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Mutant alleles of CCR.
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TABLE 1 Genotype and allele frequencies of CCR-5 and Accr-5 in cohorts of Caucasians

|
Numbe HIV () £, Number HIV (') 1
Genotypes
CCR-5/CCR-5 582 0.827 0.014 645 0.892 0.012 1 degree of freedom
CCR-5/Acer-5 114 0.162  0.014 78 _0.108 0.012 LT
Accr-5/Accr-5 8 I 0.011 |0.004 0 [_0.000 | <0.001 P < 0.0005
Total 704  1.000 723 1.000

TABLE 2 Infection of PBMC from Accr5/Accr5, CCR5/Acer5 and CCR5/CCR5
individuals with HIV-1 strains

BAL JR-FL SF164 89.6 1B

Accrb/Acers 0112 0 0 132235223
0.104 O 0 [>22.3>22.3

CCR5/CCRS, CRS/Accrb >22.8522.3522.3522.3522.3
222.3>22.3>223522.3>22.3

Nature1996382:7225.
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Heterozygous deletion
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Table 2. CD4 T-cell decline in HIV-seropositive individuals with or
without a heterozygous deletion in the CKR-5 genes.

CKR5/CKRS CKR5/ACKR5

(n = 65) (n=16)
CD4 T-cell decline (x10%)
per year (%) for up to 11 years
<100* 47 (72) 15 (94)
[ >100 18 (28) 1(6) |
Mean + SEM decrease in
CD4 T cells (x10°/year)’ 78 + 11 46 + 9

AIDS 1997, 11:3@310
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& Sk Maraviroc (CCR5 inhibitor)
—— <400 copies/ml === <50 copies/mi
" " N=1049

Percentage of Patients

0 1 | | | | | | | | | | | I
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Weeks
—— Placebo plus OBT — gl:j;agg}c once daily :)/Iljga(v)lé%c twice daily N Engl J Med 2008:359:1429



B Time to Protocol-Defined Treatment Failure
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VERVERY

Cohort Iimmuneresponders (n=6)

Cohort2:immunenonrespondergn=6)

Leukapheresi® collect autologous CD4 T cells

CCR5 modification of the CD<4ells

Expansion and reinfusion

N Engl J Med 2014,;370:900



Primary endpoint
A Safetyandside-effect profile

Secondary engboint:

A increasesn the CD4 Tcell count
A persistenceof the modifiedcells
A homingto gut mucosa

A effectson viralload

N Engl J Med 2014,;370:900



Adverseevent

One patient:
A Infusion reaction
A Fever chills, joint painbackpain
A within 24 hours afteiinfusion

N Engl J Med 2014,;370:900
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Change In circulating lymphocyt
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CCRS5nodified CD4 LEell
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CCR5-Modified T Cells
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Treatment interruption
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Treatment interruption
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