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HIV PERSISTENCE
e

The drug

Gammora®

* 16-mer synthetic peptide
* based on a short sequence of the HIV-1 integrase

* Peptide spans residues 174 — 188 of the integrase enzyme
* Additional Tryptophan residue at N-terminus

Levin, A., Hayouka, Z., et al. (2010). " Biopolymers 93(8): 740 751
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The in vitro evidence: what
the peptides do , ,,

post 2 weeks of treatment
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HIV PERSISTENCE
DURING THERAPY

The hypothesis

Integrase derived peptides

-+ . Caspase 3 - HIV-infected cell death

(apoptosis) (transient CD4 decrease) | =7  Decrease of HIV proviral DNA

Pl-based ARV regimen
(TDF/3TC + darunavir-r)
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HIV PERSISTENCE
UGS LY Study Design

Pilot proof of concept open-label randomized clinical trial
(n=40)

 Group 1. Gammora® + ART

* Lead-in period: two weeks of Gammora® 2 mL SC daily

* Gammora® 2 mL SC Monday, Wed, Friday for 12 weeks
e Tenofovir/3TC 300/300 mg + Darunavir 800 mg + Ritonavir 100 mg OD

* Group 2. Control, ART only

* Wait 2 weeks
* Tenofovir/3TC 300/300 mg + Darunavir 800 mg + Ritonavir 100 mg OD
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HIV PERSISTENCE

buRNGTHERAPY | Tregtment Strategy

Group 1: ART + Gammara® (r=20)
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Primary endpoints
* Reservoir size

* Apoptosis markers

Total DNA guantitation in PBMCs: as an estimate of the HIV
reservoir by published gPCR techniques (triplicates).’-3

Statistical Analysis: non-parametric repeated measures ANOVA
following an appropriate transformation where necessary.

Apoptosis determination: BD Pharmingen™ PE Annexin V
Apoptosis Detection Kit (BD Biosciences) in PBMC by flow cytometry.

1. Komninakis, S. V. et al. J. Clin. Microbiol. 50, 2132-2133 (2012).
2. Buzoén, M. J. et al. Nat. Med. 16, 460—465 (2010).
3. Kumar, A. M. et al. J. Neurovirol. 15, 257-274 (2009).
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HIV PERSISTENCE . .
DURING THERAPY MERIMEREIAR

* Results on a total of 13 PWH
e Results for 12 available for DNA and Apoptosis analyses
e 8 — Gammora® + ART
e 5 —Controls (ART only)
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DURING THERAPY DemOg ra ph TeS
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case control

Characteristic N=8' N=5 p-value2
age 27.8 (24.5, 31.2) 28.9 (27.8, 31.1) 0.5
gender 0.4
F 0 (0%) 1(20%)
M 8 (100%) 4 (80%)
birth_state 0.6
MG 0 (0%) 1(20%)
PR 1(13%) 0 (0%)
SP 7 (88%) 4 (80%)
race >0.9
black 2 (25%) 1(20%)
mixed race 2 (25%) 2 (40%)
white 4 (50%) 2 (40%)

"Median (Q1, Q3): n (%)
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Evolution of Median Log 10 Viral Load
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HIV PERSISTENCE

ey Viral Load per Study Arm
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Logqg Viral Load -- GAMMORA®

08 09 16 Log"] Viral Load -- CONTROL
E-
03 14 a0
6 - g -
4_‘\\\ "’\\/\ .1\-"\——‘
E-
2-
0 4-
18 27 28
E-
g )
E-
=
g g
54- ﬂv\ 'U_ﬁa- T T T T T
§2_ I:_._: 1 a1 0 &5 10 15 20 25
U- T T T T T §8-
20 24 0 5 10 15 20 25
8- 6 -
E-
s 4-
4-"\\/\
2" 7 =
U- T T T T T T T T T T
0 5 10 15 20 25 0 5§ 10 15 20 25 0 -

Study Week

O 5 10 15 20 25 ©0 5 10 15 20 325
Study Week

www.hiv-persistence.com




ety CDA4+ T cells Evolution
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Evolution of Median CD4+ Count
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HIV PERSISTENCE

DURING THERAPY Early apoptosis — CD4+ T cells

G > GM® + ART I ART
3
*k
6000
Case
®
S
+ 4000
a
()
5
8
2000 1
E 3
p<0.01
2 way Anova +
Control Bonferroni post test

www.hiv-persistence.com



DURING THERAPY Late apoptosis — CD4+ T cells
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HIV PERSISTENCE

ouriNeTHERAPY | N O changes in early or late apoptosis in CD8+ T cells

Early Apoptosis on CD8+

Late Apoptosis on CD8+
Case x Control pop

12000 Case x Control

1500 4

9000 1 Case Control
8
@ m
U =
: 8 1000 4
& 5

6000 -
5 &)
E s
8 c

8
500 4 Case
3000 -
Control
Vit Wiz vz vZz w23 V31 w32 V33 V4l V42 VA3 V5 Ve V7 o
Visit

ViAo W12 V21 W22 W33 W31 V32 W33 VA1 W42 W43 V5 ve
Visit

V7

www.hiv-persistence.com



HIV PERSISTENCE

DURING THERAPY Total HIV DNA Dynamics
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srinetieary | 1y pical response: volunteer 08, apoptosis
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waneriery | yPical response: volunteer 08, Total DNA
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umeriwrt  NeXt steps

* Full enrollment and long-term F-U
* Next phase with two peptides
* ATl and roll over
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UNIFESP Israel
* Prof. Ricardo Sobhie Diaz, M.D. « Daniel Elbirt

Prof. Juliana T. Maricato

Prof. James R. Hunter * Nadya Lisovoder, M.D.

« Marcella Vassdo de Almeida * Code Pharma, .

Baptista Netherlands/Israeli Company
* Juliana Galinskas * Eynat Finkelshtein, Ph.D.
 Danilo Dias  Esmira Naftali
* Alessandra Bassini e Zyon Ayni, CEO

e Federal Univ. of Rio de Janeiro
* Prof. Mauro Schechter, M.D.

Agradecemos a todos os participantes do estudo!



