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BASAK DOKUZOGUZ

ANKARA NUMUNE EGIiTiM ARASTIRMA HASTANESI




ANTIRETROVIRAL TEDAVI

A NE ZAMAN BASLAYALIM ?

X NE BASLAYALIM ?
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HIV / AIDS TANI
TEDAViI REHBERI




Tedavinin Hedefleri

Viral yuk etkin ve surekli olarak baskilamak
Immiinolojik fonksiyonu diizeltmek ve korumak
HIV iligkili morbidite ve mortaliteyi azaltmak
Hayat kalitesini arttirmak

Yasam suresini uzatmak

Vertikal HIV bulasini engellemek

HIV bulasini onlemek



REHBERLERIN ASEMPTOMATIK HIV+ OLGULARDA CD4+SAYISINA GORE
ART BASLAMA ONERILERI

CD4+ Count
>500 Cells/mm3
U.S. guidelines ----------- -
European guidelines --------
WHO guidelines 1 o s o o
350-500 Cells/mm?3
U.S. guidelines B | | | | | | | [
European guidelines 1 , --- | (-
WHO guidelines FEEEEEEEEEE
200-349 Cells/mm?3
U.S. guidelines --- _ ------
European guidelines -- " | ----- :
WHO guidelines ---- a | | [ | B Recommend
<200 Cells/mm3 ' Consider/offer
U.S. guidelines [0 o o o o o
curopean guidelines EEEEEEEE. -
WHO guidelines 1 e

© A D O S & D s A & & N i
P S S & §° & S
G S S E S E S S S S S

. De Cock KM, EI-Sadr WM., When to Start ART in Africa — An Urgent Research Priority N EnglJ Med 2013



R NA- ACCORD

North America AIDS Cohort Collaboration on Research and Design

Oliim riskiyle iligkili parametreler Relative Hazard (Cl %95) P
3 - 3
HAART CD4 < 350/mm?3 (vs CD4 351-500 /mm?) 1.69 < 001
Kadin 1.21 24
lleri yas ( her 10 yil) 1.68 <.001
Baslangic CD4+ sayisi 1.13 .59

HAART CD4 < 500 /mm3 (vs CD4 > 500 /mm3) 1.94 <.001

.Kadln 1.85 <.001

lleri yas ( her 10 yil) 1.83 < .001

Baglangic CD4+ sayisi 0|93 .03
0.1 1.0 3.0

*Per 100 cells/mm?3 increase.
Kitahata MM, et al. N Engl J Med. 2009;360:1815-1826.



R ATHENA

AIDS Therapy Evaluation in the Netherlands
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2014

ART Ne Zaman Bagslayalim?
DHHS

EACS
2013

DSO

2013-14

Semptomatik + + + +
Asemptomatik
CD4 + + + +
< 350/mms3 A
CD4 + +/- +/- +
350-500 /mm? All Hasta ile Eslik eden
goriserek durumlara gore
degerlendirilir
CD4 + +/- +/-
> 500 /mm3 ST Hasta ile Thc
goriserek Izlem kisithhg

degerlendirilir




N Engl J Med. 2015 Aug 27,373(9):808-22. doi 10.1058/NEJMoa1507198. Epub 2015 Jul 20.

A Trial of Early Antiretrovirals and Isoniazid Preventive Therapy in Africa.
TEMPRAND ANRS 12136 Study Group, Danel C, Moh R, Gabillard D, Badie A, Le Carrou J, Quassa T, Quattara E, Anzian A, Niakpé JB, Minga A, Kouame GM,
Buhoussut Efstrategic Timing of Antiretroviral Treatment (START)
Dohoun L, Kamag
Koné F, Guéhi C, 4
Yededii SY Assiff  This study is ongoing, but not recruiting participants.
3, Aka K AoussiE _
V Moh-SemdsC | SPonser: _ N _ _ _
University of Minnesota - Clinical and Translational Science Institute

@ Collaboraton
Collaborators:

Abstract National Institute of Allergy and Infectious Diseases (NIAID)

BACKGROUND: Copenhagen HIV Programme (CHIP) -- Copenhagen, Denmark

with a 2-by-2 factf  Medical Research Council

HIV-nfected adulf  The Kirby Institute for Infection and Immunity in Society

METHODS: We it  The Institute for Clinical Research at the Veterans Affairs Medical Center -- Washington, D.C.,
criteria for startin]l USA

groups: deferred French National Institute for Health and Medical Research-French National Agency for
Research on AIDS and Viral Hepatitis (Inserm-ANRS)

German Federal Ministry of Education and Research

NEAT - European AIDS Treatment Network

National Health and Medical Research Council, Australia

RESULTS:Atold  National Institutes of Health Clinical Center (CC)

of 204 primary enf N ational Cancer Institute (NCI)

vith 2 baseline CF - National Heart, Lung, and Blood Institute (NHLBI)

invasive bacterial N ational Institute of Mental Health (NIMH)

was lower with &3 National Institute of Neurological Disorders and Stroke (NINDS)

baseline CD4+ ¢dt  Njational Institute of Arthritis and Musculoskeletal and Skin Diseases (NIAMS)

5% Cl 0.43to ( Abbott

1.01) The 30-mof  Bristol-Myers Squibb
CONCLUSIONS:! Gilead Sciences

ART and no IPT. GlaxoSmithKline

Agency for Rese3 Merck Sharp & Dohme Corp.
Tibotec Pharmaceutical Limited

The primary end
defining cancer,
outcomes betweg
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.| CDA4 Sayisina Bakilmaksizin Tum |

Hastalara ART Baslayin *

4.1.

1
4

ing

AR 10 D1 all HIV-miected patients, regardless of CD4 count. Kevisions 1o this section rocus on the data

. support RT for all patients.
‘ Recommendation 1: When to start ART among people living with HIV
Follo he updated recommend Target Specific recommendation Strength of the | Quality of
nonulation racnmmendation_| the evidence

mfectionwit © HIV iligkili morbidite ve mortaliteyi azaltmak

Recommendations are
dence, the degree of p

nighrisk for, developing @ |- |\ / |nfekte ki§i|erden bU|a§|n OnlenmeSi

Symptomatic HIV dis w
conditions, incl. tunerculosis) cell count ) ) =m
Current CD4 count As a priority, ART should be initiated in | Strong Moderate
all adolescents with severe or advanced
Any CD4 count <350 2 350 HIV clinical disease (WHO clinical stage
3 or 4) and individuals with CD4 count
SR SR R =350 cells/mm?

Children ART should be initiated in all children 1 Conditional Low
(1to <10 to <10 years old living with HIV at any

years old) CD4 cell count m

A fete ADT chca b by o) I'e Ad |

SR = Strongly Recommended
R = Recommended




» Tedavi hasta bazinda degerlendirilir

» Klinik ve/veya psikososyal durumuna gore
ertelenebllir

* Ancak mumkun oldugunca erken baslanmalidir



Hemen Tedavi Baslanmasi Gerekir !

* Gebelik

* AIDS tanimlayici durumlar
— HIV iligskili demans, malignite

* HIV nefropatisi (HIVAN)

* Akut / erken infeksiyon

« HIV/ HBV koinfeksiyonu

* HIV/HCV koinfeksiyonu






. GUUCMES?2 - ADELAR73

. 2004 CD4: 475 /mm3 - 2011 CD4: 612 /mm?3
688 /mm?3 508 /mm?3
555 /mm?3 =>2013 CD4: 482 /mm?3

422 /mm? . 2015 CD4: 948/mm?3
=2>2009 CD4: 250 /mm?3

« 2015 CD4: 741 /Imm?3







CCR5

antagonisti







x ART - llk Segenek

NRTI INSTI Pl NNRTI
DHHS TDF/FTC DTG** DRV/r
ABC/3TC** EVG/c
EVG/c/TAF/FTC
RAL
EACS TDF/FTC DTG** DRV/r RPV
ABC/3TC** EVG/c
RAL
BHIVA TDF/FTC DTG ATZ/r RPV
EVG/c DRV/r
RAL

WHO  TDF/3TC (FTC) DTG EFV



x ART - Alternatif

NRTI INSTI Pl NNRTI
DHHS ABC/3TC* DRV/c* EFV
TDF/FTCe ATV/rs RPV
ATV/cz
EACS ABC/3TC’ RAL DRV/c EFV
ATV/r
TDF/FTC: AT
LPV/r#
BHIVA ABC/3TC EFV
WHO 2NRTI RAL ATV/r
LPV/r

DRV/r



A

OLGU

- MIDOBAG5

 Asemptomatik

¢ CD4 : 375/mm3

* VY

- 5.9x 106

a) TDF/FTC + DRV/r
b) TDF/IFTC + LPVIr
c) TDF/FTC + EFV
d) TDF/FTC + DTG
e) TDF/FTC + EVGI/c

f) TDF/FTC ¢
\___ \»

g) ABC+3 =%
r/\x/
h) ZDV/I3T( -






A

Tedavi Baslarken D

e CD4<200/mm?3
* RPV I . Virol
- DRV/r+RAL &

* VY> 100 000 kopya/ml
- RPV I
- ABC/IEFV &

—_

IKKAT !

ojik basarisizlik

— Virolojik basarisizlik

« ATV/r ve DRV/r+ RAL O |



Tedavi Baslarken DIKKAT !
- HLA-B 5701 pozitif

- ABC Y ———  Fatal olabilen allerjik reaksiyon

* Direncg testi sonucu beklenemeyen hasta

* NNRTI @ . Aktarilan direng mutasyonlari
e INSTI 7?27?7?



Eslik Eden Durumlar

Firsatci hastalik

- Thc - Diabet
Eslik eden infeksiyonlar |
_ HBV, HCV e DISIIpdemI

Malignite varhgi

— meme, hepatobiliyer, kolorektal,
prostat, servical, anal

Kardiyovaskuler durumu
Bobrek

Karaciger

Kemik metabolizmasi

Depresyon

Madde kullanimi



A

Tedavi Yan Etki/ Komplikasyon

/ Kardlyovaskuler \

* Diabe
* Dislipdemi|

* Lipodistrofi

_ _ risk onlenmesi
« Kemik metabolizmasi

\Laktik asidoz







A

ASCVD Risk Estimator*
10-Year ASCVD Risk Lifetime ASCVD Risk

Kardiyak Risk Degerlendirmesi

Recommendation Based On Calculation >

Gender Age
Race
O white Total Cholesterol (mg/dL)

ABC ve LPVIr iceren semalardan kaciniimali

Uldbeles e _

Yes No Smoker

Yes No

http://tools.acc.org/ASCVD-Risk-Estimator/



Calculate a GFR Value

Age: 52 j ‘3
. GFR <70 mL/dk
Serum creatinine: '

Gender: ® Male € Female g o EVG/C/TDF/FTC
Are you African ® No € Yes 0

amentert e ATV/c ve TDF
Calculate
- e DRV/c ve TDF

Your GFR Value: Your Stage: kaglnllmalldlr

www.davita.com/gfr-calculator/



x Kronik Bébrek Hastalari Igcin Se¢enekler

- ABC/3TC
« HLB*5701 negatifse

 HIV RNA> 100 000 k/mL ise EFV veya ATV/r birlikte
Kullanma

 CrCl <50 mL/dk ise ABC+ 3TC kullan (3TC doz

ayarlamasi igin)

* Diger secenekler
e DRV/r + RAL (HIV RNA <100,000 /mL ve CD4 >200/mm3)
« LPV/r + 3TC



H W =

Bobrek Yetmezliginde Doz Ayarlamasi

eGFR ' (mL/min)

Haemodialysis
250 30-49 10-29 <10
NRTIs
— Sk No dose adjustment required
ddl'™ 260 kg 400 mg q24h 200 mg g24h 150 mg q24h 100 mg q24h 100 mg g24hi™!
< 60 kg 250 mg q24h 125 mg g24h 100 mg q24h 75 mg q24h 75 mg g24h™
dd4T 260 kg 30mgqil2h 15 mg q12h 15 mg g24h 15 mg q24h 15 mg g24h'™
< 60 kg 40 mg q12h 20mg q12h 20 mg q24h 20 mg g24h 20 mg q24h'™
FTC 200 mg q24h 200 mg g48h 200 mg q72h 200 mg q96h 200 mg q96h!
3TC 300 mg q24h 150 mg q24h 100 mg g24h' 50-25 mg q24h'™ 50-25 mg q24h v
TDF™ | Not recommended Mot recommended
300" mg g24h 300" mg g48h | (300" mg q72-96h, | (300" mg q7d, if 300" mg q7d™
. if no alternative) no alternative)
ZDV 300 mg q12h No dose adjustment 100 mg q8h 100 mg g8h'™
required
ABC/3TC 6007300 mg q24h
ZDVI3TC 300/150 mg q12h Use individual drugs
ABCI3TC/ZDV 300/150/300 mg
ql12h
TDFIFTC 30047200 mg q24h | 300200 mg g48h ‘ Use individual drugs
NNRTIs
EFV 600 mg q24h No dose adjustment required
ETV 200 mg q12h No dose adjustment required
NVP 200 mg q12h Mo dose adjustment required
TDF/FTC/IRPV 30004200/25 mg Do not use
q24h
eGFR _(mL/min) Haemodialysis
=50 30-49 10-29 <10
PIs’"’
ATVIr 300/100 mg g24h No dose adjustment required'”’

800/100 mg g24h




Karaciger Yetmezliginde Doz Ayarlamasi

NRTIs Pls
ABC Child-Pugh Class A: 200 mg bid (use oral solution) ATV Child-Pugh Class B: 300 mg qd

Child-Pugh Class B or C: Contraindicated Child-Pugh Class C: not recommended
ddl Contraindicated RTV boosting is not recommended in persons with

If used no dosage adjustment hepatic impairment (Child-Pugh Class B or C)
d4T Contraindicated DRV Child-Pugh Class A or B: no dosage adjustment

If used no dosage adjustment Child-Pugh Class C: not recommended
FTC No dosage adjustment DRV/c Child-Pugh Class A or B: no dosage adjustment
3TC No dosage adjustment Child-Pugh Class C: not recommended
TDF No dosage adjustment FPV Pl-naive persons:
TDF/FTC No dosage adjustment Child-Pugh Class A or B: 700 mg bid
ZDV Reduce dose by 50% or double the interval between Child-Pugh Class C: 350 mg bid

doses if Child-Pugh Class C . )

Pl-experienced persons:

L Child-Pugh Class A: 700 mg bid + RTV 100 mg qd
EFV No dosage adjustment; use with caution in persons Child-Pugh Class B: 450 mg bid + RTV 100 mg qd
URIFEAEERT | G L Child-Pugh Class C: 300 mg bid + RTV 100 mg qd
ETV Child-Pugh Class A or B: no dosage adjustment IDV Child-Pugh Class A or B: 600 mg g8h

Child-Pugh Class C:no data Child-Pugh Class C: no data
NVP Child-Pugh Class B or C: contraindicated : : -

- : LPVIr No dosage recommendation; use with caution in

RPV Child-Pugh Class A or B: no dosage adjustment persons with hepatic impairment

Child Pugh Class C: no data RTV Refer to recommendations for the primary Pl

SQV Child-Pugh Class A or B: use with caution

Child-Pugh Class C: contraindicated




A

* Hiperlipidemi
—Pl/r - ABC - EFV -EVG/c......... olumsuz etkisi
oldugu gbz bénlne alinmali

* Osteoporoz

— TDF......... uzak durmayi ddsun
* Psikiyatrik hastalik
— EFV.......... kacinilmall
* HIV iligkili demans
—EFV ........ kacinilmali DRV/r ve DTG igeren

semalar tercih edilebilir



Characteristics of drugs used as opioid substitution therapy (OST)'

Madde Bagimliligi Tedavisinde Doz Ayarlama

Feature

Mathadone

Buprenorphine

Dose required to prevent withdrawal
symptoms according to degree of opioid
dependency

Interaction with ARV's

Linear relationship (from 10-300 mg per day)

Methadone plasma concenfrations are reduced if
used together with NNRTIs or Pls:

« NVP & EFV: | 50%

« ETV: | < 10%1

« LPVir: | 50%

« SQVIr, DRVIT, FPVIr: | 15-25%

« ATV, IDV: | < 10%

Linear relaticnship for persons with less opioid
dependency only = ceiling effect (max daily dose
24 mg)

Buprenorphine (B) and active

metabolite norbuprenarphine (N)

plazsma concentrations are reduced if
combined with NMRETIs and increased

if combined with some Pls

* EFV: | up to 50% (B) and 70% (M)

« ATV, 1DV, SQVIT: 1 50-100% (B&N)

* DRV 1 50% (M)

« CAVE: B reduces ATV, do not use without
RTV or COBI boosting

CAVE: withdrawal symptoms if combined with ARV
drug toxicity if such ARVs are interrupted - reverse

that decreases plasma concentration and risk of
if ARV increaze plasma concentration

Risk of overdose Yes Mo if used as a co-formulation with naloxone
Causing QT prolongation on ECG Yes (dose-response relationship)/ Mo

Rizk of obstipation High High

Type of administration Tablet or liquid Tablet applied sublingual

Risk of further impairment in persons with Yes Yes

axisting liver impairment

Roo Mnuwnodmnwn Intaractinne hobhusaon Analnasice

and AV




llac Etkilesimleri
oiseprosas | wnair_| Rioravr | o | Emvitatine 10| Toraoi_| _fahegai
Escitalopram 0 O O o ¢ ¢

|mmm
|mmmm
|mm
|mmm

Emtricitabine (FTC)

Tenofovir O O ¢ ¢ n'a ¢
o EESEEIREETTEETETE

Darunavir na O O 0 O ¢

Lopinavir ) 0 O O O ¢

Ritonavir O n/a O ¢ O ¢




Bagisiklama
\ /// ,

/
///

@\

\\. | * Influenza
* Pndmokok
* Meningokok

* HPV
* HBV
* HAV

* VZV




Gebelik




R OLGU

- MIDOBAG65
* Antidepresan

 Asemptomatik
- LAD %30 daralik

* CDy : 375/mms3
* Osteopeni ....Femur, lomber

* VY :5.9x 10°






Hekim Ne Ister

* Acik davranmasini
* Kontrole duzeli gelmesini

* Tedavi uyumunu






Ayrimcilik

vv‘v"’

WJ&&

*Toplumda

*Saghlik kuruluslarinda



Hasta Ne Ister
GIZLILIK
* Hastanede
* Alle- sosyal cevrede
« Kayitlarda
- Is yerinde
Moral destek

Tedavi suresi ??77??



R ART Baslarken
BiLGILENDIRME

* ART’nin yarari

 Uyumun onemi

 Uyumu bozan faktorler

Uyumu saglayacak stratejiler onerilebilir

* Tedavi suresiz devam etmeli
* Bagisiklik sisteminin korunmasi

 Virusun baskilanmasi



R ART Baslarken
BiLGILENDIRME

- Hasta bu tedavi ile
» tam sifa bulmayacagini

 virusun yok edilemedigini anlamalidir

» Bulastirmamak i¢in onlem almali



Hasta Ne Ister

Tanidigl hekimi gormek

 Tum sikintilarini anlatmak
Cinsel yasamda degisiklik olmasin

Evienmek ..... Cocuk

Seyahat

Tek doz tedavi
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TESEKKUR EDERIM







