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Individus exposatsi no infectats

- Delecié CCR5 D32 Expressio CCR5

» Resisténcia a la infeccié en homozigots Fenotip/Genotip
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Estudis d Associacio
Model Cas:Control




Homosexuals Hemophiliacs

“Ee) 7 g(15%)

Heter osexuals
105
(23%)

AN
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63 1VDU HIV (-)
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Lledda AIDS Cohort N IVDU

(457 pacients 1982-1998) 330(72%)

Genotype distribution in patients

arranged according to risc group

witwt 81,7 86 90,5 79
witD32 15,8 14 9,5 19
D32D32 2,6 (0] (0] 1,6

CCR5

0,023
0,074
0,874
0,084
0,063

El locusVdr no estaimplicat en lainfeccio

L’al.lel D32 en homozigosi confereix resisténcia ala infeccié

Els heterozigots no estan protegits (1VDU)
(Heter osexuals ?)




Genotip i progressio clinica
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Genotype and allele distribution of CCR5 and VDR
polymorphisms in healthy control population and HIV+/IVDU
patients.

HIV+/IVDU
n=185
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Alleles v :I:l:
B 99 (41.2) 150 (40.5) 0.862 o - ” ”
b 141 (58.8) 220 (59.5)




End poin CCR5 genotypes in all patie (n,

Non Progressors
wtwt wtD32 wtwt wtD32

AIDS CDC-1987 113 (83) 23 (17) 45 (92) 4 (8) 0,137
AIDS CDC-1993 77 (81) 18 (19) 81 (90) 9 (10) 0.085
Fall to 200 CD4 cells/uL 83 (84) 16 (16) 66 (89) 8 (11) 0.314
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AIDS CDC-1993 : CCR5-wt D32 vs. CCR5-wtwt, odds ratio (OR): 0.9; 95%(CI): 0.8-1

End point VDR genotypes in all pa

Vdr-BB vdr-Bb vdr-bb Vvdr-BB_ Vdr-Bb  Vdr-bb
AIDS CDC-1987 22 (16) 65 (48) 49 (36) 10 (20) 21 (43) 18 (37) 0.753
AIDS CDC-1993 12 (13) 49 (51) 34 (36) 20 (22) 37 (41) 33(37) 0.169c
Fall to 200 CD4 cells/pL 10 (10) 51 (52) 38 (38) 19 (26) 29 (39) 26 (35) 0.022e
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AIDS CDC-1993 : Vdr-BB vs. Non Vdr-BB (Vdr-Bb + Vvdr-bb), p= 0.085, OR: 1.4; 95%Cl: 0.9-3.4

Fall to 200 CD4 cells/pu:  Vdr-BB vs. Non Vdr-BB (Vdr-Bb + Vdr-bb), p=0.007, OR: 2.5; 95%Cl: 1.25-5.1




Survival Analysisfor CCR5 genotypes

(all patients consider ed)
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10



End point VDR genotypes in all patients (

Non-Progressors

Vdr-BB Vdr-Bb Vdr-bb Vdr-BB Vvdr-Bb  Vdr-bb
AIDS CDC-1987 22 (16) 65 (48) 49 (36) 10 (20) 21 (43) 18 (37) 0.753
AIDS CDC-1993 12 (13) 49 (51) 34 (36) 20 (22) 37 (41) 33 (37) 0.169c
Fall to 200 CD4 cells/puL 10 (10) 51 (52) 38 (38) 19 (26) 29 (39) 26 (35) 0.022e
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Survival Analysisfor Vdr genotypes

(all patients consider ed)
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L’ accio de la vitamina D mediada pel seu
receptor depén del polimorfisme Bsm | del locus
VDR?

Bsm |
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Segons € teixit estudiat MRNA?
Segons |’ estat fisiologic de les cdl.lules

Segons |’ estadi del desenvolupament/diferenciacio

Segons |’ estadi proliferatiu
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L’acci6 dela vitamina D no és eficienment mediada en els
homozigots BB
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Poblacio total de pacients en estudi
(n=185)

Homozigots BB Heter ozigots Bb Homozigots bb

CCR5 wiwt CCR5 witwt CCR5 wiwt

CCR5 wtD32 CCR5 wtD32 CCR5 wtD32

Comparar entre genotips CCR5:
 Parametres Clinics
* Progressor s vs. No-progressor s
* Supervivencia
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End point CCR5 genotypes in Vdr-bb patients (n,%)

AIDS CDC-1987 36 (73) 13 (27)
AIDS CDC-1993 23 (68) 11 (32)
Fall to 200 CD4 cells/pL 27 (71) 11 (29)

17 (94) 1 (6) 0.125
30 (91) 3 (9) 0.019
24 (92) 2 (8) 0.038

wtD32 Distribution
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Outcome
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Fall to 200 CD4 cells/pL

1

AIDS CDC-1993 : CCR5 wtD32 vs. CCR5 wtwt, OR: 0.28; 95%Cl: 0.09-0.91

Fall to 200 CD4 cells/pL  : CCR5-wtD32 vs. CCR5-wtwt, OR: 0.26; 95%; 95% Cl: 0.06-1.1
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Survival Analysisfor CCR5 genotypes
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(only vdr-bb patients con

Kapplan-Meier Analysis for progression to
outcome

Mean time to outcome

Outcome (months)

AIDS-CDC 1987 144 183 0.062
AIDS-CDC 1993 119 161 0.028
Fall to 200 CD4 cells/pL 130 166 0.048

Cox Proportional Hazards Ratio (HR) for

progression to outcome wtD32 vs . wtwt)

HR (95%CI)

AIDS-CDC 1987 4.9 (0.6-37.4) 0.122
AIDS-CDC 1993 0.29 (0.08-0.97) 0.044
Fall to 200 CD4 cells/pL 0.27 (0.06-1.2) 0.086

wtD32

wiwt

AIDSCDC 1987 Free

0 24 48 72 9 120 144 168 102 216

AIDSCDC 1993 Free

CD4 > 200 cellgjl

0 24 48 72 95 120 144 168 192 216

Time from first HIV-1 positive test
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Com podem explicar lainteracci6 CCR5-VDR ?
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En poblaci6 VDU / HIV-1 (+)

L a susceptibilitat a la infeccio
* No esta afectada per la variabilitat en el locus VDR
» Els heterozigots D32 no mostren resistencia alainfeccié

La progressioclinicaa SIDA
* No és significativament diferent entre genotips del locus CCR5
* Els heterozigots D32 mostren una millor progressio clinica
* Els homozigots vdr-BB progressen més rapid i pitjor que els no-
BB
* Laprogressio clinica dels heterozigots D32 és significativament millor
en els pacients gue son homozigots bb
* Laprogressio delsmalaltsHIV+ a SIDA esta influénciada per la
variabilitat del locus VDR
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