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CDC klinik kategorileri

* A: Asemptomatik HIV enfeksiyonu , AIDS-tanimlayici
hastaliklar veya durumlar olmaksizin

= Akut semptomatik (primer) HIV enf.
= Persistan jeneralize LAP

® B: HIV enfeksiyonuna atfedilebilen veya HIV
enfeksiyonu ile komplike olabilen semptomlarin varligi

® C: AIDS-tanimlayici firsatci enfeksiyonlar
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2008 CDC Case Definition for HIV Infection: AIDS-Defining Clinical Conditions

+ Candidiasis (trachea, bronchia, or lung) * Lymphoma, primary of brain

+ Candidiasis (esophageal) * Mycobacterium avium complex, disseminated or
+ Cervical cancer (invasive) extrapulmonary

» Coccidioidomycosis (disseminated or extrapulmonary)  * Mycobacterium kansasii, disseminated or

; extrapulmonary
+ Cryptococcosis (extrapulmonary) b e i . '
+ Cryptosporidiosis (intestinal, for longer than 1 month) ycobacterium tuberculosis; any site (pulmonary or

, ] : extrapulmonary
' S oy(tjz?)egalovnrus disease (other than liver, spieen, or « Mycobacterium, other species or unidentified species,

disseminated or extrapulmonary
« Cytomegalovirus retinitis (with loss of vision) + Pneumocystis carinii pneumonia
« Encephalopathy (HIV-related)

. . + Recurrent pneumonia ( > 2 episodes in 1-year period)
+ Herpes simplex: chronic ulcers (present for longer than Progressive multifocal leukoencephalopathy
1 month)

' b " . ¢ Sal I icemi
* Herpes simplex: bronchitis, pneumonitis, or esophagitis Salmonella (recurrent septicemia)

b i e , + Toxoplasmosis (brain)

HIStOp|a.Sﬂ:IOS'IS (dl;f.semlnated OF exirapumonary) » Wasting syndrome due to HIV: >10% involuntary

* |sosporiasis (intestinal, for longer than 1 month) weight loss plus either chronic diarrhea ( > 2 stools per
* Kaposi's sarcoma day for at least 30 days) or chronic weakness and

+ Lymphoma, Burkitt's (or equivalent term) documented fever (for at least 30 days) in the absence
of a concurrent illness or condition other than HIV that

* Lymphoma, immunoblastic (or equivalent term) could explain this finding
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CDC siniflamasi (1993)

Asemptomatik veya Semptomatik
akut HIV hastaligi | fakat A veya C degil

CD4 >500/mm3 Al Bl

CD4 200-499/mm3 A2 B2
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CDC siniflamasi (2008)

Evre AIDS tanimlayici hastalik CDA4 sayisi
1 Yok >500/mm?3 veya 2%29
2 Yok 200-499/mm?3 veya %14-28

Bilinmeyen Bilgi yok Bilgi yok
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Tedavi
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ART Hedeflerimiz

* Immiinolojik fonksiyonlar iyilestirmek ve korumak

® Viral yuku maksimum dulizeyde ve uzun sureli
baskilamak

= |la¢ direnc mutasyonlarinin seleksiyonunu geciktirmek

= Bulasi engellemek
Etkili ART ile partnere bulas %96 onlenebiliyor.

®* Yasam kalitesini ve suresini arttirmak

®* Morbidite ve mortaliteyi engellemek
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Tedaviye ne zaman baslayalim?

1995 — AZT ile tedavi sonuclarindan sonra ‘herkesin
tedavi edilmesi yaklasimt’

Tolerabilitenin azalmasi, fazla sayida ila¢ alinmasi

= ‘en lyi zaman'??? tartismalart
10 yil 6nce Avrupa’da medyan tedavi baslangic CD4 200

Son yillarda daha gucli ve daha iyi tolere edilebilen
Ilaclar sayesinde daha erken tedavi baslama egilimi



Tedaviye ne zaman baslayalim?

CD4 Count

>500 Cells/mm?®
U.S. guidelines
European guidelines
WHO guidelines

350-500 Cells/mm?
U.S. guidelines
European guidelines
WHO guidelines

200-349 Cells/mm?
U.S. guidelines
European guidelines
WHO guidelines

<200 Cells/mm?®
U.S. guidelines
European guidelines

WHO guidelines
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Tedavi karari

Tedavinin yarari (AIDS Tedavinin riskleri
ve diger iliskili (uzun sureli
komplikasyonlarin toksisite ve direng
onlenmesi) riski) ve maliyet
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6 aylik AIDS gelisme riski

100 CD4/pl 200 CD4/pl 350 CD4/pl

35 years
Viral load 10,000 copies/ml 5.3 2.0 1.1
Viral load 100,000 copies/ml  10.6 4.1 2.3

55 years
Viral load 10,000 copies/mi 10.7 4.6 1.8
Viral load 100,000 copies/ml  20.5 9.2 3.6

(From: Phillips et al, CASCADE Collaboration. AIDS 2004, 18:51-8.)
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ART baslandiktan sonra 1 yil (5 yil) sonunda yeni
AIDS tanimlayici hastalik veya olum olasiligi

<25 25-49 50-99 100-199 200-350 >350
CD4/pul CD4/ul CD4/pul CD4/pl CD4/pl CD4/ul

16-29 years
VL <100.000 2 (7)
VL >100.000 3(8)

30-39 years
VL <100.000 3(8)
VL >100.000 3 (10)

40-49 years
VL <100.000 3(9)
VL >100.000 4(11)

>50 years
VL <100.000
VL >100.000
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Symptomatic HIV disease (CDC B or C | Asymptomatic HIV infection
conditions, incl. tuberculosis)

Current CD4 count

Any CD4 count < 350 = 350

SR SR R
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if‘ K% World Health
o

Organization

| wew
Recommendation

o ART should be initiated among all adults with HIV regardless of WHO dinical stage and
at any (D4 call count (strong recommendation, moderate-guality evidence),

o Asa priority, ART should be initiated among all adults with severa or advanced HIV
clinical disease (WHQ dinical stage 3 or 4) and adults with CD4 coumt <350 cedls/mm?
(strong recommendation. moderate-quality evidence).

GUIDELINE ON WHEN
T0 START ANTIRETROVIRAL
THERAPY AND

ON PRE-EXPOSURE
PROPHYLAXIS FOR HIV

RO 215
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Guidelines for the Use of Antiretroviral Agents
in HIV-1-Infected Adults and Adolescents

Developed by the DEHS Pansl on Antiretroviral Guidelines for Adults
and Adolescents — & Working Group of the Office of AIDS Research
Advisory Council (DARALC]

Initiation of Antiretroviral Therapy (Last updated January 28, 2016; last
reviewed January 28, 2016)

Panel's Recommendations

«  Antiretroviral therapy (ART) is recommended for all HIV-infected indriduals, regardless of CO4 T lymphecyte cell count, to reduce
the merbidity and martality associated with HIV infection (Al).

ART is also recommendead for HIV-infacted indrviduals to prevent HIV ransmission (Al).

When initiating ART, it Is important fo 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 inifiated as scon as possible,

Rating of Recommendations: A = Strong; B = Moderate; C = Optional

Rating of Evidence: | = Data from randomized controlled tnals; i = Data fram well-designed hanrandomized tnals or observational
cohort studies with long-fsrm clinical outcomes; il = Expent opinlon
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The NEW ENGLAND
JOURNAL of MEDICINE

ESTAELIGHED 1N 1812 AUGUET 27, 2015 VDL, 3P NG9

Initiation of Antiretroviral Lheragy in Early Asymptomatic = o Deferred.Initiation
HIV Infection Group Group Hazard Ratio
(N=2326) (N=2359) (95% CI)f P Value

no./100 no./100
person-yr : person-yr

oo Composite primary end point 0.60 1.38 0.43 (0.30-0.62)
3 5 u I keden Components of the primary end

I [5G

4685 HIV/AIDS hast P

[ Serious AIDS-related event 0.28 (0.15-0.50)

Serious non-AlDS-related 0.61 (0.38-0.97)
. event

Death from any cause 0.58 (0.28-1.17)
Tuberculosis 0.29 (0.12-0.73)
Kaposi's sarcoma 0.09 (0.01-0.71)

'I

lI

lI

Malignant lymphoma 0.30 (0.08-1.10)
Cancer not related to AIDS 0.50 (0.22-1.11)
Cardiovascular disease 0.84 (0.39-1.81)
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Hasta tedaviye hazir mi?

® ART baslanacak hastanin hazirlik durumu dikkate
alinmali

* |stekli olmal ve tedaviyi alacagini, yararlari ve risklerini,
uyumun onemini anladigini taahhut edebilmeli.
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Avantajlari ve dezavantajlar anlatilmali...

® Avantajlari:
= Yasam kalite ve suresinde artis
= Firsatci enfeksiyonlarda azalma

®* Dezavantajlari:
= Diren¢ sorunu
= Uzun sureli tedavi
= Yan etkiler

= Coklu ilacg tedavisi
= Maliyet
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Tedavinin kesilmesinin riskleri anlatilmali...

®* Rebound viremi
* Immiin fonksiyonun kétulesmesi

®* Artmis morbidite ve mortalite
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Several barriers are known to influence ART decision making and
adherence to ART

Screen for and talk about problems and facilitators

Consider systematic assessment of: Consider talking about:

« Depression'"'", see page b.2-603 » Social support and disclosure

« Cognitive problems!*", * Health insurance and continurty
see page b of drug supply

« Harmful alcohol"™ ! or recreational * Therapy-related factors
drug use, see page 31, 33

Fecognise, discuss and reduce problems wherever possible in a
multidisciplinary team approach.



® Esas sorun: tedaviye baslamak degil, surdirmek

* Klinik ve psikolojik faktorler nedeniyle ART
geciktirilebilir
® Ancak, iki istisna:
= akut HIV enfeksiyonu
= ciddi immunyetmezlik

® Bir cok AIDS tanimlayici hastalikda once akut durum
tedavi edilmeli
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Gec¢ gelen hasta ‘Late Presenter’

Yeni tani alan hastalarin yaridan fazlasinda CD4<350/uL.

Firsatcl enfeksiyonlarla ortaya cikiyor (6z. PCP, CMV retiniti, TB,
NHL,..)

Mortalite ve morbidite yuksek

ART baslandiginda hastanin immiinitesi ne kadar dusitikse
immunitenin toparlanmasi o kadar gec olur,

= viral ylik dusiik kalmasina ragmen mortalite riski yuiksek kalir

CD4 <350 /mm3 iken tedavi baslananlarda 6 yila kadar CD4 >500
/mm3 olmayabilir ve yasam beklentisi daha kisadir

Yasla birlikte timus dejenerasyonuna bagli immiin sistem
rejenerasyon yetenegi azalir.



Acilen hemen baslayalim...

®* Gebelik

® AIDS-tanimlayici durumlar HIV-iliskili demans ve AIDS-iliskili malignite
® Akut firsatci enfeksiyonlar

°* CD4 < 200/mm3

°* HIVAN

®* Akut/erken enfeksiyon

®* Hepatit B koenfeksiyonu

®* Hepatit C koenfeksiyonu

® Hizla azalan CD4 sayilari (>100 mm?3/yil)

® Yiiksek viral yiik (>100.000 kopya/mL)
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Geciktirelim mi?

Etkili tedavisi olmayan firsatci enfesiyonlarda (kriptosporodioz,
mikrosporodioz, progresif multifokal Ilokoensefalopati,..) ART
hemen baslanmali

PCP pnomonisinde ART geciktiriimemeli

Hafif/orta KS'da ART ve KT hemen baslanmali
= KT baslanmadan ART baslandiginda IRIS gordlebilir

Kriptokokal veya TB menenjitte ART ciddi IRIS riskini arttirabilir
= ART'ye baslamadan 6nce kisa bir gecikme (slire ??) yapilabilir

Intrakranial enfeksiyonu olan bir hastada ART baslandi§i zaman
IRIS iligkili semptom ve bulgular acisindan yakindan goézlenmeli



CCR5

Tedavide ne baslayalim?

Fusion

Antagonist Inhibitor  NRTI NNRTI INSTI Pl

Maraviroc
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Enfuvirtide Zidovudine Nevirapine| Raltegravir | Saquinavir
Didanosine Delavirdine| Elvitegarvir® | Indinavir

Zalcitabine | Efavirenz Dﬂlutegravir
Stavudine  Etravirine Nelfinavir

amivudine) Rilpivirine Amprenavir
Abacavir Lopinavir®

Tenofovir Fosamprenavir
Emtricitab- Atazanavir
Ine Tipranavir
Darunavir



2 NRTI

Tenofovir/emtrisitabin (TDF/FTC)
Abakavir/lamivudin (ABC/3TC)

1 INSTI PI/r 1 NNRTI
Raltegravir (RAL) Darunavir/ritonavir (DRV/r) Efavirenz (EFV)
Elvitegravir (EVG/co) Lopinavir / ritonavir (LPV/r) Rilpivirin (RPV)
Dolutegravir (DTG) Atazanavir/ritonavir (ATZ/r) Nevirapine (NVP)

SG-2016/06



Guidelines for the Use of Antiretraviral Agents

in HIV-1:-Infected Adults and Adolescents

Onerilen rejimler
(A R

L4 Arigesy Conpeil STARAN

What to Start Initial Combination Regimens tor the Antiretroviral-

* DTG/ABC/3TC ‘—Ll'i for patients who are HLA-B™5701 negative (Al)

* DTG plus TDF/FTC? (Al)
* EVG/c/TAF/FTC—only for patients with pre-treatment estimated CrCl 230 mL/min (Al)
* EVG/c/TDFFTC—only for patients with pre-treatment estimated CrCl 270 mL/min (Al)
* RAL pILH TDF/FTC* (Al)

+ DRVIr plw, TDF/FTC® (Al)
SG-2016/06




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

Alternatif rejimler

Covlupcdd by Lt OHHE Pervl wr gedivetroieal Gl s Te ol
anc adolezzzmtz - & Waorking Grovo of the OF o= of AIDE Resasch
Suaiseey Conreil (ARG

NNRTI-Based Regimens:
* EFV/TDF/FTC? (BI)
+ RPV/TDF/FTC*—only for patients with pre-treatment HIV RNA <100,000 copies/mL and CD4 cell count >200 cells/mm? (BI)

Pl-Based Regimens:

* ATV/c plus TDF/FTC*—only for patients with pre-treatment estimated CrCl 270 mL/min (BI)

* ATV/r plus TDF/FTC? (BI)

* (DRV/c or DRVIr) plus ABC/3TC*—only for patients who are HLA-B*5701 negative (BIll for DRV/c and Bl for DRV/r)
* DRV/c plus TDF/FTC*—only for patients with pre-treatment estimated CrCI =70 mL/min (BIl)
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Onerilen rejimler

2 NRTIs + INSTI
ABC/3TC/DTGH W | ABC/3TC/DTG 600/300/50 mg, 1 tablet qd
TDF/ETCVWL M) + DTG TDF/FTC 300™/200mg, 1 tablet qd + DTG 30 mg, 1 tablet qd

TDF/FTC/EVG/C(. V) | TDF/FTC/EVG/e 3007/200/150/150 mg, 1 tablet qd

TDF/FTCUL V) + RAL | TDF/FTC 300%7/200 mg, 1 tablet qd + RAL 400 mg, 1 tablet
bid

2 NRTIs + NNRTI
TDF/FTC/RPV(il) TDF/FTC/RPV 300¢/200/25 mg, 1 tablet qd

2 NRTIs + Plir

TDF/FTCOIL V) + DRV/r | TDF/FTC 300200 mg, 1 tablet gd + DRV 800 mg, 1 tablet
SG-2016/06 qd + RTV 100 mg, 1 tablet qd




Alternatif rejimler

2 NRTIs + INSTI
ABC/ATCY "+ RaL WCAATE -3.'III 300 rmwg, 1 lablal gd + BAL 400 mag, 1 lablst bid

2 NRTls + NNRTI
ABRCIATCY. '+ FFY ARCTATE G000 mg, 1 tablet qd + FRY 600 mg, 1 fabiet qd

[DEFETCIER I My FEFEF TCERY 300" 22000600 mg, 1 taklet gd

2 NRTIs + Pl.l'f' or Pi.l'-l:
- meg, 1 tablefad + AT 300 mag, 1 tablef gd +

Other combinations
ITCH + LPVIr 3T 300 mg, 1 tablet qd + LPY 200 mg, 2 tablels bid + BTY

| S0 maq, r‘[;I.I'.‘ﬂ-:.f' |‘_I il
BRCIATC + DR T Bl (. 30 g, 1 tabket od + DRSS /00 mg, 1 tablet gd

RALY+ DRV RAL 400 mag, 1 tablet bid +DRY 500 mg, | tablet qd + RTY

' 100 mg, 1 tablet gd
ARCATC » / W10F0 myg, 1 tablet gd + DRY 800 mg, 1 tablet gd 3

_ H | r.-.':Lrn;lqn_'
[EFE TG, o IRWE JFFTC D0 g, 1 Eklelgd + DED 0 mg, 1 tabiel
2t qd

DF/FECHE Wie | Py . TG 300200 mg, 1 ket gd o P 20640 mg, 2 tablads
bid + BT S0 mg, 2 .r_'.L-I|=l_ b




Hastaya 6zel tedavinin belirlenmesi..

e Viral yuk, e Dirence karsi genetik bariyeri
e CD4, e Virolojik etkinlik

e HLA-B*5701, e Toksisite

e Ko-morbid durumlar (KVH, e Ilac yuki
-Iigerlipidemi,__renaI_I?as!:L_a_ K, e Doz aralig

osteoporoz, noropsikiyatrik o Tlac.i aciri

nast, IiDIac_; baélm|l||:l)él, gebe ik) . g?rgeélzgtee:tk!gilglan

e HCV, HBV, TB koenfek. e Maliyet

e hastanin tercihleri,
e tahmin edilen uyum durumu
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Belli durumlarda dusunulmesi gerekenler

®* CD4< 200/pL ise DRV/r+RAL kullaniimamali

®* HIV RNA>100.000 kopya/mL ise DRV/r+RAL, ABC/3TC
+ EFV veya ATV/r kullaniimamali

® GFR<70 mL/dk ise EVG/c/TDC/FTC, kobistat iceren
rejimler kullanilmamali, TDF dozu ayarlanmali

® Gidalarla alinmasi gereken rejimler: ATV, DRV,
EVG/c/TDC/FTC

®* Ac alinmasi gereken rejimler: EFV iceren rejimler

SG-2016/06



Kullaniimamal 11!
®* HLA-B*5701 pozitif ise ABC

® Osteoporoz varsa TDF
® Psikiyatrik hastaliklarda, demansda EFV
® Yuksek kardiyak risk varsa ABC

® Hiperlipidemi varsa Pl/r, ABC, EFV, EVG/c dikkatli
OUELEN

SG-2016/06



Toksik etkiler

®* NRTI

= TDF
Renal yet.
Kemik mineral yogunlugunda azalma
Semptomatik hepatik alevienme

" FTC

Ciltte pigmentasyon
Semptomatik hepatik alevienme

= ABC

Hipersensitivite rxn.
Kardiovaskdler olaylarda artis riski

SG-2016/06



® INSTI

= Dolutegravir
Insomnia
Basagrisi

= Elvitegravir
Bulanti

Diare
Renal bozukluk*

= Raltegravir
Dokuntu
Bulanti
Insomnia
CPK yukselmesi

SG-2016/06
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= Darunavir

Dokiintu

Dislipidemi

KC transaminazlarinda
ylkselme

= Atazanavir

Indir.bil. artisi, sarilik
Dokuntu

Kolelitiazis

NS ige] [I{EVAR
Dislipidemi

PR uzamasi

= Lopinavir/ritonavir

Dokiintu
Dislipidemi
Diare

KC transaminazlarinda
ylikselme

Hiperglisemi/insulin
direnci

Pankreatit

PR uzamasi



°* NNRTI

= Efavirenz

Dokiinti

Hepatotoksisite

CNS boz. (haltsinasyon, depresyon, kabuslar, intihar yatkinhgu,..)
= Rilpiviridine

Dokiinti

Hepatotoksisite
= Nevirapine

Dokiinti

Hepatotoksisite

SG-2016/06



Kemoprofilaksi

®* CD4 < 200 /mm3 -> PCP icin Tmp/smz 160/800 mg/gun

®* CD4 < 100 /mm3 -> T.gondii icin (seroloji pozitifse) Tmp/smz
160/800 mg/gun

® CD4 <50 /mm3 -> MAC icin Azitromisin 1200 mg haftada bir
kez

°® PPD >5mm - M.tb icin INH 300 mg/giin 9 ay

SG-2016/06



Immunoprofilaksi

Tablo 14. Erigkinlerde risk gruplarnna gore 2016 asi 6nerileri (OZET TABLO)

As1 imm. Aspleni? S0T? Romato. | HIV enf® HIV enf= Saghk Gebe?
Komp. hast.* (CD4<200 (CD42200§ cahsam®
Hasta. /mm?3) /mm?)

Td/Tdap
influenza
PCV13
PPSV23
e i . B

CRIMNONG ACAVATINDY NENE T3 Y H’Epﬂtit A

Zoster

Sucicegi
KKK
Meningokok
Hib

HPV

Td: Tetanoz-difteri; Tdap: Tetanoz-difteri-aseliiler bogmaca; Hib: Haemophilus influenzae tip b asis;; HPV: Human papilloma
virus asisy; KHN: Kék hiicre nakli; KEK: Kizamik-lazanukeik-kabalulak asisy; PCV13: Konjuge pnémokok asisy; PPSV23: Polisakkarit pnémokok
asisi; SOT: Solid organ transplantasyonu

I:l Uygulanmas énerilir.

Diger risk faktorleri, endikasyonlar ve yas faktiriine gére uygulanmas: énerilir.
- Kontrendikedir.

I:I (Ozel bir éneri olmayip hastanm ve hekimin istegine gére uygulanabilir.

SG-2016/06
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ART Izlem
Viral yiik (HIV RNA, kopya/mL)

CD4 sayisi (/pL)

Diger tetkikler ‘

Terapotik ila¢ duzeyi??

Hemogram, LDH, ALT, AST, kreatinin,
bilirubin, ALP, lipaz, GGT, glukoz (3 ayda bir)

Lipidler (6 ayda bir)

CD4 <200 ise, fundoskopik muayene (yilda
bir veya 2)

50 yasin usti icin kolonoskopi (10 yilda bir)

Jinekolojik muayene ve PAP smear (yilda bir)

Proktoskopi ?




SG-2016/06

Viral yuk (HIV RNA)

Hastalik progresyonu icin riskin ne kadar yuksek oldugunu
gosterir

>100.000 kopya/mL > yiiksek; <10.000 kopya/mL -> dustik

ART baslandiktan sonra 2-4 hf gibi kisa bir siirede %99 azalir
= 4 hf sonra %84 <1000 kopya/mL

Supresyon saglanana kadar 4-8 haftada bir, sonrasinda 3-4 ayda
bir, 2 yildan sonra 6 ayda bir

Baslangicta ne kadar yliksekse, belirlenemez seviyeye inmesi o
kadar uzun zaman alir

«rebound» oldugunda daha yakin izlem



* Aktif firsat¢l enfeksiyon sirasinda siklikla ytiksektir
= Aktif TB'da 5-160 kat yuiksek olabiliyor

= ART altindaki hastalarda gecici vireminin %26'si eklenen
enfeksiyonlara bagl

® Asilamadan sonraki 1-3 haftada artar

® Asilama veya enfeksiyonlardan hemen sonra
bakilmamali

SG-2016/06



Antiretroviral tedaviye erken virolojik ve immiuinolojik yanitin degerlendirilmesi

Tamami
n=112

ART oncesi
HIV-RNA, medyan kopya/mL (IQR) 115 272
(44 050-498071)
308 (125-420)
0.27 (0.18-0.52)

5.06 (4.64-5.69)

CD4/mm?, medyan (IQR)
CD4/CD8, medyan (IQR)
HIV-RNA logio kopya/mL, medyan
(IQR)

CD4 logio, medyan (IQR)

ART birinci ayin sonu

HIV-RNA logio azalma, medyan (IQR) 2.59 (2.02-3.37)
CD4 logyo artis, medyan (IQR) 0.17 (3.37-2.02)

2.48 (2.09-2.62)

INSTI grubu
n=56

Pl grubu
n=51

74 632
(28 120-367 409)
329 (179-442)
0.29 (0.20-0.56)
4.87 (4.45-5.57)

156 604

(69 973-535 912)
203 (118-382)

0.26 (0.15-0.50)

5.19 (4.84-5.73)

2.31(2.07-2.58)  2.52(2.25-2.65)

3.16 (2.54-3.72)
0.12 (0.04-0.24)

2.05 (1.65-2.40)
0.28 (0.04-0.41)

INSTI: integraz inhinitéri, Pl: Proteaz inhibitéri

SG-2016/06

Gencger S, et al. 6.Tiirkiye EKMUD kongresi, 2016. PS-176.



CD4 sayisi

® 3 ayda bir izlenir, normal seviyelere gelmisse 2 yildan
sonra yilda bir bakilmasi yeterli

® Viral yuk belirlenebilir seviyenin altinda oldugu stirece
CD4 seviyelerindeki azalma ile ilgilenmeye gerek yok

= Eslik eden enfeksiyonlar, lokopeni, steroid veya diger
immunsupresif tedaviler, cerrahi girisimler, gebelik,
psikolojik stres sayiyi etkiler

* Bu durumlarda CD4% ve CD4/CD8 oranina basvurulmali
= 500 ~ %29, 200 ~ %14
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Virolojik yanit tanimlar

® Supresyon: Viral yukun belirlenebilen limitlerin altinda
olmasi (12-24 hf icinde gerceklesir)

* Basarnisizlik:
= ART'nin 6.ayinda HIV RNA >50 kopya/mL (EACS)
= >200 kopya/mL (DHHS)
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Virolojik supresyon saglandiktan sonra....

®* HIV-RNA = 200 kopya/mL

- Rebound (sicrama)

* Tek seferlik saptanabilir HIV-RNA duizeyi

-> Blip (gecici sicrama)

= Gecici yukselme, basarisizlik deqil, dusuk duzey viremi

SG-2016/06



Virolojik basarisizlik nedenleri

' o\Ve C
e Uyum sorunu/tedavide aksama - Intolerans

e Bazal HIV-RNA yiiksekligi e Toksisite

e Bazal CD4 sayisinin disukltigu e Yetersiz farmakonitetik

e Virtsun ilag direnci e Yetersiz virolojik etkinlik

e Komorbiditeler (ilac kullanimi, e Ilac fazlaligi ve doz sikhig
psikiyatrik hastaliklar, ndrokognitif e Yanlis kullanim, yanlis doz ve arali§
hastaliklar) ) e Yetersiz ilac seviyesi

e Onceki tedavi basarisizligi e Ilac-ilac etkilesimleri

e Ilac-gida etkilesimleri




Virolojik basarisizlik durumunda..

® Rejimin etkinligi gozden gecirilmeli
®* Uyum, tolerebilite, ilac-ilag etkilesimleri, ....degerlendirilir

® Direncg testleri (basarisiz rejimi almaktayken veya kesilmesinden sonra 4
hafta icinde yapilmali)

* Terapotik ilag diizeyi???
®* Eger viral yik >50 fakat <500-1000 kopya/mL ise

= Uyumun kontroli
= Viral yukun 1-2 ay sonra tekrarlanmasi
= Rejimin degistirilmesi?

®* Eger viral yuk >500 kopya/mL
= Rejimin degistirilmesi (diren¢ sonucuna gore)
= Direnc yoksa, uyumun kontrolii, TID
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A1 BESEARDH AND HUMAKN RETHOVIBLSES EPIDEMIOLOGY
Walume 32, Mumbar 1, 2018

i Mary &nn Lichet, Ino.
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HIV-1 Transmitted Drug Resistance Mutations
in Newly Diagnosed Antiretroviral-Naive
Patients in Turkey

Murai Seyvan < Falms Sargin® Dilara Inan? Dilsk ¥ Sevai® Avsel K. Celikbas®
Kadriya Yasar, Figen Kaplan” Seida Kulle® Munye T. Fisgin! Aysa Inai? Murgul Caran®
gy Karaonlsn ! Ataban Cagelay ' Mustata 5 Celen!” Sude T, Kork® Bahedir Ceyan!’

Tamer Yildirmak!® Halis Akahn'® Yolkan Korten ™ and Avsa Willks™

TABLE 2. PRIMARY DRUG RESISTANCE MUTATIONS IN NEWLY DIAGNOSED HIV-I1-INFECTED
PATIENTS IN TURKEY (BETWEEN 2010 AND 2015, Nn=1.306)

Drug class Drug resistance mutation®

NRTI K65R, M 184V
TAMI M4IL, L210W, T215Y
TAM2 D67N, K70R, K219E/Q/N/R. T215F, T215C/D/S
TAMI + TAM2 M41L + K219N, M41L + T215C/D/S

NNRTI L100I, KIOIE/P, KI03N/S, VIT79E, Y188H/L/M, YI181I/C, GI90A/E/S
Pl M46L. 150V, 154V, QS8E. L76V, V82A/C/L/T, N83D, 184V, LoOM
Total

SG-2016/06 Sayan M, et al. ARHR 2016; 32 (1).



HIV CLINSCAL TRIALS

Drug class

Integrase Strand Transfer Inhibitors (INSTIs)
Resistance Mutations in HIV-1 Infected
Turkish Patients

M. Sayan*?, A. Giindiiz3, G. Ersdzt, A. Inan®, A. Deveci®, G. Ozgiir, F. Sargin®,
G. Karagdzs, A. Inci, D. Inan®, A Olgay®, I. Karaoglans, S. Kaya, S.S. Kutlus,
K. Siier®, A. Cagatay”, H. Akalin*®

Resistance mutation pattern

Antiretroviral naive, (n = 78) % Antiretroviral experienced, (n=91)

INI

Drug class

— — INSTI - naive, (n=89)
F121Y, Q148R, E157Q
INSTI — experienced, (n=2)
Y143R, E157Q
Total

Drug resistance mutation pattern

Treatment naive (n = 78) n (%) Antiretroviral experienced (n = 91)

NRTI

NNRTI

Pl
Total

SG-2016/06

M184V 1(1.2) KBoR, M184V + TAM1, TAMZ or TAM1 + TAMZ
K103N 2 (2.5) L1001, K101E, K103N/5, VI06A/M, Y188L, Y181C, G190A/S
M4BL 241, M46l, 154V, L76V, VB82A/T, N83D, N&8D, L90OM

M. Sayan, et al. HIV Clinical Trials, 2016.



®* Neden?

= Akut yan etkiler

= Uzun sureli toksisite

= Virolojik basarisizlik

= Rejimi basitlestirmek ve uyumu arttirmak
= |lac-ilac etkilesimlerinden kacinmak

= Gebelik
= Maliyeti azaltmak
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PE8/55 - Reasons for Modification and Discontinuation of Initial Antiretroviral
Treatment among Recently Diagnosed Patients in HIV-TR Cohort

SG-2016/06

Table 2. Causes of first-line antiretroviral therapy
discontinuation in the study population (n=497)

Type n (%) strata n (%)

Intolerance/toxicity 33 (47.1) astrointestinal 27)
e europsychialri 21)

e ematologc 72)

cutaneous 2* (15 +06)
nephrotoxicity
Virological failure 12.9)

i

sl

] Lt

others
10.0)
56)

Others* (new CDC event,
financial problems,
transmitted drug
resistance, as precaution,

o Ll n
=] +
g S’

* Two patients have both rash and CNS events

Korten V, et al. 15th European AIDS Conference, October 2015.



Antiretroviral tedavide yapilan degisikliklerin degerlendirilmesi

Tamami Pl grubu INSTI grubu
n=147 n=61 n=79 p

Tedavide degisiklik 28 (%19.0) 18 (%29.5) 6(%7.6) 0.001
Yan etkiyeye bagh degisiklik 16 (%10.9) 12 (%19.7) 1(%1.3)
Diare 10 (%6.8) 10 (%16.4)
Depresyon 2 (%1.4) -
Unutkanlik 1(%0.7) -
Bulanti 1(%0.7) 1(%1.6)
Kabizlik 1(%0.7) 1(%1.6)
Kardiotoksisite 1(%0.7) 1(%1.6)
Tedaviyi basitlestirme/uyumu arttirma 9 (%6.1) 6 (%9.8) 2 (%2.5)
lla¢c bulunamamasi 3 (%2.0) - 3 (%3.8)

SG-2016/06 Genger S, et al. 6.Turkiye EKMUD kongresi 2016. PS177.



Antiretroviral tedavide yapilan degisikliklerin degerlendirilmesi

Degistirilen ART rejimi

TDF/FTC + LPV/r
TDF/FTC + LPV/r
TDF/FTC + LPV/r
TDF/FTC + RAL
TDF/FTC + RAL
TDF/FTC + RAL
TDF/FTC + ELV/c
TDF/FTC + EFV
TDF/FTC + EFV
TDF/FTC + EFV
TDF/FTC + EFV
ABC+3TC+ATV

Yeni baslanan rejim

TDF/FTC + ELV/c
TDF/FTC + RAL
TDF/FTC + DTG
TDF/FTC + LPV/r
TDF/FTC + ELV/c
TDF/FTC + EFV
TDF/FTC + LPV/r
TDF/FTC + ELV/c
TDF/FTC + DTG
TDF/FTC + LPV/r
TDF/FTC + RAL
3TC+DTG

n=28

=
=

i et e e et et e " A 1 R 0 T =

3TC: Lamivudin, ABC: Abakavir, ATV: Atazanavir, c: Kobisistat , DRV: Darunavir,
DTG: Dolutegravir, EFV: Efavirenz, ELV: Elvitegravir, FTC: Emtrisitabin, LPV: Lopinavir,
RAL: Raltegravir, r: Ritonavir , TDF: Tenofovir disoproksil fumarate.

SG-2016/06 Genger S, et al. 6.Turkiye EKMUD kongresi 2016. PS177.
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Degisiklik stratejileri

Esas kural: viral supresyonun korunmasi

Gecmis kullandigi rejimler, direng verileri gozden
gecirilmeli

Direnc bariyeri yuksek bir rejimden dustik bir rejime
gecerken dikkatli olunmali

Degisimin ilk 3 ayinda tolerabilite, viral supresyon,
uyum, laboratuvar degisiklikleri yakindan izlenmeli



Olgu-1

e S.A,, 28y, E, Polis memurul. Bas.tar: 27.12.12

* ~3 ay Once baslayan inatci farenjit ve ates
nedeniyle poliklinige basvurmus. Burada yapilan
tetkiklerde Anti-HIV (+) tespit edilmis. Sikayetleri
bir ay icersinde gecmis.



* Sistem sorgulamasi: -

e Ozgecmis: -

e Soygecmis: Annede HT, KKY; Babada Kolon Ca
* Aliskanliklari: Sigara - 6 yildir %2 paket/glin

e Kullandigi ilaclar: -

e Sosyal durumu: Bekar. Yalniz yasiyor.



* FM:
—Ag: 85 kg, Boy: 178 cm. BMI: 26.82 kg/m?
—GD iyi. VB stabil. Sistemik muayenesi dogal.

* AC gf: Dogal
* PPD: 4 mm



LAB: 27/12/2012

HIV-RNA

CD4+/ mm?3
CD8+/ mm?3
WBC 6160
]] 17.3

PLT 254.000

—HBsAg (-)

— Anti-HBs (-)
—HBeAg (-)

— Anti-Hbe (-)

— Anti-HBc-1gG (-)

— Anti-HAV-IgG (+)

— Anti-Toxo-IgG (-)
— Anti-Toxo-IgM (-)

— Anti-CMV-IgG (+)
— Anti-CMV-IgM (-)

—RPR: (-)



* Hastaya tedavi baslanmiyor, izlem oneriliyor.

* Influenza asisi
* Hepatit B asist
* Pnomokok asisi



LAB: 27/12/2012 | 29/1/2015

HIV-RNA 70.700 36.676

CD4+/ mm3 382 178

%29 %12

CD8+/ mm?3 961

%62




LAB: 27/12/2012| 29/1/2015 | 17/3/2015 | 28/7/2015

HIV-RNA

CD4+/ mm3

CD8+/ mm?3

11.2.2015 Diare 20 giindiirilag

kullanmiyor.
TDF/FTC+LPV/r ART degisikligi:

EVG/c/TDF/FTC



LAB: 27/12/2012| 29/1/2015 | 17/3/2015 | 28/7/2015 1/9/2015 1/12/2015

HIV-RNA

CD4+/ mm3

CD8+/ mm?3

11.2.2015 Diare 20 giindiirilag

kullanmiyor.
ART degisikligi:
EVG/c/TDF/FTC

TDF/FTC+LPV/r



Olgu-2

 O.K,52v, E. Bas.tar: 11.11.2014
* Bel agrisi nedeniyle tetkik edilirken Akciger Ca
suphesiyle Sureyyapasa EAH ne gonderilmis.
Burada yapilan tetkiklerde;
—Toraks BT'de 4-5 adet kalsifik LN
—Bronkoskopi: N

—Anti-HIV (+) olmasi Gzerine tarafimiza yonlendirilmis.



 Sistem sorgulamasi:
—Kilo kaybi
e Ozgecmis:
—Sizofreni, DM, HT, hiperlipidemi, ateroskleroz
* Soygecmis: -
e Aliskanliklari: -
e Sosyal durumu: Evli.

* Bulas yolu? 7-8 seneden dnce SCI(+)



e Kullandigi ilaclar:
—Depakin (Na-valproat)
—Lustral (Sertralin)

—Instlin

—Asetil salisilik asit
—Metoprolol
—Rosuvastatin
—Kandesertan
—|sosorbit monohidrat
—Trimetazidin




* FM:
—Ag: 80 kg, Boy: 175 cm.
—VB stabil. Sistemik muayenesi dogal.

* AC gf: Dogal
e PPD: nonreaktif



LAB:

HIV-RNA

CD4+/ mm3

CD8+/ mm?3

Tot.Kol.

HDL-kol.

LDL-kol.

TG

11/11/2014
2.334.919

291

%13
1576
%69

— Anti-HBs: (+)

— Anti-HBe: (+)

— Anti-HBc-lgG: (+)

— Anti-HAV-IgG: (+)

— Anti-Toxo-1gG/IgM: (+)/N
— Anti-CMV- 1gG/IgM: (+)/N



2008 CDC Case Definition for HIV Infection: Summary Table

Stage Laboratory Evidence™ Clinical Evidence

Laboratory Confirmation of HIV and MNone required (but no AlDS-defining
CD4 count =500 cells/mm? or CD4% 229 condition)

Laboratory Confirmation of HIV and None required (but No AlIDS-defining
CD4 count 200—499 cells/mm? or CD4% 14-28 | condition)

Laboratory Confirmation of HIV and or Documentation of AlDS-defining condition
CD4 count <200 cells'fmm? or CD4% <147 (with laboratory confirmation of HIV infection)T

Laboratory Confirmation of HIV and and No information on presence of AIDS-
Mo information on CD4 cell count or percentage | defining conditions

* The CD4+ T-lymphocyte percentage is the percentage of total lymphocytes. If the CD4+ T-lymphocyte count and
percentage do nol correspond to the same HIV infection stage, select the more severe stage.

t Documentation of an AlDS-defining condition supersedes a CD4+ T-lymphocyte count of =200 cells/mm? and
CD4+ T-lymphocyte percentage of total lymphocytes of =14,

Every efforl should be made to reporlt CDd+ T-lymphoc counts or percentages and the presence of AlDS-definin
Yy !EM 4 g

conditions at the time of diagnosis. Addnlmnal CD4+ T-lymphocyte counts or percentages and any identified AIDS-
defining conditions can be reported as recommended.




ART rejimini belirlerken

* Hiperlipidemi varsa
—PI/r, ABC, EFV, EVG/c

* Yuksek kardiyak riski varsa
—ABC, LPV/r

* Psikiyatrik hastaligi varsa
—EFV

verilmemeli !
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Anltsoravic & Loginavi

Ralcagravi’ + Ricorasin
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 TDF/FTC (Truvada) + RAL (Isentress) baslandi




11/11/2014 |30/12/2014 | 30/3/2015 |14/10/2015(17/11/2015| 2/3/2016
HIV-RNA 2.334.919 360 122 21 46 58
CD4+/ mm3 291 402 740 716 816 655

- %13 %22 %27 %27 %35 %33
CD8+/ mm3 1576 681 1005 969 780 668

%69 %37 %37 %36 %33 34

Tot.Kol.

HDL-kol.
LDL-kol.
TG t

ART degisikligi: EVG/c/TDF/FTC




* Uyum sorunu nedeniyle TDF/FTC/c/EVG baslandi
(14.10.2015).



Son soz...

ART baslamak degil stirdiirmek sorun

Hastaligi yonetmek degil hastayi yonetmek zor..

SG-2016/06



