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Compound Class/Type Company Status Comments

Three coformulations approved over the
Tenofovir . past year. Two phase lll trials of FDC
alafenamide N:oRdTrILftinofowr Gilead |Phase Ill |containing darunavir/cobicistat/FTC/TAF
fumarate (TAF) P g (D/C/F/TAF) under way. Also in phase Il

trials of FDC containing GS-9883/F/TAF.
Doravirine NNRTI MR | o S Phase Ill studies include evaluation of an
(MK-1439) FDC with generic TDF and 3TC

Two phase lll trials of FDC containing GS-
GS-9883 INSTI Gilead |Phase lll |9883/F/TAF compared with dolutegravir-

based regimens

Vil Phase Il safety and efficacy evaluation in

Fostemegilh Attaciiil HegiRic Phase Il | heavil treatmyent—ex erier:lced atients
(BMS-663068) inhibitor (gp120) | are/ y P P

BMS

currently under way




Raltegravir Phase Ill non-inferiority study
(once-da!Iy INST Meias Phase Il| compa rln.g onFe- vs. twice-daily
formulation,2 x 600 raltegravir; primary outcome results
mg tablets) expected in 2016
In parallel with FDC development,
Dolutegravir plus ViiV standalone versions of both drugs
rilpivirine INSTI plus NNRTI Healthcare, |Phase lll |are being combined for use as
(coformulation) Janssen maintenance therapy in the phase
SWORD-1 and SWORD-2 trials
. CD4-specific Open-label phase Il program to
Ibalizumab . f A
(TMB-355; formerly humanized IgG4 TaiMed Phase llI support orphan drug indication for
' monoclonal Biologics heavily treatment-experienced
known as TNX-355) . )
antibody patients under way
CCR5-specific
h . 1 H -
PRO 140 umanized Cytain Phase I1/II Phase. /11 trial |.n treatment
monoclonal experienced patients under way

antibody




Phase llb trial in treatment-
experienced patients under way.

BMS-955176 !\/Ia.tu.ratlon Vil Phase Ilb Phase lll evaluations in treatment-
inhibitor Healthcare _ )
naive and treatment-experienced
patients planned
d 32-week results from phase Il LATTE-
Cabotegravir oral . : i
4 2 trial evaluating IM injections of LA
and ViiV : S
g INSTI Phase llb cabotegravir plus rilpivirine every
long-acting (LA) Healthcare : :
g four or eight weeks reported in
formulations
February
32-week results from phase Il LATTE-
Rilpivirine-LA 2 trial evaluating IM injections of LA
(long-acting NNRTI Janssen Phase Il cabotegravir plus rilpivirine every
formulation) four or eight weeks reported in
February
PK and antiviral activity data
MK-8591 presented at CROI; potential for
(formerly EFdA) NED Meggs Phagsy once-weekly oral dosing, prolonged
injectable dosing
ViiV Preclinical -
BMS-986197 Entry Inhibitor d recliplesly Preclinical data presented at CROI
Healthcare | Phase |




YENI ILAC VE REJTIMLER




FAZ TIT



Doravirin (MK-1439)

« NNRTI

. CYP3A4 indiikleyicisi ya da inhibitsrii
degil

o Tlac-ilag etkilesim oranlari diisiik

* NNRTTI diren¢ mutasyonlarina karsi in
vitro etkili

 Efavirenze kiyasla merkezi sinir sistemi
agisindan daha gtivenli



MK-1439-007: Tedavi naif hastalarda
Doravirin + TDF/FTC---EFV + TDF/FTC

Randomize cift-kor faz IIb ¢alisma
Primer sonlanim noktasi: 48. haftada HIV-1 RNA < 40 kopya/mL

48. hafta 96. hafta

HIV-1 RNA |
> 1000 kopya/mL,
CD4+ hiicre sayisi
> 100 hiicre/mm? e

ART-naif HIV-
enfekte hastalar \
(N = 132)*

*Galismanin 1. kisminda 42 hastada doravirin 100 mg QD + TDF/FTC, 43 hastada efavirenz 600 mg
QD + TDF/FTC kullanildi

Gatell TM, et al. CROT 2016. Abstract 470



100-
Doravirin 100 mg

1

0o
?

HIV-1 RNA < 40 kopyamL
(NC = F), % (95% CI)

Efavirenz 600 mg

48. hafta HIV-1 RNA
<40 kopya/mL, n/N (%)

» ¢ 100,000 c/mL
» >100,000 c/mL

Doravirin Efavirenz
(n = 108) (n = 108)

84/108 (77.8) 85/108 (78.7)

Bazal HIV-1 RNA'ya gore (OF)

58/67 (86.6)
26/35 (74.3)

54/62 (87.1)
31/37 (83.8)

Gatell TM, et al. CROI 2016. Abstract 470.

20 24 28 32 36 40 44 48
Tedavi haftalar:



Yan Etkiler

>1AE 87.0 88.9
Ciddi AE 6.5 8.3
AE' ye bagl ilacin birakilmasi 2.8 5.6
Ilag iliskili AE* (2 5% hasta) 315 56.5
= Diyare 0.9 6.5
= Bulanti 7.4 5.6
= Bas donmesi 6.5 25.9
= Bas agrisi 2.8 5.6
= Anormal riyalar 5.6 14.8
= Uykusuzluk 6.5 2.8
= Kabus 5.6 8.3
= Uyku bozukluklar! 4.6 6.5

1. Gatell TM, et al. CROI 2016. Abstract 470.
2. Lai MT, et al. CROT 2016. Abstract 506



in vitro analizlerde DOR sik rastlanan NNRTT iliskili
direng mutasyonlarina (K103N, Y181C,
K103N/Y181C) karsi ¢ok etkili

TDF/FTC ile tek doz tablet rejiminin etkinligini
degerlendiren faz II/III ¢alisma devam ediyor.

NNRTT'lere direncli virisle enfekte olan naif
hastalarda faz IT ¢alisma devam ediyor.

Nano formiilasyonlari gelistirilme asamasinda (uzun
sureli etki)



Fostemsavir (BMS-663068)

» Tutunma inhibitord (gp120'ye baglanarak
CD4'e baglanmay: engeller)

« Temsavir (BMS-626529)'inon ilaci

Proposed Mechanism of Action

iy, BMS-626529
ity o

\
‘”’“'nunmumm\“ﬂ
gp41

BMS-626529 binding




AI438011: Fostemsavir Faz IT calismas:i

— Faz ITb, randomize, kontrolli, fostemsavir dozu agisindan kor c¢alisma
— ARV-deneyimli, > 18 yas, HIV RNA > 1,000 kopya/mL,

CD4 hiicre sayist > 50/mm3 olan hastalar
- RAL, TDF ve ATV'ye ve temsavire duyarl

ATV/r
300/100 mg qd
+ RAL + TDF
n =51
I I I I

7 giin of fostemsavir monoterapisi : Her koldan 10 hasta

Lalezari J. Lancet HIV 2015; 2:e427-37; Thompson M, CROTI 2015, Abs. 545



96. hafta sonuglar::

viral yik <50 kopya/mL olan hastalarin
orani her iki kolda da %90

« Temsavir duyarliligindan bagimsiz
karsilastirilabilir bir etkinlik saptand..

* CD4 hicre sayisinda artis her 2 grupta
da benzer (fostemsavir kolunda
ortalama 219, ATV/r kolunda ise 250

hiicre/mm3)



» Subat 2016'da tedavi deneyimli hastalarda
faz ITI calismaya baslandi.

* 410 hastanin ¢alismaya alinmasi planland..
« Hasta alim kriterleri:

JART altinda viral yik >400 kopya/mL olan
ve en az 3 siniftan ilaca direng, intolerans
veya kontrendikasyon olan hastalar

dHastalar en az 1, ancak 2'den fazla aktif
ilac almamali



Bictegravir (6S-9883)

* Elvitegravirden farkli olarak kobisistata
gereksinim duyulmayan bir INSTI

« TAF/FTC ile birlikte tek tablet
formilasyonu ile faz ITI calismasi
devam ediyor.

« Tedavi naif 600 hastada TAF/FTC/6S-
9883 ve TAF/FTC/DT6G kafa kafaya
karsilastirilmasi

 Switch ¢aligmalari planlaniyor.



ONCEMRK: ART-naif hastalarda RAL
1200 mg QD--- 400 mg BID

« Uluslararasi, randomize, acik etiketli faz IIIb calisma

* Primer sonlanim noktasi: 48. hafta HIV-1 RNA < 40 kopya /mL
— RAL 1200 mg giinliik doz (600 mg tablet formu ile)

Randomizasyon 2:1 48 hafta 96 hafta

| | |

— glin boyunca

> 1000 kopya/mL zlend,

*2 adet 600-mgtablet

Bazal HIV-1 RNA > 100,000 kopya/mL: %28.4

Cahn P, et al. AIDS 2016. Abstract FRABO103LB.



ONCEMRK 48. hafta sonuglari: RAL 1200 mg QD, RAL
400 mg BID ile kiyaslandiginda non-inferior

o

© 4 8 12 16 20 24 28 32 36 40 44 48
Tedavi haftasi

HIV-1RNA > 100,000 kopya/mL olan hastalarda 48. hafta HIV-1 RNA < 40 kopya/mL:
RAL QD, %86.7; RAL BID, %83.8 (A 2.9; %95 CI: -6.5-14.1)

RAL QD, RAL BID ile tamamen benzer giivelik profiline sahip.

Cahn P, et al. AIDS 2016. Abstract FRABO103LB.
Reproduced with permission.



Albuvirtid+PI

» Albuvirtid: yeni fiizyon inhibitord,
kimyasal olarak enfuvirtide benzer
 gp41'e baglanir

- Albiimine giigli bir gekilde baglanir:
haftalik IV inflizyon

* Faz I ¢alisma: tek dozla viral yikte 6-
10 glin siiren azalma

Xie D et al. Efficacy and safety of long-acting HIV fusion inhibitor albuvirtide in antiretroviral-experienced adults with HIV-1:
interim 48-week results from the randomized, controlled, phase 3, non-inferiority TALENT study. International Congress on
Drug Therapy in HIV Infection (HIV Glasgow), Glasgow, abstract 0335, 2016.



TADLE (Test ALbuvurtide in
treatment-Experienced patienTs)

* Faz IITI g¢alisma, Cin

- O I
On sonuglar 18 hafta

interim
analiz

ART-deneyimli
virolojik bagarisizhk

saptanan hastalar: \
(N =389)

N=175 (galismaya dahil edilmesi planlanan hastalarin yarisi)




Ozellikler:
Medyan yas:40 yil, %73 erkek

CD4< 100 hicre/mm3 f’/o16), bazal viral
yiik>100,000 kopya/ml (7%12).

Enaz 1ilaca bazal direng albuvirtid kolunda
%80, NRTT kolunda ise 783 hastada mevcut
(siklikla lamivudin)

Tenofovire karsi genotipik direng: NRTL
kolunda 7%49

PT direng mutasyonlari albuvirtid kolunda 7%3.8,
NRTI kolunda ise %2.3 oraninda mevcut.




48 . hafta interim analizi:

Albuvirtid kolu NRTI kolu
Viral yiik < 50 kopya/ml 780.4 766

Albuvirtid kolu standart 3'li tedavi koluyla
kiyaslandiginda non-inferior

Albuvirtide direng saptanmad: ve iyi tolere edildi.

kiyaslandiginda albuvirtid kolunda yiiksek (7%11.8 vs
70)



FAZ IT



LATTE-2: ART nin uzun sireli idamesinde
kabotegravir IM + rilpivirin IM

« Cok merkezli, randomize, acik etiketli faz IIb calisma

— Primer sonlanim noktalari: 32.haftada HIV-1 RNA < 50
kopya/mL, protokolile iligkili virolojik basarisizlik ve glivenlik

Indiiksiyon fazi* Idame fazi
16. hafta: RPV 25 mg y 32. "
PO QD eklendi Lgiin ha { ‘0 48. hafta 96. hafta
20, ¥ | '
l hafta
>18 yag, ART-naif '

HIV enfekte hastalar
CD4+ hiicre sayist
> 200 hicre/mms3

(N=309) (N = 286)

*16-20 hafta indiiksiyon fazindan sonra HIV-1RNA < 50 kopya/mL olan hastalarda sonra idame
fazina gegildi (%91).
t96. haftada, 4 haftada veya 8 hafta da bir tedavi igin uygun hastalar

Margolis DA, et al. AIDS 2016. Abstract THABO206LB.



LATTE-2: 48. hafta etkinlik ve

glivenlik verileri
Q4hafta/Q8 hafta tedavinin etkinligi oral tedavi ile benzer

IM CAB + RPV
Q4w
(n = 115)

Virolojik basari
(HIV-1RNA 91 (105) 92 (106) 89 (50)
< 50 kopya//mL)

Virolojik

yanitsizlik

Veri yok 8 (9) <1 9 (5)

Margolis DA, et al. AIDS 2016. Abstract THABO206LB



LATTE-2:
48. hafta hasta memnuniyefi

« Skor sistemi: (O = hic memnun degil, 6 = gok memnun)

IM CAB + RPV
Q4W
(n = 103)

Mevcut tedaviden ne kadar
hosnutsunuz?

79 83

2785 memnuniyet

etmektenne kadar mutlu
olurdunuz?

=6

=5 13 11 33
m<¢h

Margolis DA, et al. AIDS 2016. Abstract THABO206LB.



FAZT



MK-8591

Tek doz MK-8591 ile HIV RNA'da

« NRTI

* Uzun etkili,oral, parenteral

« 10 mg tek dozla (n=6) viral
yikte hizli ve anlaml azalma

 Viral replikasyonda 10 giin
stireli baskilanma

* Faz IT calismalari
planlaniyor.

azalma

Log HIV-1 RNA Decrease

1 1 1 1 1

0 50 100 150 200
Hrs

1. Stoddart CA, et al. Antimicrob Agents Chemother. 2015;59:4190-4198. 2. Friedman E, et al. CROI
2016. Abstract 437LB.



BIYOLOJIK AJANLAR



Gen ve hicresel temelli Grinler:
« seker

* protein

 nikleik asitler

dibalizumab (TMB-355)
JdPRO 140
ABMS-986197




Ibalizumab (TMB-355)

HIV'e karsi geligtirilmis ilk biyolojik ajan
Monoklonal antikor

CDA4 proteinine baglanir ve tutunmadan sonra virdsiin
hiicreye girmesini engeller (konformasyonel degisikligi
engeller)

Eski ARV ilaglara direngli olgularda etkili

1.V, 2-4 haftada bir kez

Faz IT calismalarinda orta

diizeyde etkinlik
ART altinda virolojik e | SSRSmAES S

baskilanma saglanamayan

Ti—— |
hastalarda faz III calisma ?§ g %;7”



Hastalarin %81'i erkek, ortalama yas: 51 yil
Ortalama 21 yildir HIV enfeksiyonu

7. gdn 21. giin
ibalizumap ibalizumab 6 ay
HIV-1 RNA 2000 mg.iV 800 mg:iV
> 1000 kopya/mL, ytkleme dozu 1 1
Ortalama CD4+ hiicre sayisi -
160 hiicre/mm3 6 gin

izlem

Yogun ART deneyimli HIV-
enfekte hastalar

(N = 40)* T
14. gin

En az 1 aktif
ila¢ eklendi

*%25'i 10'dan fazla ARV ilag kullaniyordu. 3 ARV ilag sinifindan en az birine direngli olgular.
Hastalarin ¢ogu ilaglarin biiyiik bir béliimiine direngli olgulard:.

J Lalezari, WJ Fessel,S Schrader, et al. Primary Efficacy Endpoint and Safety Results of Ibalizumab (IBA) in a Phase 3 Study of Heavily
Treatment-Experienced Patients with Multi-Drug Resistant (MDR) HIV-1 Infection. IDWeek. New Orleans, October 26-30, 2016. Abstract LB-6



Bulgular:

» 1k 14 giinliik monoterapi dénemde hastalarin
7%83'linde HIV RNA'da en az 0.5 log;q, %60'inda
ise 1.0 log;p azalma saptandi.

* Gilivenli ve iyi tolere edilebilen bir ilag
« Ciddi yan etkiler saptanmadi.

* En sik rastlanan yan etkiler: bas donmesi (%10),
halsizlik (%5), bulanti, kusma (7%5) ve dokunti (7%5)

Yorum:

 Bilinen en Eo'renf ilag olmasa da direngli olgularda
oldukga etkili



PRO 140

« CCR5’e baglanan bir Ig64 monoklonal
antikor

« Calismalar, haftalik subkutan
enjeksiyonlar sonrasinda viral yikte
anlamli azalma saptandigini gosterdi.

PRO140 /
-"(




Acik etiketli faz ITb ¢alisma (132 haftaya uzatildi)
Hastalarin %90" erkek, medyan yas: 55 yil

12 hafta 120 hafta
HIV-1 RNA | |
<40 kopya/mL,
>350 hiicre/mm3
ART altinda HIV-enfekte

hastalar
(N = 39)*

*CCR5 tropik-HIV.
**Viral reboud saptanan hastalara ART basland..
***12 hafta monoterapi siiresince HIV RNA negatif hastalar

CytoDyn. ASM Microbe 2016 Presentation of Clinical Results From CytoDyn’s Phase
2b Monotherapy Extension Study Now Available. Press release. June 22, 2016.



Bulgular:

 Uzun sireli kohorta devam eden 15
hastanin 10'u 1 yildan daha uzun siiredir
PRO 140 monoterapisi altinda (bazilari 2
yil)

» En diisiik medyan viral yiik:0,4 kopya/ml

* 4 hastada virolojik basarisizlik geligti (2
ardisik olgimde >400 kopya/mL) ve ART

baslandi. Yeniden ART baslanan hastalarda
viral baskilanma sagland..



* Hastalarda direng gelismedi ve PRO
140'a karsi antikor saptanmadi.

* Virolojik basarisizlik gelisen hastalarda
virdsun tropiziminde degisim gorilmedi.
* Glvenli ve iyi tolere edilebilen bir ilag

* Belirgin yan etkiler: Hafif- orta
derecede lokal enjeksiyon yeri
reaksiyonlar:



Yorum:

* >1 yil, haftalik PRO 140 subkutan
enjeksiyonuyla tam viral baskilanma
saglandi.

* llag iyi tolere edildi.
« ART alan secilmis hastalarda, idame

tedavisinde uzun etkili PRO 140'in
gelistirilmesi igin ¢alismalar devam ediyor.

» Tedavi deneyimli hastalarda Faz IT/TIT
¢alismalar planlaniyor.



BMS-986197

« Kombinektin: 3 adnektin molekiiliiniin
kombinasyonu: bagimsiz ve sinerjistik yolla
HIV'in hiicreye girisini engeller

 Adnektin: Antikor benzeri baglanma 6zelligi
gosteren uretilmis proteinler

* CD4 ve gp4l'i hedef alan adnektinler ve gp41'i
hedef alan peptid fiizyon inhibitérdnin
kombinasyonu

« Son olarak kombinektin albimine baglanarak
farmakokinetik etkileri arttiriliyor.

« Subkutan enjeksiyon, uzun etkili

M Krystal, DWensel, Y Sun, et al. HIV-1 Combinectin BMS-986197: A Long-Acting
Inhibitor With Multiple Modes of Action. Conference on Retroviruses and
Opportunistic Infections. Boston, February 22-25, 2016. Abstract 97.



HIV-1 Combinectin: BMS-986197

¢ BMS-986197 contains 2 a-HIV-1 Adnectins and a peptide
fusion inhibitor

CD4 =—————p Coreceptor = Virus-Cell
Binding Binding Fusion

Enfuvirtide

CCRS antagonists




 Adnektinlerin kombinasyonuyla etkinlik 100
kat arttirilirken, flizyon inhibitord ile de
direng bariyeri yiikselftiliyor.

 Laboratuvar ortaminda BMS-986197 ile
farkli subtiplerdeki viriislere kargi antiviral
etkinlik sagland..

3 farkl girig inhibitér mekanizmalarindan
herhangi birine direng olan viruslere kars:
etkinligini korudu.



* Fare galismalarinda viral yikte BMS-
9086197 ile doza bagimhi azalma

saptandi.
* En yiiksek dozda viral yilk saptanamaz
diizeye geld..
» Yari omir: 40 saat; haftalik enjeksiyon
* Preklinik ve klinik ¢alismalar bekleniyor.



YENI STRATEJILER



PADDLE: ART naif hastalarda
dolutegravir + lamivudin tedavisi

« Acik etiketli, tek kollu faz IV calisma

48. hfffa t

HIV-1RNA
5000-100,000 k/mL*
CD4+ hiicre sayist —
> 200 hiicre /mm3, HBsAg
negatif olan ART naif
hastalar
(N = 20)

*4 hastada bazal HIV RNA>10.0000 k/ml

**10 hasta galismaya baglangigta dahil edilirken ; diger 10 hasta 8. haftada virolojik bagar: saglandigi gériildiikten
sonra galismaya dahil edildi.

TPrimer sonlanim noktasi

Cahn P, et al. AIDS 2016. Abstract FRABO104LB.



ART naif hastalarda InSTI/lamivudin temelli ilk
dual tedavi sonuglari

« 48. haftada 18/20 hastada HIV-1 RNA < 50 k/mL

* 1 hastaintihar etti (¢alisma ilaglarina baglanmadh).

* 1 hastada 36. haftada protokolile iligkili virolojik
basarisizlik gelisti (bazal HIV-1 RNA > 100,000 k/mL);

ART degisimine gerek kalmadan 60. haftada HIV-1
RNA baskiland..

— Bazal HIV-1 RNA > 100,000 k/mL olan 3 diger
hastada HIV-1 RNA 48. haftada baskilandi.



Study Details Results Comment

Interim results: 20/20 <400
copies/mL by week 3 and
20/20 <50 copies/mL by week
8, sustained to week 24

Single-arm, open-label, 96-week
study in treatment-naive
patients with VL <100,000
copies/mL73

N = 20; baseline
VL was >100,000 copies/mL
in four patients

Study ongoing for
longer follow-up to 96
weeks

Retrospective datafromcase

notes oftreatment-experienced N =31; median follow-up, 45 30/31 maintained VL <50
patients switched to DTG + weeks (IQR 25 to 70) copies/mL
anotherdrug66

One case of viral
rebound in person
using DTG + maraviroc

48-week switch study in

virologically suppressed patients N = 100 currentivienall Results expected after
with intolerance to NRTIs v 8 December 2016
(DOLBI)"4

Open-label, single-arm 48-week
ACTG study in treatment-naive N =120 Currently enrolling
patients’>

Results expected after
November 2016

56-week ANRS switch study in

3 3 . N = 110; includes semen
virologically suppressed patients

Fully enrolled Results expected after

bst April 2017
(LAMIDOL)?® substudy pril 20
Randomized, controlled, 48-
week switch to open-label dual N = 90 Currently enrolling in U.S. sponsoredi by

therapy vs. current ART sites
(ASPIRE)”?



Coklu tedavi basarisizligi 6ykist olan
hastalarda DTG + RPV'ye gegis

Acik-etiketli kohort calisma (N = 38)

— Uzun sireli virolojik baskilanma saglanan ancak >1 ART
rejiminde virolojik basarisizlik gérilen hastalara DTG 50
mg/glin+ RPV 25 mg/giin basland..

Degisiklik sirasinda ART = NRTT + NNRTT + PT 85
= NRTI + NNRTT + PT + 53
INSTI

Degisiklik icin neden = Tlag-ilag etkilegimi
= Toksik etkiler

= Tedavinin
basitlestirilmesi

Mevcut direng mutasyonlari = NRTT: 65; NNRTI: 37; PI: 32; INSTIL: NA

Diaz A, et al. AIDS 2016. Abstract TUPDBO106.



« 48. haftada hastalarin %92'sinde (35/38) HIV-1

RNA < 35 kopya/ml

Virolojik bagarisizlik saptanmadi; 3 hasta tedaviyi
birakti (GI toksisite, ilac-ilag etkilesimi, hekim
karart).

CD4 diizeyi stabil

48. hafta sonuglari: DTG + RPV karaciger fonksiyon
testlerinde diizelme, lipid profilinde iyilesme, bobrek
fonksiyonlarinda stabilite



Diger ikili tedaviler

Viral baskilanma saglanmis hastalarin
idame tedavisinde diger ikili tedavi
calismalar::

e ATV/r+3TC----ATV/r+2NRTI
« DRV/r+3TC----DRV/r+2NRTI

>6 ay HIV RNA <50 kopya/ml
Idame tedavide etkin, non-inferior



Dolutegravir monoterapisi

Study

Retrospective analysis of
treatment-experienced
patients who switched to
DTG monotherapy®3

Single-arm observational
pilot switch in treatment-
experienced patients®?

Retrospective data fromcase
notes in treatment-
experienced patients
switched to DTG
monotherapy®°®

Single-arm observational
pilot study®®

Details

N = 33; median age, 56 years;
median HIV duration, 19 years
(IQR: 17-23); median HIV
suppression, 8 years (IQR: 4—
13); 40% with history of AIDS

N = 28; median age, 48 years;
median HIV duration, 20
years; median HIV
suppression, 6 years (IQR: 3—
8)

N =52 (N = 21 monotherapy);
median follow-up, 27 weeks
(IQR: 24-40)

Results

32/33 <37 copies/mL at 24
weeks; no change in viral
dynamics at levels <37
copies/mL

25/28 <50 copies/mL at 24
weeks;
24/25 <20 copies/mL

21/21 remained <50
copies/mL

4/5 remained undetectable

Comment

One case of viral rebound in
complex patient with
integrase inhibitor (INSTI)-
experience and poor
adherence; included INSTI
mutation 118R at week 24

Three cases of viral rebound
in patients with prior INSTI
experience, but with good
adherence. All <50 copies/mL
with triple therapy

No cases of viral rebound

Viral rebound included
possible drug interaction with
multivitamins. A larger
randomized study has started
based on these results



N =9 (7 men, 2 women);

treatment naive; baseline Patient group who refused
Single-arm, open label, viral load (VL), 16,000— All VL <50 by week 4 and <20 ART and only started because
retrospective case notes®’” 90,000 copies/mL; median copies/mL by week 24 of the simplicity of DTG

age, 45 years; median monotherapy

duration of infection, 8 years
Randomized, controlled, 48- N = 104; randomized to

week switch studyin immediate switch to DTG Currently enrolling in the Final results after January
treatment-experienced monotherapy or deferred Netherlands 2017

patients (DOMONO)®8 switch after 24 weeks

Randomized, controlled Currently enrolling in Spain.

Largest randomized study to

study in treatment N =450; randomized 1:1:1 to Phase 1 was judged safe in date: results exoeci EEEE
experienced patients with VL DTG,DTG + 3TC, or current  March 2016 based on three- ' P
. g October 2017
<50 copies/mL on current treatment (control) month results, allowing
ART (DOLAM)®? rollout to 450 patients

Randomized, controlled
switch study in patients
treated for primary HIV
infection with VL <50
copies/mLfor at least 48

N = 138; randomize 2:1 to
DTG mono vs. current

Currently enrolling in
treatment (control).

Switzerland.

weeks’?
: » g =
Sln.gle o o!)en Ia.bel , Nl Enrolling expected to startin
switch study in patients with June 2016 (inSuitzerEa Results expected 2017
VL <50 copies/mL’?
Randomized, controlled N = 160

Final results expected after
April 2018

switch study in patients with
suppressed VLon
DTG/abacavir/3TC)’2

Enrolling in France



Haftada 4 giin ART: ANRS-162-4D

* Fransa, pilot ¢alisma

» ART altinda viral yiki ortalama 4 yildir
baskilanmis hastalar

* 100 hasta:

---PI (29%) ya da NNRTI (71%) iceren iclii tedavi
---7%90 hasta TDF

« Tedavi basarisizlig::

---2-4 hafta arayla ardisik 2 kez viral yiik>50 kopya/ml
---1 ay ¢alismaya ara vermek

De TruchisP et al. Efficacy of a maintenance four-days-a-week regimen: the ANRS162-4D trial. 21st International AIDS
Conference (AIDS 2016), Durban, South Africa, abstract THPEB 063, 2016.



Bulgular:

* 48. hafta sonunda % 96 hastada virolojik
baskilanma

---3 hastada virolojik rebound (4,12,40 hafta); tedavi
devami ile resupresse

* ART verilmeyen 3. gliniin sonunda efavirenz
(n=40) rilpivirin (n=26), darunavir (n=15),
atazanavir (n=15) ve lopinavirin (n=1)
ortalama diizeyleri sub-terapotik
diizeydeyd.i.



SONU(¢

NNRTI

Tutunma inhibitori

Fiizyon inhibitord

Integraz inhibitord

Aylik enjeksiyonlar

Biyolojik ajanlar

integraz inhibitér temelli mono ya da
dual tedaviler

Molali tedavi



Tesekkdr ederim...



