The Antiviral and Immunological Effects of Intensification of ¢
Suppressive ART with Maraviroc, a CCR5 Antagonist

Teresa Evering!2, Saurabh Mehandru®2, Michael Poles?, Paul Racz*, Klara Tenner-Racz?, Hiroshi Mohrit, Nicole Prada?, Donald Garmon'2, Thomas Parker® and Martin Markowitz2
1Aaron Diamond AIDS Research Center, New York, USA, 2The Rockefeller University, New York, USA, 3New York University School of Medicine, New York, USA, 4Bernhard Nocht Institute for Tropical Medicine, Hamburg, Germany, 5The
Rogosin Institute, New York, USA

Figure 6 No significant Ain Serum Endotoxin Activity

Hypothesis esults _ ISk
following Intensification
R B : g ; P c =0.80
. . « Plasma HIV-1 RNA remained <50 copies/ml for all Figure 3 No significant Ain GALT Cellular Activation % peose P
« Gl tract mucosal CCR5+CD4+ T cells are selectively infected & . a following Intensification o
- . A participants throughout the study _
depleted during acute HIV-1 infection P=0.42 e T p=0.44 T o
+ + o °
) ) ) « Gl biopsy RNA revealed <50 copies of HIV-1 gag for all ] & . J @
« Despite suppressive ART, mucosal T cell depletion and particiSazts at entry through we(fk 24 9ag § g g o
activation persist (mean input of 1.5x10° copies of GAPDH/sample) z g o
3 Q. T T T
.2 i N R 8 R Entry Wk12 Wk 24
I.f ;I]ypolhels:sf ing HIV-1 replication during ART th « At entry, no significant differences (p > 0.05) between arms d Y
IS results from ongoing HIV-1 repiication during en... A and B were measured for all evaluated parameters Emtly  Wki2 W4 Btry  Wk12 Wk 24
+ Intensification with the CCRS antagonist Maraviroc (MVC) could: Figure1  No significant Ain LP CD4+ T Cell Count Figure 4  No significant A in GALT Cellular Proliferation Conclusions
T Immune Reconstitution 1 Decrease immune activation following Intensification following Intensification
% 1w T2 p=095 : z
3¢ 5!
i - < * We observe no statistically significant effect of
Expe“ m ental Ap p roac h = N g ‘ intensification of suppressive ART with maraviroc on a variety
§ >, OF: of immunologic and virologic parameters in the GALT
« Enrolled adults with CCR5-tropic HIV-1, initiating ART in ; :
acute/early infection, with plasma HIV-1 VL < 50 copies/ml > 6m |t - .t . 8a 8o S0 Vs Voo
Entry Wki12 Wk24 Entry W2 BRWio2d, Entry MW 2 BRWid2s « As previously reported, levels of immune activation (data not
- Randomized 2:1 to Intensification of Standard ARV therapy with: Figure2  Insignificant 4 in LP Cellular Proliferation Figure 5 No significant A in CD4+/CD8+ T Cell Ratio shown) and CD4+ T cell depletion in the GALT persist when
following Intensification following Intensification compared to PBMC
+ 9 I o Tow T p=040 4+ | w7
MVC for 24 weeks (n=4) NRTI for 12 weeks oy - K21 71 PBMC Re )
Wi g "E“ Q. Q, « Caveats - Thus far n=6; We observed low baseline levels of
followed by crossover to MVC 3 3 S B HIV-1 gag in GALT, which are unaffected by intensification
for 12 wks (n=2) a a al o
Qo o o Q
8 K3 Bl B
« Phlebotomy and flexible sigmoidoscopy with biopsies at . . . - - - - .
Entry, Week 12 & Week 24 Entry Wk12 Wk 24 Entry Wk 12 Wk24 Entry Wk12 Wk24 é\mnry WK12 Wk 24




