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NE ZAMAN ART

HIV tedavisi icin Klinik Kilavuzlar, CD4 hiucre sayisindan bagimsiz olarak, tim HIV-
pozitif bireylerde ART baslanmasini onermek Uzere guncellendi (1-3).

Bu guncellemeler rastgele randomize kontrollu galismalara ve yuksek CD4 hucresi
sayisinda ART'in baslandigi (2500 hucre/mm3) gozlemsel ¢alismalara dayaniyordu (4).

Ciddi AIDS ve AIDS disi olaylar riskini azalttik
HIV ile yasayan insanlarda 6lum oranini azalttik

Yasam kalitesini arttirdik
BULASI AZALTTIK

1.Panel on Antiretroviral Guidelines for Adults and Adolescents, Oct 2017.https://aidsinfo.nih.gov/contentfiles/lvguidelines/
adultandadolescentgl.pdf

2.WHO, 2016, Diagnosis, Treatment and Care for Key Populations. 2016; Available at:http://apps.who.int/iris/bitstream/
10665/246200/1/9789241511124-eng.pdf?ua=1

3.EACS Guidelines, Version 9.0, October 2017. http://www.eacsociety.org/guidelines/eacs-guidelines/eacs-guidelines.html
4. The INSIGHT START Study Group. N Engl J Med 2015;373:795-807



Tarihsel Gelisim

HIV tip toplulugu,
ART toksisiteleri,
Dirence karsi genetik bariyeri dusuk olan ilaclar, _
_ o _ _ ART'nin baslatiimasini
Direng gelistiginde sinirli tedavi secenekleri, geciktirmistir.
ilaclar icin bir cdeme kaynaginin olmamasi ve

Kontrol edilmeyen inanclar (artik ¢curattimustur)

. HIV viremi, CD4 sayisi belirli bir esigin Gzerinde kaldigi strece sinirli zarara neden olmustur.

Ancak simdi, ART'nin HIV ile yasayanlari (PWH) ve toplum icin faydalari konusunda higbir
suphemiz yok

- Etkili ART, hem HIV ile yasayanlarin sagligini destekler hem de HIV bulagmasini onler.



HIV Eliminasyonunu Nasil Saglayabiliriz?

1)
Kalici viral
HIV ile yasayanlan supresyonu
olabildikce ERKEN saglamak icin etkili PREP ve sirnga
tespit etmek ve HIZLI TEDAVI p_)_aylaglm servisleri gibi

BOYLECE HIV TANISI VE TEDAVISININ SAGLAMAK

HIV.gov. https://www.hiv.gov/federal-response/ending-the-hiv-epidemic/overview.
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Hizli Tedavi Tanimi

HIV enfeksiyonu tanisindan sonra mumkun
olan en kisa zamanda ART baslamak,
tercihen ilk klinik vizitte, hatta tani gununde

Western Blot test ve/veya
HIV RNA test sonuclari beklenmeden



DSO Klavuzu Temmuz 2017

“HIV teshisi ve klinik degerlendirme sonrasinda HIV ile
yasayan tum insanlara hizli ART baslatiimasi
onerilmelidir.”

“Hizli” 7 gun icinde olarak tanimlandi
GUIDELINES FOR

“ART, ayni gin baslamaya hazir insanlara onerilmelidir” MANAGING ADVANCED
Hedef: lost to follow-up (LTFU)'I azaltmak ve uyumu ve HIV DISEASE AND
takibi arttirmak RAPID INITIATION
OF ANTIRETROVIRAL

THERAPY

JULY 2017

HIV TREATMENT

WHO. Guidelines for the managing advanced HIV disease and rapid initiation of antiretroviral therapy.
July 2017. http://www.who.int/hiv/pub/guidelines/advanced-HIV-disease/en




ART'yi ertelemek icin hicbir neden yoktur.

Uluslararasi ortamlardan ve ABD'deki kohort ve randomize kontrollu ¢alismalardan elde
edilen veriler HIZLI-ERKEN tedavi basglananlarda bakimda kalma ve viral baskilama

suresinin uzun oldugunu gosterdi:

Koenig SP, PLoS Med 2017
Labhardt N BMC Public Health 2016
Rosen S, PLoS Med 2016;

Bacon O, Clin Infect Dis 2020.
Coffey S, . AIDS 2019;

Colasanti J, Infect Dis 2018;
Jalperin J, Infect Dis 2019

Bu nedenle,

DSO 2017'den beri

|AS 2018'den beri

DHHS 2019'dan beri

EACS 2020’den beri HIZLI ART’ yi tavsiye etmektedir.
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HIZLI ART DE SURE

Cesitli nedenlerle Ulkeler tarafindan evrensel olarak benimsenmemis olabilir.

DSO yoénergeleri en ¢ok disik gelirli Glkelerde (LMIC) etkili oldugundan, belirledikleri tim
hedefler genis capta ulasilabilir olmahdir;

LMIC'lerde saglik hizmeti sunumunun karmasikhgi goz onune alindiginda, 7 gun icinde
baslama gercekgi bir zaman dilimi gibi gorunuyor.

Simdi soru, ART'nin ne kadar erken baslatilacagina odaklaniyor.

IAS artik acikca ART'nin tanidan hemen sonra baslanmasi gerektigini belirtmektedir.

Saag MS,, JAMA 2018 »




HIZLI ART DE SURE

Ayni gun” ART, tanidan sonraki 24 saat icinde anlamina gelir (LMIC)

Baska yerlerde, 0zellikle HIC'lerde, “acil”, bireysel kosullara veya tanisal calisma icin yerel
protokollere uymasi icin tanidan 5, 7 veya hatta 14 gun sonra anlamina gelebilir.

Ancak, bazi klinisyenler tim temel test sonuglari (HLA-B*5701, genotipik antiretroviral direng

testi ve organ fonksiyonu (bobrek, karaciger ve hematopoietik doku dahil) mevcut olmadan
once ART'yi baslatir.

Bizim icin HIZLI /ERKEN ART de sure su olmali :

Hasta tani aldiktan sonra herhangi bir saglik kurulusuna basvurusunun ilk giinu tedavinin baslanmasi
HIZLI, ilk 7-14 gunu icinde tedavinin baslanmasi ERKEN ART olarak adlandirilabilir.
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HIZLI Antiretroviral Tedavi Onemi
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HIZLI ART

HIV, kendisi immun yaslanmaya ve kronik inflamasyona neden olur.

ART'nin erken baslatilmasi (2 gun iginde),

DOI: 10.1111/hiv.12952
HIV Medicine (2020), 21 (Suppl. 3), 2-16

IL-6, IL-6R, TNF ve D-dimer gibi c¢esitli inflamatuar
belirteclerin normallesmesiyle sonuclandi.

© 2020 British HIV Association

g g =g i e, i ation anc agreingg n hs-CRP ve sCD14 seviyeleri de ART ile azaldi; bununla
era of modern ART birlikte, HIV ile enfekte olmayan katilimcilarla
karsilastirildiginda yuksek kaldilar.

Tedaviye ragmen immun yaglanma yavaglamakla birlikte devam eder ve bu durum HIV negatif
kisilerden daha hizl olur.

Bu durum kardivaskuler, norolojik ve psikiyatrik komplikasyonlara sebep olabilir.
Tedaviye bagli yan etkiler cok cok azalmistir.
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HIZLI ART

Hizli ve etkili viral baskilanma,

Bagisiklik sisteminde duzelme, (CD4+ T hucre sayisi ve CD4/CD8 oraninda artis)
Yasam kalitesinde ve uzunlugunda iyilesme,

Hastalarin takipte daha fazla kalma,

HIV enfeksiyonuna bagli olan ve olmayan komplikasyonlarin gelismesini engeller ve/veya
azaltir.

Azalan mortalite
Ayrica en onemlisi tedavi ile toplumda HIV enfeksiyon bulasi azalir.

1.Ford N, et al. AIDS 2018;32:17-23

2. Koenig S, et al. PLOS Medicine. https://doi.org/10.1371/journal.pmed.1002357 July 25, 2017

3. Rosen, S, PLOS Medicine, 13(5): €1002015. doi:10.1371/journal.pmed.1002015 May 10, 2016

4. Pilcher C, et al. JAIDS 2017;74:44-51

5.ZhaoY, et al. CID 2018;66(5):727-34

6.. Gay CL, et al. AIDS 2016;30:2815-2822

7. UNAIDS Fast-Track, Ending the AIDS Epidemic by 2030. http://www.unaids.org/en/resources/campaigns/\World-AIDS-Day-Report-2014
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Elit Kontroller

HIV RNA negatif, CD4+ T hlcre sayisi yuksek, %0.5 oraninda goruluyor

Tedavisiz takip et ne zaman HIV RNA yukselirse veya CD4+ T hucre sayisi dusmeye baslarsa
ART basla

AMA yapilan calismalarda tedavi edilen viral supresyon saglanan HIV ile yasayanlara gore :

Immunaktivasyon

Inflamasyon ARTIS

Komorbiditeler

Kardiovaskuler hastaliklar

Hastaneye yatis ARTIS

16



EACS 2021 11.0 VERSION

Initiation of ART: No Prior ART Exposure

Recommendations for Initiation of ART in PLWH with Chronic Infection without prior ART Exposure ‘¥
Recommendations take into account the level of evidence, the degree of progression of HIV disease and the presence of, or high risk for, developing various types of (co-morbid)

conditions.

ART is recommended in all adult PLWH,
irrespective of CD4 counts'!

Footnote

i. ART is recommended irrespective of the CD4 count. In certain situations (i.e lower CD4 count or pregnancy), there is a greater urgency to start ART immediately
o In persons with Ols, ART initiation may have to be deferred, see Opportunistic Infections, for ART initiation in the presence of specific Ols. For ART initiation in persons with

ART'ye hemen baglamanin olasi bir istisnasi, HIV kontrolorleri, yuksek CD4 sayilari olan ve HIV-VL <

1000 kopya/mL olan kisiler olabilir, ancak bu kisilerde bile ART'ye baslanmasinin CD4 sayisini
arttirdigi, inflamasyonu azalttigi, ve HIV bulas riskini azalttigi gosterilmigtir.

o Whether rapid, possibly same-day ART start is proposed to newly diagnosed persons or postponed until complementary
assessments depends on the setting and medical circumstances, medical indications to start ART more urgently and risk of loss from care. To reduce loss to follow-up

between diagnosis and ART initiation, structural barriers delaying the process should be addressed

Author’s Last Name, Conference Name, Year, Presentation # 17



Hizli tedavi baslangici, artan viral baskilanma ve tedavide kalma orani ile HIV
bulasinin azaltilmasini saglayabilir
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Yillikinsidans {bin)

m HIV insidans hizh tedavi 2690 m Onlenen enfeksivonlar

Turkiye'de, 2030 yili icin tahmin edilen HIV insidansi yaklasik 85.000 iken;
%90 Hizli tedaviye ulasim ile yaklasik 60.500’lere dusebilmektedir.

DHHS. Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents Living with HIV.
Haziran 2021. Erigim tarihi Haziran 2021
Yaylali E et al. HIV/AIDS Ulusal Kongresi 2020 SS05



Klinik calismalar ve Kongrelerde Hizli tedavi ile
ilgili calismalar



Erken Tedavi Baslatmayi Destekleyen Arastirmalar

Erken ART, Tercih
Edildi

START
International

TEMPRANO
Africa Ivory Coast

Hizhi ART Programlarn Avantajlart Gosteriyor

RaplT
South Africa

Same Day ART
Haiti

Retrospective
Cohort
China

SLATE
South Africa and
Kenya

RAPID
San Francisco

Duke/UNC Acute
HIV Consortium
North Carolina

Emory/Grady
REACH
Atlanta

CrescentCare FQHC
New Orleans
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“Test et ve tedavi et” ART yaklasimlarini degerlendiren baslica ¢calismalar

—
Study Region ART initiation (Rapid arm) Results (at 12 months)
Rapid arm Standard arm
RaplT'® South Africa <90 days n 187 190
VL suppression (%) 64 51
In care (%) 81 64
START ART™ Uganda <4 days n 347 356
VL (%) 53 44
In care (%) 80 72
Koenig, et al.® Haiti Same day n 206 208
VL suppression (%) 66 58
In care (%) 84 84
Labhardt, et al.?! Leshoto Same day n 137 137
VL suppression (%) 50 34
In care (%) 67 43

ART: Antiretroviral therapy 21




San Francisco RAPID Caligmasi

Calisma Dizayni

Retrospektif historik kohortlarla kombine edilmis tek merkezli calisma (2013 — 2014)

n =47 Standart ART Baslangici
Tedavi Deneyimsiz Non-RAPID

HIV infekte Bireyler (2

18 yas)

Hizli ART Baslangici
Dahil Etmeme Kriteri: n=39 RAPID

—p
« Tani > 6 aydan daha 6nce Amac: ART nin mimkuin olan en kisa surede
onerilmesi tercihen ayni gun

= Primer Analizler (RAPID vs. non-RAPID)
— Viral Supresyona kadar gecen sure (<200 kopya/mL)
— Ik Klinik vizite, ilk birinci basamak vizite ve ART baslangicina kadar olan sure
= Sekonder Analizler (pre-RAPID/post-RAPID)
— Viral Supresyona kadar gecen sure (<200 kopya/mL) .

Pilcher C, et al. JAIDS 2017;74:44-51 22



San Francisco RAPID Caligsmasi

Sonuclar — Viral Supresyona Kadar Geg¢en Sure

RAPID ART UNIVERSAL ART
(2013-2015) (2010-2013)
g 1.00 - N=39 N=69
s CD4-guided ART
5 0.75 - (2006-2009)
® . N=25
28
Eg
S& 050 -
§-=
% 0.25 -
|
>
0.00 . . .
0 10 20 30
Ay
Tedavi Stratejisi Hastalar (n) Viral Suprt;?;;)r(lal;?dar gegen P degeri
(Uygulandig Yillar) (<200 c/mL) vs RAPID
RAPID (2013-2015) 39 1.8
Universal ART (2010-2013) 69 4.3 <0.0001
25 7.2 <0.0001

Pilcher C, et al. JAIDS 2017;74:44-51

23



RESEARCH Open Access

Rapid Antiretroviral Therapy (ART) Initiation R
at a Community-Based Clinic in Jackson, MS

Emmmmmm $Courtney E. Sims Gomillia' T, Kandis V. Backus'-2™ 7, James B. Brock?, Sandra C. Melvin?, Jason J. Parham ' [ ..

and Leandro A. Mena'~?

Retrospektif,
Ocak 2016 - 31 Aralik 2018 tarihleri arasinda

Ik viral yiik, CD4+ T hicre sayisl, bir elektronik recete (e-script), baskilanana kadar miiteakip
viral yUkler ve hasta demografisi toplanmis

Viral baskilama, 200kopya/mL 'den az viral yuk olarak tanimlanmis

Hizll ART baslama, tanidan sonraki yedi gun iginde antiretroviraller icin bir e-script alinmasi
olarak tanimlanmis

70 kisiye HIV teshisi kondu ve bunlarin 63'G (%90) ilk HIV danismanhgi ziyaretini tamamladi.
Hastalarin %27°si tanidan sonraki 7 gun icinde ART icin bir e-script verildi.

Tanidan viral baskilamaya kadar gecen medyan sure, hizli ART baslangiglari icin 55 gundu (p =
0.03), standart sureden viral baskilamaya kadar 22 gunltk bir dustus mevcut.

Sonuclarimiz, hizl ART'nin baslatilmasinin viral supresyona kadar gecen slreyi azaltmada
etkili olduguna dair benzer duzeyde kanit saglar. Bu degerlendirmeden elde edilen kanitlar, ayni
gun tedavi de dahil olmak uzere ilk HIV teshisinden sonra hizli ART baslatiimasinin kullanimini

desteklemektedir. y



Study

Location

RAPID'-3

Test and Treat*

REACHS

CrescentCare®

JumpstART’

Project RHAE?

PHARM-D RAPID®

San Francisco

Miami

Atlanta

New Orleans

New York City

Baltimore

Rhode Island

Increased %
Starting ART

Hizli Baglangi¢c Programlari ABD'de Fayda Sagliyor

Shorter
Time to VS

Increased
Rate of VS

v/

NS NSNS

Increased Linkage
to/
Retention in Care

Decreased

Mortality

aoRrONM=

Pilcher C, et al. JAIDS 2017;74:44-51

Bacon O, et al. CROI 2018. Boston, MA. Oral 93

Christopoulos KA, et al . AIDS 2020. PEB0267

Poschman K, et al . CROI 2019. Seattle, WA. 903

Colasanti J, et al. Open Forum Infectious Diseases. 28JUN2018

6. Halperin J, et al. AIDS Pt Care STDs 2018;32:39-41
7. Blank S, et al. CROI 2018. Boston, MA. 1108

8. Jones et al. CROI 2019. Seattle, WA. P514

9. Brotherton A, et al. CROI 2020. Boston, MA. 498
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CrescentCare (New Orleans)

Guneyden Gelen Genclerde Hizli Baslangic

Bir FQHC*'de hizli ART baslatiimasiyla 72 saat icinde bakima baglanan yetigkin ve genglerin geriye donuk
degerlendirilmesi (N=124, Aralik 2016 - Mayis 2018)

Baseline Age 18-24 years Age 2 25 years Youth and Adult Outcomes
Characteristics (n=31) (n=93)
Age, median (IQR) 21 (18-24) 33 (25-61) 1007
Sex, n (%) 2 807
Male 25 (80.7) 64 (68.8) 4 %07
Female 5 (16.1) 23 (24.7) § 40 1
TGW 1(3.2) 6 (6.5) g 20 -
Race, n (%) & 0 -
African-American 21 (67.7) 54 (58.1) Age 18-24 years (n=31) Age 2 25 years (n=93)
White 9 (29) 25 (26.9) ® Achieved VS ®Sustained VS after 12 months ®Engaged in care after 12 months
Latinx/Other 1(3.2) 14 (15.1) ) o
HIV risk factor, n (%) §onug.la"r ve VS kadar gecen sure, gencler ve yetiskinler arasinda
onemli dlgude farkli degildi
MSMt 25 (80.6) 50 (53.8)

VS hizla elde edildi ve surduruldu

Heterosexual 5(16.1) 40 (43) VS'ye ortalama siire: Gengler icin 28 giin, yetiskinler igin 29 giin
IDU 1(3.2) 3(3.2) Olumsuz olaylar nedeniyle devamsizlik yok
T P<0.05

"Yetiskinlere ve genclere tanidan hemen sonra, laboratuvarlar alinmadan once ART'ye baslamak guvenli,
iyi tolere edilen ve etkilidir. Rapid Start, esitligi destekleyen ve genclerin etkin bir sekilde katilimini
* First dose directly observed and 30-day dose pack provided saglayan blr paradigma degi§imidir'”

FQHC, Federally Qualified Health Center; TGW, transgender women; MSM, men who have sex with men; IDU, injection drug use; VS, viral suppression

Seybolt L et al. CROI 2020. Boston, MA. 1073 26



STAT: Faz 3b, acik etiketli, tek kollu calisma (ABD, 48 Hafta)

Hizli Baslangicta DTG/3TC

O " S _
E’O% 48. Haftada Onemli Ikincil Sonuglar £ 2019-2020
HIV ile yasayan ART N=131 JBILCIE1L®; Plazma HIV-1 RNA <50 k/mL olan katilimcilarin orani: FDA snapshot, ITT-E

deneyimsiz yetigkin bireyler

L A g M=F, Gézlemlenen analizler. Giivenlilik (AO’lar, ilag iliskili AO’lar, tedavinin

once tani almis) birakilmas)
TR SR P L A T Kilo Artis1. 48 Haft ",—V_ Etkililik <50 ¢/mL, Gézlemlenen Analiz: %97 (107/110)
- mL, afta ilo Artisi, afta |'J—| _
(FDA Snapshot) 3 P Etkililik <50 ¢/mL, ITT-E (M=F) Analizi: %82 (107/131)
100 1 5 2 Hafta 48 P Derece 2-5 ilag iligkili AO’lar (%2); Ciddi AO’lar (%2)

. = slal= 48. haftaya kadar 10 (%8) kisi DTG/3TC’den gecis yapti
°:. :% 41 5 HBYV, 1 M184V, 1 AO (dokuntu), 2’si calismadan c¢ekildi, 1 gebelik
% Fos = 9/10'u 3 ilag rejimine gecti
£ o 37 Hafta 24 - 48. haftadan sonra +2 tedavi degisikligi (etkililik goriilmemesi;

7; = tedaviye uyumsuzluk)
N3 E 2 1 18 (%14) katiimci galismayi birakti
E = %11 takipten cikti veya rizasini geri gekti
T = %3 arastirmacinin karari
100/131 19/131 0 -

HIV RNA HIVRNA  Veri
<50 k/mL 250 k/mL yok

Tedaviyle ortaya ¢ikan direng gorulmedi

48 hafta sonunda, DTG/3TC ile hizli baglangicin etkililik orani %76’ydi (FDA Snapshot)
Kilo alimi +4.9kg; %5’inde baslangi¢taki lab sonuglar (HBV, M184V) nedeniyle tedavi modifikasyonu yapildi

AO, advers olay; BL, baslangig; DRAE, ilag iliskili advers olay; ITT-E, intent to treat-exposed; M=F, eksik = basarisizlik
Rolle CP, et al. IAS v2021, PEB182 27




A Zuppelli, Real World Community-Based HIV Rapid Start Antiretroviral
with BFTAF Versus Conventional HIV Antiretroviral Therapy Start - The
RoCHaCHa Study, a Pilot Study IDWeek 2020 Oct 21-25

ILK GERGCEK YASAM VERISI : HEPSINE TANIDAN SONRAKI

Figure 1: Study Design ILK GUN TDV BASLANIYOR
Prospective, open-label, single center, utilizing BFTAF as the rapid start antiretroviral (RSA) -
pilot study
T ' HiV
e TP Sn ARV same ey
r T ]
Inclusion Criteria vt st e

HIV.1 Infection
Adults > 18 yaars o
CeCl > 30 miimen

Objective:

* Deatarmine if RSA with BFTAF is an effoctive regimen at suppressing HIV-1 RNA 1o undetectadile lovols

* Detarmine if RSA with BFTAF offers an efficacious treatment advantage by banging HIV-1 RNA 10 undetectable levels faster
compared 1o historical controd

Primary Endpoint
* Proportion of patients with MIV -1 RNA < 50 coples/ml at week 48

« Number of days of RSA until undetectable viral load is achieved - time 10 transmission-free landscape
= ldentify barrniers to initiating RSA
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A Zuppelli, Real World Community-Based HIV Rapid Start Antiretroviral with BFTAF Versus Conventional HIV
Antiretroviral Therapy Start - The RoCHaCHa Study, a Pilot Study

2020 Oct 21-25

Characteristics

Age at diagnosis, mean
(SD)
Racel/ethnicity, n (9%)
Black
White
Other
Hispanic/lLatinX
Non-Hispanic/LatinX
Ethnicity unreported

Gender identity, male, n
(%)

Baseline HIV 1 RNA VL
>100, 000, n (%)

Median CDA4 cells/mm3
IV drug use ever, n (%)

(%)
Homeless ever, n (9%)

Table 1: Baseline Characteristics

Sex at birth, male, n (%)

Sexual orientation, gay, n
(%)

Baseline HIV 1 RNA VL,
median (IQR), copies/mL

<200 CD4 cells/mm3, n{95%)

Mental health diagnoses

Study RSA
=26
32.2 (9.8)

6 (26.9)
16 (61.5%)
3 (11.5%)
7 (26.9%)
16 (61.5%)
3 (11.5%)
26 (100%6)

23 (88.5%)

1S (57.79%)

22, 689

(2.395-55.650)

4 (15.4%)

S00 (354-701)

O (0.09%)
6 (23.1%)
11 (42.3%)

4 (15.4%)

Non-RSA Control
n=24
36.3 (13.3)

10 (41.7)
11 (45.8)
3 (12.5%)
4 (16.7%)

20 (83.3%)

O (0.0%6)
19 (79.2%)
17 (70.8%)

11 (45.8%)

46 . 800
(20.825-133.250)

9 (37.5%)

447 (292-648)
3 (12.5%)
3 (12.5%)
7T (29.29)

4 (16.79%)

P value

0.398

0227
0.39S
1.000
0.501
O.119
0.236
0.020
0.16a3

0.572

0.091

O.109

0.281
0.103
0.467
0.388

1.000

IDWeek
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Table 2: Clinical coutcomes

Outcomes
(reported in days)

Diagnosis to clinic
presentation, median
(interguartile range)

Clinic presentation to ART,
median (interguartile
range)

ART to VL <200 copies/mlL,
median (interquartile
range)

ART to VL. <50 copies/mlL.,
median (interquartile
range)

Diagnosis to VL <200
copies/mL, median
(interquartile range)

Diagnosis to VL <50
copies/mL, median
(interquartile range)

Study RSA n=26

1 (0.0 —3.8)

O (0.0 —0.0)

14 (7.3-27.8)

27 (12.0 — 30.8)

17 (171.0 — 30.5)

28 (14.0 — 34.5)

A Zuppelli, Real World Community-Based HIV Rapid Start Antiretroviral with BFTAF Versus Conventional HIV
Antiretroviral Therapy Start - The RoCHaCHa Study, a Pilot Study
2020 Oct 21-25

IDWeek

Non-RSA Control n=24

9.5 (6.0 — 22.25)

35.5 (28.0 — 57.0)

34 (29.75S — 62.75)

74 (31.75- 200.5)

94 (83.7S5S — 199.0)

187.5S (113.0 — 340.8)

30



A Zuppelli, Real World Community-Based HIV Rapid Start Antiretroviral with
BFTAF Versus Conventional HIV Antiretroviral Therapy Start - The RoCHaCHa
Study, a Pilot Study IDWeek 2020 Oct 21-25

Regimen N=24

Disposition: Study Enroliment Non-IRSA contral

DTG = FTC/TAF -
=== R .
==
EVGMCOBUFTCOCITAF - 1
DRV
EVGCCOBUFTCOC/TDF 1
DIRVICOBI » FTCITAF 2 |
DRVICOEB! » DTG 3
DTGAABC/3ITC 4

*10 confirnmatory testing revealed HIV negative status; 3 telemedicine 2
ineligible provider,; 1 < 18 years oid; 1 started ART in hospital. 1 incarcerated

= 13 of 31 participants have completed day 336 (last study visilt)
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Camici M, Gagliardini R, Lorenzini P, Cttou S, Mondi A, Plazzi MM, Pinnetti C, Vergori A, Grilli E, De Zottis F,
Mastrorosa |, Mazzotta V, Paulicelli J, Bellagamba R, Cicalini S, Antinon A

Purpose: A rapid ART inttiation in advanced HIV could improve the outcome. Primary endpeint of the study
was to evaluate time-to-clinical or virologic failure in enrolled patients,

Methods: Pilot, monecentric, single-arm, prospective, phase IV clinical trial. 30 ART-naive subjects presenting
with an advanced HIV-1 disease at diagnosis (AIDS-defining event and/or CD4 cell count <200 pL) were
enrolied. BIFITAF 50/200/25 mg ‘was started within 7 days from HIV diagnesis. Exclusion criteria were: CrCl <
30 mUmin, severe hepatic impairment, active tuberculosis, cryptococeosis, pregnant/breastfeeding women,
systamic cancer chemotherapy. BL GRT was unknown before ART initiation.

Results: Among 116 new HIV diagnosis at INMI Spallanzani from May 2020-January 2021, 40 (34%) had
advanced HIV disease, 30 fulfilled eligibility criteria for this study and wera enrolled. Main reason for baing
ineligible was a delay in referral HIV diagnosis or time needzd to exclude active tuberculosis, Clinical
charactenistics of the included patients were similar to those not enrolled (Table 1). Of the CDC stage C:8
Preumacystis pneumonia, 5 Kaposi's sarcoma, 1 HIV-associated encephalopathy.

No ART discentinuation \was observed, no ART modification was performed once GRT was reviewed (no NRT!
mutations, 3 accessory INSTI mutations [E157Q, G163K, L74l)).

SAE were: 1 IRIS+ PML (week, w4), seizuras (w4 and w12), all in the same patient, a clinical
vorsening/suspected IRIS (w4) and a disseminatad tubarculosis + IRIS (w2), that needad an ART switch.

Proportion of participants with HIV-RNA < 50 copiag/mL was 9/30 (33%) at w4, 18/29 (65%) at w12 and 16/18
(82%) at w24 (Figure 1). To date, all participants have achieved virological response (HIV- RNA reduction > 1
logsn copiesiml) at W12 and no viral rebound was observed. CD4 trend (Figure 2).

Concluslons: Preliminary results of this study provide the first evidence supporting the feasibility of B/F/TAF
test and treat strategy in advanced HIV subjects.

EACS 2021 ABS NO:pe 2/27

Table 1. Baseline demograghic and clinical characteristics

¥ (0L % maadian (intarmaiiartile ranna)

(N=30)
Female gender” 5(16.7%)
Age™ 45 (38-58)
Risk Factor"
- MSM 5(16.7%)
- Heterosexual 10 (33.3%)
- Other/Unknown 33 (50%)
Ethnicity* 27 (90%)
- (Caucasian 2 (6.7%)
- Ispanic 1(3.3%)
oo stﬁ;f"" 13 (43.3%)
S 4(13.3%)
- B 13 (43.3%)
- €
BL median CD4 cell count, cell/mm?® ** 90 (39-147)
BL median CD8 cell count, cell/mm® ** 499 (357-490)
BL median CDA/CD8 ratio’ i eian
BL median HIV RNA log1 cp/ml** o i S
BL median HIV DNA log1o cp/10° PBMC** 41(3.8-44)
> 1 comorbidity* 12 (40%)
Days from the first HIV test to baseline** 6 (5-7)




Feasibility, efficacy and safety of a rapid antiretroviral therapy starting bictegravir/emtricitabine/tenofovir
alafenamide in advanced HIV disease (Rainbow study)

900
800
:
E 6,0 E RS
% 50 E 500
- 2 400
S g 300
g 2'0 g 200
< )
3 10 o 100
& 0 '
> 0,0
T 8L wa wi2 w24 W36 BL w4 wi2 w24 w36
Figure 1. Viral decay. The proportion of pts with HIV-RNA Figure 2. CD4 reconstitution. The proportion of pts with
< 50 copies/mL was 9/26 (35%) at w4, 19/30 (63%) at CD4 > 200 cells/uL was 2/30 (7%) at BL, 14/23 (61%) at

w12 and 16/18 (89%) at w24. w4, 17/29 (59%) at w12 and 9/19 (47%) at w24.
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s~ A Bachelard’. V Isemia!, C Charpentiar®?, A Benalycherift, Z Julia'. § Le Gac', R Landman'#, D Descamps*’. m

G Paytavin®™®, L Assoumou?, J Ghosn'™’

VAP-HP, Hezpital Bichat - Claude-Bernard, infectious and trepical diseases “IAME - UMR 1137 INSERM,
Universita de Paris; *AP-HP. Hospital Bichat-Claude Bernard, Yirology Labaratory; IMEA, Haspital Bichat-
Claude Bernard; *AP-HP, Hospital Bichat-Clauds Barnard, Fharmacology-Toxicology Laberatory

Purpose: Early initiation of antiretroviral therapy (ART) increases ART uptake, improves virologic suppression
rates and raducas onward HIY transmission. Tenofovir Alafenamide/Emiricitabine/Bictegravir (TAF/FTC/BIC) is
easy-te-use, well-tolerated, effective with high pre-therapeutic plasma viral leads (pV/L). We aimed at assessing
whether TAFIFTC/BIC was a good option for earfy ART initiation.

Methods: The FAST study was a national, prespective, single arm study, assessing the efficacy and safety of
TAF/FTC/BIC initiated in a test-and-treat model, i.9. on the same day than the first medical appeintment after
HIV diagnosis. TAF/FTC/BIC had to be started before any laboratory result was available,

The primary outcome was the proportion of participants with gVL < 50 cp/mL at Week 24 (\W24d) in intent-to-treat
(ITT) FDA Snapshot analysis.

Results; 117 participants vere enrclled across 15 sites in France between November 2019 and Sentember
2020, of whom five did not meet inclusion criteria and were excluded from ITT analysis (3 false positives, 2
already In madical care). Baseline characteristics ars shown in Table 1. Four participants discontinued study
treatment between DO and W24: one for pre- existing M184V resistance mutation, t~o for E157Q pelymorphism
in integrase, and one fer intolerance,

AtW24, according to FDA Snapshot analysis (Figurs 1), 80.4% of participants achieved pVL < 50 cp/mL (95%
Cl: 71.8 = 87.3). For participants with a baseline p\L above 500.000 cp/mL (N=21), 61.9% achieved pV/L <50
cp/mL. Per-protocol analysis showed that 87.4% (95% Cl: 79.4 - 93.1) of participants reached the study
primary endpoint. No emergent resistance- asscciated mutation was detected for those who did not achieve
pYL <80 ep/mlL at W24, TAFIFTC/BIC was vell-tolerated, with low incidence of grade 3-4 AEs (18.7/100
parsen- year (98% Cl: 10.8-36.6)) and serious AEs (17.7/100 person-year (35% Cl: 8.2 - 34.1)).

Conclusion: These results suggest that TAF/FTC/ BIC is safe and efficacious for same-day ART initiation in &
test-and-treat setting. Follow-up will continue until W43,

EACS 2021 ABS NO:pe 2/7

Baseline characteristics - table 1

Median (IQR) or n (%) Total Included | Excluded Intent to Treat Bioaie
N=117 N=5 N=112
| Age, median (range), years 36 (29-47) 41 (30-36) 36 (28-47) 0.403
Gender \ 1.000
Female 1 141120) 0% 14 (12.5)
Male \ 103 (88 0) 5/5 08 (87.5)
Sexual orientation \ [ 192
MSM i 82(70.1) 209 80 (71.4)
Heterosexual ! A0 (25.6) 315 27 (24.1)
Other | 514.3) 05 5(4.5)
Baseline HIV RNA, log, N=114 N=2 N=112 0015
cp/mL 48(4354) 25(13-38) 48(44-55)
<100,000 64 (55 1) 207 67 (55 4)
100,000 - 500,000 \ 291(25.4) 02 29 (25.9)
>500,000 21(18.4) 02 21(188)
Baseline CD4 count, /mm” N=114 N=4 N=110 0,052
380 (243-596) 635 (520-724) 369 (240-570)
<200 18{158) 0/4 1917 3)
200 - 349 ‘ 32(28.1) 0/4 31(28.2)
360 - 499 | 22(103) % 21(19.1)
2500 A2 (36.8) Y 30 (35.5)
CD4/CD8 ratio N=114 N=4 N=110) 0 030
0.5(0.3-0.8) 2.0 (0.6-3.8) 0.5(0.3-08)
<09 44 (82 5) 214 02 (83.6)
>0.9 200175) 214 18 {16 4)
Time to enroliment since N=116 N=4 N=112 0862
HIV diagnosis, median 8(517) 8.5(6:12) B(517)
(range), days
<7 : 40(34.5) 214 38 (33.9)
7-14 l 42(362) 204 40 (35.7)
215 \ 34(203) 04 34 (304)
AIDS event < 0 (0.0} 0(0.0) 0(0.0) Na
Positive Ag Hbs = n (%) 201.7) 0(00) 2{18) 1 000
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EFFICACY AND SAFETY OF USING BICTEGRAVIR/EMTRICITABINE/TENOFOVIR ALAFINAMIDE (BIC/FTC/TAF)

IN A TEST AND TREAT MODEL: THE FAST STUDY- IMEA 055
A 8achelardt, V Isernia®, € Charpentier??, A Benalycherif 4, Z Julial, S Le Gac?, R Landman®3+4, D Descamps®?, G Peytavin®®, L Assoumou %, | Ghosn'?
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Rehberlerde HIZLI Antiretroviral Tedavi

Hizli tedavide hangi ART rejimleri tercih edilir?



Guidelines (Europe)

HIZLI TEDAVI TAVSIYELERI

WHO (2017)1

HIV ile yasayan tum insanlara hizli bir
sekilde ART baslatilmasi onerilmelidin
(pozitif HIV teghisinin <7 gunu)

Baslamaya hazir olan kisiler i¢cin ayni gun
ART inisiyasyonu onerilmelidir.

EACS (2021)>

HIV enfeksiyonuyla iligkili morbidite ve mortaliteyi azaltmak ve HIV bulasmasini dnlemek
icin CD4 sayisindan bagimsiz olarak tum PLWH icin ART'ye baslanmasi onerilir (START
denemesi, HPTN 052, PARTNER Study)

HIV enfeksiyonu tanisi konulduktan sonra ayni gun ART'ye baglamanin PLWH igin
uygulanabilir ve kabul edilebilir olduguna dair kanitlar birikmektedir.

Ozellikle asagidaki durumlarda hemen (yani ayni giin) ART'ye baslanmasi disinUlmelidir:

Primer HIV enfeksiyonu durumunda, 6zellikle meningoensefalitin klinik
belirti ve semptomlari durumunda (saatler iginde). Bu durumda,
klinisyen pozitif tarama HIV testinin hemen ardindan ve HIV-VL gibi
dogrulayici HIV testi sonucglari almadan 6nce ART'ye baslayabilir.

Bir PLWH'nin ART'yi hemen basglatma istegi

Ayni gun ART basglatilmazsa takip kaybinin daha olasi oldugu bir
ortamda

1. WHO, July 2017, Guidelines for Managing Avanced HIV Disease and Rapid Initiation of ART. http://www.who.int/hiv/pub/quidelines/advanced-HIV-disease/en
2. EACS Guidelines, October 2021 Version 11.0. https://www.eacsociety.org/quidelines/eacs-quidelines/eacs-quidelines.html. Accessed October 2020 37




Guidelines

HIZLI TEDAVI TAVSIYELERI

IAS-USA (2020)"

Hasta tedaviye hazirsa tanidan hemen sonra da dahil olmak Uzere, HIV tanisi konulduktan sonra mumkun olan en kisa surede ART'ye
baslanmasi onerilir.

Yeni tani konan kigilerin tanidan sonraki ilk klinik ziyarette ART almasina izin vermek igin, kendileri ve klinisyenleri bu yaklagimin uygun
olduguna karar verirlerse, ART'nin alinmasini geciktiren yapisal engeller kaldiriimalidir.

Hizll ART'yi uygulamak, HIV bakimina erisimin ontundeki yapisal engelleri ele almanin ve kaldirmanin bir yoludur

DHHS Guidelines on Rapid/Immediate ART Initiation (January 10, 2020)?
Morbidite ve mortaliteyi azaltmak ve HIV'in bagkalarina bulasmasini 6nlemek icin HIV'li tim kisilere antiretroviral tedavi (ART) onerilir.
Hizli ART baglatiimasi, yeni teghis edilmis HIV'li kisilerin HIV bulastirabilecegi slireyi azaltma potansiyeline de sahiptir.

Yetiskinler ve Ergenler icin Antiretroviral Kilavuzlar Paneli, ART'nin alimini ve bakimla baglantisini artirmak, bireysel hastalar igin viral
baskilama suresini azaltmak ve hizi iyilestirmek icin HIV teshisinden hemen sonra (veya mumkiin olan en kisa siirede) ART'ye

baslanmasini dnermektedir.

ART'ye baslarken, hastalari ART'nin faydalari konusunda egitmek ve bakim katilimini ve tedaviye uyumu optimize etmek igin stratejiler
uygulamak onemlidir.

* Unless the patient has symptoms that suggest an opportunistic infection for which immediate ART is contraindicated

1. Saag M, et al. 2020 Recommendations of the IAAS-USA Panel. JAMA 2020. Accessed 04 NOV 2020
2. DHHS, December 2020. Guidelines for the Use of Antiretroviral Agents in HIV-1-Infected Adults and Adolescents. http://aidsinfo.nih.gov/quidelines
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Hizli ART Kkimler igin uygundur?

. Yeni HIV teshisi konan ve bilinen herhangi bir kontrendikasyonu olmayan Kkigiler:=
Reaktif bakim noktasi (POC) HIV testi olanlar veya
Laboratuvarda yapilan HIV testinden pozitif ¢gikanlar veya
= Daha once tani kondugu tespit edilenler ve
- hig bakimda bulunmamis veya

- tedavi naif
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Hizli ART ne zaman ertelenmelidir?

= Hizli ART baglamadan once ele alinmasi gereken bazi tibbi durumlar vardir ve bunlara
asagidakiler dahildir:

= Kriptokokal veya tuberkiloz menenijit (TB) gibi tedavi edilmemis infeksiyonlar

When to start ART

When to start ART in PLWH with opportunistic infections (Ols)

General
recommendation

As soon as possible within 2 weeks after starting treatment for the opportunistic infection

Tuberculosis

- TB meningitis

As soon as possible within two weeks of starting TB treatment, regardless of CD4 count For details, see ART in TB/HIV Co-infection

orticosteroids are recommended as adjuvant

ART 4 hafta ertelenmelidir, ancak TB menenijit ve CD4 < 50 Sl
(100) hucre/uL olan PLWH'de ilk 2 hafta icinde baglatilabilir.

Cryptococcal
meningitis

orticosteroids are not recommended as
adjuvant treatment

LSS - U =Y o O = 3 VYV Ny L e

recommend a delay of 6-10 weeks in severe cryptococcal meningitis)
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Hizli ART’yi kimler uygulayabilir?/ Hangi bilgilere intiyac vardir?

Bir doktor, doktor asistani tani aninda ART'yi recete edebilir.

Ik ziyaret, standart ilk HIV birinci basamak ziyaretinin sikistirilmis bir versiyonudur.
Klinisyen hastanin gecmisi ve asagidaki hedeflerle odaklanmis bir degerlendirme gerceklestirir:

ART'ye baslayip bagslamama ve hangi rejimin kullanilacagina karar vermek igin yeterli oykunun
alinmasi

Erken ART'nin potansiyel faydalari, uyum ve partnerleri koruma hakkinda egitime baslamak
Saglayici ve klinik personeli ile konfor duzeyini artirmak i¢in bakimda kalma olasiligini
Tedaviye baslamadan once gerekli laboratuvar testlerinin yapilmasini saglamak
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Ik ziyaret icin 6nerilen unsurlar:

HIV Riski/Korunma Gecgmisi

« Son negatif HIV testi

* PREP kullanimi

* PEP kullanimi

* Biliniyorsa partnerlerin HIV test sonucu
Tibbi gecmis

* Eslik eden hastaliklar (0zellikle bobrek/
karaciger sorunlarr)

e llaclar
« llag alerjileri

* Sistemlerin gbzden gegcirilmesi (firsatgi
infeksiyonlar veya Akut HIV)

Bazal Laboratuvar Testleri

HIV 1/2 antigen/antibody assay

 Syphilis seroloji

« HIV kantitatif viral yuk

« HIV-1 direng testi (including NRTI, PI)

« CD4+ T hicre sayisi

« HBsAg, HBcAb, HBsAb, HCV antibody, HAV IgG
» Metabolik panel (including creatinine & LFTs)

* Gebelik testi

e Tam idrar
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IDEAL REJIM

BULAS RISKINI AZALTMALI
KLINIK SEYRIN OLUMLU OLMASINI SAGLAMALI

YASAM KALITESINI ARTTIRMALI
POTENT (direnc bariyeri yuksek)
GUVENILIR (ilag-ila¢ etkilesimi az)
TOLERE EDILEBILIR (yan etkisi yok veya az)

KULLANIMI KOLAY (tek tablet, oncesinde HLA tiplemesi
gerektirmeyen)



Hizli ART Baslangici icin Tavsiye Edilen Rejimler

DHHS! EACS?

Tavsiye Edilen Rejimler Tavsiye Edilen Rejimler
BIC/FTC/TAF BIC/FTC/TAF
DTG + (TAF veya TDF) + (3TC veya FTC) DTG + TDF/FTC, TAF/FTC, TDF/3TC veya ABC/3TC
(DRV/RTV veya DRV/COBI) + (TAF veya TDF) + (3TC  Giclendirilmis PI + TDF/FTC, TAF/FTC, TDF/3TC,
veya FTC) veya ABC/3TC

NNRTI temelli rejimler veya DTG/3TC
Aktarilmis NNRTI ve NRTI ila¢ direnci oranlarinin
yuksek olmasi nedeniyle

DTG/3TC icin tedavi baslangicindan 6nce

laboratuvar test sonucglarinin degerlendirilmesi
gerekir

HLA-B*5701 test sonuglarinin goérilmesini
gerektiren ABC iceren rejimler

1. DHHS Guidelines, June 2021. 2. EACS Guidelines. v 10.1 October 2020,
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Hizli ART icin IAS-USA Tavsiye Edilen Rejimler

lletilen ilac direnci (K103N) ile ilgili endiseler nedeniyle NNRTI bazli rejimler

Saag. JAMA. 2018;320:379

HLA-B*5701 test sonuclari alinana kadar ABC gerektiren rejimler
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Hizli tedavi baslangicinin kisithliklari ve SONUC
I



Hizli Tedavi Baslangici; Potansiyel Kisitlamalar

ART kisitlamalari (HLA testi, HBV taramasi, renal
yetmezlik)

Tedavi ve tedavi uyumu bilgilendirmesi i¢in daha kisa
zaman ayrilmasi

Dusuk direng bariyeri olan rejimler kullanildigi taktirde
direnc riski

Hizli tedavi baslangici icin gerekli olabilecek is akisindaki
degisikl]




Devam Eden Sorular Ve Bilinen Cevaplar

Bu yaklagsimdan en ¢ok hangi nufus fayda gorecek?
Tedavi edilmesi zor hastalar:

-evsizler,

-uyusturucu bagimlilari,

-ileri duzey hastaligi olanlar, hamileler

-cinsel aktif gencler
Topluluk icindeki bulasa etkisi nedir?

-Bulas riskini azaltacak bir uygulamadir.
Gelecege faydasi nedir?

-Viral rezarvuarlari azaltarak hem hastanin gelecek donem
morbiditelerini azaltacak hem de HIV TEDAVISI icin yeni stratejiler
gelistirecektir.

48



Sonuclar

Guvenli ve efkili
Hastanin takipte kalmasi icin daha fazla vizit gerekecektir.

Ergenler, cocuklar ve hamile kadinlara en uygun stratejileri belirlemek icin ileri
calismalar gereklidir.

Ciddi semptomlari olan hastalarin optimal yonetimi hakkinda daha fazla soru var
HIV Salgini Sonlandirma planlarinin onemli bir parcasi
Enfeksiyon ile viral baskilama arasindaki sureyi en aza indirir.

San Francisco ve New York City gibi yargi bolgeleri, Hizll ART ve Temas Oncesi
Profilaksisinin eszamanli olarak yurutulmesiyle HIV insidansinda dramatik bir
dusus mevcuttur.
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Sonuclar

Ayrica, COVID-19 doneminde Hizli ART, bakima erigsimi en Ust duzeye ¢ikarirken gereksiz yuz
yuze ziyaretleri en aza indirmek icin mukemmel bir arac oldu

Erken ART, hastalarimiza tedaviye baslamanin ve tedaviye bagli kalmanin onemini gosterdi,

ART erisiminde hakkaniyete oncelik verir ve mumkun olan en erken zaman noktasinda
saptanamayan bir viral yuk elde ederek damgalanmay: azalti.

Herkesin ART"In faydalarini fark

etmesine olanak taniyan yeni ve
donusturucu sistemler ingsa etme

zamanidir.
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Uluslararasi kilavuzlarda yer almaya baslamis,

Randomize kontrollu calismalar morbidite ve mortaliteyi azalttigini
gostermis,

Yapilan klinik calismalar ile
-Kisa surede viral supreyon,
-Yuksek oranda viral supresyon,
-Yuksek takipte kalma orani,
-Mortalitede azalma

HIV bulasini, daha erken tedavi ile azaltarak Halk Saghgi acisindan fayda
saglayacaktir.
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