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Recommended Initial Regimens in Certain Clinical Situations

Reagimens to Consider when ABC, TAF, and TDF Cannot be Used or Are Not Optimal:

* DTG plus 3TC (BI)
*» DRVIr plus RAL BID (CI)—if HIV RNA <100,000 copies/mL and CD4 cell count >200 cells/mm’®
» DRV/r once daily plus 3TC? (CI)




EAC&018

B) Alternative regimens (to be used when none of the preferred regimens are feasible or available, whatever the reason)

Other combinations
[DTG™ DTG 50 mg, 1 tablet gd AllCa/Mg-containing antac- | None
+ 3TCPN = + 3TC 300 mag, 1 tablet gqd ids or multivitamins should
be taken well zeparated in
fime (minimum 2h after or
6h before).
Only if HIV-WL = 500,000
copies/mL
[RAL RAL 400 mg, 1 tablet bid Only if CD4 count = 200 With food
+ DRV/e™ or + DRV/e BDOMS0 myg, 1 tablet qd or cells/ul and HIV-VL <
+ DRV + DRV 800 mg, 1 tablet gd + RTV 100 mg, 1 tablet qd 100,000 copies/mL. Co-ad-
ministration of antacids
containing Al or Mg not
recommended.
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Pl/r + 3TC



LPYW + 3TC

AG6N f ,1lgnerkez Dual therapy with lopinavir and ritonavir plus lamivudine

: versus triple therapy with lopinavir and ritonavir plus two
A Rardomize nucleoside reverse transcriptase inhibitors in antiretroviral-
A 20102012 therapy-naive adults with HIV-1 infection: 48 week results

A Tedavinaiv426 hastada of the randomised, open label, non-inferiority GARDEL trial
Pedro Cahn, Jaime Andrade-Villanueva, José R Arribas, José M Gatell, Javier R Lama, Michael Norton, Patricia Patterson, Juan Sierra Madero,
A Dual tedaVI kOIU Omar Sved, Maria Inés Figueroa, Maria José Rolon, on behalf of the GARDEL Study Group*
A[t+kNJ b o¢/ X IANYRS nu 71SI
A«cet N 0SRIFOA 12t dz
A[lt+«kNE 3INYRS H 1S b

A 3TC veya FTC+ NRTI, tek doz
Lancetinf Dis2014;14:57280




GARDEStudy LPVIr + 3TC

Dual tedavi
48. haftadaviralé@ N1 f p n—1 2 ©B8I3k Y { %83,7 Nortinferior
p:0,171 _

.ot y3 'vPoe £+, xMmnn %87,2 %77,9 Noninferior

fFytFNRIFI GANRE 2¢ p:0,145
+tANRE22A1 Ol 0l NJPZ10 (%4,7) 12 (%5,9) p:0,72
Grade 3/4yt v SO 1A ISt AJKW200)KI a0 48 (%24) p:0,43
Toplam yan etki 65 (%30) 88 (%44) p:0,007
Yan etki nedeniyle kesilme 1 (%0,4) 10 (%4,9) p:0,01
adzill ae2y alePaP 2(LAM) 0

Lancetinf Dis2014;14:57280



GARDEStudy LPVIr + 3TC
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LPYW + 3TC

AT 3 LI y &l & QerkezNJ Val s Dyalireatment with lopinavir-ritonavir plus lamivudine versus

_ triple treatment with lopinavir-ritonavir plus lamivudine or
A Rardomize emtricitabine and a second nucleos(t)ide reverse transcriptase
A 2011-2013 inhibitor for maintenance of HIV-1 viral suppression (OLE):
a randomised, open;:label, non-inferiority trial

A 7 l,l — . A4 . V4 ﬁ
{ g A u O K ml f P O Y I a P z H}osQArnErsl Pierre-1 w‘JnK(_anrd Ro%ﬂ'l’.Hmn! Judit Pich, j!\s ep Mallolas, Maria Martinez-Reballar, Francisco X Zamora, Vicente Estrada,

Manuel Crespo, Daniel Podzamczer, Joaquin Portilla, Fernando Dronda, José A Iribarren, Pere Domingo, Federico Pulido, Marta Montero,

A D u al te d aVI k0| u Hernando Knobel, André Cabié, Laurence Weiss, José M Gatell, on behalf of the OLE/RIS-EST13 Study Group
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A 3TC veya FTC+ NRTI, tek doz Lancetinf Dis2015;15:78592.




OLEStudy LPV/r+ 3TC
. |Dualteday

48. haftadaviralé@ N1 f p n—1 2 WB7|8k Y { %86,6 Nortinferior
p:0,92

+tANRBEt22A]1 OF Ol NJPeW2 %2

Grade3/4yl Yy SOl A ISt ABGY) KIF adl 7 (%6) p:0,649

¢2LI Y KSNKIy3IA ci121 152 p:0,226

Yan etki nedeniyle kesilme 1 (%1) 4 (%3) p:0,223
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ATV/r + 3TC

A Tul f enekez H M Treatment simplification to atazanavir/ritonavir + lamivudine versus
A Rard . maintenance of atazanavir/ritonavir + two NRTIs in virologically
araomizeg suppressed HIV-1-infected patients: 48 week results from a

A 2011-2014 randomized trial (ATLAS-M)
Slmona Di Giambenedetto?, Massmlllano Fabbiani® Eugenla Quiros Roldan?, Alessandra Latini?,

z P p4 b4 riella D’Egjorr ea ella Custugnu Giancarlo Oroﬁno Dunlelu Frunust:l
A{ g A U O K @l f P O Y I a. P Z H Gra lo Chlnm Elor:é de duwm rIruncescoGrlmu , Stefano Rusconl , Massimo Di Pletro
Annalisa Mondi’, Nicoletta Ciccarelli®, Alberto Borghettl EmunueleFocu MunueluColaﬁgll
A Dual tedavi kolu

Andrea De Luca'®*>* and Roberto Cauda® on behalf of the Atlas-M Study Groupt
AmyOSRSY ! ¢+kNbH bwe¢L Iy
hastalardaswitch

Al ¢+k NI b o¢/ X INYRS G(S1 R2I1

A«cet N 0SRIFOA 12t dz
Al ¢+k NE INYRS (GS1 R21 b JAntimicrobTher2017;72:116371
A 2 NRTI




ATLADA Study ATVIr + 3TC
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Superiorefficacy
70,027
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40 (%30,1) p:0,410

%91,7

0/5

JAntimicrobTher2017:72:116371



DRV/r + 3TC

DRV/R FDC plus 3TC for HIV-1 treatment naive patients: Week 48 results of the ANDES study

Authors:, Maria |. Figueroal, Omar G. Sued® Ana M. Gun!, Waldo H. Belloso?, Diego M. Cecchini?, Gustavo Lopardo®,
Daniel Pryluka®, Maria J. Rolon®, Valeria I. Fink!, Santiago Perez Lloret®, Pedro Cahn!
Fundacién Huésped, ZHospital Italiano, *Hospital Argerich,*Centro de Estudios Infectoldgicos,, *Consultorio Infectoldgico,, BUniversity of Buenos Aires, all in Buenos Aires, Argentina

ADRV/r 800/100mg + 3TC
ATedavinaivhastalar

A 145 hasta
CROI 2018



Figure 1. Proportion of patients with plasma HIV-1
RNA less than 50 copies/mL

Table 2. Efficacy analysis

Propartion (%)

100

80 -

&0 -
-1.0% [-7.5 - 5.6%)

40 -
37 [91%) 12 [92%) 20 (91%) 4% (-17.2 ; 14.4%)

20 -

a o
a 1386 [99%) 66 [90%) 70 [100%) 1.5% (-09% - 3.9%)

Generkb Wtk NJ AfS o¢/ 12YO0AYl aéz2yd:
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DRV/r + RAL

Al ONHzLIF QR mp Nf 1 SZ RitoKavir-BosstdWHarydavir combined with raltegravir or
AR ardomize tenofovir-emtricitabine in antiretroviral-naive adults

infected with HIV-1: 96 week results from the NEAT001/
A 20102013

ANRS143 randomised non-inferiority trial
A TedaVlnal\/’ 805 hastada Frangois Raffi, Abdel G EaL ker, Laura Richert, Jean-Michel Molina, Elizabeth C Gearge, Andrea Antinori, Jose R Arribas, Jesper Grarup, Fleur Hudson,

Christine Schwimmer, Juliette Saillard, Cédrick Wallet, Per O Jansson, Clotil n' H”(JL ena, Remko Van Leeuwen, Jean-Frangois Delfraissy, Stefana Vella,
A Dual tedavi kolu

Geneviéve Chéne, Anton Pozniak, for the NEATOO1/ANRS143 Study Group
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ANYRS Kk 3RV 06 p
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NEATOO01/ANRS1&Budy DRV/r + RAL
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Lancet2014;384:19451



dbc ¢l F Fal wb Viral@8 6 I Bl a4 RN

B Adjusted difference in RAL+DRV/r{%) TOF-FTC+DRVIr (%)
proportions of failure
atWaoeb (%, 05% CI)

Baseline HIV RMA <100 000 copies per mL — ' 01(-38tw 40 74 73

Baseline HIV RMNA =100000 copies per mL ‘i b '\' 0.6 (~01t020-1) 36.8 73

04 cell count <200 cells per pL : ‘; + ‘, 723/ 4103/1) 432 20.9

T cell COUNT =200 Cells per i — TA 35005 17 T3

[ I : I I I [ I [

I
£ 0 5 10 15 20 35 30 35 40
Adjusted difference in proportions of failure at W96 (%, 95% CI)

Baseline CD4 cell count <200 cells Baseline CD4 cell count =200 cells Baseline CD4 cell count <200 cells Baseline CD4 cell count 2200 cells
per pL and HIV RNA concentration per pL and HIV RNA concentration per pLand HIV RNA concentration  per pl and HIV RNA concentration
<100 000 copies per mL (n=46) <100 000 copies per mL (n=484) =100 000 copies per mL (n=77) =100 000 copies per mL (n=198)
RAL+DRV/T TDF-FTC+DRV/r RAL+DRV/r  TDFFTC:DRV/r RAL+DRV/r TDFFTC+DRV/r RAL+DRV/r TOF-FTC+DRV/r
Number meeting endpoint /23 33 19/232 21/252 2337 12/40 32/109 25/89
Proportion meeting primary  9-4% 908 71% 71% 60-1% 29:9% 26-5% 28-4%
endpoint
Difference (95% Cl) 0-4% 0% 30-3% -1.9%
(137 to 146 (-3-9to3.9) (13-8 to 46-8) (-13-9 to 10.0)
RAL=raltegravir. DRV /r=ritonavir-boosted darunavir. TDF-FTC=tenofovir-emtricitabine. * Difference unadjusted because of very small numbers in this group.
Table 3: Kaplan-Meier estimates of proportions of patients meeting primary endpoint at week 96

Lancet2014;384:19451



DRV/r + RAL
Yan etkiler

I NI PO P p<0,001
HDL NI PO P 02 04 p<0,001
[ 5[ I NIPO6P 05 0,4 p<0,001

DCw RSEAOGAL]0,8mIdk -4,6 ml/dk p<0,001

Lancet2014:;384:19451



DRV/r + RAL

A ABD The RADAR Study: Week 48 Safety and Efficacy of

- RAltegravir Combined with Boosted DARunavir
A Rardomize Compared to Tenofovir/Emtricitabine Combined with
A 20092011 Boosted Darunavir in Antiretroviral-Naive Patients.

o Impact on Bone Health
A Tedavinaiy 85 hastada

A Dual tedavi kolu

Roger J. Bedimo'*, Henning Drechsler', Mamta Jain?, James Cutrell?, Song Zhang®, Xilong Li?,
Irfan Farukhi®, Rosinda Castanon®, Pablo Tebas®, Naim M. Maalouf?

A 5wzt K NJ y[?S 0S1 R21 b w! |
ANY RS KARNYOLOp
A« oef N USIEUQ)\ 12t dz
A¢s5CkC¢/ 3INYRS GS1 R2l b 5wzkNJ
ANYRS U®HRIREL on PLOSONE 2014:9:e106221




RADARStudy DRV/r + RAL
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Efficacy of a nucleoside-sparing regimen of darunavir/ritonavir
plus raltegravir in treatment-naive HIV-1-infected patients (ACTG
A5262)

(b) By baseline HIV-1 RNA

Babafemi Taiwo?, Lu ZhengP, Sebastien Gallien, Roy M. Matining®, Daniel R. Kuritzkes¢,
Cara C. Wilsont, Baiba |. Berzins?, Edward P. Acosta®, Barbara Bastow', Peter S. Kim?,
Joseph J. Eron Jr", and ACTG A5262 Team 1.0
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JIAS

Cahn P et al. Joumal of the intemaotional AIDS Sogety 2017, 20:21678 "
httpy ferwrw jizsodetyorg/indes. phpfjias/article/viewf2 1678 | https://doi.org/10. 7448 /1A5.20.01. 21678
‘ lournal of the

International AIDS Society

Research article

Dolutegravir-lamivudine as initial therapy in HIV-1
infected, ARV-naive patients, 48-week results of the

PADDLE (Pilot Antiretroviral Design with Dolutegravir
LamivudinE) study

Pedro Cahn®, Maria José Rolén®, Maria Inés Figueroa, Ana Gun®, Patricia Patterson® and Omar Sued’

ANaivhastalarda
At Af 20 ol fPOYIFX HAn KIFadal

Cahn P et al. Joumal of the intemational AIDS Sogety 2017, 20:21678



PADDLBStudy
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Figure 2. Proportion of patients with plasma HIV-1 RNA lower than 50 copies per mL, by visit (Snapshot analysis). Analysis included all
participants who received at least one dose of study drug.

Cahn P et al. Joumal of the intemaotional AIDS Sodety 2017, 20:21678



DTG + 3TC GEMINi1 ve 2

NonInferior Efficacy of Dolutegravir (DTG) Plus
) A Lamivudine (3TC) vs DTG Plus
Aum Nf1S= Tenofovir/Emtricitabind TDF/FTC) Fixdoose
- -'- Combination in AntiretroviralreatmentNaive
ARardomize:  ceh F (merk | NE o2 { Adults With HIV1 Infectiom Week 48 Results
A 20102013 Fromthe GEMINI Studies

A Tedavinaiv, 1433 hastada
A Dual tedavi kolu: 716 hasta

A DTG + 3TC

Accet N 0SRF@GA 12ftdzy vmt KIFaal
A¢sCckCe¢/ 3IANYRS GS1 R21 b 5¢D
ANYRS (0®HRIAREL OH

Cahnet al. 22ndint AIDS Conference, Amsterdam, 2018
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B DTG +3TC (N=356)
1 DTG + 3TC (N=360)

| DTG + TDF/FTC (N=358)
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CD4+ cell count (cells/mm?3)
Adjusted mean change from DTG +3TC 224
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Cahnet al. 22ndint AIDS Conference, Amsterdam, 2018




TauSyySe

SYy SOl Af SNJ

n (%)
Herhangi bir advers ola

Hastalarda 2%5 gériilenadvers olay
Bas agrisi
ishal
Nazofarenjit
Ust solunum yolu infeksiyonu
Bulanti
Uykusuzluk
Farenjit
Sirt agnisi
ilag iligkili AO
Hastalarda 2%1 goriilen Grade 2-4 AO
Bas agrisi

Calismadan ¢ikmasina neden olan AO
Noropsikiyatrik AO

Herhangi bir ciddi AO

DTG +
3TC DTG + TDF/FTC

(N=716) (N=717)
543 (76) 579 (81)

71 (10) 75 (10)

68 (9) 77 (11)

55 (8) 78 (11)

56 (8) 44 (6)

27 (4) 53 (7)

27 (4) 45 (6)

Fark yok

Renale kemik
31 30§ SNBST
3TC kolunda daha |

-

Vi

126 (18) 169 (24)
42 (6) 47 (7)
8(1) 8(1)
15 (2) 16 (2)
6 (<1) 4 (<1)
50 (7) 55 (8)

Cahnet al. 22ndint AIDS Conference, Amsterdam, 2018




S52ENHzE | YYPO OANRE 22A°

GEMINI 1 GEMINI 2

DTG + DTG + DTG +
DTG + 3TC | TDFIFTC |DTG + 3TC | TDFIFTC |DTG + 3TC | TDFIFTC
n (%) (N=356) | (N=358) | (N=360) | (N=359) | (N=716) | (N=717)

Dogrulanmig virolojik 4 (1) 2 (<1) 2 (<1) 2 (<1) 6 (<1) 4 (<1)
basarisizlik
Direng 0 0 0 0 0 0

A5 2 e NHzft | Y YPOS @ Akiitd@efir® &anlINSTI veyd NRIF A PT £ P
YdziiF 282y f NP aF LIWGFYyYFYPSGPN]

plasma HIV-1 RNA of less than 1 log,, ¢/mL by Week 12 with subsequent confirmation unless plasma HIV-1 RNA is <200 c/mL, or confirmed plasma HIV-1 RNA | e v el sn oOddter Week 24.
Virologic rebound is defined as confirmed rebound in plasma HIV-1 RNA | evels to 0200 c¢/mL aft20c/pri or confirmed suppression to <

Cahnet al. 22ndint AIDS Conference, Amsterdam, 2018




GEMINMf S HY { 2V dzee

A5¢D b o0¢/ Neoef N 0SRIFIQZAES 0¢5CkCC¢/
A+ ANRBE22A1 S01AYTf dohinf&iory NYRSY nyod KI ¥F
ALb{¢L @Sél bwe¢L Ydzilaez2yftlINP al LWl y
AYan etkiler benzer

A.dz OSNAEfSNI5¢D b o¢/ QAY SiUlAYy 0

Cahnet al. 22ndint AIDS Conference, Amsterdam, 2018




| Promising Results of Lamivudine + Dolutegravir Maintenance Therapy in ANRS 167 Lamidol Trial

Véronique Joly'?, Charles Burdet®, Roland T andman®, Frangois Raffi*, Christine Katlama®, André Cabié® Aida Benalychenf>, Gilles Peytavin'?, Diane Descamps' and Yazdan Yazdanpanah'2

Hapital Bichat, Pars, France, “Insemm, Iame, UME. 1137, Paris, France, “IMEA Paris, France, “CHU Hotel Dien, Nantes, France, “Universite Pismme et Maris Curie, Paris, France, “CHU Fort d2 France, Fort de France, France

ALAMIDOIStudy DTG + 3TC

AcS1T (12fftdzZ CNYXvyal QR wmd YSNJSI
Ay 1T H @PERPNJ ., fpn (12LRBIKYE 2

AMevcut tedavisinentoleran@S &l ol AaA 0t SOGANXYS |
Amy 08 NceB ¢ ORSE X d (D38 Maftd) kL E0hasIa)o N
Al 2y N RAESNI Af | &Bhaftd) (ID4Ha S TS oeAf A2

CROI 2017



L AMIDOIStudy DTG + 3TC

A104 hasta DTG + 3TC
AM Kl aidlrRIF OANRE22A1 oO0FOFNPAPIETPLY ™
AmM KFadl onHd KIFEIFOGlFIRF GF1ALINSY =Pl Peé?2
AM Kl adlRlF ny® KI Fil RImodifiNdedliyoP&P OPY PV
kopya/ml)

A 2 NHzY'Y &1 KF |yos OANRE22A1 Ol Ol
o¢ /, QS § oe Asdpresydn@levaii edd Kiedi2 etkin ve
ANGSYf ARANID
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16th EUROPEAN

@ Iﬁscﬁﬁfﬁm.ew AIDS CONFERENCE

Poster Presentation

PE9/12 - Real Life Experience of Dolutegravir and Lamivudine Dual Therapy As a Switching
Regimen in HIV-TR Cohort

D. Yagci Caglayik!, D. Gokengin?, A. Inan?, H. Ozkan Ozdemir?, D. Inan®, A. Akbulut®, V. Korten!, HIV-TR Cohort

! Marmara University, Pendik Training and Research Hospital, Infectious Diseases and Clinical Microbiology, Istanbul, Turkey,
2Ege University, Infectious Diseases and Clinical Microbiology, izmir, Turkey, ¥ Saglik Bilimleri University, Haydarpasa Training
and Research Hospital, Infectious Diseases and Clinical Microbiology, ISTANBUL, Turkey, Bozyaka Training and Research
Hospital, Infectious Diseases and Clinical Microbiology, izmir, Turkey, Akdeniz University, Infectious Diseases and Clinical
Microbiology, Antalya, Turkey, SFirat University, Infectious Diseases and Glinical Microbiology, Elazig, Turkey

A6 merkezden 32 hasta
Al Ao ANAAAYRS | yOSTA Afl cef F NP&E I

EACS 2017



CNNJ AéSY 5¢D b o¢/

ASwitch nedenleri Al AGO0K | yOSaar Af
A 20 nefrotoksisite API: 16 (%50)
A6 hiperlipidemi A DRV/r:3, LPV/r:13
A1 diare ANNRTI: 4 (%13)
A1 lipodistrofi AINSTI: 17 (%53)
A3 potansiyetoksisitelerin ARAL: 7, DTG:7, EVG:3
| yESYyYSaa ATDF: 21 (%66)
An NB2AYAY o0F ardft SAAITINRGH(%%28)a A

[ 6AGOKortY2 YoMl KP FlIt ®AOINAT] RLY P ZR dX OB

EACS 2017



DTG + RPV



SWORIStudy DTG + RPV

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

Josep M Llibre, Chien-Ching Hung, Cynthia Brinson, Francesco Castelli, Pierre-Marie Girard, Lesley P Kahl, Elizabeth A Blair, Kostas Angelis,
Brian Wynne, Kati Vandermeulen, Mark Underwood, Kim Smith, Martin Gartland, Michael A boud

Lancet 2018: 391: 83949
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Non-inferior

Wirological sucoess
Virological non-response
= Data in window, not <50 copies per mL
« Discontinued for kck of efficacy
= Discontinued whike not < 50 copies per mL
= Change in ART
Naovirlogicl data
= Discontinued due to adverse event
or death
« Discontinued for other reasons
» Missing data during snapshot window
but an study

<1 1

Virological success

| |
Virological non-response

Libre JIMLancet2018;391:83A9.




Dolutegravir-  CARgroup
rilpivirine group  {n=511)
(n=513)

Any adverse events* 395 (77%) 364 (71%)
Psychiatric disorderst 61 (12%) 32 (6%)
Nasopharyngitis 48 (10%) 50 (10%)
Headache 41 (8%) 23 (5%)
Upper respiratory tract infection 24 (5%) 7 (7%)
Diarrhoga 32 (6%) 7 (5%)
Back pain 15 {3%) 31 (6%)
Bronchitis 23 (4%) 15 (3%)
Influerza 14 (3%) 17 (3%)
Arthralgia 21({4%) o (2%)

Drug-related adverse events* 57 (19%) 9(2%w)
Headache 11 (2%} 1]
Diarrhoea B{2%) 1{=1%)

Sefious adverse events 27 (5%) 21 (4%)
Drug-refated 4(1%) 1 (=1%)
Fatalz 1{=<1%) 1 {=1%}

Adverse events by grade
Grade 1 247 (48%) 244 (48%)
Grade 2 116 (23%) 100 (20%)
Grade 3 27 (5%) 17 (3%)
Grade 4 5 (1%) 3(1%)

Adverse events leading towithdrawal 17 (3%) 3(1%)

from thestudys
Paychiatric disorders 7 (1%} 1 (<1%)
Gastrointestinal disorders 7 (1%} 0
Meoplasms (benign, malignant, 2 (<1%) 2 (=<1%)
or unspecified)

Mervous system disorders 1{=<1%) 0
Hepatobiliary disorders 1(<1%) 1]
Respiratory, thoracic, or mediastinal 1{=<1%) 0

disorders
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