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CCR5 is critical in sexual transmission of HIV
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CCR5 is critical In sexual transmission of HIV

Patient
No More

Timothy Brown—a.k.a.
“the Berlin Patient”—
is the Man Who
Once Had HIV.

IMPAACT P1107 Team Presents First Known Case of a
Woman with HIV Remission
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CD4 T cell




Can we mimic CCR5232/432 phenotype?

M GroDyn

0

Leronlimab

I

CD4 T cell




Can we mimic CCR5232/432 phenotype?

I

CD4 T cell

CD4 T cell




Leronlimab (formerly PRO140)

Humanized monoclonal IgG4 antibody (PA14 clone)
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Humanized monoclonal IgG4 antibody (PA14 clone)

Binds to N-terminus and ECL2 of CCR5
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Leronlimab (formerly PRO140)

Humanized monoclonal IgG4 antibody (PA14 clone)
Binds to N-terminus and ECL2 of CCR5
In multiple clinical trials

» High safety profile - tested in over 1,000 volunteers living with
HIV

* Once-weekly, at home subcutaneous injection
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AAV-delivered Leronlimab for functional cure?
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AAV-Leronlimab: A tale of two monkeys

2x10M2 ge/kg, IM

AAV

SHIV-infected macaque

Leronlimab



Case #1: AAV-Leronlimab + immunosuppression
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Case #1: AAV-Leronlimab + immunosuppression
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Case #2: AAV-Leronlimab (long-acting)

35696 sf162p3 Dex/tacrolimus human

38073 ADSEOM - macaque
LS
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Case #2: AAV-Leronlimab (long-acting)
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Case #2: AAV-Leronlimab (long-acting)
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Summary

35696 sf162p3 Dex/tacrolimus human >1 year
*AAV boost at 1 year
38073 ADSEOM - macaque 23 weeks

LS



Future Directions

How can we consistently achieve long-term
Leronlimab expression through AAV delivery?
AAV
» Reduce ADA
* Reduce ADA

» Reduce ADA T
* Increase Leronlimab expression DLemn.imabﬂ

« Alternate AAV capsids
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COMMUNITY SUMMARY

« Key question: Can an AAV-delivered CCRb5-specific monoclonal antibody lead
to HIV remission in macaques?

« Key finding: Two proof-of-concept cases of long-term transgene expression
and suppressed viremia from a single shot of AAV-Leronlimab

- Next steps Ko
« Reduce antidrug antibodies
* Reduce AAV Immunogenicity !
. (]
* Increase transgene production

www.hiv-persistence.com
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