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HIV pipeline 2018: targets in the HIV lifecycle

Targets in the HIV lifecycle
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Elsulfavirin

Potent NNRTI

VM-1500A'nin on ilact

Direng bariyeri yiksek
Rusya'da 2017 yilinda onay aldi.



Elsulfavirin

Fig.1. Study design
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* 40/20 mg group: switched from 40 to 20 mg after Stage 1; at stage 3 all patients received ESV 20 mg/day;

ELPIDA" received 15t global approval in Russia June 2017).

Murphy R et al. Elsulfavirine as compared to efavirenz in combination with TDF/FTC: 48-week study. CROI 2017, 13-16 February, Seattle. Late

breaker abstract 452LB.



Bulgular

* 48. haftanin sonunda HIV RNA < 50 kopya/ml
ESV kolunda %81
EFV kolunda %73,7

* 96. haftaya devam eden hastalar (7%93)
7%84 hastada HIV RNA < 50 kopya/ml
7%91 hastada HIV RNA < 400 kopya/ml
3 hastada HIV RNA < 1000 kopya/ml
(uyumsuzluga bagli, direng yok)
CD4 diizeyi ortalama 246+175,3 h/mm3 artis gosterdi.



Elsulfavirin

Efavirenz ile kiyaslandiginda non-inferior,
noropsikiyatrik yan etki orani diigiik

Yiiksek direng bariyeri

Yan etki profili iyi

96. haftada etkinligi stabil, givenilir,
tolere edilebilir

Virolojik basari viral yikten bagimsiz

Uzun etkili parenteral (IM,SC) formu
tzerinde ¢alismalar devam ediyor.



Fostemsavir

 Tutunma inhibitérd
gp120'ye baglanarak CD4'e baglanmay: engeller

« Temsavirin on ilaci

Proposed Mechanism of Action
gy, BMS-626529

\
QLT ——_ “’”Hrm 191 mlmm\\'ﬂ\

e gp41 gp41

gp120 —“ gp120 —“4 BMS-626529 binding

C nformational Conformational

chang.s changes inhibited

”ﬁ o)
”Hluum i QLT me—
CD4 binding site “ CD4 binding
4~ CDA4binding ’ A Blocked
CCRS %
co-receptor g TN

CD4 receptor




BRIGHTE
Agir tedavi deneyimli hastalarda Fostemsavir

ARV ilag siniflarindan
etkili

ilag segenegi bulunan
grup

Agir tedavi deneyimli /

HIV-1 RNA > 400 k/ml
etkin 1-2 (2 1 aktif) sinif ilag
ve mevcut ilaglarla etkili rejim
olusturulamayan HIV ile enfekte \
erigkinler

(n = 371) ARV ila¢ siniflarindan
etkili ilag segenegi bulunmayan
grup

Ortalama yas:49

%25 kadin, %25 Afrika kokenli Amerikali

Ortalama HIV RNA: 40.000 k/mi

%75 hastada CD4 < 200 h/mm3
Randomize kol: %35 CD4 < 50 h/mm3,%26 CD4 < 20 h/mm3
Erken tedavi kolu: %54 CD4 < 50 h/mm3,%40 CD4 < 20 h/mm3

Pialoux G, et al. AIDS 2018. Abstract THPEBO45.



BRIGHTE

Agir tedavi deneyimli hastalarda Fostemsavir

« Randomize, plasebo kontrolli faz IIT ¢alisma

Kér evre Primer sonlanim noktasi Acgik etiketli uzatma
Giincel

Ilk Adjusted Mean A dederlendirme
Randomize3:1 degerlendirme in HIV-1RNA 8.giin ¢ giin 24. hafta 96.
8. giin vs 1. giin, hafta*$
ARV ila¢ siniflarindan logyo ¢/ml (95% cI)

etkili ilag bulunan - -0.79 -
HIV ile enfekte (-0.88 to0 -0.70)f

eriskinler pasarsz refim .07

(n = 272) 5(n ° 69)J (-0.33 10 -0.01)

Tedavi farki,

% (95% CT)
-0.63 (-0.81 to -0.44)

;“2 hasta veri girisinde hata nedeniyle ¢alismadan ¢ikarild.
tOBT kapsaminda ¢alisma ilaglar: kullanilabildi.

Pialoux G, et al. AIDS 2018. Abstract THPEBO45.



Bulgular

48. haftanin sonunda HIV RNA< 40 kopya/ml olan
hastalarin orani

 Randomize kol: 7%54-%62
* Erken tedavi kolu: %38-%48

48. haftanin sonunda HIV RNA< 400 kopya/ml
olan hastalarin orani

« Randomize kol: 7%86
« Erken tedavi kolu: %55

Ackerman P et al. Week 48 safety and efficacy of the HIV-1 attachment inhibitor prodrug fostemsavir in heavily treatment-experienced
participants (BRIGHTE study). International Congress on Drug Therapy in HIV Infection (HIV Glasgow), Glasgow, 2018, abstract 0344A



Bulgular

48. haftanin sonunda ortalama CD4 diizeyinde
artis

« Randomize kol: 139 h/mms3
%69 hastada €CD4 > 200 h/mm?3

e Erken tedavi kolu: 64 h/mm3



Bulgular

Hastalarin %92'sinde hafif diizeyde yan etkiler
(bulanti, ishal, bas agrist)

7%35'inde ciddi yan etkiler (enfeksiyon)
Ilaci birakma orani %7

Yan etki orani CD4 < 20 h/mm3 olan grupta
anlamli oranda daha fazla idi (%44/7%26).



Day 8 (FTR + Failing Regimen) Week 24 (FTR + OBT)

HIV-1 RNA Log10 (c¢/mL) HIV-1 RNA CD4+ Count
Adjusted Mean ADay 1%(95% CI) <40 c/mL (cellsipl)
n Fostemsavir n Placebo N n (%) n Meta:t-_\.BL
Total Randomized 201" -0.79 (-0.88.-0.70) 8o -0.17 (-0.33,-0.01) 272 | | 148 (54)
Cohort
Subgroups
Agel(years)
<35 45 -0.75 (-0.94.-0.57) 15 -0.28 (-0.58,0.07) 80 20 (48) =5 113 (101)
835 to <50 70 -0.82 (-1.00.-0.84) 31 -0.05 (-0.32,0.22) 102 | 52(51) o4 82 (129)
250 88 -0.80 (-0.93.-0.67) 23 -0.22 (-0.48,0.03) 110 | 65 (59) o0 76 (98)

K

Tedavi segenegi ¢ok sinirli ya da hig olmayan
hastalarda fostemsavir bir secenek olabilir.

Ilacin liretimi igin girisimler devam ediyor.

(&

A A A~ ra-g RS L TOOOTT o L= i et = T e o =i =0Ty = O AT =]
100 to <200 46 -0.93 (-1.08.-0.77) 16 -0.21 (-0.42,0.07) 63 40 (63) 58 103 (109)
2200 52 -0.81 (-0.97.-0.65) 20 -0.20 (-0.48,0.07) 73 50 (68) G6 71 (157)
Fully Active ARVs in
Initial OBT Not applicable as initial OBT st P p £
ARV =1 commences after the Day 8 endpoint 3 Lid S 1187

ARV =3 115 | 58(s0) | 107 | 88(118)
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PRO 140

» CCR5'e yiiksek afiniteyle baglanan bir IgG4
monoklonal antikor

* Maraviroka direncli virtslere etkili

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

PRO140 &/
-




PRO 140

Acik etiketli faz IIb ¢alisma
Hastalarin %90' erkek, medyan yas: 55 yil

1 hafta 12 hafta 160 hafta
ART+PRO
HIV-1 RNA | l

<400 kopya/mL,
CD4+ hiicre sayisi
2350 hiicre/mm3
ART altinda HIV-enfekte
hastalar

(N = 42)*

*CCR5 tropik-HIV.
**Viral reboud saptanan hastalara ART baslandi.
***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 sureli kohorta devam eden 16
hastanin 13 (%81,3)'liinde 40 haftadan
daha uzun stre boyunca HIV RNA < 40

kopya/ml

10 (%663,5) hastada ise 2 yildan daha
uzun siire virolojik basari saglanmig

En disiik medyan viral yiik:0,4 kopya/ml

5 hastada viral rebound gelisti, 1 hasta
calismadan ¢ikti.



Bulgular

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

* Virolojik basarisizlik gelisen hastalarda
virdsin ftropiziminde degisim goérilmedi.
» Glvenli ve iyi tolere edilebilen bir ilag

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



PRO 140

Yorum:

» Ibalizumabla karsilastirildiginda daha
potent ve subkutan uygulanabiliyor.

» ART direnci nedeniyle kisitli
secenekleri olan hastalar igin bir
alternatif



AID

Dr

Home
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Study Names: (1) PRO 140_CD 01; NCT02175680 and (2) PRO 140_CD 01-Extension; NCT02355184

Phase: lIb

Status: (1) PRO 140_CD 01 has been completed and (2) PRO 140_CD 01-Extension is ongoing, but not

recruiting participants.

Location: United States
Purpose: The purpose of the PRO 140_CD 01 study was 1o evaluate whether certain individuals who

already had undetectable viral loads could take a planned temporary break from their daily ART by :ﬂ
using PRO-140 to maintain viral suppression. The PRO 140_CD 01-Extension study is evaluating the
long-term effectiveness and safety of taking only PRO-140 for HIV treatment.

4 Tedavi deneyimli, 2 veya 3 ARV sinif ilagtan en az birine )
direncli HIV RNA > 400 k/ml olan hastalar
OBT'ye ek olarak haftalik SC PRO 140
Hastalarin %56'si galismay: tamamlad::
%81 == HIV RNA < 50 k/ml

\ %92 == HIV RNA < 400 k/ml )
(

test results and treatment history.) PRO 140_CD 02 Extension is designed to provide eligible
participants with continued access to PRO-140.413

Inc. website,?

Study Names: PRO 140_CD03; NCT02859961

Phase: Ib/Ill

Status: This study iIs currently recruiting participants.

Location: United States

Purpose: The purpose of this study is to evaluate the safety and effectiveness of PRO-140
monotherapy for the maintenance of viral suppression over 48 weeks.”




UB-421

« UB-421 virisin CD4 reseptorlere
baglanmasini engelleyen notralizan
monoklonal antikor

Figure 1: Functioning sites of
various HIV-1 entry inhibitors ’{ VRCO1 {NIH)
FBMCL17 [Celldex)

10-1074 {Celldex)

PGT121
gplzﬂ

Targets domain 1 of
HIV-1 /CD4 receptor, UE-421
affinity= 0.057 nM

Ibalizumab (TaiMed): _J%
targets domain 2 of CD4,
affinity= 0.08 nM cD4

PRO 140 (CytoDyn)

albuvirtide (Frontier)
A enfuvirtide (Roche)




UB-421

» ART ile virolojik baskilanma saglanmis viral
reboundu olmayan

Son 1 yildir

« HIV RNA < 50 kopya/ml

» CD4 > 350 hiicre/mm?3
 Baska ¢alismaya katilmamis

» AIDS tanimlayici hastaligr ve diger
enfeksiyonu olmayan HIV enfekte hastalar



UB-421

Cohort 1 (10 mglkg UB-421 weekly for 8 weeks, 14 subjects enrolled)

E L UB-421 monotherapy
=1 NRTUPI

D-2tobD-2 DO DOF D4 021 O28 D35 DE2 DA% DE6 Dol (2] 012
(T} ) 02 (V3] (W) (VS) (vE) (VT (VB) (veInidy (Vi 12}
tTtT1Tt11111
- UB-421 infusion Fﬂ"ﬂ'ﬂ'—LlE: back to cART
&n

Cohort 2 (25 mg/kg UB-421 bi-weekly for 16 weeks, 15 subjects enrolled)

NNRTI
E UB-421 monotherapy
NRTI/PI
I | I I I D I D e R R R B N I I -
0R2% 3 Dm0 Dl DH D:Eﬂ 2 (5 0o (m}:n e D2 s (EEE D1Eﬂ_
D) '-“'t’“ ' ' I.};i t‘i"il ;.5] P;‘: ‘rirsr (Ve (VI (V) (v12)
Sereen UB-421 infusion Follow-up: back to cART

Wang C-Y et al. A phase 2 open-label trial of antibody UB-421 monotherapy as a substitute for HAART. CROI 2017, 13-16
February, Seattle. Poster abstract 450 LB.



UB-421

Figure 5. HIV-1 viral load change over time for subjects who finished UB-421
monotherapy and re-initiated ¢cART at scheduled time: no viral rebound
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Bulgular

« UB-421 monoterapisi ile viral rebound

Viral yiki baskilanmis hastalarda monoterapide
kullanilabilmesi igin ¢alismalara ihtiyag var.

Iki faz 3 ¢alismanin 2018 yilinda baslamas:
bekleniyor.

¢ JO NuUcCre duzZevi dr

* Proviral DNA diizeyinde azalma gordldd.
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MK-8591

10 mg tek doz MK-8591 ile HIV
RNA'da hizli ve anlamli azalma

» NRTI

« Uzun eftkili,oral, parenteral ;

« Kombine tedavide gtinliik o
0,25 mg yeterli é’

* Haftalik oral doz &

* Yavas salinimli implant ile 3
yillik doz E"

* Tedavi ve PrEP alaninda - , . . .
calismalar 0 50 100 150 200

Hrs
Viral replikasyonda
10 giin siireli baskilanma

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

Matthews RP et al. Multiple daily doses of MK-8591 as low as 0.25 mg are expected to suppress HIV.
CROI 2018, Boston. Oral abstract 26.



MK-8591

» «K65R ve Q151M» NRTI mutasyonlarina
etkili

« HIV-1 ve -2'ye kars:i etkili
HIV-2'ye karsi daha giigli etki

* Vajinal ve rektal dokularda yiiksek ilag
diizeyleri
Hayvanlarda PrEP ¢alismalari umutlu

* Doravirin/3TC ile kombine tek tablet
faz 2 ¢alismasi devam ediyor.



NRTI direngli olgularda etkili

G5-0131 NRTI
Giead Doz belirleyici faz 2 ¢alisma devam ediyor
VRCO1 mAb Daha ¢ok kiir calismalari
VRCO1LS CD4 binding Tedavi, PreEP
Subkutan

slsulfaviine, prodrugof ~~~ NNRTI NNRTI that is being developed for uss in low and middle income countries. Similar activity to
VM-1500A efavirenz. Long-acting formulation being studied with potantial for monthly IM/SC injections.
Viriom 96-waek phasa 2 results at AIDS 2018.
ABX484 Revinhibitor ~ Compound with evidance of modast antiviral activity {—0.5 log in 4/6 peoplg) that is also being
Abivax studied for impact on the viral resarvoir. Currently in phase 2.
GSK3640254 Maturation  Maturation inhibitor acquired from BMS that has just entered phass 1 studies.
ViV inhibitor
3BNC117 and 10-1074  mAbs Phase 1 open-iabel doss-ranging studies includs studying these two antibodies individually
Rockefeller University and in combination in HIV positive and HIV nagative participants. Both also have longer-acting

(LS) formulations.
PGDM1400 and PGT121 mAbs Another dual mAb combination in a phase 1 study with the potential for both treatment
Ragon Institute, 1AV] and prevention.




mAanare

medicine

3BNC117 ve 10-1074 kombinasyonu: 7 naif hasta
4 hastada 3 aya kadar etkisi devam eden viral yiikte 2,05 log,,
azalma

Kombine kullanildiginda uzun etkili antiretroviral etki

3BNC117 ve 10-1074 kombinasyonu uygulanan 11 hasta
7 hastada ortanca 21 hafta (15-30 hafta) virolojik baskilanma

2 hastada 7 aydir siren virolojik baskilanma

resulbed in an average redwuction in HIY-1 viral load of 205 log,q coqpies
per ml that remained significantly redwsced for three months following
the first of up to three infusions. In addition, none of these individual=
develapeed resistance to both antibodies. Larger studies will be
necessary to confirm the efficacy of antibody comiinations in redecing
HIV-1 viremia and limiting the emergence of resistant viral variants.
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Combinection Entry inhibitor -~ Gombined adnectin/fusion inhibitor that stops viral entry Dy targeting muftiple sites of action

(GSK3732384] gpdi /CD4  and the potantial for seff-administerad onca-waekly injctions.
ViV
GSPN Protease New QD unboosted PI, high potancy, long haif-iifs, potantial in FOC single table regiman.
Gilead inhibitor
G3-CAT capsid Early stage for new class with activity at multiple stages of viral Ifecycle. Sub-cutaneous
(llead inhibitor injction with monthly or less fraquent dosing.
= 3 TARGET CELL
i

\_/

Reverse
+ Transcription

PRODUCER
CeLL

NucLEUS

Gag/

/ Gag-Pol A4 .~
Maturatlon
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Capsld Core
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GSK-3732394

Kombinektin: Bagimsiz ve sinerjistik yolla HIV'in
hicreye girigini engelleyen 3 adnektin
molekdlinidn kombinasyonu

Adnektin: Antikor benzeri baglanma 6zelligi
gosteren uretilmis proteinler

CD4 ve gp41l'i hedef alan adnektinler ve gp41'i
hedef alan peptid fiizyon inhibitdriinin
kombinasyonu

Son olarak kombinektin albiimine 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.


http://www.croiconference.org/sessions/hiv-1-combinectin-bms-986197-long-acting-inhibitor-multiple-modes-action

GSK-3732394

HIV-1 Combinectin: BMS-986197

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

CD4 === Coreceptor = Virus-Cell
Binding Binding Fusion
Enfuvirtide

CCRS antagonists

/ Maraviroc




GSK-3732394

 Adnektinlerin kombinasyonuyla etkinlik 100
kat arttirilirken, fiizyon inhibitord ile de
direng bariyeri ylkseltiliyor.

* Laboratuvar ortaminda 6SK-3732394 ile
farkl subtiplerdeki viriislere karsi antiviral
etkinlik sagland..

» 3 farkl giris inhibitor mekanizmalarindan
herhangi birine direng olan viriuslere kars:
etkinligini korudu.



GSK-3732394

* Fare ¢alismalarinda viral yikte GSK-
3732394 ile doza bagimh azalma
saptand..

 En yilksek dozda viral yik saptanamaz
diizeye geldi.

* Yari omir: 40 saat; haftalik enjeksiyon

* Preklinik ve klinik ¢alismalar bekleniyor.
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Dolutegravir monoterapisi

Study

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

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

Retrospective data from case
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 study in 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. g
study in treatment N = 450; randomized 1:1:1 to Phase 1 was judged safe in gziﬁgirﬂgoer:Izeci;u;zetf
experienced patients with VL DTG, DTG + 3TC, or current March 2016 based on three- y 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/mL for at least 48

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

Currently enrolling in
treatment (control). y 8

Switzerland.

weeks”?
Single-arm, open-label N =10 ) !
h b ] , Enroll
switch study in patients with J:r:Z 2'8? : )((iieg\txifz:)rlﬁg; " Results expected 2017
VL <50 copies/mL’?
Randomized, controlled N = 160

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

Final results expected after

Enrolling in France April 2018



Dolutegravir Monoterapisi

 MONCAY: randomize, acik etiketli calisma
24. hafta

DTG/ABC/3TC tedavisi altinda /’

en az 1 yil boyunca HIV-1 RNA < 50 kopya/mL

AIDS tanimlayici hastaligi olmayan

CD4 > 100/mm3 olan hastalar \
(N = 158)
DTG (N=78)

Primer hedef: 24. haftada HIV-1 RNA < 50 kopya /ml

Hocqueloux L, et al. AIDS 2018. Abstract TUAB0103.



Bulgular

24. hafta sonunda HIV RNA < 50 kopya/ml olan hasta orani
« DTG monoterapisi kolu %94

DTG monoterapisi glivenli degil
CD4 diizeyi yiiksek ve virolojik baskilanma
saglanmis hastalarda yeni ¢alismalar??

— Multivariat analizde dlsu % hucre duzey! ve
saptanabilir ancak kopyasi élgilemeyen HIV-1 RNA
diizeyi virolojik basarisizligi 6ngordiiriici
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Dolutegravir-based maintenance monctherapy versus dual therapy with lamivudine: a planned .
{24 week analysis of the DOLAM randomized clinical trial. .
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{ Abstract De
; BACKGROUND: Mo controlled comparisens between dolutegravirlamivudine or dolutegravir maintenance therapy have been done. We HI
1 hypothesized that these options would have similar efficacy to triple ART. o
:  METHODS: We uzed an open-label non-inferiority randomized controlled trial comprizing two phazes: phaze A was establizhed to test that =l
; experimental arms did not have an unacceptable (25%) failure rate; phaze B was intended to include the full number of patientz followed for D
v 48 weeks. Treated HNV-1-infected adultz with viral load <50 copies/mL for 212 manths, no prior viral failure or resistance mutations to study lal
( drugs, nadir C04 =200 cellz/mm3, and hepatitis B virus surface antigen negative were randomized 1:1:1 to maintain triple therapy (control B
arm}, or to switch to dolutegravirflamivudine, or to delutegravir monotherapy stratifying by anchor drug. Premature dizcontinuation was sir
: considered if viral failure or therapy interruption due to adverse events, concurrent ilness, protocol deviation or patient's wish occurred. B
t Blips were registered. Planned phaze A results at 24 weeks are reported here. The study is registered at EudraCT: 201500027435, .
1' RESULTS: Ninety-one (control, n=31; dual therapy, n =29, monotherapy, n= 231} patients were randomized. Three patients (none previoushy
I exposed to integrase inhibitors) prematurehy discontinued treatment due to viral failure: dolutegravirlamivudine (n=1}, no resistance
mutations (subject A}, dolutegravir (n=2}, N158H, 5147G and Q142R resistance mutations (=ubject B}, and E138K, G1405 and M155H
\ rezizstance mutations (subject C). There were no dizcontinuations for other reazons. One patient (dolutegravirlamivudine) experienced a blip
" in viral load. The Data Safety Monitoring Board recommended stopping the dolutegravir monotherapy arm. i
i
COMCLUSIONS: In contrast to dolutegravir/lamivudine, a higher than expected rizk of viral failure with development of cross-resistance Vi
integrase mutations occurred with dolutegravir maintenance monotherapy. sir
I
PMID: 9608885 DOI: 1010593 jac/diog o3
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Dolutegravir monotherapy as maintenance ART bites the dust. [Lancet HIW. 2017]



Isve¢ «Early simplified» ¢alismasi

« Randomize, acgik etiketli
48. hafta

En

&l Akut enfeksiyon sirasinda ART baslanan hastalarda
DTG monoterapisi non-inferior

« ART ortanca siresi: 3,6 yil
« CD4 ortanca diizeyi: 358/mm3

Braun DL, et al. AIDS 2018. Abstract TUAB0102.



Molali tedavi




Haftada 4 giin ART: ANRS-162-4D

* Fransa, pilot ¢alisma

--- Enaz 1 yildir ART altinda olup, 4 aydir ART'si ayni ilaglarla
devam eden

---1 yildan uzun sireli HIV RNA < 50 k/ml

---6 aydan uzun siiredir CD4 > 250 h/mm3

---Direng ve virolojik basarisizlik olmayan

« 100 hasta:

---ART altinda viral yiiki ortalama 4 yildir baskilanmig hastalar
---PT (%29) ya da NNRTT (%71) iceren ii¢lii 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 Truchis P 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. giiniin sonunda
efavirenz (n=40) rilpivirin (n=26), darunavir
(n=15), atazanavir (n=15) ve lopinavirin (n=1)
ortalama diizeyleri sub-terapotik diizeydeyd..



SONUC

Yeni ilaglar
NNRTI
NRTI
PI
Tutunma inhibitorleri
Kombinektinler
Kapsid inhibitord
Genisletilmis notralizan
antikorlar

Yeni yaklagimlar
Monoterapiler
Molali tedavi
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