k/ml

% CD4:245, CD8:318




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

and Adolescents

Considerations for Antiretroviral Use
in Patients with Coinfections
Hepatitis B (HBV) /HIV Coinfection

(Last updated: July 14, 2016; last reviewed: July 14,
2016)

ART Baslamadan Once

Anti HBV
ilaglarin

kesilmesi

hasarina yol
acan HBV

r-eaktivasyonuna

neden olur

Panel's Recommendations Regarding Hepatitis B (HEV) / HIV Coinfection

Panel's Recommendations

e Before initiation of antiretroviral therapy (ART), all patients who test positive for hepatitis B surface
antigen (HBsAg) should be tested for hepatitis B virus (HEV) DNA using a quantitative assay to
determine the level of HBV replication (Alll).

* Because emtricitabine (FTC), lamivudine (3TC), tenofovir disoproxil fumarate (TDF) and tenofovir
alafenamide (TAF) have activity against both HIV and HBV, for patients coinfected with HIV and HEV,
ART should be initiated with the fixed-dose combination of TDOF/FTC or TAF/FTC, or the individual
drug combinations of TDF plus 3TC as the nucleoside reverse transcriptase inhibitor (NRTI) backbone
of a fully suppressive antiretroviral (ARV) regimen (Al).

e« |f TDOF or TAF cannot safely be used, the alternative recommended HBY therapy is entecavir in addition
to a fully suppressive ARV regimen (BI). Entecavir has activity against HIV; its use for HBV treatment
without ART in patients with dual infection may result in the selection of the M124Y mutation that
confers HIV resistance to 3TC and FTC. Therefore, entecavir must be used in addition to a fully
suppressive ARV regimen when used in HEV/HIV-coinfected patients (All). Peginterferon alfa
monotherapy may also be considered in certain patients (CH).

* Other HBV treatment regimens including adefovir alone or in combination with 3TC or FTC and
telbivudine are not recommended for HBV/HIV coinfected patients {(CII).

* Discontinuation of agents with anti-HBY activity may cause serious hepatocellular damage resulting
from reactivation of HBV; patients should be advised against stopping these medications and carefully
monitored during interruptions in HEY treatment (All).

* |f ART needs to be modified due to HIV virologic failure and the patient has adequate HBY
suppression, the ARV drugs active against HEV should be continued for HBV treatment in combination
with other suitable ARV agents to achieve HIV suppression (Alll).

Rating of Recommendations: A = Strong; § = Moderate; C = Optional
Rating of Evidence: | = Data from randomized controllad trizfs: N = Data from well-designed nonrandomized trials or ohservational cohort

studies with long-term clinical outcomes; Il = Expert apinion
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WHIV-ile enfekte bireyler HBV igin lamivudin
veya emtristabin monoterapisi aliyorlarsa

W 3TC'ye ve FTC'ye karsi rtM204 de YMDD direng
mutasyonu gelisme riski yiiksektir

% Bu direng sonucunda, telbivudinde HBV'ye karsi
aktivitesini yitirecek, entekavirin ise etkinligi

azalacaktir.
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Bu olguda lamivudini kesmemek ancak tedaviye
hem HIV'e hem de HBV ye etkili bir ilaci daha

icerek HAART tfedavisi baslamak gerekir



Koenfekte Son Donem Karaciger
Hastalar!

% Bu olgularda monoenfekte olgularda oldugu
gibi interferon kontrendike ancak niikleozid

analoglari glivenlidir
% Olgular hepatolog ile konstilte edilmeli

% Gereginde transplantasyona hazirlanmalidir
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TOPIC HIGHLIGIT
2015 Advances in Liver Transplantation
Role of liver transplantation in human immunodeficiency
virus positive patients
Tablo 2. HIV Pozitif Bireylerde Karaciger Transplantasyonu igin
Deepak Joshi, Kosh Agarwal Kl"i"'erler‘

Transplant adayi olgularin karsilamasi gereken kriterler

CD4 > 100 h/uL (daha 6nce firsat¢i enfeksiyon 6ykiisii olan hastada CD4
>200 h/ul)

HIV viral yiik <50 kopya/mL (ultrasensitif Amplicor Monitor PCR assay)
AIDS tanimlayici hastaliginin olmamasi

IRIS tablosunun bulunmamasi

Progressif multifokal I6koensefalopati, kronik intestinal kriptosporidiozis

(> lay) veya primer SSS lenfomasi olmamasi
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Perspectives on Liver and Kidney Transplantation in the HIV-
Infected Patient

Peter Chin-Hong, MD, George Beatty, MD, MPH, and Peter Stock, MD, PhD’

% HIV-HBV koenfekte olgularda karaciger transplantasyonu
ylz guldirdcu

W 2001-2007 yillar: arasinda nakil yapilan 22 koenfekte hasta
ile 20 HBV monoinfekte hasta prospektif olarak

karsilastirmistir
% 4 yillik hasta sagkalim orani
HIV / HBV grubunda 7% 85
HBV'de% 100
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% HBV-HIV koenfekte karaciger transplant
hastalarinda Hepatit B yonetimi, transplant sonrasi
HBV'nin tedavisi ile ayni olup hepatit B immiin

globulin (HBIG) ve ek olarak HBV aktif ajanlari

iceren antiretrovirallerin kullanmasi seklindedir

% Bu strateji HBV niksinu onleme ve graft omri

acisindan onemlidir
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WHAART ta integraz inhibitérlerinin yer almast

ilag etkilesimlerinin daha az olmasi nedeniyle
posttransplant donemde tedavi yonetimini

basitlestirebilir, organ reddini azaltabilir



Sonug

W HIV pozitifligi saptanan tim olgular HBV
koenfeksiyonu agisindan arastiriimalidir

% Olgularda HAV, HCV ve Delta viris serolojisine
bakilmali,

W HBV serolojik gostergeleri negatif olan olgular hepatit
B asisi ile bagisiklanmalidir

% Seronegatif olgulara HAV asisi yapilmalidir



Sonu¢ Olarak

% Tedavi gerektiren kronik HBV enfeksiyonu
olan HIV olgularinda CD4 diizeyine
bakilmaksizin hemen HAART baslanmalt

% Baslanacak olan HAART rejimi HBV ‘'ye etkili

en az iki ilac icermelidir
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