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Calisma Tasarimi

« 1805 ART-naive HIV-infected adults, adolescents & children
>5 years with CD4<100 cells/pl

1:1 randomisation

Initiate ART with
ZNRTI+NNRTI+12 weeks
additional raltegravir

Primer sonlanim: 24 haftalik mortalite




REALITY Trial Sites
(ISRCTN43622374)
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Mortalite
* Mortality at 24 weeks: 10.9% RAL vs 10.2% standard-of-care
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« 56 (3.1%) lost to follow-up at 48 weeks
e No interactions with other randomisations (p>0.7)



IRIS ile uyumlu olaylar
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Fatal/non-fatal IRIS-compatible events occurred in
89 (9.9%) raltegravir-intensified vs 86 (9.5%) standard (p=0.79)



Sonuc

» Agir immun yetmezligi olan hastalarda,
raltegravir grubunda daha fazla IRIS
gorulmedi

» Bu bulgular, diger integraz inhibitorleri icin
de uyarlanabilir.




Integraz Inhibitorlerinin

Lenfoid Doku
Farmakokinetigi

Courtney V. Fletcher

University of Nebraska Medical Center
Omaha, NE, USA

Disclosure:  To seif, paid to my Institution: Recipient of research grant(s) from National
Institutes of Heaith

25th

---- CRQOiconfsrence og ard www. CROMetcasts o C RO I



Neden Lenfoid dokuya odaklanmaliyiz?
» HIV replikasyonun ve rezervuarin oldugu yer

» ART’nin sirasinda HIV RNA <50 kop/ml
olmasina ragmen, dokularda replikasyon
devam edebilir

» Antiretrovirallerin doku dagilimi homojen
degil

» Lenfoid doku penetrasyonlarini belirleyen
faktorler cok iyi bilinmiyor



Yontemler
» HIV pozitif hastalar

» 2NRTI + DTG/EVG/RAL alan hastalar

» Periferik kandan monontukleer hiicreler (PBMCs)
ve lenfoid doku, ileum, rektumdan
monontukleer hucreler elde edildi.

» Integraz inhibitorlerinin hicre ici
konsanrasyonlari hesaplandi -2

- Fletcher CV et al. PNAS 2014;111:2307-12.
- Podany AT et al, Antimicrob Agents Chemother 2014;58:2866-70.




Yontemler

» Inhibitor katsayilari (1Q) saptandi:
= Hucre ici kons/proteine bagh %90-95
inhibitor kons (,,1Cqq_g5)
» Yuksek 1Q= Yuksek rolatif potans

" lCoosovalues: AR

DTG 64.0 (,!Cq0)
EVG 44.9 (,,|Cqs)
RAL 147 (1C,)

i

- FDA. Guidance for Industry, Antiviral Product Development. June 2006.
2. Podany AT, Scarsi KK, Fletcher CV. Clin Pharmacokinet 2017;56:25-40.




Bulgular-PBMCs inhibitdr katsayilari

» Toplam 34 hasta

ICgg, NE/ML 64 NA NA
ICs, ng/mL NA 449 147

Cyoughy NE/mML 1100 450 124
IQ 17 10 8

PBMC to ,,IC4, Ratio

6.08

RAL




Bulgular-lenfoid dokuda inhibitor katsayilari

PBMC to ,,IC., Ratio

LN to ,|Cq, Ratio




Bulgular-ileumda inhibitor katsayilari

EVG

| .
o | o |

| |

2
2

| .
i i |

® @ 5 & =
oney %91% o) wney|

100

oney *91* 0y onad




Bulgular-rektumda inhibitdr katsayilari
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Sonuc

» Periferik mononukleer hiicrelerde tim
integraz inhibitorlerin IQ degerleri ,,1Cqq o5
‘ve gore 6 kattan fazladir. Bundan dolayi hizl
viral baskilanma saglanmaktadir.

» Lenfoid dokuda sadece EVG'nin 1Q degeri 1’in
Ustlinde

» Lenfoid dokudaki dusitk konsantrasyonlar
persistan viremiye yol aclyor mu???



HIV’in Onleme ve Tedavisinde

Genis Etkili Notralizan Antikorlar
(bNADb)

Daniel R. Kuritzkes

Brigham and Women's Hospital, Harvard Medical School
Cambridge, MA, USA

Disclosure:  Self: Recipient of research grant(s) from and consultant for Gilead. Merck,
ViiV: consultant for CytoDyn: relationship with Sanofi

Piease slience phones and devices 25th
Photography is not pennitiad in session room ‘ RO I
Webcasts of the lectures will be avaiabie at www.CROlconference.org and www.CROMebcasts org




Genis Etkili Nétralizan Antikorlar (bNAb)-

Baglanma Yerleri

CD4-binding site
b12, VRCO1, VRCO7, NIH45-46,
3BNC117, VRC-PGO04

VN2
PG9, PG16, CHO1-04,
PGT141-145, PGDM 1400

V3/Asn332 glycan patch

PGT121-123, PGT125-131,
PGT135, 10-1074, 2G12

gp120/gp41-interface
PGT151, 35022, BANC195

Zhang Z et al Int J Mol Sci 2016

MPER
2FS, 4E10, 10E8




bNAB- potansiyel klinik kullanimlari

A [ Tedavinin gliclendirilmesi J ¢ [ Immiinoterapi J
ART
bNAbs
—_——
bNAbs
Improvement of HIV-1 Therapy by concometant lPossnblo HIV-1 treatment altermative (e g i the case
HIV-1* treatment with classiclal ART and bNADs HIV-1* of muiti-drug resistance, ART intolerance, elc.)
2 Stipresyonu kahci kilma J D [ HIV-1 énlenmesi J
=e==—=x bNAbs
1 ——
bNAbs
In viral-controlled HIV-1* ndviduals. Preventing viral Pre- and Post.exposure prophylaxis, pMTCT (for late
HIV-1* rebound by bNAD adminestrabon HIV-1 presenters)

Adapted from Klein F et al Science 2014




3BNC117 ve 10-1074 Antiviral Aktivitesi
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Shingai M et al Nature 2013
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Akut SHIV modelinde tek veya cift
hNAh tedavisi
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Bolton DL et al J Virol 2016




VRCOT- Tek doz farmakokinetigi

Infusion

5000; ¢
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Lynch RM et al Science Trans! Med 2015 Days after VRCO1 infusion




Temas oncesi profilakside VRCO1-klinik
calismalar

e AMP (HVTN 703/HPTN 084)

Phase 2b study of g8 wk VRCO1 (2 dose groups) vs placebo
PreEP permitted but not study provided
® AMP (HVTN 704/HPTN 085)

Phase 2b study of g8 wk VRCO01 (2 dose groups) vs placebo
(2700 i a0 tansgender vomen |

North and South America

PreEP permitted but not study provided




3BNC117 -Tek doz farmakokinetigi

Caskey M et al Nature 2015

Cohen Y et al CROI 2018 Abstr 1062
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VRCOT1- Antiviral etkinlik
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3BNC117-Antiviral etkinlik
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ART kesildikten sonraVRCO1 monoterapisi-
viral baskilanmayi surdiremiyor

A AS5340 Trial B NIH Trial
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Bar KJ et al N Engl J Med 2016




bNAb kombinasyonlari- SHIV enfeksiyonunu
onllyor

N PGDM1400 & PGT121
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Uclii-spesifik bNAb (SAR441236)

~ CODV-Fab Antibody  SHIV BaLP4

VRCO1Fab 10%3\,4 vrcot ¥
w ) PGDM1400 pcomisc0 WYY
" VRCOV 9.4’

PGDM1400-10E8v4

Xu L et al Science 2017
Peau A et al CROI! 2018 Abstract 113LB.




Uclii-spesifik bNAb- SHIV enfeksiyonunu

onlUyor
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Sonuc

» Genis Etkili Notralizan Antikorlar (bNAb) uzun etkili
ajanlar olarak- tedavi ve profilaksideki kullanimlari
umut vericidir

» Kombinasyonlar? Ikili-Uclu spesifik bNAb

U/

» Etkinlik ve uzun vadede glvenilirlik?
» HIV-1’in rezervuari uzerindeki etkinlikleri?
» Maliyet?
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