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Mississippi Baby — 27 Months (Luzuriaga et al.
N Engl J Med, 2015)

B French Teenager - >11 years (Frange et al.
Lancet HIV, 2016)

B Visconti Cohort — >4 years in a subset of
patients (Saez-Cirion et al. PLOS Pathogens,
2013)

B SPARTAC Study - >6 months (Martin et al.
AIDS, 2017)  yv.
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Pharmacologic HIV-1 Nef blockade
promotes CD8 T cell-mediated elimination
of latently HIV-1-infected cells in vitro

Sharig Mujib,' Aamir Saiyed,? Saleh Fadel ? Ardalan Bozorgzad,? Nasra Aidarus,?
Feng Yun Yue,? Erika Benko,? Colin Kovacs,?® Lori A. Emert-Sedlak,* Thomas E. Smithgall,*
and Mario A. Ostrowski**

IInstitute of Medical Science (IMS), Department of Medicine, and Department of Immunology, University of Toronto,
Toronto, Ontario, Canada. *Maple Leaf Medical Clinic, Toronto, Ontario, Canada. *Department of Microbiology and
Molecular Genetics, University of Pittsburgh, Pittsburgh, Pennsylvania, USA. *Keenan Research Centre for Biomedical

Science of St. Michael's Hospital, Toronto, Ontario, Canada.
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Lei Xu, JunWang,
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N Engl J Med 2019.
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These findings suggest a CRISPR based approach
and provide evidence for the clinical translation
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Region Name MNumber of Studies

World TET
Africa [map] 148
Central America [map] ar
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receiving HAART can be expanded ex vivo to kT Fi) e
augment systemic and mucosal immunity in vivo WZTH R D e

Aude G. Chapuis, Corey Casper, Steve Kuntz, A AEHAARTHIHIV-1 /& 4L
Blood 2011 BERN > 84K,

ClinicalTrials.gov number: NCT00110578.

HIV-Specific, Ex Vivo Expanded T Cell Therapy: Feasibility, 6% %f&% EI:' EI@ 2% Eé’é
Safety, and Efficacy in ART-Suppressed HIV-Infected S Vi PARYAN
Individuals. ORRVNE] iﬁ”f EE o
Sung JA, Patel S, Clohosey ML, et al. CD8 T4t/ F B P
Mol Ther. 2018 A T 38
ClinicalTrials.gov number: NCT02208167
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Prolonged survival and tissue trafficking following
adoptive transfer of CD4( gene-modified autologous
CD4* and CD8* T cells in human immunodeficiency

virus—infected subjects.
R. T. Mitsuyasu, P. A. Anton, S. G. Deeks, et al.
Blood. 2000

A phase Il randomized study of HIV-specific
T-cell gene therapy in subjects with
undetectable plasma viremia on combination
antiretroviral therapy.

Deeks SG, Wagner B, Anton PA, et al.

Mol Ther. 2002
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VRCO01: RV397/398 in acute HIV

3BNC117, 10-1074, PGT121
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Virologic effects of broadly neutralizing
antibody VRCO01 administration during
chronic HIV-1 infection
Rebecca M. Lynch,Eli Boritz,Emily E. Coates,
Science Translational Medicine, 2015

HIV-1 antibody 3BNC117 suppresses Il bk A for 5

viral rebound in humans during ﬁE@_CDA"D AL

treatment interruption. PIPiik: 3BNC117
Scheid JF, Horwitz JA, Bar-On Y, et al. FAVRCO1.

Nature. 2016.
Clinicaltrials.gov: NCT02446847

Antibody 10-1074 suppresses viremia in

HIV-1 BT [ PR 10-107458 ]
infected individual _/—J#‘/—\E / < 4t
Caskey, II?/I:finea Sltr:]h(;\(glfs,u'?iﬁ Gruell, HIV-1 EJﬂjE%EE\ EI EI/JVB X ija
Natire Medicine 2017

Effeﬁﬁ i);lAgti;)CD4dAr}:ibo_I(_:Jy UtB-42t1 on j\/)ﬁ /f Y UB-421 beﬁgm‘ Ji,%
-1 Rebound after Treatmen "
Interruption. %Bﬁﬁ‘ﬁj\CD‘l T gEHE@J:
Wang CY, Wong WW, Tsai HC, et al. fﬁgﬁké\/{j )\':‘T\
N Engl J Med. 2019.
ClinicalTrials.gov number: NCT02369146 y W8N ARER
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Effect of HIVV Antibody VRCO01 on Viral
— Rebound after Treatment Interruption
K.J. Bar, M.C. Sneller, L.J. Harrison,
N Engl J Med 2016
ClinicalTrials.gov numbers:NCT02463227 and
NCT02471326

maintains viral suppression.
Mendoza P, Gruell H, Nogueira L,
Nature. 2018
clinicaltrials.gov; NCT02825797

Combination therapy with anti-HIV-1 antibodies

a 3BNC117 + 10-1074
(30 mg kg~ each)
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Phase 3 Study of Ibalizumab for Multidrug-

Ibalizumab — A4k 109G 4B 70 &
Resistant HIV-1.

bk, Bid5CD4TFIEESH
Emu B, Fessel J, Schrader S, et al. LS THWTHIVIE S EA TYH MY
N Engl J Med. 2018 sUOINERIG IR AT, 4044 Z 1t
ClinicalTrials.gov number: NCT02475629 ZiAEHIVER YL, HIV-RNAHE
J1%r>1000. 2547577 j510%1 H
PRI B MLAE V6 7 5 WUl £ e

An open-label phase 1 clinical trial of the anti-
a4p7 monoclonal antibody vedolizumab in

HIV-infected individuals vedolizumab —Hiodp7EE &
Michael C. Sneller, Katherine E. Clarridge, BEERAE, Bt 5N
Catherine Seamon, et al. [ /)N Bk ok 2 40, 2R 34 1 B
Science Translational Medicine, 2019 KBRS F-1 &4, R
ClinicalTrials.gov no: NCT02788175 ST | i
Vedolizumab lﬁTM Eéﬂ}ﬁ@ﬂﬁ?ugﬁlﬁo
VYV Y VvV VvV VvV YV v
I n BHBAE, WERH
ART ART phase | ATI phase Follow-up/ART phase u T Wit &8I A R E B

(22 weeks) ‘ (26 weeks)
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Reactivation + immune boost

(TLR7, PD-1/CTLA-4 antibodies...)
T L
CRISPR

acute infection

ART optimization
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