HIV Pozitif Hastalarinizin
Bugiinii ve Yarini Igin
Dolutegravir Bazl Tek Tablet Rejimi
TRIUMEQ

Dr Dilek Yildiz Sevgi

Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Sisli Hamidiye Etfal Egitim ve Arastirma Hastanesi

TK/TRIM/0001/18



Dun tedavi karari verilirken
Backbone + 3. Ajan

BACKBONE

TDF/FTC

_|_

ABC/3TC

3TC/ZDV




Buglin ve gelecekte tedavi kararinda

Integraz Inhibitorler
Turkiye’de bulunan

Tek tablet olarak

ABC/3TC Triumeq
DTG/ABC/3TC

e DTGyadaRALile
TDF/FTC ya TDF/FTC

da TAF/FTC kombinasyonu
| NSTIS e EVG/cile tek tablet

DTG, RAL, EVG/c DTG+3TC tek tablet rejimi

olarak faz ¢calismalari devam
ediyor. Turkiye’de 3TC
(Epivir tb) bulunuyor.

DTG+RPV tek tablet rejimi
olarak faz calismalari devam
ediyor.




ART baslarken

llacla ilgili beklenenler Hastayi gozlemlerken;
Yiksek Etkinlik « Eslik eden hastaliklar
Yiksek Genetik Bariyer  « Cinsiyet

Givenirlik « Gebelik

Diisiik Ilac Etkilesimleri Yasam kosullar
Kullanim kolayligi (Tek Tedaviye Uyum

tablet, tek doz) * Hasta Tercihi
Yemeklerden bagimsiz

Ekonomik Tedavi



INSTI sinif ici 6zelliklerin kiyaslanmasi

Potent ve hizli etki

Toksisite distk

DTG genetik bariyer yiuksek

DTG diger INSTI'lar ile capraz direncg yok

DTG mutad dozunda glinde 1 kere uygulamaya izin verir
DTG ve RAL ilag etkilesimi sinirli/yok

Kobisistat etkilesimlere yol acabilir

DTG ile birden fazla ila¢ sinifiyla kombinasyon

DTG ile backbone’lu veya backbone olmadan tedavi
DTG ve EVG/c ile tek tablet imkani

DTG ile yemeklerden bagimsiz uygulama



INI+2 NRTI

. [DTG/ABC/3TC (AI)

- |DTE + tenofovir/FTC (TDF ve TAF icin AT)
 |EVGYcobi/tenofovir/FTC (TDF ve TAF icin AT )
 IRALT + tenofovir/FTC ( TDF, AT ve TAF, AII)

* 2x400 mg ya da 1x 1200 mg (600 mg'lik tabletler) DHHS; 2017



HIV ILE ENFEKTE HASTALARIN COGUNDA ONERILEN

TEDAVILER

INI
DTG/ABC/3TC
DTG+TAF/FTC veya TDF/FTC
EVG/cobi/ TAF/FTC veya
EVG/cobi/TDF/FTC
RAL+TAF/FTC veya TDF/FTC

i NNRTT
« RPV/TAF/FTC veya RPV/TDF/FTC
Ik Segenekler (viral yiik<100.000 kopya/ml ve CD4 hiicre
sayisi >200/mm3)

PI

DRV/c+TAF/FTC veya TDF/FTC
DRV/r+TAF/FTC veya TDF/FTC

EACS 2017



Kardiyovaskdler risk; Efsane mi, Gercek mi ?

1. Gozlemsel ¢alismalara genel bakis

» Kronik Bébrek Hastaligi ve yasa disi ilac kullanimi gibi ilave risk faktorleri icin uyarlamanin
yapildigr diger calismalar aradaki iliskiyi tfanimlamamistir.

ABC E’rkISI

D:A:D kohortu!

(N = 33,308) Gozlemsel kohort Prospektif, &n tanimli Var
] Prospektif,

FH\iTQ Kdme olgu —konfrol MI varigi retrospektif olarak Yok*

(N=1173) calismasi valide edilmistir

?\]SEA ]kggggua Gozlemsel kohort Prospektif, 6n tanimli Yokt

AKCG kohortu

(A5001/ALLRT* Gdbzlemsel kohort Prospektif, &n tanimli

(N = 5056)

ABC baslangicinda ARV ile tedavi edilen hastalarin hepsi ya da buyuk bir cogunlugu

*Kisa — sureli/yakin zamandaki ABC maruziyeti (halen veya son é ay icinde) artmis Ml riski ile iliskilendirilmistir; ancak, analiz
kokain ve intravenodz ilaclar kullanmayan kisilerle siniandinidiginda séz konusu iliski ortadan kalkmistir.

fHastalar KBH, hiperkolesterolemi, yas, hipertansiyon, tip 2 diyabet, sigara kullanimi vb. faktoérler icin dengelendiginde hicbir iliski
bulunmamistir.

FHVT: Fransiz Hastanesi Veri Tabani. GSM: Gazi Saglik Merkezleri. AKCG: AIDS Klinik Calisma Grubu. ABC: Abakavir.

KBH — Kronik Bobrek Hastaligr. Ml — Miyokard infarktusy.

Referanslar: 1. Worm et al. JID 2010; 201:318-30. 2. Lang et al. Arch Intern Med 2010; 170:1228-38. 3. Bedimo et al. Clin Infect Dis 2011; 53: 84-91.
4. Ribaudo et al. Clin Infect Dis 2011; 52: 929-40.



Kardiyovaskdler risk; Efsane mi,

Gercek mi ?

2. Randomize kontrollu calismalarda
yapilan meta-analizlere genel bakis

* ABC ve KVH riski arasindaki iliski, RKC'lerden yapilan bazi meta-analizlere de konu olmustur.!-3

* Asagidaki meta-analizlerde, ABC kullanimiile Ml gibi KV olaylar arasinda herhangi bir

baglant tespit edilmemistir.!-3

ABC’ nln

Brothers ve ark.

(GSK analizi)! 52 calisma*
(N=14,174)

Cruciani ve ark.? 28 randomize kontrollU
(N=9233) calisma

?FIBE \;ig(i;')g, 26 randomize kontrollt
(N=9868) calisma

* Dahil edilen 52 ¢alismanin 36's1 RKC, 16'si tek kollu ¢alismaydi.

Retrospekfif veritabani
arastirmasi

Retrospektif

Retrospektif

ABC - Abakavir

RKC — Randomize Kontrolld'Calisma
MI - Miyokard infarktusy’

KV - Kardiyovaskuler

Referanslar: 1. Brothers CH et al. J Acquir Immune Defic Syndr 2009:51:20-28. 2. Cruciani M et al. AIDS 2011;25:1993-2004.

3. Ding X et al. J Acquir Immune Defic Syndr 2012;61:441-447.



Abakavir iceren bir rejimi kullanan
HIV+ hastalarda Ml riski artmaz

Cruciani meta-analiz

AIDS. 2011 Oct 23;25(16):1993-2004.

Risk ratio ABC vs non-ABC (755 C1)
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https://www.ncbi.nlm.nih.gov/pubmed/21716077

HIV+ hastalarda KV riski nasil degerlendiriyoruz?

Risk olcegi Risk kategorileri

Framingham Dusuk risk Orta diizeyde Yuksek risk
(£10%) risk (>%20)
(>10% - <20%)
D:A:D Dusuk risk Yiksek risk
(<%5) (>5%)

http://www.hivpv.org/Home/Tools/tabid/91/ctl/ExamView/mid/500/eid/0/lid/0/Default.aspx



>300.000 hasta

Gercek yasam klinik deneyiminde dolutegravir ile tedavi

edilmistirw

33 Ulke

klinik gelistirme programina
dahil olmugtur.’-#

2456 Hasta

dokuz randomize klinik calismada
dolutegravir ile tedavi edilmisfir. '

>100 Ulkede

onaylanmghr.’

1. Raffi F, et al. Lancet 2013;381:735-43. 2. Walmsley SL, et al. N Engl J Med 2013;369:1807-18. 3. Clotet B, et al. Lancet 2014;383:2222-31. 4. Orell C, et al. Lancet HIV 2017 Published
Online July 17, 2017 http://dx.doi.org/10.1016/52352-3018(17)30095-4. 5. Trottier B, et al. Antiviral Therapy: in press (doi: 10.3851/IMP3166). 6. Aboud M, et al. Presented at: Annual
International AIDS Conference; July 23-26, 2017; Paris, France. Abstract TUABO105LB. 7. Viani RM, et al. Pediatr Infect Dis J 2015 November ; 34(11): 1207-1213.
doi:10.1097/INF.0000000000000848. 8. Cahn P, et al. Lancet 2013;382:700-8. 9. Castagna A, et al. J Infect Dis 2014;210:354—62. 10. ViiV Healthcare. Data on file. ViiV/DGR/0013/17.



Dolutegravir ile yapilan faz calisma sonuclari

Calisma Hasta sayisi Karsilastirma kolu Viral Yiik
<50 kopya/ml

Naif hastalar

SINGLE 833 144 hf  DTG+ABC/3TC %71 DTG > EFV
EFV/FTC/TDF %63

SPRING-2 822 96 hf DTG + iki NRTI %81 RAL’e non-inferior
RAL + iki NRTI %76

FLAMINGO 484 96 hf DTG + iki NRTI %80 DTG > DRV/r

DRV/RTV + iki NRTI %68

Tedavi deneyimli hastalar

SAILING 715 48 hf DTG + iki NRTI %71 DTG > RAL
RAL + iki NRTI %64
DAWNING 627 24 hf DTG + iki NRTI %82 DTG > LPV/r

LPV/r + iki NRTI %69



Dawning Calisma Dizayni ve Sonugclari

Superior Efficacy of Dolutegravir (DTG) Plus
2 Nucleoside Reverse Transcriptase Inhibitors (NRTIS)

Compared With Lopinavir/Ritonavir (LPV/RTV) Plus
2 NRTIs in Second-Line Treatment: 24 Week Interim and
Sub Group Analysis from the DAWNING Study

Dannae Brown,! Michael Aboud,? Richard Kaplan,® Johannes Lombaard,* Fujie
Zhang,® José Hidalgo,® EImira Mamedova,” Marcelo Losso,® Ploenchan
Chetchotisakd,® Jorg Sievers,? Judy Hopking,® Mark Underwood,!

Maria Claudia Nascimento,? Martin Gartland,* Kimberly Smith?

LViiV Healthcare, Abbotsford, Australia; 2ViiV Healthcare, Brentford, UK; 3Desmond Tutu HIV Foundation, Cape Town, South
Africa; *Josha Research, Bloemfontein, South Africa; *Beijing Ditan Hospital, Beijing, China; 8VIA LIBRE, Lima, Peru; "Kiev
AIDS Centre, Kiev, Ukraine; 8Hospital J M Ramos Mejia, Buenos Aires, Argentina; °Srinagarind Hospital, Khon Kaen
University, Khon Kaen, Thailand; 1°GlaxoSmithKline, Stockley Park, UK; 11ViiV Healthcare, Research Triangle Park, NC, USA

19t International Conference on AIDS and STls in Africa; Dec 4-9 2017; Abidjan, Céte d’Ivoire
e



DAWNING: Introduction

* There remains a need to optimise second-line ART in resource-limited settings
* Limited studies have explored a non-PI based regimen for second-line treatment

* The DAWNING study was conducted to evaluate the safety and efficacy of DTG
+ 2 NRTIs versus a current WHO-recommended regimen of LPV/RTV + 2 NRTIs
in HIV-1—-infected subjects failing first-line therapy of an NNRTI + 2 NRTIs
(ClinicalTrials.gov: NCT02227238)

* The study enrolled from December 2014 to August 2016 and is ongoing

ART, antiretroviral therapy; DTG, dolutegravir; HBV, hepatitis B virus; LPV/RTV, lopinavir/ritonavir; NRTI,
nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease Aboud et al. IAS 2017: Paris. France. Slides TUABOL05LE

inhibitor; 3TC, lamivudine. Brown et al. ICASA 2017; Abidjan, Céte d’lvoire. THAB1501.

19t International Conference on AIDS and STls in Africa; Dec 4-9 2017; Abidjan, Céte d’Ivoire



Study Design

Open-label randomised noninferiority phase lllb study

DTG + 2 NRTIs DTG + 2 NRTIs
Open label, Continuation phase

randomised

1:1
LPV/RTV + 2 NRTIs

1 1 r 7

Randomisation Week 24 Week 48 Week 52
interim primary
analysis analysis

* Key eligibility criteria: on first-line 2 NRTIs + NNRTI regimen for 2 6 months, failing virologically (HIV-1
RNA 2400 c/mL on 2 occasions); no primary viral resistance to Pls or INSTIs. Investigator-selected
NRTIs had to include at least one fully active NRTI based on viral resistance testing at Screening

* Stratification: by HIV-1 RNA (< or >100,000 copies/mL), number of fully active NRTIs in the investigator-
selected study background regimen (2 or <2)

* Primary endpoint: proportion with HIV-1 RNA <50 c/mL at Week 48 using the FDA snapshot algorithm (12%
noninferiority margin)

FDA, US Food and Drug Administration; INSTI, integrase strand transfer inhibitor.

Brown et al. ICASA 2017; Abidjan, Cote d’lvoire. THAB1501.

19t International Conference on AIDS and STls in Africa; Dec 4-9 2017; Abidjan, Céte d’Ivoire
e



Global Enrolment
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Brown et al. ICASA 2017; Abidjan, Céte d’lvoire. THAB1501.

19t International Conference on AIDS and STls in Africa; Dec 4-9 2017; Abidjan, Céte d’Ivoire




Demographics and Baseline Characteristics

DTG + 2 NRTIs LPV/RTV + 2 NRTIs
(n=312) (n=312)
Age, median (range), years 37.0 (19-64) 37.0 (18-72)
Female, n (%) 116 (37) 103 (33)
Race/Ethnicity, n (%)
African heritage 130 (42) 112 (36)
American Indian 42 (13) 53 (17)
White 90 (29) 91 (29)
Asian 50 (16) 56 (18)
Hepatitis B, n (%) 13 (4) 16 (5)
Hepatitis C, n (%) 25 (8) 25 (8)
CDC category, n (%)
C: AIDS 106 (34) 95 (30)
HIV-1 RNA, mean, log c/mL 421 4.22
>100,000 c/mL, n (%) 70 (22) 63 (20)
CD4+ cell count, cells/mm3
<200, n (%) 166 (53) 151 (48)
Duration of first antiretroviral regimen, mean, months 37 35
Prior therapy agent, n (%)
EFV 242 (78) 242 (78)
TDF 181 (58) 186 (60)
AZT 89 (29) 89 (29)

Brown et al. ICASA 2017; Abidjan, Cote d’lvoire. THAB1501.

19t International Conference on AIDS and STls in Africa; Dec 4-9 2017; Abidjan, Céte d’Ivoire



Snapshot Outcomes at Week 24:
ITT-E and PP Populations

Virologic outcomes Treatment differences (95% CI)

100 ~
86 = DTG + 2 NRTIs (ITT- m
82 E, n=312)
80 - 69 72 :
X N ELPV/RTV + 2 NRTIs i 13,8
_i \ (ITT-E, n=312) | 7.3, = , 203
£ 601 \ i ITT-E
C \ DTG + 2 NRTIs (PP, ! ]
3 40 \ n=282) ] 145
Y; 7 ! :
< \ OLPV/RTV + 2NRTIs | 81 —a—— 210
= ! PP
E 50 - \ (PP, n=275) i
Z % 12108 6 4 2 0 2 4 6 E.31.01.21.41.61.82.02.22.4
I 0 - P .
Viroloai * DTG + 2 NRTIs is superior to LPV/RTV
irologic + 2 NRTIs with respect to snapshot in
Success the ITT-E (<50 c/mL) at Week 24,

P<0.001

Cl, confidence interval; ITT-E, intent-to-treat exposed; PP, per protocol.
Brown et al. ICASA 2017; Abidjan, Cote d’lvoire. THAB1501.

19t International Conference on AIDS and STls in Africa; Dec 4-9 2017; Abidjan, Céte d’Ivoire
e



Snapshot Outcomes at Week 24: ITT-E

DTG + 2 NRTIs LPV/RTV + 2 NRTIs
n (%) (n=312) (n=312)
Virologic response 257 (82) 215 (69)
Virologic nonresponse 37 (12) 77 (25)
Data in window not below <50 ¢/mL 32 (10) 67 (21)
Discontinued for other reason while not <50 ¢/mL 1(<1) 4 (1)
Change in ART 4(1) 6 (2)
No virologic data 18 (6) 20 (6)
Discontinued study due to AE or death 4 (1) 12 (4)
Discontinued study for other reasons 12 (4) 4 (1)
Missing data during window but on study 2 (<1) 4(1)

AE, adverse, event; ART, antiretroviral therapy; ITT-E, intent-to-treat exposed
Brown et al. ICASA 2017; Abidjan, Cote d’lvoire. THAB1501.

19t International Conference on AIDS and STls in Africa; Dec 4-9 2017; Abidjan, Céte d’Ivoire
e



Summary of Adverse Events (Randomised Phase)

DTG + 2 NRTIs LPV/RTV + 2 NRTIs
(n=314)2 (n=310)
Any adverse event, n (%) 204 (65) 231 (75)
Most common AEs (25% in either arm)

Diarrhoea 28 (9) 98 (32)
Upper respiratory tract infection 37 (12) 34 (11)
Nausea 11 (4) 28 (9)
Headache 22 (7) 16 (5)
Lower respiratory tract infection 11 (4) 14 (5)
Vomiting 5(2) 17 (5)
Any neuropsych AE 19 (6) 15 (5)

Drug-related AE 47 (15) 113 (36)
All drug-related grade 2-4 AEs 9 (3) 40 (13)
Diarrhoea 1(<1) 22 (7)
Serious AEs or death? 17 (5) 18 (6)
Drug-related serious AEs 2 (<1) 2 (<1)
AEs leading to withdrawal 7 (2) 17 (5)

aTwo patients received DTG+2NRTIs instead of LPV/r + 2 NRTIs. bFour fatal SAEs: DTG + 2 NRTIs, n=1 (pneumonia);
LPV/RTV, n=3 (pneumonia, encephalitis/IRIS, encephalitis).

Brown et al. ICASA 2017; Abidjan, Cote d’lvoire. THAB1501.

19t International Conference on AIDS and STls in Africa; Dec 4-9 2017; Abidjan, Céte d’Ivoire



Conclusions

* Week 24 results demonstrated that DTG + 2 NRTIs was superior to LPV/RTV + 2
NRTIs
— Adjusted difference 13.8%, 95% CI: 7.3% to 20.3%, P <0.001

— Difference primarily driven by higher rate of virologic failure (Snapshot) in LPV/RTV arm

— Results were consistent across subgroups including baseline VL ( < 100,000 or >100,000 copies/mL),
active NRTIs (2 vs <2), gender (male vs female), race (African heritage vs non-African heritage) and
CD4 cell count (2200 vs <200 cells/mm3)

* DTG + 2 NRTIs had a favourable safety profile compared to LPV/RTV + 2 NRTIs

* There were no treatment-emergent primary INSTI or NRTI resistance mutations in the DTG arm
during the randomised phase

* The study provides important data to help guide treatment decisions for second-line therapy

Brown et al. ICASA 2017; Abidjan, Cote d’lvoire. THAB1501.

19t International Conference on AIDS and STls in Africa; Dec 4-9 2017; Abidjan, Céte d’Ivoire



INSTI’lerinin vahsi tip integrazdan ayrisma yari 6murleri

Dolutegravir’in bagli kalma suresi 71 saattir.

Dolutegravir yapisi
geregi HIV-1 integraz-
DNA kompleksine
raltegravir veya

Dolutegravir ——> 71 saat

elvitegravirden daha
uzun slire bagl
kalmaktadir
Raltegravir ———» 8 8saat l

Bu potent baglanmanin sonucu

olarak birinci basamak tedavide
bugline kadar DTG’ye karsi

direng gelisimi gosterilmemistir
Elvitegravir ——> 2,7 saat




ART’lerin genetik bariyerleri

Dolutegravir yuksek genetik bariyere sahiptir.
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Genetic Barrier to Resistance
(Approximate # mutations needed to fail)

RAL ve EVG c¢apraz direng var

DTG capraz direnc yok/az

Clutter DS.Infect Genet Evol 2016;46:292-307



llac-ilac etkilesimler

* DTG ile yok/sinirli
* RAL ile yok/sinirli

e EVG ile kobisistat nedenli olabilmektedir

Dolutegravir ile booster (cobisistat, ritonavir)

gereksinimi yok




Drug-drug Interactions between ARVs and Non-ARVs"

Non-ARV drugs ATVic | ATVIr | DRVic | DRVIr | LPVIr EFV ETV | NVP | RPV | MVC | DTG j| EVG/c| RAL}| ABC JFTQ | 3TC | TAF | TDF | ZDV
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% fluticasone inhal. t t t t T 1 1 1 - — - T ol e el e | <« | -
methadone @0 | " 12 | |16% ||53%' | 152% | 16% ||=50%  |16% | <> o 1| < | 1<l o= | < |E29-
43%
salmeterol inhal. 1" 1 1 1 1 1 1 1 =" o o i ollaflaellele| o] &
sildenafil (erec. 1 1 1 1 1 ! 137% | | - - 1 = |[=d1ll=1l== =
dys.)
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Drug-drug Interactions between Antidepressants and ARVs

Antidepressants ATVic | ATVIr | DRVie | DRVIr | LPVIr | EFV ETV NVP RPY Mvc pTe |[Eveie | RAL
SSRI | citalopram = ta 1 1 1 (] l | T o P 1 —
escitalopram 1 1 1 T e ! ! l b e = T =
fluvoxamine 1 1 1 1 T — — E - — - 1 —
fluoxetine 1 1 1 1 1 — — — — — — 1 T
paroxetine T17? T17? T17? 139% 117 = - = - — - t17? -
sertraline 1 1 1 149% l 139% 1 1 = — — 1 7% -
SNRI | duloxetine 1 Tl 1 Tl Tl — — — — — — 1 P
venlafaxine 1 1 1 1 1 1 l J = D — T =
TCA | amitriptyline 12 = 1 i 12 — P — - — - 1 “
clomipramine 14 1a 1a ta 18 1 1 l —h — — 1a —
desipramine 18 12 1 T 15%2 T P - - o — 1 o
doxepin 1 T 1 T T = = o = — = 1 =
imipramine 12 12 12 1 18 l ! l P - - 12 -
nortriptyline 1a 1a 1 1 E — - — b = P 1 o
trimipramine 1 T 1 1 T — — — — — — 1 —
TeCA | maprotiling 1 1 1 1 1 — — — — — — 1 -
mianserine 1 1 1 1 1 | l J — — — T -
mirtazapine T T 1 T T ! l ! i = &= T &=
Oth- | bupropion — 1 — 1 157% | |95% — 1 — — — 1? —
ers lamotrigine P 132% P 1 150% 1 P o — o P P -
nefazodone 1 t 1 t 1 IE IE 1E E E — 1 -
St John's wort D D D D D D D D D D D= D D?
trazodone = ta 1 T 12 (] 1 J — o P 1 o
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Drug-drug Interactions between Antihypertensives and ARVs

EACS 2017
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bendroflumethiazide

chlortalidone
furosemide
hydrochlorothiazide
torasemide
doxazosin

sacubitril
spironolactone

candesartan
eprosartan
lercanidipine
nicardipine

nifedipine
indapamide

captopril
cilazapril
enalapril
lisinopril
perindopril
quinapril
ramipril
trandolapril
rbesartan
losartan
olmesartan
telmisartan
valsartan
atenolol
bisoprolol
carvedilol
metoprolol
propranolal
amlodipine
diltiazem
felodipine
lacidipine
nisoldipine
verapamil
amiloride
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Drug-drug Interactions between Analgesics and ARVs

Analgesics ATVic | ATVIr DRVic| DRVIr| LPVIr| EFV | ETV | NVP | RPV |MVC |DTG|EVG/c| RAL| ABC}| FTC | 3TC | TAF | TDF | ZDV

aspirin — — — — — — — — — — — — — — = | e - s —
.5 celecoxib — — — — — = 2 — — = | e = =+ | =] = | « | « i —
E, diclofenac — — — — — 18 T — — — — — — = = — — ER —
2 | ibuprofen — = s — = 1a 1@ “ = — — — — e e s = Eh | &b
; mefenamic acid | — — — — 14 1 — — — | « — o < | <« =« | BN |
g naproxen — — — — — = T2 — — — — — — = I — EN | &P
z nimesulide — — — — — 18 T — — — — — - || = — - i —
2 paracetamol — = s — = = P Ee — — s — > Y e 3 P Fe

piroxicam o o = - - 1a 12 - o lolel o laolallelele]| | e

alfentanil 1 1 1 1 1 1 1 1 — — — T — — = | e — — —

buprenorphine t 167% 1 = — | |90% | |25% | <« — = | <« |135% | = | <« = | <] = | = | <
» | COdeine 1e te te 1e 1e Le e le = — | = te =1 ol & ol =« | & | &
Slanyarocodeine | 1+ [ it | 1t [ [ w11 lelaleltlaleleleles <<
S| fentanyl t [t 1l vl 1 [esleleltleslel=l=ls=]=
E methadone t7d 1@ 1?7 | |16% []53%%| 152% | 16% ||=00%(]16%%| « | <= | 17% | =] || =] < | = | =& | E
T | morphine ol I ] L L 1 ] o — - | o ol el ol ol ol & | o | &
2 | oxycodone t lt ittt lrl vl il i leleloltlelolelele oo
© [ petnidgine t [ T WV e efelt [aolelaol=elo==

sufentanil 1 1 1 1 1 1 1 | = — — 1 — — = | e = — —

tramadol T [ = s e 12 — — — — — 1 — e I - — —
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Gebelikte DTG
EACS 2017

Antiretroviral regimen in pregnancy

Same as non-pregnant

RAL, DTG, RPV veya
DRV/r aliyorsa

devami onerilmekte

If on RAL, DTG, RPVY or DRV/r: could be continued. Women on EVG/c
need to be informed that more monitoring of HIV-VL and drug levels may
be necessary during pregnancy

: Among Plir, prefer ATV/r

EFV is a suitable alternative for pregnant persons needing to start
treatment. It can be continued if already started before pregnancy

NVP not to be initiated, but continuation is possible if started before

pregnancy

Limited experience with TAF and COBI in pregnancy: not recommended in

initial regimen

EACS 2017



@ owmiu

Glclendirici iceren ARV’ler

Glclendirici icermeyen ARV’ler

@ Dohaozoumlu oy o ATv/r or Ve
DRV/c ATV/c
Tek tablet rejimi olarak ® o O
meveut mu?? Hayir Hayir Ever's
. - ® @
Doz uygulama sIkigi® Pl apH
Direnc bariyeri ® ® ® .
ehany Yiiksek®® Yiiksek® Diigiik® Yiiksektoao262129
Besin gereksinimleri ® ® o ® ® o o
Ever's23s |  Eyef'e-2035 | Eyefls Hayir® Evet®' Evet32 Hayirs33
Giiclendirici ile iligkili o o O o o .
foksisiteler" Evef2021.34 | Eygf19-21.35.37|  Eyepi42! Hayir Hayir Hayir Hayir
Giiclendirici ile iliskili ® o O ® ®
ilac-ilac etkilesimleri® Evetii20.21.34 | Fyetii20-21.35 | Eyefl42! Hayir Hayir Hayir Hayir
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Olgu

24 yas, erkek, MSM

Yeni tani almig. Sikayeti yok, kendi istegiyle
Test yaptirmis.

Universite mezunu. Dansgi olarak ¢aligiyor.
Son Anti- HIV negatifligi 1 yil 6nce.
Ozgecmis: Ozellik yok

Soygecmis: Ozellik yok



Olgu

Fizik muayene: Biling agik, oryante, koopere.

Deri dogal, dokiinti yok. Sistem muayeneleri dogal.
Servikal 2 adet LAP (~1 cm, agrisiz, sert)

TA: 110/80mmHg, NDS:78/dakika
Laboratuar: Normal

CD4 sayisi: 605 hiicre/mm3

HIV-1RNA 82.500 kopya/mL

Anti HBs +, Anti HBctotal -, HCV negatif
HLA-B*5701 negatif



Olgu

Hasta tedavi ile ilgili arastirmis
Tek tablet rejim kullanmak istiyor
Gece ¢alisiyor, uyku ve yemek saatleri diizensiz

Abakavir + Lamivudin+Dolutegravir
(Triumeq) 1x1 tablet

baslandi




Dolutegravir bazli tek tablet rejimi ile sunulan
avantajlar

v Yiiksek etkinlik
v'Yiiksek genetik bariyeri

v Booster gereksinimi yok— Daha az ilag ylki
— Daha az toksisite

v Dusuk ilag etkilesimi
v Yemeklerden bagimsiz kullanim
v Kullanim kolayligi (Tek Tablet, tek doz)

v  Glvenilir



Tesekkur ederim...



