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Epidemiyoloji

HIV and Viral Hepatitis March 2014

The Numbers
« Of people with HIV in the United 5tates, about 25% are coinfected with HCV, and about 109 are coinfected with HBV.

« About 80% of people with HIV who inject drugs also have HCV.

« HIV coinfection more than triples the risk for liver disease, liver failure, and liver-related death from HCV.

« About 20% of all new HBV infections and 10% of all new HAV infections in the United 5tates are among M5M. In the
United States, HCV is twice as prevalent among blacks as among whites.

HIV enfekte olanlarin

-%25’'inde HCV

-%10’'unda HBV

-Yeni HBV'lerin %20°si ve HAV'Iin %10'u MSM




| | ) THE GAP
Epidemiyolojl REPORT

2014 UNAIDS- The Gap Report
35 milyon HIV'den; 2-4 milyonu HBV, 4-5 milyonu HCV
lle enfekte,

Koenfeksiyon icin en riskli gruplar (yaklasik 18 kat);
-Mahkumlar

-Damar ici madde bagimlilari
-MSM (erkek homoseksuel)




Epidemiyoloj

2012 WHO

-34 milyon HIV
-240 milyon HBV,
%6-26 HIV-HBV
-170 milyon HCV,
%25-30 HIV-HCV
-HIV-HCV; % 72-95'i
damar ici madde
bagimilisi

*

Viral hepatitis B and C

® 34 million persons worldwide have HIV

® 240 million persons worldwide have chronic HBV infection
— 6-26% of all people with HIV co-infected with HBV

® 170 million persons worldwide have chronic HCV infection
— 295-30% with all people with HIV co-infected with HCV
— 72-95% of PWID with HIV co-infected with HCV

Sources: UNAIDS (2011), WHO (2011), Ott JJ (2012), Alter MJ 2006, Hoffman CdJ (2007), Uneke CJ (2005)

(@ World Health
71 PCB, June 2012 A Organization
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Table 2. Kenuyla ilgili yapilmiz baz cahigmalardaki HIV/HBEV koinfeksiyon oran-

lar
Cal Yil Merkez Hasta Koinf o .
FTRmE ' = stasayst  Koinf orani(%) Evaluation of HIV/HBV Co-Infected Cases
Ural ve ark]13] 2010 [zmir 70 142
La'..rer['l-#] 2009 istanbul 071 4
Denis ve ark{15] 1997  Fransa 138
Law ve ark{16] 2005 Tayland 692 87
Lincoln va ark [.I ?] 2005 |‘!|.'|."L.IEIIFIJI_'||'E. 086 6.3 HIV/HEV Koenfeksiyonlu Olgular / HIV/HEV Co-Infected Cases
Tremeau ve ark. [18] 2012 Nijerya 443 79
Pyrze inci®, Muzaffer Fincanc?, Ferda Soysal
J:fll'l ve ark []g] 2009 Hindistan 1178 99 TArtvin Devlet Haztanesi Enfeksiyon Hastaliklar ve Klinik Mikrobiyoloji. Artvin,
¥stanbul Egitim Arastirma Hastanesi Enfeksiyon Hastahklan ve Klinik Mikrobiyeloji, Istanbul, Torkiye
Aurpibul ve ark. [20] 2012 Tayland 521 3.3
Diziubanve ark[21] 2013  Swaziland 1282 3.7 D ——————
Bello ve ark. [22] 2005 ispanya 2994 103
_Kaptan ve ark. [23] 2011 Emir 82 4.8
Mevout calizma 202 istanbul 180 4.4

2015-Inci A ve ark. (J Analy and Clin Med.)
-180 HIV hastasinda, geriye donuk yapilan ¢alisma,
-HBsAg pozitifligi 8/180 (%4,4) bulunmus,




Patogenez KCsimusoideri e
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Hepatik satellit

~Hepatosit hasar!

\

- HBV spesifik CD4ve CD8 V¥

- NK aktivitesinde ¥
- TLR- ekpresyonunda V¥
(HBeAQ)
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HIV == HBV

HBY DNA titrelerinde artis,

Akut enfeksiyonda kroniklesmede artis,

HBeAg klerensinde azalma,

Gecirilmis enfeksiyonda HBsAg tekrar (+) ve HBV DNA
geri donusu,

KC’'de yikimda artig, fibroziste hizli ilerleme, son donem
KC yetmezligine hizli ilerleme,

HCC gorulme oraninda artis,

LAM direncinde artis,

IFN yanitinda azalma,

IRIS; hepatik alevlenme/ immun temizlenme/ mortalite
ve morbidite artisi
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Mills CT, Lee E, Perrillo R. Relationship between histology, aminotransferase levels, and viral replication in chronic hepatitis B. Gastroenterology 1990; 99:519.

Di Martino V, Thevenot T, Colin JF, et al. Influence of HIV infection on the response to interferon therapy and the long-term outcome of chronic hepatitis B. Gastroenterology 2002; 123:1812.

Brau N, Fox RK, Xiao P, et al. Presentation and outcome of hepatocellular carcinoma in HIV-infected patients: a U.S.-Canadian multicenter study. J Hepatol 2007; 47:527.

Fix O, Locarnini AS, Peters MG. Virology and clinical management of HIV and HBV confection..prn.org.2007; V(11) N(4); 20-27.
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A 0w DD

HBY == HIV

- Tam bir fikir birligi olmamakla birlikte,

- Etkisi yok,

- HIV progresyonunda artis,

- Mortalitede artis (2 kat),

. llac iliskili KC hasarinda artis (DILI), p450

aktivitesinin baskilanmasi (?)

Twu SJ, Detels R, Nelson K, et al. Relationship of hepatitis B virus infection to human immunodeficiency virus type 1 infection. J Infect Dis 1993; 167:299.
Thio CL, Smeaton L, Saulynas M, et al. Characterization of HIV-HBV coinfection in a multinational HIV-infected cohort. AIDS 2013; 27:191.
Idoko J, Meloni S, Muazu M, et al. Impact of hepatitis B virus infection on human immunodeficiency virus response to antiretroviral therapy in Nigeria. Clin Infect Dis 2009; 49:1268.

Chun HM, Roediger MP, Hullsiek KH, et al. Hepatitis B virus coinfection negatively impacts HIV outcomes in HIV seroconverters. J Infect Dis 2012; 205:185. Nikolopoulos GK, Paraskevis D, Hatzitheodorou E, et
al. Impact of hepatitis B virus infection on the progression of AIDS and mortality in HIV-infected individuals: a cohort study and meta-analysis. Clin Infect Dis 2009; 48:1763.

Hoffmann CJ, Seaberg EC, Young S, et al. Hepatitis B and long-term HIV outcomes in coinfected HAART recipients. AIDS 2009; 23:1881.
Chun HM, Mesner O, Thio CL, et al. HIV outcomes in Hepatitis B virus coinfected individuals on HAART. J Acquir Immune Defic Syndr 2014; 66:197.

Crane M, Oliver B, Matthews G, et al. Immunopathogenesis of hepatic flare in HIV/hepatitis B virus (HBV)-coinfected individuals after the initiation of HBV-active antiretroviral therapy. J Infect Dis 2009; 199:974.



Ik Yaklasim

. Oyki
-Alkol kullanim
-Allede HCC

-HBV suresi (biliniyorsa)

- Fizik Muayene

-Sarilik
-Splenomegali
-Jinekomasti
-Spider anjioma

-Palmar eritem



| aboratuvar

- KC yapim fonksiyonu degerlendirmesi

-PTZ
-Albumin

- KC yikim fonksiyon degerlendirmesi

-AST
-ALT

- Hemogram (trombositopeni)
- Bobrek Fonksiyon Testleri (tedavi izlem)

-BUN-Kreatinin
-Kreatinin Klerens

- Lipid profili



| aboratuvar

- HBYV replikasyonunun degerlendiriimesi

-HBeAg
-Anti HBeAg
-HBV DNA

. Diger koenfeksiyonlar i¢cin tarama

-Anti HCV
-Antl HDV/ Delta Ag
-Anti HAV (seronegatifse asilama)

. HCC taramasi(baslangicta ve 6'ayda bir)

-Alfa fetoprotein

-KC USG (kitle/yagli KC)

-Bifazik/trifazik BT-arteriyel faz (Obez hasta)
-Dinamik MRG (gerekli durumda)



| aboratuvar

» KC enflamasyon/Fibrozis/ Portal HT degerlendirmesi

-Non invasiv testler (FibroScan/ Elastografi vb)
-AST/Trombosit indeksi
-BXx
-USG Doppler

(Batinda Ascit/ Splenomegali/ Portal ven capt)
-Ust GIS Endoskopi (Osofagus Varis)



| aboratuvar

- Ek Molekuler testler

-HIV viral yuk ve direng
-HBV DNA ve direng

- DXA (ART ve ileri donem KC yetmezligi takip)



Tedav!

- CD4 sayisindan bagimsiz

- HIV diren¢c durumu

- HBYV direnc testi, LAM deneyimi (-)/(+)
. Son donem KC yetmezligi (ESLD), Siroz (-)/(+)

- Hepatorenal sendrom (-)/ (+)



Hepato Renal Sendrom

Siroz, asit+ serum kreatinin >1,5 mg/dL
+

Diuretik (-) ve IV Albumin (+) ragmen diurez (+)

(sepsis, kanama, diyare, vasodilatator, organik renal

hasar olmayan hasta)

- MELD skoruna gore KC nakli planlanmasi

. Oktreotid 100-200mcg tid (ortalama Arter P>15mmhg)
+ Midodrine 5-10 mg tid / terlipressin 0,5-2 mg gid +
Albumin 50-100 g Iv, gd



Model for End-stage Liver Disease

* <12y UygU|anamaZ Estimated 3-month survival as a function of the MELD score
. Skor >25 Ve in patie:ﬂtg with cirrhosis
dekompanse siroz
bulgusu varsa Tx
. Dekompanse siroz ?
-Asit
-Hepatik ensefalopati S
-Varis kanamasi " S
-Spontan Bakteriyel Pert. MELD score
-Hepato renal send. dapted rom: Wieknen R, Edbards, £, Freama, , et al. Model for end-stage ver

disease (MELD) and allocation of donor livers. Gastroenterology 2003; 124:97.

-Hepato pulmoner send.

www.mdcalc.com/meldscore-model-for-end-stage-liver-disease-12-and-
older/

MELD = 10 {0,957 Ln (serum creatinine (mg/dL)) + 0.378 Ln
(total bilirubin (mg/dL)) + 1.12 Ln (INR) + 0.643}.




MELD skorunun istisnalari

- Her hafta yeniden hesaplanmasi gereklidir,
- HCC

- Hepatopulmoner sendrom,

- Portopulmoner hipertansiyon

- Ailevi amiloid polinoropati,

- Primer hiperoksaluri

- Kistik Fibrozis,

- Hiler kolanjiyokarsinom,

- Hepatik arter trombozu (0zel durumlarda,



Siroz

. Hiper volemik hiponatremi kontrolu

- Hepatik ensefatopati yonetimi

. Asit takibi ve kontrolu

. Metabolik destek

. HCC taramasi



Hiper volemik hiponatremi kontrolu

. Sivi kisitlamasi (1000-1500cc/gun)

. Sivi kisitlamasi yetersiz kalirsa oral tolvaptan
(Samsca-TR); 15 mg/g(3-5 gun) sonrasinda 30-60
mg/g (maksimum 30 g)

. Gunluk kan Na takibi



Hepatik ensefalopati

- Kolaylastirici faktor
kontrolu (kanama,

Evolution of hepatic encephalopathy

Sleep disturbance Inappropriate behavior

enfe kSIyon y prerenal Eul:rhuria,.h.'llaprtssinn

Disorientation Somnolence

azotemi, kontipasyon,
sedatifler)

- Ciddi HE varsa protein
Kisitlamasi

- Laktuloz uygulamasi
(30cc/g baslangic,
sonrasinda 15-20cc
idame)

- SBP oykusu varsa AB
profilaksisi (FQ)

. GIS profilaksisi (H2
res. ant)




Asit takibi ve kontrolu

- Yakin takip,

. NSAID yasak,

- Norfloksasin profilaksisi (400mg/g);

-Sivida protein <1,5 mg/dL

-Renal fonksiyonda bozulma (kreatinin>1,2mg/dL,
BUN>25 mg/dL

-Serum Na<130 mEq/L

-Ciddi KC yetm. (Child-Pugh skoru>9, T.bil>3.0)



- Child-Pugh dassification of severity of arrhosis
C h I I d - I u g h Points assigned

Parameter
1 2 3
S kO r Ascites Absent Shight Moderate
Bilirubin =<2 mg/dL 2 to 2 mg/dL =3 mag/dL
(<34.2 (34.2 to 51.3 (=51.3
A_ 5 6 (I I k()m anse) micromaol/L) micromaol/L) micromaol/L)
) y p Albumin »3.5 g/dL (35 2.8to 3.5 g/dL | <2.8 g/dL (<28

B:7-9 (fonksiyonel o Fere 3z ol | ol

Prothrombin time

bozulma) Seconds over | <4 .

control

C:10-15 (dekompanse 1723 |23
Siroz)

Encephalopathy | None Grade 1to 2 Grade 3to 4

Modified Child-Pugh classification of the seventy of liver disease
according to the degree of ascites, the serum concentrations of
1'2 y|”|k bilirubin and albumin, the prothrombin time, and the degree of

= o) encephalopathy. A total Child-Turcotte-Pugh score of 5 to 6 is
Sagka“m A) :nnsiF;eredehi;:;—Pugh class A {well—:nmpeﬁsated disease); 7 to
9 is class B (significant functional compromise); and 10 to 15 is
class C {decompensated disease). These classes correlate with
one- and two-year patient survival: class A: 100 and 85
percent; class B: 80 and 60 percent; and class C: 45 and 35
percent.

INR: international normalized ratio.




Asit takibi ve kontrolu

- Tuz kisitlamasi 1-2 gr/g

- Buyuk volumde asitte parasentez ile bosaltmak

- 6-8lt sivi bosaltilacaksa oncesinde albumin uygulamasi

. Diuretik olarak (maksimum); spironalakton 400mg/g +furosemid
160mg/g uygulamasi

. 4-7 gunde bir diuretik dozunun duzenlenmesi
. Hastanin haftalik tartiimasi, BUN, kreatinin, Na takibi,
- Kilo kaybi<2kg/hf ise ve BUN, kreatinin, Na stabilse diuretik

dozunun arttiriimasi,
- Kilo kaybi >0,5kg/g ise diuretik dozunun yariya indirilmesi veya
kesilmesi (BUN/kreatinin/Na dengesi bozuldugunda)



Metabolik Destek

. Ideal vicut agirhgina gore 25-30 kcal/kg/g

- Hepatik ensefalopati disinda protein kisitlamasina
gerek yok,

. Zengin zincirli aa’li beslenme

- Mg ve Zn desteqi



HCC taramasi

- 6 ayda bir USG

. Alfa fetoprotein; sensitivite ve spesifitesi dusuk,
. Ideali meg/L olmali ve >400 mcg/L anlamli,

- USG'de supheli lezyon; BT (+arteriyel faz) veya

dinamik kontrastli MRG ile dogrulanmali,

. BXx



Treatment algorithm for hepatocellular carcinoma

Assess tumor size, location
? extrahepatic metastases

v v

Potentially Unresectable
resectable l
Assess severity Child-Pugh C .| Liver transplant
of liver disease ; candidate?
|
Mol h (=1

Child-Pugh A/B*

¥ ¥ L

Optimize medical Liver Extrahepatic Evaluate for
therapy, consider PVE only mets transplant
if major resection + + +
+ Tumor size, | =2 oM Systemic therapy Consider "bridging”™
Intraoperative numbear 3 or therapy, g, ablation
evaluation supportive care ar TACE, while
| h‘ﬁ awaiting transplant
+ + Single Multiple T
Resect Unresectable =3 cm =3 cm

v

Consider intraoperative
ablation

Y L)

Ablation, TACE,
sterectactic radictherapy,
or radictherapeutic
microspheres may be
altermatives depending
on tumor characteristics,
location, and local expertise

PVE: portal vein embolization; TACE: transcatheter artenal chemoembaohzation.

*= Suitability of patients with Child-Pugh B cirrhosis for surgical resection is hughly controversial.
1 If not a liver transplantation candidate because disease 1s outside transplant (Milan) critena,
downstaging therapy (ablation, TACE) could be considered, followed by reassessment for liver

transplantation.
& Systemic therapy options include participation in a clinical trial (preferred) or sorafenib.



Organ Nakili

- HCC

- MELD >15 + CD4>100

. HBV/HIV survey > HCV/HIV survey



Anti Viral Tedavi-ESLD
Son Donem KC Hastalig!

NRTIs
ABC Child-Pugh Class A: 200 mg bid {(use oral solution)
Child-Pugh Class B or C: Contraindicated
ddl Contraindicated
If used no dosage adjustment
d4T Contraindicated
If used no dosage adjustment
FTC Mo dosage adjustment
JTC Mo dosage adjustment
TDF Mo dosage adjustment
TDF/FTC Mo dosage adjustment
fFDV Reduce dose by 50% or double the interval between
doses if Child-Pugh Class C
NNRTIs
EFV No dosage adjustment; use with caution in persons
TDF/FTC/EFV with hepatic impairment
ETV Child-Pugh Class A or B: no dosage adjustment
Child-Pugh Class C: no data
NVP Child-Pugh Class B or C: contraindicated
RPV Child-Pugh Class A or B: no dosage adjustment
Child Pugh Class C: no data
CCRS5 Inhibitor
MVC Mo dosage recommendations. Concentrations will
likely be increased in persons with hepatic impairment
INSTI
RAL No dosage adjustment
EVG Child-Pugh Class A or B: no dosage adjustment
Child-Pugh Class C: no data
DTG Child-Pugh Class A or B: no dosage adjustment
Child-Pugh Class C: no data
TDFHFTC/EVG/c | Child-Pugh Class A or B: no dosage adjustment
Child-Pugh Class C: no data
ABC/ITCIDTG Use separate compounds and refer to those adjust-

ments

Pls
ATV Child-Pugh Class B: 300 mqg qd
Child-Pugh Class C: not recommended
RTV boosting is not recommended in persons with
hepatic impairment (Child-Pugh Class B or C)
DRV Child-Pugh Class A or B: no dosage adjustment
Child-Pugh Class C: not recommended
DRV/c Child-Pugh Class A or B: no dosage adjustment
Child-Pugh Class C: not recommended
FPV Pl-naive persons:
Child-Pugh Class A or B: 700 mg bid
Child-Pugh Class C: 350 mg bid
Pl-experienced persons:
Child-Pugh Class A: 700 mqg bid + RTV 100 mqg qd
Child-Pugh Class B: 450 mqg bhid + RTV 100 mg qd
Child-Pugh Class C: 300 mqg bid + RTV 100 mg qd
1DV Child-Pugh Class A or B: 600 mg q8h
Child-Pugh Class C: no data
LPVir Mo dosage recommendation; use with caution in
persons with hepatic impairment
RTV Refer to recommendations for the primary Pl
SQV Child-Pugh Class A or B: use with caution
Child-Pugh Class C: contraindicated
TPV Child-Pugh Class A: use with caution
Child-Pugh Class B or C: contraindicated
Fl
ENF Mo dosage adjustment




Antl Viral Tedavi




Table 1 Characteristics of antiviral drugs for chronic hepatitis B in human immunodefidency virus-infected patients

Characteristics Interferon Pegylated Lamivudine Emtricitabine Adefovir Entecavir Telbivudine Tenofovir diso-
alf=2b'  interferon af2a' proxil fumarate
Antiviral effect Impmme Immume Interference Interference Interference Interferemce  Interference Interferemce

modulation modulation of HEVIDIMNA of HEVDNA o HBVDMNA 2 of HEVIDMNA of HEV of HEV DINA

symthesis
HIV-1 No No Yes Yes Mo, at low Yes Mo Yes
activity dose’
Dosage and 10million IU 180megSConcea 300mg/doral 200mg/doral 10mg/doral 05mg/doral’ 600mg/d 300mg/d cral
administrabion Sl orIM3 weak oral
times a week
Defined 48wk 48wk Indefinite Indefinite Indefinite Indefinite Indefinite Indefinite
freatment
duration
Undetectable - - 40%-H% at 1 3% at 2 yx 8.6% and 35% by the end - Upto 9% at3
HBV DMNA ¥T 27% at36wk of study (mean ¥T
36 and 43, follow-up, 74
respectively” wk)’

HBeAg 0%-20% 0%-20% 2%-30%at]l 14%atdBwk Hatlddwk - - H% of TDF use;
SETOCONVErsion ¥T 7% of TDF plas

FTC use at 3 yr
Tolerability Poor Poor Excellent Excellent Good Excellent Good Good
Major adverse Leukopenia, Leukopenia, - - MNephrotosdcity - - Mephrotosdcity
events depression depression (53%) (1%-3%)
Viral resistance No Mo Low (0% at2 Intermediate High High - High
barrier yrand 2% at4  (18% at 2 y7)
HEV resistance Mo Mo
mutations L180M AlBIT/V AlBIT/V

TI8AI/ASG/L N236T

Cross-resistance Mo Mo
to LAM
Interaction Mo Mo
with other




Tedavi

- HIV/HBV tum hastalar ART

almali

. LAM deneyim(+); ART’de

TDF+NRTI

- LAM deneyim (-); ART'de
TDF+LAM/ FTC

- TDF yan etki/ renal yetm.
nedeni ile kontra endike ise
ADV+ETV denenebillir

- Optimum tedavi suresi-omur
boyu

HINIHBY Co-infection

4

Any CD4 count or cirrhosis' ™"

e b
3TC 3TC
expenenced naive
Je o
Add or substi- ART
tute one NRTI | | jnciuding TOF
;ft‘nﬁ;ﬁ’ +3TC or FTC




HIV/HBV koenfekte hasta

eGFR (mL/dk/1.73m"2)

<30 30-59 >60

l ECF{TAF T

TDF iceren ART

LAM/ETV/FTC deneyimi

H =]

El_ <1 HBV direnc mutasyonu

ETV+full supresif ART H l

ETV - TDF renal YE riskini degerlendir




Korunma

- HBV asisi etkinligi; CD4 >350 ve dusuk viral yuk (?) iken
en iyl (%90-95)

. CD4 <200 ise yanit cok dusuk (%26-29)

- ART baslandiktan sonra HBV asilamasi dusunulebilir (?),

- Standart doz ve sure onerilir (20 mcg, 0,1,6)

.- Anti-HBs<10 IU/L ise; ¢ift doz (40 mcg, 0,1,6,12)

. Ozel durum; tek basina anti-HBc (+) olan hastalarda asi
calismasi eksikliginden yorum yapmak zor,

- Doz eksik birakildigi zaman, yeniden asilanmall,

- Hizlandirilmis asilama;0,1,3. hafta,

- Yilik anti-HBs kontrolu ile rapel doz uygulanmasi,

- Temas sonrasi profilaksi onerileri ayni,

1)EACS 8.0. 2015

2)Centers for Disease Control. Hepatitis B FAQs for Health Professionals. http://www.cdc.gov/hepatitis/hbv/hbvfag.htm#vaccFAQ

3) Heuft MM, Houba SM, van den Berk GE, et al. Protective effect of hepatitis B virus-active antiretroviral therapy against primary hepatitis B virus infection. AIDS 2014; 28:999.

4 Lopes VB, Hassing RJ, de Vries-Sluijs TE, et al. Long-term response rates of successful hepatitis B vaccination in HIV-infected patients. Vaccine 2013; 31:1040.

5) de Vries-Sluijs TE, Hansen BE, van Doornum GJ, et al. A randomized controlled study of accelerated versus standard hepatitis B vaccination in HIV-positive patients. J Infect Dis 2011; 203:984.



Eve gidecek mesajlar

- HIV/HBV koenfeksiyonu her gecen gun artmaktadir,

- ART ve HBYV tedavisi yaninda ozellikle KC hasarinin
derecesine gore tedavi planlanmalidir,

. Secilecek tedavi mutlaka hasta icin kisisellestirilmelidir,
- TDF temelli tedaviler bugun ve gelecekte en oncelikli

rejimler olarak gorulmektedir,
- HIV’li hastalarda HBV asilamasi planlamasi ilk

degerlendirmede planlanmasi gereklidir,



