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(FHDH = 60% des patients pris en charge en France)
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360 540
days after PML diagnosis
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(Gasnault et Taoufik 2006, d’aprés Cinque al 2003)
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(Gasnault et Taoufik 2006, d’aprés Cinque al 2003)
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PML : early brainstem impairment*
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PML : survival according CD4 at entry*
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cumulated survival
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Proliferation CD4 T Cell Assay to
Purified JCV

The anti-JCV specific CD4 T-cell responses were

Investigated by using a proliferative assay on PBM C with

purified JCV (MAD-4 strain), as previously described
Gasnault J et al AIDS2003

Proliferation Index (Pl) = Median cpm of activated wells
Median cpm of unstimulated wells

Sgnificant CD4 T-cell proliferativeresponseto JCV
(i) aPl over 3,
(i1) amedian cpm of activated wells over 2500
(i11) no significant proliferation to JCV of CD4 T-cell-depleted PBMC.




B Anti-JCV responders

GO0l

43%

N
o
§

20% -

patients with positive response (%)

0% -

0 1,5 3

6 months

Significant restoration of Anti-JCV CD4 T cell responses :
Increase in % responders from 4% at the baseline to 29% at M3
(p=0.03) and to 43% at M6 (p=0.008).
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(Du Pasquier 2001, Koralnik 2001, Du Pasquier 2002, Koralnik 2003)




Ex vivo anti-JCV CD8 T cell
responses

A gamma Interferon Elispot assay was performed on
PBMC by using 14 pools of overlapping 15 aminoacids-
peptides covering the JCV VP-1 protein.

e Positive response against one pool

« mean of spot-forming cells (SFC/10° PBMC) higher than :

o 2-fold the background (mean value of unstimulated
wells)

e the background plus 100 SFC.




B Anti-JCV-VP1 responders
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Anti-JCV CD8 T cell response : No significant change
In % patients with positive response to the ex vivo | FN-
ELISPOT.




B Responders B Non-Responders

25 7
20 7
15 ~
10 -
5 _ . l
0 T I T |
alive deceased alive deceased
CD4+ specific response CD8+ specific response

Follow-up of anti-JCV T cel responses and survival : No
specific CD4 proliferative response was detected in the 7
deceased patients. Anti-JCV CD8 effectors were detected in 2 of
them (1 at baseline, 1 at M3).
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Survie a 1 an apres LEMP (n=1427)
e en1992-1995 : 19,8%, ICqy,, = [19,8%;23,0%)]
« en 1996-2004 : 53,9%, ICqy,, = [50,1%;57,8%]
e en 2003-2004 : 48,0%, IC95% = [36,6%;59,4%)]
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1.007 Stratified log-rank test: p=0.44
(@)
c
=
2 0.757
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S 0.50 i - -
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£ CDV + cART (n=185)
g— 0.257
a

0.00

1 1 1 1 1 | |
0 26 52 78 104 130 156
Weeks from first abnormal neuroimaging
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O (De Luca et al, CID in press)
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ANRS 125 TRIAL : OBJECTIVES

e Open-label multicentre pilot study
e Design : To show whether an early intensified cCART
Including T20 can :
e hasten anti-JCV immune recovery
e Improvesurvival in patientswith HIV-1related PML.

« Todemonstrate a significant increase in the survival rate
of patientswith PML (higher than 45%).

o 30 patientshad to beenrolled
* Inclusion period : April 2005 - December 2006




TREATMENTS

o All the patientsreceived T20 for thefirst 6 monthsin
combination with :

e |f naive, TDF/FTC, EFV and LPV/rtv

o |If pre-treated, three or more antiretroviral drugs chosen on
the basis of the therapeutic history and the viral genotype
of resistance.

» The other drugs were continued during the next 6 months

Thetotal follow-up lasted one year.



INCLUSION CRITERIA

Confirmed laboratory diagnosis of HIV-1

Clinical and cerebral imaging evidence of active
PML with lessthan 90 days of progression

No other likely aetiology and/or PCR detection of
JCV DNA In CSF and/or pathological
examination

|nformed consent

In all patients, PML diagnosis was confirmed by
an independent committee.




ENDPOINTS

 Primary endpoint : survival estimateat M 12
(Kaplan-Meier)

o Secondary endpoints

e Changesin :
« JCV DNA levelsin the CSF
e CD4 and CD8 T cell counts
e anti-JCV specific T cell responses.




PATIENTS FEATURES AT INCLUSION (n=28)

Gender (male : female) 226

ART History (naive : pretreated) 12 : 16

Median [range]

Age (years) 42 [21 — 62]
CD4+ count (cell/uL) 53 [2 — 345]
CD8+ count (cell/uL) 607 [191 — 2088]
Plasma HIV RNA (log,, copies/mL) 4.0[1.6 -5.2]
CSF HIV RNA (log,, copies/mL) 2.3[1.6 -5.1]

CSF Detection of JCV DNA (%) 79% (22/28)
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0.4 -

Survival probability

0.2

0.0 - Months

0 1 2 3 4 5 6 7 8 9 10 11 12

n=28 n=24 n=21 n=20 n=18

Kaplan-Meer survival estimate : Six-month cumulative
probability of survival : 75% (Cl =61% to 93%)
(Baseline = initiation of T20. No death after M6)
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ANRS 125 Trial : Evolution of plasma viral load

Proportion of patients below detection level . 86% at M6




1 At A N e S
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JCV clearance from CSF (%)

20% -

0% -

0 3 6 months

ANRS 125 Trial : Evolution of JCV DNA in the CSF
Proportion of patientsBDL : 80% at M6




CD4+ T cell count CD4+ increase from baseline
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baseline-related difference (cells/pL)
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months months

ANRS 125 Trial : Rapid and significant increasein the CD4+ T
cell count since W6 with a median of 250 cells/ulL at M 9.

( p<10? p=103 p<109

(Median IQR ; #n = 20 at M9)




CONCLUSIONS

 Better survival of our PML patients was
assoclated with

* JCV DNA clearance from CSF

esignificant recovery of anti-JCV CD4+ T
cell proliferative responses:

ea better marker of anti-JCV Immune
recovery than the detection of specific
IFN -producing CD8+ T cell effectors.

e The final results of the ANRS 125 Trial will
be availablein December 2007.
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(Letendre et al, Archives of Neurology, In Press)



Adjusted* HR for death linked to time-dependent ART

(reference = no ART) D % F B6 9/,
. . 0.62
Progressive multifocal = ArT score>=15 —e—
Leucoencephalopathy 1;£4
(n — 1427) ART score <1.5

Hazard ratio (95%Cl) 0.0 1.0
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