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Treatment Goals (Last updated January 28, 2016; last reviewed January 28, 2016)

+  Maximally and durably suppress plasma HIV RNA;

+ Restore and preserve immunologic function;

+  Reduce HIV-associated morbidity and prolong the duration and quality of survival; and

« Prevent HIV transmission.

Partnerler arasi
Perinatal

Partll ART of PLWH

This section provides an overview of the important aspects of the management of PLWH starting or established on ART. Recommendations are based on a
range of evidence, in particular it is weighted towards randomised controlled clinical trials. Other data have been taken into account, including cohort studies,
and where evidence is limited, the panel has reached a consensus around best clinical practice. The ART section is wide ranging and, with the change in
starting therapy independently of CD4 count, there is an important section on readiness to start. Treatment recommendations are based on drugs licensed in
Europe and range from initial therapy through to switching with or without virological failure. Two important areas of ART are highlighted: pregnancy and TB.
Details on the use of PrEP, which is being rolled out across Europe, are also included.

Assessing PLWH's Readiness to Start and Maintain ART™

Goal: to help persons start and/or maintain ART

Starting ART is recommended for all PLWH regardless of CD4 count to
reduce the morbidity and mortality associated with HIV infection, and t
prevent HIV transmission (START trial, HPTN 052, PARTNER Study)

establishing a diagnosis of HIV infection is feasible and acceptable to
PLWH. Nevertheless, assessment of the readiness to start ART is essential
to enable PLWH to express their preference and not feel pressured to start
ART immediately, unless clinically indicated

Given the need for lifelong treatment, successful ART requires a person's
readiness to start and adhere to the regimen in a sustained manner. The
trajectory from problem awareness to maintenance on ART can be divided
into five stages. Knowing a person's stage, health care providers use
appropriate techniques to assist them to start and maintain ART

Identify the person's stage of readiness using WEMS() techniques, and
start discussion with an open question/invitation:

“I would like to talk about HIV medicines.” <wait> “What do you think about
them?”

Based on the person’s response, identify his/her stage of readiness and
intervene accordingly()

Immediate (i.e. same day) start of ART should be considered, especially in
the following situations:

- In the setting of primary HIV infection, especially in case of clinical signs
and symptoms of meningoencephalitis (within hours). In this situation,
the clinician may start ART immediately after a positive screening HIV
test and before obtaining confirmatory HIV test results such as a HIV-VL

- The wish of a PLWH to start ART immediately

- In a setting where loss-to-follow-up is more likely if ART is not started
the same day



Lancet. 2009 Jan 3;373(9657):48-57. doi: 10.1016/S0140-6736(08)61697-9. Epub 2008 Nov 27.

Universal voluntary HIV testing with immediate antiretroviral therapy as a strategy for
elimination of HIV transmission: a mathematical model.

Granich RM1, Gilks CF, Dye C, De Cock KM, Williams BG.
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Abstract

BACKGROUND: Roughly 3 million people worldwide were receiving antiretroviral therapy (ART) at the end of 2007, but an estimated 6.7
million were still in need of treatment and a further 2.7 million became infected with HIV in 2007. Prevention efforts might reduce HIV
incidence but are unlikely to eliminate this disease. We investigated a theoretical strategy of universal voluntary HIV testing and
immediate treatment with ART, and examined the conditions under which the HIV epidemic could be driven towards elimination.

METHODS: We used mathematical models to explore the effect on the case reproduction
dynamics of the HIV epidemic (deterministic transmission model) of testing all people in or
older) for HIV every year and starting people on ART immediately after they are diagnoset (Ta S P) @PLOS | ONE

as the test case for a generalised epidemic, and assumed that all HIV transmission was h

FINDINGS: The studied strategy could greatly accelerate the transition from the present e|
HIV are not receiving ART, to an elimination phase, in which most are on ART, within 5 ye:
to less than one case per 1000 people per year by 2016, or within 10 years of full impleme
prevalence of HIV to less than 1% within 50 years. We estimate that in 2032, the yearly cc
strategy would both be US$1.7 billion; however, after this time, the cost of the present stre ART
of the theoretical strategy would decrease.
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INTERPRETATION: Universal voluntary HIV testing and immediate ART,
major effect on severe generalised HIV/AIDS epidemics. This approach meri H IV
consultation.

ada

ere has been renewed call for the global expansion of highly active antiretroviral therapy (HAART) under the
HIV treatment as prevention (TasP). However, population-level sustainability of this strategy has not been
characterized.

Method's: We used population-level longitudinal data from province-wide registries including plasma viral load, CD4 count,
drug resistance, HAART use, HIV diagnoses, AIDS incidence, and HIV-related mortality. We fitted two Poisson regression
models over the study period, to relate estimated HIV incidence and the number of individuals on HAART and the
percentage of virologically suppressed individuals.

Results: HAART coverage, median pre-HAART CD4 count, and HAART adherence increased over time and were associated
with increasing virological suppression and decreasing drug resistance. AIDS incidence decreased from 6.9 to 1.4 per
100,000 population (80% decrease, p=0.0330) and HIV-related mortality decreased from 6.5 to 1.3 per 100,000 population
(80% decrease, p=0.0115). New HIV diagnoses declined from 702 to 238 cases (66% decrease; p=0.0004) with a
consequent estimated decline in HIV incident cases from 632 to 368 cases per year (42% decrease; p = 0.0003). Finally, our
models suggested that for each increase of 100 individuals on HAART, the estimated HIV incidence decreased 1.2% and for
every 1% increase in the number of individuals suppressed on HAART, the estimated HIV incidence also decreased by 1%.

Conclusions: Our results show that HAART expansion between 1996 and 2012 in BC was associated with a sustained and
profound population-level decrease in morbidity, mortality and HIV transmission. Our findings support the long-term
effectiveness and sustainability of HIV treatment as prevention within an adequately resourced environment with no
financial barriers to diagnosis, medical care or antiretroviral drugs. The 2013 Consolidated World Health Organization
Antiretroviral Therapy Guidelines offer a unique opportunity to further evaluate TasP in other settings, particularly within
generalized epidemics, and resource-limited setting, as advocated by UNAIDS.




Initiating Antiretroviral Therapy

ART is recommended for all individuals with HIV to reduce the morbidity and mortality associated with
HIV infection (AI) and to prevent HIV transmission to sexual partners and infants (AI). ART should be
initiated as soon as possible after HIV diagnosis (AII). When initiating ART, it is important to educate
patients about the goals and benefits of ART and to identify and address barriers to care engagement and
treatment adherence (AILI). Patients should also understand that currently available ART does not cure HIV.
To improve and maintain immunologic function and maintain viral suppression, ART should be continued
indefinitely without interruption. Initiating ART early is particularly important for patients with AIDS-
defining conditions, those with acute or recent HIV infection, and individuals who are pregnant; delaying
therapy in these subpopulations has been associated with high risks of morbidity, mortality, and HIV
transmission.

Immediate Antiretroviral Therapy Initiation on the Day of HIV Diagnosis
Since individuals may fail to engage in care between the initial HIV diagnosis (or first clinic visit) and the

time ART is prescribed, some groups have proposed|rapid ART initiation on the same day of HIV diagnosis

as a strategy to increase ART uptake and engagement in care and to accelerate the time to ART-mediated viral
suppressio hich people with newly
diagnosed randomized controlled

e Viral baskilanma siresini hizlandirmak
(Bulas suresini kisaltmak)

* ART alimini ve tedaviye katilimi artirmak
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Recommended Initial Regimens for Most People with HIV
Recommended regimens are those with demonstrated durable virologic efficacy, favorable tolerability and toxicity profiles, and ease of use.

INSTI plus 2 NRTIs:

Note: For individuals of childbearing potential, see Table 6b before prescribing one of these regimens.
« BIC/TAF/FTC (Al)

« DTG/ABC/3TC (Al)—if HLA-B*5701 negative

* DTG plus (TAF or TDF)® plus (FTC or 3TC) (Al)

* RAL plus (TAF or TDF)® plus (FTC or 3TC) (Bl for TDF/[FTC or 3TC], Bll for TAF/FTC)

INSTI plus 1 NRTI:

« DTG/3TC (Al), except for individuals with HIV RNA >500,000 copies/mL, HBV coinfection, or in whom ART is to be started before the
results of HIV genotypic resistance testing for reverse transcriptase or HBV testing are available

Recommended Initial Regimens in Certain Clinical Situations
These regimens are effective and tolerable 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 7 for examples).

INSTI plus 2 NRTIs:
Note: For individuals of childbearing potential, see Table 6b before prescribing one of these regimens.
« EVG/c/(TAF or TDF)R/FTC (BI)

Boosted Pl plus 2 NRTIs:

= In general, boosted DRV is preferred over boosted ATV

« (DRV/c or DRV/r) plus (TAF or TDF)® plus (FTC or 3TC) (Al)

* (ATV/c or ATVIr) plus (TAF or TDF)* plus (FTC or 3TC) (BI)

« (DRV/c or DRV/r) plus ABC/3TC —if HLA-B*5701 negative (BIll)

NNRTI plus 2 NRTIs:
« DOR/TDF®/3TC (BI) or DOR plus TAF®/FTC (BIll)
« EFV plus (TAF or TDF)® plus (FTC or 3TC)
« EFV 600 mg plus TDF plus (FTC or 3TC) (BIl)
« EFV 400 mg/TDF/3TC (Bl)
« EFV 600 mg plus TAF/FTC (Bll)
« RPV/(TAF or TDF)/FTC (Bl)—if HIV RNA <100,000 copies/mL and CD4 count >200 cells/mm?*

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

« DTG/3TC (Al). except for individuals with HIV RNA >500,000 copies/mL, HBV coinfection, or in whom ART is to be started before the
results of HIV genotypic resistance testing for reverse transcriptase or HBV testing are available

* DRV/r plus RAL twice a day (Cl)—if HIV RNA <100,000 copies/mL and CD4 count >200 cells/mm?

= DRV/r once daily plus 3TC= (CIl)




EACS European
AIDS Clinical Socety

ABC/3TC - DTG HLA-B"S7:01 negative I {(ABC: HLA-B"S7:01, cardiovascular nsk)
ABC/TC/IDTG HBsAg negative

TAF/FTC or TDF/FTC or TDF/3TC
+ DTG

i1 (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
Il Weight increase

TAF/FTOBIC

TAF/FTC or TDF/FTC or TDF/3TC
+ RAL qd or bid

i1 (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)

1 NRTI + INSTI

DTG = 3TC HBsAg negative
HIV-VL < S00,000 copies/mL
CD<4 count > 200 cells/plL
2 NRTis + NNRT1
TAF/FTC or TDF/FTC or TDF/3TC i1 (TDF: prodrug types. Renal and bone toxicity.
+ DOR TAF dosing)
TDF/3TC/IDOR vV (DOR: HIV-2)

TAF/FTC or TDF/FTC or TDF/3TC
+ RPV

CD<4 count > 200 cells/plL
HIV-VL < 100,000 copées/mL

11 (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)

TAF/FTC/RPV Not on proton pump inhibitor Vi (RPV: HIV-2)

TDF/FTC/RPV With food

2 NRTiIs + PVr or Plic

TAF/FTC or TDF/FTC or TDF/3TC | With food i1 (TDF: prodrug types. Renal and bone toxicity.

+ DRV/c or DRVIr TAF dosing)

TAF/FTC/DRV/c Vil (DRV/r- cardiovascular risk)

Alternative regimens

2 NRTiIs + INSTI

ABC/3TC = RAL qd or bid HBsAg ' I (ABC: HLA-B*57:01, cardsovascular nsk)
HLA-B*57:01 negative v (RAL:- dosing)

TDF/FTC/EVG/Cc With food 11 (TDF: prodrug types. Renal and bone toxicity)

TAF/FTC/EVG/c Vi (EVG/c use in renal impairment)

2 NRTiIs + NNRTI1

ABC/3TC =EFV

HLA-B*S7:01 negative

HBsAg negative

HIV-VL < 100,000 copies/mL

At bed time or 2 houwrs before dinner

! (ABC: HLA-B*57:01, cardiovascular risk)
X (EFV: suicidality. HIV-2 or HIV-1 group 0)

TAF/FTC or TDF/FTC or TDF/3TC
+ EFV
TDF/FTC/EFV

2 NRTIs = PUr or Plic

At bed time or 2 houwrs before dinner

11 TDF: prodrug types. Renal and bone toxicity.
TAF dosing)

X (EFV: suicidality. HIV-2 or HIV-1 group 0)

ABC/3TC = ATV/c or ATV/ir

HLA-B*57:01 negative
HBsAg negative

HIV-VL < 100,000 copies/mL
Not on proton pump inhibitor
With food

1 (ABC: HLA-B*57:01, cardiovascular risk)
> (ATV/b & renal toxicity)

ABC/3TC = DRV/c or DRV/T

1 (ABC: HLA-B*57:01, cardiovascular risk)
VI ((DRV/r and cardiovascular risk)

TAF/FTC or TDF/FTC or TDF/3TC
= ATV/c or ATV/r

Not on proton pump inhibitor
With food

11 (TDF: prodrug types. Renal and bone toxicity. TAF
dosing)
> (ATV/b: renal toxicity)

Other combinations

RAL 400 mg bid =+ DRV/c or DRV/r

HBsAg negative
HIV-VL = 100,000 copies/mL

Vi ((DRVI/r: cardiovascular risk)



Tablo 4.1. Daha énce ART almamug, erigkin HIV pozitif bireyler icin birinci basamak ART rejimi

A) Onerilen rejimlertt

Rejim

Doz

IUyan

lGlda Gereksinimi

B) Alternatif rejimler (onerilen rejimdeki ilaclardan hicbiri kullamlamiyorsa, temin edilemiyorsa
veya uygun degilse)

2 Niikleozit analogu revers transkriptaz inhibitérii + integraz inhibitérii

ABC/3TC/DTG

» Al/Ca’Mg igeren antasit ve
multivitaminler ile eg zamanh
alinmamalidir (en az 2 saat 6nce veya

5 Gida
Rejim os Uyan Gereksinimi
2 Niikleozit analogu revers transkriptaz inhibitérii + integraz inhibitrii
» Al/Mg igeren antasitlerle eg
ABC/3TC'? AQCBTC 600/300mg zamanh alinmas: Gnerilmez.
Giinde1 tablet . Lt b L34
. RAL 400 m » Rifampisin ile birlikte kullanilacaksa | Yok
RAL 9 RAL 400 veya 800 mg giinde iki kez

Giinde iki defa 1 tablet

alinmalidir.

2 Niikleozit analogu revers transkriptaz inhibitérii + Noniikleozit revers transkriptaz inhibitérii

ABC/3TC 600/300 mg Yatmadan Gnce
ABC/3TC'# + Giinde 1 tablet HIV RNA diizeyi <100.000 kopya/mL  |veya aksam
EFV® EFV 600 mg ise kullanilabilir. yemeginden 2

Giinde 1 tablet saat once

TDF/FTC/EFV IZ;’::‘::‘;"‘E
TDF/FTC/EFV** |300/200/600 mg .

Giinde 1 tablet yemeginden 2

saat dnce

ABC/3TC/DTG'? [600/300/50 mg Iinabili Yok
Giinde 1 tablet 6 saat sonra alinabilir).
» Rifampisin ile birlikte kullanilacaksa
DTG 50 mg ginde iki kez Snerilir.
3 TAFFTO/RBIC 2520050 mg | Agir karaciger yetmezliginde
TARATCANG Giinde 1 tablet kullanilmamaldir. Yok
TAF/FTC 25/200 mg . :
TAF/FTC? Giinde 1 tablet » AVCa/Mg igeren antasit ve
veya TDE/FTC nrllultwnamngler ile eg zamanls
TOF/FTC: 300/200 mg alinmamahdir (en az 2 saat 6nce veya Yok
N Giinde 1 tablet 6 saat sonr_a.ah_nab!hf).
» Rifampisin ile birlikte kullanilacaksa
DTG DTG 50 mg - o 3k
Giinde 1 tablet DTG 50 mg giinde iki kez onerilir.
TAF/FTC/EVG/c
CIEVG/CE 10/200/150/150 mg Al/Ca/Mg igeren antasit ve
bianiiadhe e Giinde 1 tablet veya multivitaminler ile es zamanh
veya . Yemekle
TDFFETC/EVG/c TDF/FTC/EVG/c alinmamalidir (en az 2 saat 6nce veya
300/200/150/150 mg 6 saat sonra alinabilir).
Giinde 1 tablet
TAF/FTC 25/200 mg
Giinde 1 tablet veya
TAF/FTC? ;gg,’;;g » Al/Mg igeren antasitlerle eg
veya Ginde 1 ?;%le( zamanh alinmas: dnerilmez.
TOF/FTC? R:\'L400 mg » Rifampisin ile birlikte kullanilacaksa | Yok
: Giinde iki defa 1 tablet RAL 400 veya 800 mg giinde iki
RAL kez alinmalidir.
veya
RAL 600 mg

Giinde bir defa 2 tablet

2 Niikleozit analogu revers transkriptaz inhibitérii + Giclendirilmis proteaz inhibitorii

2 Niikleozit analogu revers transkriptaz inhibitérii + Nonniikleozit revers transkriptaz inhibitorii

TAF/FTC/RPV?
veya
TDF/FTC/RPV?

TAF/FTC/RPV
25/200/25mg
Giinde 1 tablet veya
TDF/FTC/RPV
300/200/25 mg
Giinde 1 tablet

» CD4T lenfositi sayisi

>200 hdcre/mm?® ve HIV RNA dizeyi
<100.000 kopya/mL ise kullanilabilir.

» PPl kontrendikedir. H2 antagonistleri,
RPV'den12 saat nce ve 4 saat sonra
alnabilir.

Yemekle

2 Niikleozit analogu revers transkriptaz inhibitérii + Giclendirilmis proteaz inhibitori

TAF/FTC?
veya
TDF/FTC?
+
DRV/clv)
veya
DRV/r(v)

TAF/FTC 10/200 mg
Giinde 1 tablet veya
TDF/FTC 300/200 mg
Giinde 1 tablet
DRV/c 800/150 mg
Giinde 1 tablet veya
DRV 800 mg

Giinde 1 tablet ve
RTV 100 mg

Giinde 1 tablet

Silfonamit alerjisi olan hastalar
izlenmelidir.

Yemekle

TAF/FTC

10/200 mg

Giinde 1 tablet veya
TAF/FTC? TDF/FTC 300/200 mg
veya Giinde 1 tablet
TDF/FTC + ATV/c
ATV/c7® 300/150 mg Yemekle
veya Giinde 1 tablet veya
ATV/r72 ATV 300 mg

Giinde 1 tablet ve

RTV 100 mg

Giinde 1 tablet

ABC/3TC 600/300 mg

Giinde 1 tablet
ABC/ATCs [V
ATV/c7 e g HIV RNA diizeyi

iinde 1 tablet veya : Yemekle

veya ATV 300 m <100.000 kopya/mL ise.
ATV/r'2 . B

Giinde 1 tablet ve

RTV 100 mg

Giinde 1 tablet




After imitiation of effective ART, viral load reduction to below limits of assay detection usually occurs within
, the first 12 to 24 weeks of therapy. Predictors of virologic success include the following:
N
AlDSme * Low baseline viremia;
* High potency of the ARV regimen;

* Tolerability of the regimen;

* Convenience of the regimen; and

» Excellent adherence to the regimen.

Sosyal/kisisel problemler
Refim ile ilsikli konular

Zayif Potens e
'll"ok31 site

Yanlis Doz

Zayif Uyum
Konak Genetl aktOrxler T

Zayif Emilim  — Yeters1z i1lac Diizeyi

3
Hizl1 klirens ila T e D e
Zayif Aktivasyon Viral l’i:pllkasy on

Ilac Etkilesimleri Direncli Virus




In Vitro «Forgiveness» Calismalari: BIC+FTC+TAF vs DTG+3TC

Vahsi Tip HIV-1 (HIV lllb susu) ile Yapilan Analiz: Viral Alevlenme

Table 1. Drug Concentrations for Cell Culture Equivalents

B/F/TAF vs DTG+

tro ortamda, 3 ardigik doza
—_
Clinical Dose (mg) 50 200

Molecular Weight (g/mol) 449.4 247 .2 534.5 419.4 229.3

F i g ure 2. Clinical C_,_ (ug/mL)? 2.61 0.096 0.008 1.11 0.042 ’gy

Clinical C_,_ (nM) 5808 388 15 2515 265
» ]
DrugS : ‘ Human Serum Shift® a3.6 1.0 1.0 27.5 1.0
Cell Culture Equivalent C_,  (nM)*© 133 388 15 o1 265
. Vlral Bn t . (hr)® 17 37 116 14 17.5

a. C__ values are median values from United States prescribing information (USPI)

b. BIC and DTG data generated in-house by standard equilibrium dialysis shift in human serum versus cell culture
media’s

c. C__ / Human Serum Shift

d. t, for FTC, TAF, and 3TC represent intracellular half-life of the active di- or tri- phosphate metabolite™=°; t

= Values
for BIC and DTG from USPI

Drugs at . .
Constant ++ Split Cultures into
new plate with fresh

MT-2 Cells HIV-1 Concentration

N

media and drugs;
maintain for 5 weeks

+ Plating o | | 34days < Virus Breakthrough
{ . 37°C 3 \ by cytopathic effect
- ‘ 5% CO: | scoring

<+ Deep sequence
supernatant virus
at time of
breakthrough

Mulato A, et al. IAS 2019. Mexico City, Mexico. TUPEA103; Mulato A, et al. European Meeting on HIV and Hepatitis. Rome, Italy. Poster # 50



In Vitro "Affedicilik" Calismalari: BIC+FTC+TAF vs DTG+3TC

Vahsi Tip HIV-1 (HIV lllb susu) ile Yapilan Analiz: Direng Gelisimi

B/F/TAF vs DTG+3TC’in “affediciliginin” (viral alevienme/sicrama ve direng gelisimi duzeyi), in vitro ortamda, 3 ardisik doza
kadar atlanan sub-optimal tedavi uyumu kosullarinda simule edilmesi

NRTI Direnci

Z - W BIC + FTC + TAF
= 3 +
5 - DTG+ 3TC * BIC+FTC+TAF'a kiyasla
E DTG+3TC'de daha fazla
= _- direng (1/144)
qa M184v/I* V7Sl V118l K70R T215A K219N/R BIC+ETC+TAE: M184V/|
— . - . + + :
= ;l | bir kere, 3 dozun atlandigi
S i | deneyde gelismistir.
= -
c 1 4
g
A 0

R263Kt S153Ft P145S L74M A128T G140E

Vahsi tip HIV'de DTG+3TC'ye kiyasla BIC+FTC+TAF ile in vitro ilag direnci gelisimi daha az gorilmiistiir

* M184V ve M184l yiksek dizeyde FTC ve 3TC direncine ve TAF duyarliliinda artisa yol acar
T R263K ve S153F DTG tarafindan daha 6nce secilime ugramistir ve DTG'ye duyarliigin azalmasina neden olabilir. IN'deki R263K'li kuyuda T215A ve K219R de bulunmusgtur.
Mulato A, et al. IAS 2019. Mexico City, Mexico. TUPEA103



In Vitro "Affedicilik" Calismalari: BIC+FTC+TAF vs DTG+3TC

Inokulumda Onceden Olan M184YV ile Yapilan Analiz (HIV-1 xxLAIl susu):Viral Alevlenme

B/F/TAF vs DTG+3TC’in “affediciliginin” (viral alevienme/sigcrama ve direng gelisimi duzeyi), in vitro ortamda, 3 ardisik doza
kadar atlanan sub-optimal tedavi uyumu kosullari altinda simule edilmesi

Baslangi¢ Virusu: %0 M184V Baslangi¢ Virusu: %0.4 M184V Baslangi¢ Virusi: %4 M184V
100 - 100 - 100 - :
i 80 ~ 80 - 80 - —®— Cmin
g 60 - 60 - 60 - «eQe<s Cmin -1
% 40 - 40 A 40 - e=O== Cmin -2
< 20 - 20 A 20 A
T 06—0—00 000009 0 6—0—0-0—0-0-—00-090 0 6—0—0-0—0-0 0000
> 0 10 20 30 0 10 20 30 0 10 20 30
100 - 100 - 100 - o -o-*oio-*-g
) = e / x| _
- o 80 4 80 - or 80 - X _e° Cmin
(o] E X g / *Q..O
if = 60 - 60 - P 60 - ¥ ¥ - <+Q-- Cmin -1
o) ) d Q
= > 40 - 40 A ’d 0 40 - / =O=Cmin -2
@] < 20 - 20 - ~ 205 //
E 0 —0—0 008 —0-0—0-3 0 6—0—0-0 -0 —00: 8 0 —0—0-0—0-5 00—
0 10 20 30 0 10 20 30 0 10 20 30
Enfeksiyon sonrasi gegen Enfeksiyon sonrasi gegen Enfeksiyon sonrasi gegen
siire (giin) siire (giin) sure (gun)

inokulumda dnceden M184V oldugu veya olmadigi durumlarda, DTG+3TC'ye kiyasla BIC+FTC+TAF ile daha az in vitro viral

alevlenme gorulmistur

* P-degeri < 0.05 (Fisher’s Exact testi, B+F+TAF ve DTG+3TC karsilastirmasi) 11
Mulato A, et al. IAS 2019. Mexico City, Mexico. TUPEA103



In Vitro "Affedicilik" Calismalari: BIC+FTC+TAF vs DTG+3TC

Inokulumda Onceden Var Olan M184V ile Yapilan Analiz (HIV-1 xxLAIl susu): Direnc Gelisimi

B/F/TAF vs DTG+3TC’in “affediciliginin” (viral alevienme/sicrama ve direng gelisimi duzeyi), in vitro ortamda, 3 ardisik doza
kadar atlanan sub-optimal tedavi uyumu kosullari altinda simule edilmesi

Direnc¢ Gelisimi

» BIC+FTC+TAF ile karsilastirildiginda, DTG+3TC ile diren¢ gorulen daha fazla sayida kuyu direncli virise sahipti (%56 vs. %0)

Baslangi¢ Virusu: %0.4 M184V Baslangi¢ Virusu: %4 M184V

. 3
8 25 - = 25 1 22
3 L
3 13 =
= <
c
o c
8= 0 J 5 o -
22 t 3 ¥
n< M184V 2 M184V
T s S 2
:
O —
c o
o 2 3
5 ol o :
= 0
M184V + INSTI-R Q M184V + INSTI-R

inokulumda 6nceden M184V'nin oldugu durumda, DTG+3TC'ye kiyasla BIC+FTC+TAF ilag direnci gelisimini
onlemede daha iyi bulunmustur.
12

* P-value < 0.05 (Fisher’'s Exact testi, B+F+TAF ve DTG+3TC karsilastirmasi); T Alevlenmelerin 1'i M184V/I, geri kalan hepsi M184/V ile; 1 Alevlenmelerin 1'i D67N, geri kalan hepsi M184V ile.
Mulato A, et al. IAS 2019. Mexico City, Mexico. Poster TUPEB244



\ Stanford University
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A curated public database to represent, store and analyze HIV drug resistance data.
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Prevalence of NRTI or NNRTI DRMs by ARV-class, ARV and HIVDB mutation score

Number of patients receiving first-line regimen containing NRTIs

4019

NRTI-resistance mutations with an HIVDB score 230 (assoicated with intermediate or high-level resistance to one or more NRTIs)

K65R, D67d, T69i, K70R, L741/V, Y115F, Q151L/M, M184I/V, T215F/Y

Partitioning sequences in order of the most prevalent NRTI-resistance mutations

>

Prevalence of NRTI-resistance mutations (minimum prevalence 20.5)

[ Mutation No. Patients %Patients
M184V 2759 68.8
None 985 245
K70R 449 11.2
T215Y 347 8.7
K65R 314 7.8
T215F 284 7.1
M184l 121 3.0
Q151M 108 2.7
L74V 98 2.4
Y115F 76 1.9
L741

68 1.7
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Fig. 5: Pretreatment HIV drug resistance mutations by country '3 2017
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Global epidemiology of drug resistance after failure of WHO W
recommended first-line regimens for adult HIV-1 infection:
a multicentre retrospective cohort study

The TenoRes Study Group™ m

Summary

Background Antiretroviral therapy (ART) is crucial for controlling HIV-1 infection through wide-scale treatment as Lancetinfect Dis2016;
prevention and pre-exposure prophylaxis (PrEP). Potent tenofovir disoproxil fumarate-containing regimens are 16:56575
increasingly used to treat and prevent HIV, although few data exist for frequency and risk factors of acquired drug Published Online
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Figure 1: (A) Countries contributing data to resistance analysis and HIV-1 subtype distribution, (B) prevalence of drug resistance by mutation and by region
NNRTI=non-nucleotide reverse-transcriptase inhibitor. TDF=tenofovir disoproxil fumarate. *24% (Nn=462) of participants had tenofovir resistance when genotypes
from viral load >1000 copies HIV-1 RNA per mL were considered.
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Rehberlere gore hizli ART baslarken !!

HIV Pozitif Bireylerin Cogu i¢in Onerilen Baslangi¢ Tedavi Rejimleri

B/F/TAF (Al)

DTG/3TC/ABC (Al) (HLA-B*5701 negatif ise)
INSTI + 2 DTG + (TAF veya TDF) + (FTC veya 3TC) (Al)

NRTIs
RAL + (TAF veya TDF) + (FTC veya 3TC)
TDF/[FTC or 3TC]=BI
TAF/FTC= Bl

DTG/3TC (Al)
HIV-1 RNA > 500.000 kopya/ml
INSTI + 1 NRTI HBV ko-enfeksiyonu olan veya
reverse transcriptase icin genotipik test sonucu veya HBV test sonucu gelmeden tedavi
baslanacak kigiler haricinde

BFTAF, direng testi sonucu bilinmeyen veya hizli tedavi planlanan hastalarda 6nerilen tedaviler arasindadir

DTG/3TC, direng testinde RT duyarliliginin gésterildigi hastalarda supresyonun devami icin etkilidir
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MUTATIONS IN THE INTEGRASE GENE ASSOCIATED WITH RESISTANCE TO INTEGRASE STRAND TRANSFER INHIBITORS"
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MARVEL on RT mutations at position 184

HIVdb Algorithm: Comments & Scores

+ M184VIl cause high-level resistance to 3TC and FTC and low-level resistance to ddl and ABC. However,
M184V/l are not contraindications to continued treatment with 3TC or FTC because they increase
susceptibility to AZT, TDF and d4T and are associated with clinically significant reductions in HIV-1
replication. In combination with K101E or E138K, M184I synergistically reduces RPV susceptibility.

Mutation 2TC FTC ABC AZT D4T DoI ToF  Footnote: Mutation scores on the left are derived from

published literature linking mutstions and ARV (the
M1g4l % & ®B 0 -0 10 -0 complete details can be found in the HIVdb Release

M184V 60 60 15 -0 10 10 10 Notes)




NRTI diren¢c mutasyonlari

* En sik gorilen NRTI mutasyonu M184V/I

* 3TC ve FTC tarafindan secilir ve bu ilaglara yuksek diizeyde (>200 kat) azalmis

duyarliliga neden olur
* Ayrica abakavire de dusuk dizeyde dirence neden olur
* 3TC veya FTC iceren rejimlerde M184I| daha 6nce ortaya ¢ikar (M184V’den)
* Ancak birka¢ haftada cogu hastada M184V (stiin gelir

* M184V/I mutasyonunda, 3TC ve FTC’ye gortlen yiksek fenotipik dirence
ragmen tedaviye bu ajanlarla devam edilebilir

* Bu mutasyonlar virolojik fitnessi azaltmaya devam ettigi ve AZT ve TDF’e duyarlihg

artirdigi igin



