- ‘ P
B 1 "., ; "

.'/
B o= '~’~‘[:,
( )

NN
AN

ULUSLARARAS

5 1 '\'l ‘-_fI e
& m@‘ll !uu-maog: P - Bl ANTALYA

9 Mays 2018
HIV / AIDS KURSU

Kurs Keardinatirleri: Fehmi Tabak, Behice Kurtaran

Oturum-2

2017 Yilinda ART de Neler Degisti?

Dr. Figen Kaptan
IKCU Atatiirk Egitim ve Arastirma Hastanesi



"Degisim, mevcut halin oldugundan farkli bir hale donismesi"

demektir.

"Her degisim, daima baska degisimlere ihtiyag gosterir."

Niccola Machieavelli*

*DIPLOMAT, YAZAR (1469 - 1527)
Tarih ve politika biliminin kurucusu sayilan Floransa’li distnur, devlet adami, askeri stratejist, sair ve oyun
yazarl. italyan Ronesans hareketinin en dnemli figiirlerindendir. En bilinen eseri "Prens"dir.






Hizli ART Baslanmasi
"HIV Testi ve ART Baslanmasi Ayni Giin Icinde"

NESEANCHARTCE
Same-day HIV testing with initiation of
antiretroviral therapy versus standard care for
persons living with HIV: A randomized
unblinded trial

Standard Grup: HIV testinden 3 hafta sonra ART
Ayni GUn Grubu: HIV testi ile ayni gin ART

HAITi: Agustos 2013 — Ekim 2015

Surwna P, Koanig'?
Cynthia Reviom ', WM
Alexandra Apollon',

dng Seurcstdi Ayaktan izlenen, DSO Evre 1 ve CD4 <500 olan hastalar
Test sonrasi 12. ayda takipte kalma ve HIV-RNA <50 k/mL
Sonug Standard Grup  Ayni Gin Grubu
356 hasta 347 hasta

ART baslama orani %92 %100
Test sonrasi 12. ayda takipte %72 %80
kalma orani
Test sonrasi 12. ayda takipte %44 %53
kalma ve HIV-RNA <50 k/mL orani — A

RR: 1.21 (95% Cl: 1.04, 1.38; p = 0.015)

PLOS Medicine | https://doi.org/10.1371/journal.pmed.1002357 July 25, 2017



Hizli ART Baslanmasi
"HIV Testi ve ART Baslanmasi Ayni Gin Icinde"

HESEANLH AT CE

Same-day HIV testing with initiation of

antiretroviral therapy versus standard care for PLOS Medicine 2017
persons living with HIV: A randomn N o . .
unblinded trial Erken dénem HIV hastaliginda uygulanmasi mimkun

Surmos P, Kownig 7+, Nancy Dorvil', deasy G. Diviesx’, Buthuny | \/ @ ya ra rI | O I a bi I i r.

Cynthia Reviere’, Mieryne Faustin', Kerdyne Lavolle', Christan
Alexandra Apcllon', Limathe Duverger”, Margaret L. McNalrng®*, ¥

odne Sounsetsiaia’ prame-vues cemicur Parvicsewere’. 8. [CISIEN1T1K: Tek merkezli ve kentsel bolge calismasi.

The Effect of Same-Day Observed Initiation of Antiretroviral Therapy on HIV Viral Load
and Treatment Outcomes in a US Public Health Setting. Pilcher CD, et al. JAIDS 2017

Pilot Calisma, San Francisco, yeni basvuran 86 hasta degerlendirilmis:
- Akut / Yeni HIV infeksiyonu veya CD4 <200 olan 39 hasta: Hizli ART Grubu
— 37 hastaya 24-saat icinde ART baslanmis
- Standard ART Grubu: 47 hasta
- Virolojik baskilanma (<200 k/mL) stiresi Hizli ART grubunda daha kisa
- Ort. 1.8 vs 4.3 ay, P=0.0001
- Takipten ¢cikma oranlari benzer: %10.3 vs %14.9
- “Emniyetli; ART nin kabul edilebilirligini olumsuz etkilemiyor.”




llac Gelistirilmesinde 30 Yl

1990 -
2002 ) .

o, gune 2011- 2016

* Saquinavir SGC

* Indinavir * Rilpivirne/TDFI/FTC
* Nevirapine -2008 * Nevirapine XR
* Ritonavir * Atazanavir * Rilpivirine
. * Emfricitabine * Elvitegravir/C/FITDF
. * Enfuvirtide * Dolutegravir
* Fos-APV * Cobicistat
* Abacavir * Truvada (FDC) * DolutegravirfABC/3TC
+ Efavirenz * Tipranavir * Elvitegravir/C/FITAF
’ * Atripla (FDC) * Darunavir/COBI
9 * Darunavir * Atazanavir/COBI
1 987 * Lapinavirlr * Maraviroc * FTCITAF (10, 25 mg)

. * Raltegravir * Rilpivirine/TAF/FTC

l “AZT I * Tenofovir DF * Etravirine * Dolutegravir

Y R —
= “*(submitted)
1 983 Entry inhibitors Integrase inhibitars (InSTI) Protease inhibifors (PI) *  Generic versions

Fusion inhibitors RT (non) nuclecsidic inhibitors (N-NRTI)

https://www.justrislide.com/pdfs2018/B14423.pdf



| Klinik Uygulamalar (1996-2017)
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Alexandra Scherrer, Swiss HIV Cohort Study, 2017



llac Gelistiriimesinde 30 YI

1990 -
2002 | .

* Lamivudine

* Saquinavir HG

* Saquinavir SGC
* Indinavir

* Nevirapine

* Ritonawir

* Abacavir
+ Efavirenz

1987

* Lapinavirlr

2011- 2016

2003
-2008

* Atazanavir

* Emfricitabine
* Enfuvirtide

* Fos-APV

* Truvada (FDC)
* Tipranavir

* Atripla (FDC)
* Darunavir

* Maraviroc

* Raltegravir

* Etravirine

I «AZT I * Tenofovir DF

Entry inhibitors

1983

Fusion inhibitors

https://www.justrislide.com/pdfs2018/B14423.pdf

Integrase inhibitars (InSTI)

* Rilpivirine/TDF/FTC

* Nevirapine XR

* Rilpivirine

* Elvitegravir/C/FITDF
* Dolutegravir

* Cobicistat

* DolutegravirfABC/3TC
* Elvitegravir/C/FITAF
* Darunavir/COBI

* Atazanavir/COBI

* FTCITAF (10, 25 mg)
* Rilpivirine/TAF/FTC

* Dolutegravir

Protease inhibifors (PI) .

RT (non) nucleosidic inhibitors (N-NRTI)

2017-

* Raltegravir HO

* FTC/TDF

« (DICIFITAF)*

* (Bictegravin/ TAF/FTC)*
* {Dolutegravir/RIL)*

* (Dolutegravir/3TC/TDF)*

*

= “*(submitted)
Generic versions



Baslangic ART: TDF vs TAF

J Acqen bmene Dufe Synce 2017 Jun 1 752) 219213 dei 10 1007/0A) 0030000 Q00 1330

Brief Report: Randomized, Double-Blind Comparison of Tenofovir Alafenamide (TAF) vs
Tenofovir Disoproxil Fumarate (TDF), Each Coformulated With Elvitegravir, Cobicistat, and
Emtricitabine (E/C/F) for Initial HIV-1 Treatment: Week 144 Results.

Amrbas JR' Thompsan M Sax PE Haaz B McDaonaki C Waknl DA Dadrses F Clarka AF Guo 8 Wang S Calahaut © Plummar A Chang A Nas Al
McCahizter S

Daha 6nce ART almamis 1733 hasta

TAF veya TDF Elvitegravir/Cobicistat/Emtrisitabin (E/C/F) ile koformiile

144 hafta verileri:

- Virolojik etkinlik (HIV-1 RNA <50 k/mL): TAF daha Ustilin: %84.2 vs %80.0

(Fark %4.2; 95% CI: 0.6% - 7.8%).

- TAF: Kemik mineral yogunlugu ve renal biyomarkerler tzerine etkisi daha az

- TAF: Renal nedenle tedaviyi birakma yok (TDF grubunda 12 hasta; P < 0.001);
Proksimal tibllopati yok (TDF grubunda 4 hasta).

- TAF: Lipid I daha fazla; Total kolesterol/HDL oraninda degisiklik yok.

- E/C/F/TDF ile kiyaslandiginda, baslangic tedavisi icin E/C/F/TAF etkinlik,
kemik ve renal emniyet acisindan daha ustin.



TAF vs TDF: Mechanism of Action

Renal
tubular
cell

Lymphocyte

90% lower ~ .
plasma TFV than °,
with TDF

Arribas JR, et al. CROI 2017, Abstract453.
Sax PE, etal. Lancet, 2015;385:2606-2615, [ [e]
Wohi D, et al. J Acquirlmmune Defic Syndr. 2016;72:58-64. Slide credit: clinicaloptions.com

TDF: CrCl <60 mL/dk ise kullanma; <50 ise doz ayari
TAF: CrCl <30 mL/dk ise kullanma



Raltegravir: Yiiksek Doz, Giinde Tek Doz

. Articles

Raltegravir 1200 mg once daily versus raltegravir 400 mg twice
daily, with tenofovir disoproxil fumarate and emtricitabine, for
previously untreated HIV-1 infection: a randomised, double-

blind, parallel-group, phase 3, non-inferiority trial

Pedro Cahn, MD, Richard Kaplan, MD, Prof Paul E Sax, MD, Kathleen Squires, MD, Prof Jean-Michel Molina, MD, Anchalee
Avihingsanon, MD, Winai f

St 1, ot ONCEMRK: Faz 3, CK, randomize (2:1), esdegerlilik ¢alismasi
Rodgers, MS, Lilly East, P
> : >18 yas, ART almamis, HIV RNA >1000 k/mL, 139 merkez

Yen Nguyen, MD, Randi Le

" Members of the ONCEMF 26/05/2014 — 05/12/2014 arasi hasta alimi
Raltegravir + TDF/FTC
Sonug RAL 1200 mg RAL 800 mg
(600 mg th 1*2) (400 mg th 2*1)
531 hasta 266 hasta

The Lancet HIV, Volume 4, No. 11, e486—e494, November 2017



"Ilk Basamak ART icin Raltegravir 1200 mg Giinde Tek Dozda"
Kullanilabilir.

ONCEMRK: Faz 3, CK, randomize (2:1), esdegerlilik calismasi
>18 yas, ART almamis, HIV RNA >1000 k/mL, 139 merkez

26/05/2014 — 05/12/2014 arasi hasta alimi

Raltegravir + TDF/FTC

48. Hafta RAL 1200 mg

(600 mg tb 1*2)
531 hasta

HIV RNA <40 k/mL %89

Advers olay orani %24

- Ciddi 1 hasta

- ilaci birakma Yok

Advers olaylar

- Bulant %7

- Bas agrisi %3

- Sersemlik %2

llac iliskili 81Gm Yok

RAL 800 mg

(400 mg tb 2*1)

266 hasta
%88

%26
2 hasta
2 hasta

%7
%5
%3

Yok

—

Fark: %0.5,
95% Cl
-4.2ile5.2

96 Hafta: <40 k/mL
%81.5 vs %80.1
Baslangic CD4 ve

viral yukten bagimsiz

Cahn P, IAS 2017

Pedro Cahn et al, The Lancet HIV, Volume 4, No. 11, e486—e494, November 2017




Bictegravir, GS-9883

* Yeni, potent etkili, gliclendirici gerektirmeyen HIV-1 INSTI

* Integrazin zincir transferi aktivitesini inhibe eder; hiicreye
integrasyonunu onler.

 TAF, FTC, DRV ile in-vitro sinerjik etkili
* In-vitro direng profili RAL ve EVG’den Ustln, DTG ile benzer.

e BIC- tarafindan secilen mutasyon: RAL, DTG ve EVG’e dusuk-
orta duzeyde capraz direnc var.

Antiviral Activity of Bictegravir (GS-9883), a Novel Potent HIV-1 Integrase Strand Transfer Inhibitor with an
Improved Resistance Profile Manuel Tsiang, et al., AAC 2016



Bictegravir vs Dolutegravir

B Acticies The Lancet HIV 2017

Bictegravir versus dolutegravir, each with emtricitabine and
tenofovir alafenamide, for initial treatment of HIV-1 infection:
a randomised, double-blind, phase 2 trial

z:::,zz;l,f,i:xmﬁocjiwh:: Ef,f,‘;i,‘ Randomize (2:1), CK, Cok Merkezli, Faz 2 Calisma
JEETENLEERNIY 518 yas, daha once ART almamis, HIV-RNA >1000 k/mL, CD4 >
200, eGFR 270 mL/dk, FTC ve tenofovire duyarli HIV-1 genotipi

Dislama: Gebelik, HBV, HCV koinfeksiyonu, yeni AIDS

tanimlayan durum (30 giin icinde)

24, Hafta Bictegravir 75 mg Dolutegravir 50 mg
TAF/FTC 25/200 mg TAF/FTC 25/200 mg
Weighted difference 65 Hasta 33 Hasta
2.9%,  dummm==H|V RNA <50 k/mL %96.6 %93.9
95% Cl -.5t0 14.2;

p=0-50 Advers olay %85 %67
- Ishal %12 %12
- Bulanti %8 %12
- ilaci birakma 1 hasta* 0

*Urtiker, 24. haftadan sonra.



Bictegravir vs Dolutegravir

Tedavi almamis hastalar, BIC/FTC/TAF vs DTG + FTC/TAF
Randomize, Faz 3 BIC/FTC/TAF vs DTG/ABC/3TC

Lancet. 2017 Nov 4;390(10107):2073-2082. doi: 10.1016/50140-6736(17)32340-1. Epub 2017 Aug 31. ’4””

Coformulated bictegravir, emtricitabine, and tenofovir alafenamide versus dolutegravir with
emtricitabine and tenofovir alafenamide, for initial treatment of HIV-1 infection (GS-US-380-1490):
a randomised, double-blind, multicentre, phase 3, non-inferiority trial.

Sax PE', Pozniak A?, Montes ML?, Koenig E*, DeJesus E®, Stellbrink HJE, Antinori A7, Workowski K8, Slim J°, Reynes J'°, Garner W'', Custodio J*', White K'1,
SenGupta D'?, Cheng A'", Quirk E'".

Avustralya, Avrupa, Latin Amerika, Kuzey Amerika

1463

Lancet. 2017 Nov 4;390(10107):2063-2072. doi: 10.1016/50140-6736(17)32299-7. Epub 2017 Aug 31.

Bictegravir, emtricitabine, and tenofovir alafenamide versus dolutegravir, abacavir, and
lamivudine for initial treatment of HIV-1 infection (GS-US-380-1489): a double-blind, multicentre,
phase 3, randomised controlled non-inferiority trial.

Gallant J', Lazzarin A?, Mills A3, Orkin C*, Podzamczer D*, Tebas P¢, Girard PM’, Brar |8, Daar ES®, Wohl D', Rockstroh J*', Wei X'2, Custodio J'2, White K'2,
Martin H'*, Cheng A™?, Quirk E'2.

Avrupa, Latin Amerika, Kuzey Amerika



Bictegravir vs Dolutegravir

Calisma 1490 1489
BIC/ FTC/TAF BIC/FTC/TAF
DTG + FTC/TAF DTG/3TC/ABC
Sonug Bictegravir Dolutegravir Bictegravir Dolutegravir
N=320 N=325 N=314 N=315
48 hafta %89 %93 %92.4 %93
SR NG Fark -%3.5, %95.002 Cl -7.9ile  Fark -%0.6, %95.002 Cl -4.8 ile
<50 k/mL 1.0, p=0.12), esdeger etkinlik 3.6; p=0-78), esdeger etkinlik
Direnc gelisimi Yok Yok Yok Yok
Advers olay %12* %26* %26 %40
- Bulanti %10** %23**
- llaci birakma %2 <%1

*p=0-022 **p<0-0001



Bictegravir

FDA: 7 Subat 2018’de Bictegravir/FTC/TAF onayi ald..
EMA: Sonuc bekleniyor ...

o U5 Department of Heshih and | umsn Sepaces Uoetart s Lo Lepaio

.\.’—.
AID A QFFFRINE INCOANATION 64 HIY/AIRS Search AIDSinG n
lnfO TREATIMENT, FREVEN TIOK, AND FESEARCH ’ e

Cndelnes Undderstandmg HIV 205 Chmeal Tnals

HIV/AIDS News

Fazine > BIVIAINE News > Dagaaetont o Hisdlthoweal Honwon Seovioes &btz Sbodizsecas o Ao aetieainn] Guiche e Pare P Cleconilies u Fieonl Moo Cundsirslice

Pochanzt eof RBactvrp wenn! Tomnleron Alulpnnemiched Fintoaztalvon see Qow o the Beoazimsesdng balid faagirsoce "oo Moo Paazgose vatl HIY

Department of Health and Human Services Adults and Adolescents
Antiretroviral Guidelines Panel* Classifies a Fixed-Dose Combination Product
of Bictegravir/Tenofovir Alafenamide/Emtricitabine as One of the
Recommended Initial Regimens for Most People with HIV

i Murrh 20, AN
Source. ADS D
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ART Degisimi
Guclendirilmis Pl Bazh Rejim ile Baskilanmis Hastada
BIC/FTC/TAF Rejimine Gecilmesi
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ART Degisimi
Guclendirilmis Pl Bazl Rejim ile Baskilanmis Hastada,
BIC/FTC/TAF Rejimine Gecilmesi

48. Hafta HIV RNA

Te >50 k/mL %1.7*
BIC/FTC/TAF | Jgms k/mL %92.1

577 hasta*
- Guglendirilmis
Pi bazl rejim

*Fark -0.0%;
%95.002 ClI
-2.5% to 2.5%,

| Ayni rejim ile >50 k/mL %1.7* p=1.00

N=290 e Direnc yok

- Virolojik olarak
baskilanmis

- Pi: ATV, DRV

- Omurga:
%85 FTC/TAF
%15 3TC/ABC

devam e <50 k/mL %88.9
N=287 e n=1 - L74V

Evre 3-4 advers olay:
%4 vs %6.

Eric Daar, ID Week 2017



Bictegravir

CYP 3A4 ve UGT 1A1 substratidir.
Rifamisinler BIC ve TAF serum dizeyini { tir.
Bazi antikonvilzanlar ve St John’s wort ile kullaniimamali

OAT-2 ve MATE-1 ilag transport sistemini inhibe eder; bazi ilaclarin
serum duzeyleri T (Antiaritmik dofetilid ile kontrendike).

CYP 3A4: indiiklemez / inhibe etmez.
Polivalan katyonlar ile emilimi {,

Kreatinin tibuler sekresyonunu J,'tir, glomeriler fonksiyon
etkilenmeaz.



Darunavir/Cobicistat/Emtrisitabin/TAF

Giclendirilmis Pl iceren Tek Tablet Rejimi

[ AMBER: Faz 3, Uluslar arasi, cok merkezli RCK ]
Double-blind
treatment phase ‘smglo-mphm Roll-over phase
Treatment-naive
adults (N=725) D/C/FITAF
- smlng mm VL + matching D/C + F/TOF piacabo
21,000 ¢/mL DIC/FITAF
+ Seroupi iscebi D/C+FTOF
« HBV/HCV negative o st
1 ]
v v ;
Baseline Week 48 Week 96

Primary endpoint

Primary objective: Assess non-inferiority of D/C/F/TAF vs D/C + F/TDF by proportion
of patients with VL <50 ¢/mL at 48 weeks (NI margin 10%; FDA-Snapshot algorithm)’

Randomisaticn stratified by screening VL </>100,000 ¢/mL and CD4* </2 200 cells/mm?

*121 sites in USA, Canada, Belglum, France, Germany, Italy, Poland, Russis, Spain, UK
‘Lower limit of 95% CI of sratified Mante|-Mpenszel déference between D/C/F/TAF and contro!l >-10% AMBER (NCT02431247)

*121 sites in USA, Canada, Belgium, France, Germany, Italy, Poland, Russia, Spain, UK
'Lower limit of 95% CI of stratified Mantel-Haenszel difference between D/C/F/TAF and control >-10%
J. Eron, et al. EACS 2017



Darunavir/Cobicistat/Emtrisitabin/TAF

Giclendirilmis Pl iceren Tek Tablet Rejimi

[ AMBER: Faz 3, Uluslar arasi, cok merkezli RCK ]

48. Hafta DRV/c/F/TAF DRV/c + F/TDF

362 hasta 363 hasta
HIV RNA <50 k/mL %91.4 %88.4 * Benzer
Virolojik basarisizlik %4.4 %3.3 etkinlik
Advers olay Eylil 2017
-ilaci birakma %1.9 %4.4 Avrupa’da
-Ciddi %4.7 %5.8 onaylandi
-Evre 3-4 %5.2 %6.1
eGFR ¢ Daha az* -
KMY ¢ Daha az* -
T Kol, LDL, TG - Daha az*

J. Eron, et al. EACS 2017 *|statistiksel olarak anlamli






2-llac ile Ilk Basamak ART

Dolutegravir + Lamivudin

Calisma

Sonug¢

1. Faz 2;120 hasta
INSTI dahil direng yok

HBV koinfek yok

HIV-RNA > 100.000 k/mL dahil
24. Hafta sonuclari

108 (%90): HIV RNA <50 k/mL
7 (%6) veri yok
5 (%4): HIV RNA >50 k/mL:

- 3 hastada protokol olarak tanimlanmis
virolojik basarisizlik; DTG serum dizeyi distk

2. 20 hasta

8. Hafta: Tumunde HIV RNA <50 k/mL.
1 hasta: 24 haftadan sonra viral yikte T

- Takiben baskilanmis. Transkriptaz boélgesinde
direng yok. IN ve proteaz amplifiye edilememis.

1 hasta: Suisid (24. hf)

3. RKC, 700 hasta
DTG + 3TC vs DTG + TDF/FTC

Sonug bekleniyor ...

1. Taiwo BO, et al. IAS 2017. Abstract MOABO107LB.

2. Cahn P, JIAS 2017




2-llac ile Ilk Basamak ART
ANDES: DRV/r + 3TC vs DRV/r + TDF/3TC

Faz IV randomize calisma. N=145 hasta. %24 hastada baslangi¢c HIV-RNA >100,000 k/mL.

24. Hafta DRV/r + 3TC Baslangi¢c HIV-RNA >100,000 k/mL
<400 k/mL, ITT; % N =75 -DRV/r+3TC:n=20

-DRV/r+ TDF/FTC: n=1
Tum hastalar 95 97 /r / n=15
Baslangic HIV-RNA 100 100 DRV/r + TDF/3TC kolunda
>100,000 k/mL 1 virolojik basarisizlik*

Proportion of patients with plasma HIV-1 RNA less than 400 copes per mL |k||| tedaVi grubunda

100 { —e— Tria Marapy TRO7%) _—1 virolojik basarisizlik yok.

> el DT(95%)

3
c
S
T
Q
Q
O
a

*24. hafta ve sonrasinda HIV-1 RNA > 400 k/mL
veya 48. haftada sonra HIV-1 RNA > 50 k/mlL.

Sued O, et al. IAS 2017. Abstract MOABO106LB.




Virolojik Olarak Baskili Hastada
2-ilag ile ART’ye Devam Edilmesi

DTG + 3TC Pl/r + 3TC DTG + RPV




Virolojik Olarak Baskili Hastalarda 2-llac ile
Devam Rejimi: DTG + 3TC: ASPIRE

100.0% - o * Agik etiketli, 1:1 randomize DTG +3TCile devam
g 90.9% 88.9% - Herhangi bir 3-ila¢ ART ile virolojik N=44
e baskilanma olan
80.0% - * Virolojik basarisizhg olmayan _
70.0% -
60.0% -
50.0% -
40.0% -
30.0% -
20.0% - 8.9%
10.0% - 23% 2.2% SS%
0.0% - .-F'-_ l-_
HIV RNA <50 cpm HIV RNA >50 cpm No Virologic Data
N 40 40 1 1 3 4
On Study 44 45 44 45 44 45

Taiwo B, EACS 2017



Virolojik Olarak Baskili Hastalarda 2-llac ile
Devam Rejimi: Pl/r ve 3TC: Meta-analiz

SALT ve ATLAS: ATV/r +
3TC

Do STe Difference 0.9% (95%Cl, -1.3% to 3.2%)

Vs Plﬁﬁlgﬂm 250 cop/mL at week 48 Absolute risk difference, (95% Cl)
Dual therapy - triple therapy (%) Non-inferiority margin: 4%
SALT >r—} 1.40 (-2.80, 5.60)

ATLAS J -0.70 (-5.90, 4.40)
DUAL - : 1.50 (-2.20, 5.30)
OLE - E 1.70 (-2.60, 6.00)

i

)

I

4% 0.90 (-1.30, 3.20)

POOLED <:>

Favors DT €= ===
| T

0%

48. hafta: HIV-RNA >50 k/mL:
= |kili Tedavi grubunda %4, Uclii Tedavi grubunda %3.04
= Fark, cinsiyet, HCV durumu veya kullanilan Pl cinsinden etkilenmiyor.

Perez-Molina J, et al; 16th EACS, Milan, Italy, October 25-27, 2017 Abst. PD1/1



Efficacy, safety, and tolerability of dolutegravir-rilpivirine for the maintenance of
virological suppression in adults with HIV-1: phase 3, randomised, non-inferiority

SWORD-1 and SWORD-2 studies. Llibre JM, et al. Lancet 2018

A
b A0 95 95
&
o0
I 804 Viroiagical success
§ \irologica non-response
- « Data in window, not <50 coples per mi
5 « Discantinued for iack of efficacy
E 60+ « Discantinued while not <50 copies per mL ;
& « Changs in ART Adjusted treatment difference
o No virological data -0-2(95%Cl1-3-0to 2.5) ‘
a « Discontinued due to adverse event S S —
g 401 ordeath :
2 - Discontinued for ather reasons :
; « Missing data during snapshot wincow :
E 204 but onstudy
o .
= ]
= <1 1 _—15 : :
c L] T L T T ‘ I L] T 1
Virological success Virological non-response No virclegical data -6 -4 -2 0 2 4 6 8
B
100+ 36 ]
- 35 - 94 94 SWORD-1 [ Dolutegravir-rilpivirine (n=252) ;
2 I CAR (n=256) :
= T :
= B0+ SWORD-2 [ Dolutegravir-rilpivirine (n=261) .
& o SWORD-1 '
z O CAR (n=255) Adjusted treatment difference
= -0-6(95% Cl1-4-2t03.0) :
E 60 -
2 5
g :
S SWORD-2 :
g Adjusted treatment difference
5 0-2(95%C1-29t04-2) :
= -
£ 20- :
=
=
N <4 <1 <1 2 &-ifi]—i-] ]
c T 1 ) 1 L J 1 1 1 1 1
Virological Virological No virological 8 -6 4 =2 0 2 4 3 g 10
success non-rasponse data Percantage-point difference
o b
CAR better Dolutegravir-rilpivirine batter

Flgure 2: Virological outcomes at week 48 (US Food and Drug Administration snapshot) in the pooled SWORD-1 and SWORD-2 intention-to-treat study
population (A) and separated by study (B)
Treatment difference was adjusted for age and baseline third-agent class. CAR=current antiretroviral regimen. ART=antiretroviral therapy.




Advers Olay

Abakavir: Kardiyovaskuler hastalik riski: Konsensus yok
Efavirenz: QTc intervalinde uzama

DRV/r: Kimulatif DRV/r kullanimi ile KVH riski artmakta.*

- Risk artisi az; ancak tedrici olarak artmakta (bagimsiz iliskili)

D:A:D: 35,711 hasta 1,157 KVH saptanmig

Ortanca 7.0 yil izlem IR 5.3/1000 Hasta Yili izlem

(IQR 6.3-7.1) [%95%Cl 5.0-5.6]
DRV/r maruziyetiyok  4.91/1000 HYi [4.59-5.23]
>6 yil maruziyet 13.67/1000 HYi [8.51-18.82]

IRR 1.59 [133'191] /5 yll ‘(R( - IR~ —
ATV/r maruziyetiyok  5.03 [4.69-5.37] *Lene Ryom
>6 yIl maruziyet 6.68/1000 HYI [5.02-8.35] CROI 2017,

IRR 1.03 [0.90-1.18]/5 yil Abstract 128LB



Advers Olay

‘

Psychiatric Symptoms in Patients Receiving Dolutegravir

dnng Femnplace, PRD, MBECEE.* Chriy Sainyby, 85c Hows, * Alan Winvtow, MD, T Nooow Giveny, MSc.*
Sarah Puccind, 8Sc Hons, * Vani Vassappagars, PRDL] Ricky Hsw, MD.§ Jennifer Fusco, BS,|
Rowing (Qwercia, MDD, PADL ) Michae! Abosd MBORE, MRCOP. S and Llowd Curtis, MA, MRCP®

DTG iliskili Psikiyatrik Semptom’lar (insomnia, anksiyete, depresyon, suisid) arastiriimis
1. Observational Pharmaco-Epidemiology Research & Analysis: kohort

5 randomize klinik calisma (3 ¢alisma cift-kor)
2. ViiV Healthcare: Bildirilen olgular

- DTG alanlarda daha dustk veya karsilastirilan ilagla (ATV, DRV, EFV, RAL) benzer
oranda.

- Insomnia en sik. En yiiksek oranlar SINGLE calismasinda (DTG %17, efavirenz %12);
diger calismalarda daha duiisiik oranda (DTG: %3—-8 vs karsilastirma ilaci:% 3-7).

- ilaci birakma: EFV alanlarda daha fazla.

- OPERA kohortunda baslangicta PS oykisiu EFV grubunda en az (<DTG, RAL, DRV).

- Bazal farkliiga ragmen tedavi sirasinda PS prevalansi ve insidansi 4 ilacta benzer.

- PS nedeniyle ilaci birakma DTG (%0-0.6) ile en dislik; RAL (%0-2.5) ile en yiksek.

DTG-alan hastalarda PS’lar az siklikta gorular, nadiren ilacin kesilmesini gerektirir.
J Acquir Immune Defic Syndr 2017;74:423-431



TABLE 2. Characteristics of PSs* in the OPERA Cohort

ART Regimens
DTG-Containing EFV-Containing RAL-Containing DRV-Containing
(n = 2029) (n = 1608) (n = 963) (n=1747)
History of disgnoses at baseline, n (%)
Insomnia 291 (14.3) 124 (7.7) 133 (13.%) 173 (9.9)
Anxiety 345 (17.0) 148 (9.2) 145 (15.1) 216(12.4)
Depression 656 (32.3) 261 (16.2) 282 (29.3) 465 (26.6)
Suicidality 9(0.4) 3(0.2) 4(0.4) 8 (0.5)
Prevalence of dingnoses dunng follow-up, n (%)
Insomnin 157 (7.7) 139 (8.6) K2 (K.5) 96 (5.5)
Discontinued 13 {(0.6) 19 (1.2) T10.7) 9(0.5)
Anxicty 134 (6.6) 110 {6.8) 98 (10.2} 132 (7.6)
Discontinued 7(0.3) 13 (0.8) 14 (1.5) 20 (1.1)
Depression 205 (10.1) 153 (9.5) 136 (14.1) 204 (1L
Discontinued 13 (0.6) 25 (1.6) 24 (2.5) 9L
Suicadality 300 1(02) 2(0.2) 1(0.1)
Discontinued 0 1(0.1) 0 0
Incidence of new diagnoses during follow-up, n (%)
Insomnia 110 (5.4) 10 (6.8) SS(5.7) 7140
Discontinued 6 (0.3) 15 (0.9) 6 (0.6) 8 (0.5)
Anxicty 08 (4.8) 89 (5.5) 04 (6.6) 93 (5.3)
Discontimuped J(01) 10 (0.6) 8 (0.8) 12007
Depression 98 (4.8) 104 (6.5) 69 (7.2) 108 (6.2)
Discontinueed 5(0.2) 17 (1.1) 740.7) 12007
Sucadality 3.0 3(0.2) 2(0.2) 1(0.1)
Discontinued 0 1(0.1) 0 0

*History of I'Ss (msomnia, anxiety, depression, and suicidality) was determined at the bascline date, defined as the date of regimen preseription. Prevalenco of PSs during follow-
up includes PS dingnoses that occurred after bascline, regandless of whether the patient had the dingnosis before baseline. Incidence of new PSs during, follow-up includes only new PS
diagnoses that cccurred in paticts without a history of the specified IS at or before baseline. Discontinued mdicates discontimiation of drug duc 1o the specified IS, The 'S catcgory
insomnia included msomnia, mstial msomnia, middle insommnia, and teeminal insomnin; anxicty inclsded anxicty and anxicty disorder, depression mchuded deprossion, major
depression, depeessed mad, depressive symptom, and bipolar disorder; sucidality included suscide sttempt, suicidal ideation, completed suicade, intentional self<injury, amd sclf-
injurious behavior.

EFV, clavirenz, OPERA, Obscrvational Pharmaco-Epidemiology Rescarch & Analysis,

Fettiplace A, J Acquir Immune Defic Syndr 2017;74:423-431



Recommended X | Recommended Initial Regimens for Most People with HIV

Recommended regimens are those wilh demonslraled durable virologic efficacy, favorable lolerability and toxicily profiles, and ease of use.

|N§| | ' 2 NBl |§I Q1 Nm 22 e Deparirect of Havth and Himat Saoens

* DTG/ABC/3TC® (Al)—if HLA-B*5701 negative et ————,|||||
* DTG + lenofovit/FTC? (Al for both TAF/FTC and TDF/FTC) e et
* EVGIcitenofovitFTC (Al for both TAFFTC and TDF/FTC) s St o e vao e, et
« RAL® + tenofovir’/FTC? (Al for TDFIFTC, All for TAF/FTC) R R AT A

Alternative X I Recommended Initial Regimens in Certain Clinical Situations

TThese regimens are effective and lolerable, but have some disadvantages when compared with the regimens listed above, or have less
supporting data from randomized clinical trials. However, in certain clinical situations, one of these regimens may be preferred (see Table
/ for examples).

Boosled Pl + 2 NRTIs. (In general, boosled DRV is preferred over boosled ATV)

* (DRV/c or DRVIr) + tenofowirt/FTC# (Al for DRVIr and All for DRV/c)

* (ATV/c or ATVIr) + tenofovi/FTC? (BI)

* (DRV/c or DRVIr) + ABC/3TC* —if HLA-B*5701-negative (BII)

* (ATV/c or ATVIr) + ABC/3TC* —If HLA-B*5701-negative and HIV RNA <100,000 copies/mL (CI for ATV/r and CIlI for ATV/c)
NNRTI + 2 NRTls:

* EFV + tenofowi/FTC* (BI for EFVITDF/FTC and Bl for EFV + TAFFTC)

* RPVitenofowir®/F TC* (BI)—If HIV RNA <100,000 coples/mL and CD4 >200 cells/mm*
INSTI + 2 NRTIs:

* RAL® + ABC/3TC® (Cll)—if HLA-B*5701-negative and HIV RNA < 100,000 copies/mL
Regimens to Consider when ABC, TAF, and TDF Cannot be Used ©

* DRVIr + RAL (BID) (Cl)—if HIV RNA <100,000 copies/mL and CD4 >200 cells/mm’
* LPVIr + 3TC® (BID)® (CI)

DHHS 2018



Lopinavir/Ritonavir
Darunavir: Kardiyovaskuler hastalik
ART degisimi endikasyonlari:

- HCV tedavisi
- Kemik, bobrek lizerine toksisite

ART degisimi: DTG + RPV ile dual tedavi

Version 9.0
October2017 Gebelik ile ilgili olarak:

English - Efavirenz ile ilgili uyari kaldirild

- TAF, Cobicistat kullanilmamali
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