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Antibody binding sites on the Env 

Non-neutralizing Abs (easily elicited in PWH)Neutralizing Abs (easy escape)
Broadly neutralizing Abs (difficult to elicit, rare)

State1 “closed”  conformation State2/3 “open” conformation



#EUMS2024

Antibodies elicited to HIV-1 envelope over the course of the untreated 
infection

Euler Z et al., Front Immunol. 2012
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Protection from ADCC
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CD4-mimetic compounds (CD4mcs) bind in the highly conserved CD4-
binding site of gp120 and induce Env conformational changes 

CD4 mimetic compoundsgp120 CD4 gp120 CJF-III-288, TFA Salt
MW = 762.036
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CJF-III-288
(indoline CD4mc)

Madani et al., Structure, 2008; Lalonde et al., 
Bioorganic & Med Chem, 2011

Kwong et al., Nature, 1998

Dr. Amos B. Smith III
University of Pennsylvania

Dr. Joseph G. Sodroski
Harvard Medical School
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A32
Cluster A

17b
CoRBS

CD4-induced Abs 
(CD4i Abs)

Opening of Env is required to allow binding of CD4i Abs involved in 
ADCC responses

Y
Y NK

(Richard et al., EBioMedicine 2016)

Anand et al., JVI 2019

Dr. Andrés Finzi
CRCHUM, Montreal CA

CJF-III-288/CD4i Abs are currently being tested in NHPs as part of the ongoing studies in ERASE collaborators.
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Sublethal
irradiation

Human 
CD34+ HSC

Systemic reconstitution with 
human B, T, NK cells

Hu-HSC Model

NSG-Tg(HuIL15)

Humanized mouse model for HIV-1 that supports antibody 
effector function
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Treatment with CD4mc/CD4i Abs

0 1 155 10 20 25 30 35 40 45 50
100
102
103

104

105

106

0
20
40
60
80
100

Pl
as

m
a 

Vi
ra

l L
oa

d
(c

op
ie

s/
m

l)

Plasma Viral Loads
%

 C
D

4+ 
[C

D
45+C

D
3+]

%CD4+ T cells

Mock-Treatment
ART

Day Post-ATI

0 1 155 10 20 25 30 35 40 45 50
100
102
103

104

105

106

0
20
40
60
80
100

Pl
as

m
a 

Vi
ra

l L
oa

d
(c

op
ie

s/
m

l)

Plasma Viral Loads

%
 C

D
4+ 

[C
D

45+C
D

3+]

%CD4+ T cells

CD4mc alone

ART

Day Post-ATI

CJF-III-288

CJF-III-288

A32/17b

0 1 155 10 20 25 30 35 40 45 50
100
102
103

104

105

106

0
20
40
60
80
100

Pl
as

m
a 

Vi
ra

l L
oa

d
(c

op
ie

s/
m

l)

Plasma Viral Loads

%
 C

D
4+ 

[C
D

45+C
D

3+]

%CD4+ T cells

A32/17b alone

ART

Day Post-ATI

1. Mock treatment

2. CD4mc (CJF-III-288) alone

3. CD4i Abs (A32/17b) alone



#EUMS2024

Effects of CJF-III-288/CD4i Abs cocktail on viral rebound

CJF-III-288/A32/17b Ab
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Effects of CJF-III-288/CD4i Ab cocktail on viral rebound

CJF-III-288/A32/17b Ab
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Effects of CJF-III-288/CD4i Ab cocktail on viral rebound

CJF-III-288/A32/17b Ab

Durable control…..
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Role of NK cells
……….and CD8 T cells
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Treatment with CJF-III-288/CD4i Abs at the time of cART initiation 
results in durable control of plasma viral loads after cART interruption.

NK cells played a primary role, supporting ADCC effects; but CD8+ T 
cells contributed to continued viral suppression and control of rebound.

Summary
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