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Vaccination combined with PD-1 blockade provides sustained SIV suppression in Mamu-A01(+) macaques
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[ BACKGROUND J /Weekly AZD5582 infusions resultin a rapid\ PD-1 blockade post ART interruption exhibits profound and /Polyfunctional SIV-specific and cytolytic total CD8 T
loss of vaccine-induced effector CD8 T |||  prolonged viral suppression in Mamu-A01(+) animals. ||| cells in tissues of PD-1-treated animals associate

 Latency reversal and restoring T cell function are kc;(.;”s and do not decrease viral reservoirs./ A - B A1) A1) @) |\ with better viral control.
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d This is the first report demonstrating this level of
profound and sustained S|V suppression following AT
using immunotherapy in the SlIV/macaque model.

" N  These results provide critical information to the

o ATl Wzt © i conToommuzons  ©__ Tostreoon k2o P ——— SEp—— scientific community about improving

C D Weeks post ATI n J K 3 M N

Blood LN Rectum

MVA-IM

— Granzyme B
~
(&)

%Gag-CM9+
N O
a_ o
O
IC

b

60 Blood D

e
~N
e

» CD8

ﬁmn% H%a

w
GrzB+ Perf+

MVA-IV

MVA-IM + PD-1

CD8TCells CDA4T Cells

Gag-CM9+, %CD8+

Cytolytic potential, Ki-67+ CD8, MVA1+wk1 Cytolytic Potential, Gag-CM9+, MVA1 +wk1 E CD8, Blood i e . Teg%c;uglrz GrzB'GagCM9*  %GrzB* of Gag-CM9* Gagems® GrzB*GagCMg*  %GrzB*GagCM9* . . .
o ns ells/mm T Cells/ T Cells/ T Cells/mm?
- e o ou . T P " T st T T gy ot Immunotherapies to achieve HIV cure.
+ 100 Blood LN ~ Rectum 2 .00, Blood _ LN _ Rectum £3 £3 7296 |, 353 Bis toeta 2500 #544 000 wre oo “ 2000 +exx 1000 R p
MVA1+wk1 S y MVA1+wk1 O . S § 15 $& 15 T a—— [ .-_ 5. S5 565 - 500 800 . .

m X 751 ® ; : m 8 751 : . : 1 | oz Gag-CM9+ Cells S Q 1500 600 600

© 40.4 S o 522 & = Z 3¢ 10 . o 10; /e 210 30 1000 30

E 4 = R — O Os /D o ol 1000 400 4001 .

> £ 50] : * - E - °. 50 : = - ® 0.1 e : o 2 AT : & o ! ; 500 200 15 500 g l 200 15

N o ﬁ 2 + 0 JE S RE 5 & Q ‘

% c_l; o & % N A b : o SR= 'f o= — Granzyme B 0 0 0 0 0- 0

G @ 2 | 0] o ﬁ ' . S Perior T 25 1 le ' 0.01. 0 O-L——

Perforin = ﬁ ﬁ &_ﬁ erforin o m

S & 8 (% ol NA NA ® NA H I o) Gag-CM9+ T cells Q %GrzB+ Gag-CM9+ T cells

. y S . TCZ P BCF TCZ R BCF .
CD20,CD3.GagC. GzB_ CD3,CagCNe GagCio,, ) Giz8 ) _GagCho,CrzB e ol T o oo GOTS o 817 oo e G e e Funding support: NIH R37Al112787 (R.A.R), PO1AI056299
E  IFNy+ CD4Tcells, MVA1+wk1  IFNy+ CD8 T cells, MVA1+wk1 T cells breadth, MVA1+wk1 PN T N | ‘ 501 n o B o pe - ge P s ¢ e u
] R wxk Si= o S o SE s o : SE o
o N Reoum . N meoum 20 o ) | At k 0] - 357 o° . 23" e, 51 . 3T e, G.J.F), P51 OD011132 (E.N.P.R.C), P30 Al050409 (Emor
10 ood . _ 101 ood, _ £2 <% S e S e S 2 S e
** % . Seis] oo 588 . - . T £ g5 o 1 £S o
= = g g N 10 T T 1 10°+ T f 1 10 T T T 1 10°+ T T T T 1 - i i
i} 0.1-A 5 é x g . A | | Eg 2| % lég 27 104 i GagC53:/I(2+TC1e(I)Z?mm21SOO i GagCS:/I(;+TC1e(I)I(s)?mm21SOO 10°/<>Gr22I(3)+, of:;Zg-Cl\:gTeHso 0°/oG1rgB+,2o(:GaZ?CM;9I'et+50 Emall ContaCt' Rama Amara, ramara@emOry'edu
o (8 YN 02 lauad o2 | W LI 5 o w5 e




