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Evaluar la eficacia,seguridad y tolerabilidad de maraviroc en
pacientes con infeccion por el VIH-1 previamente tratados con
antirretrovirales y con tropismo CCRS.



En la actualidad el tratamiento antirerretroviral se basa en la
combinacion de al menos tres farmacos, utilizando la asociacion
de medicamentos que actuan en distintas dianas del ciclo de
replicacion del virus de la inmunodeficiencia humana (VIH).

A pesar de contar con un numero importante de farmacos, en
ocasiones los tratamientos no son eficaces por la aparicion de
resistencias o de efectos secundarios.

Resulta muy interesante el desarrollo de nuevos farmacos que
intervengan en fases del ciclo de replicacion aun no inhibidas.
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El VIH entra en el interior del linfocito CD4 interaccionando sus
glicoproteinas de la envoltura con los receptores CD4 y los
correceptores del linfocito, pudiendo distribuirse este paso en
tres fases: acoplamiento, union a correceptores y fusion.

Los correceptores que utiliza el VIH-1 para entrar en el linfocito
CD4 son el CCR5 y el CXCRA4.

Maraviroc es un farmaco inhibidor de la entrada del VIH al
interior del linfocito CD4 por antagonismo del correceptor CCR5
de la superficie del linfocito, por lo que actua blogueando de
forma selectiva la segunda fase de la etapa de entrada del
Virus.



Criterios de inclusion:
Edad >16 anos
Tropismo CCR5 basal

Tratamiento previo como minimo de 6 meses con al menos
un farmaco (2 para IPs) de 3 de las 4 clases de
antirretrovirales o resistencia documentada (por prueba
fenotipica/genotipica) a 3 de las 4 clases de antirretrovirales

Carga viral 25.000 copias/ml en fallo del tratamiento o
mientras no recibe tratamiento

Régimen de tratamiento estable (o no tratamiento) durante
al menos las 4 semanas previas a la preseleccion



Criterios de exclusion:
Pacientes con tropismo CXCR4 o dual/mixto basal

Tratamiento previo con maraviroc u otros antagonistas del
CCRS5 durante mas de 14 dias

Pacientes que requieren >6 antirretrovirales (excluyendo
ritonavir) en tratamiento optimizado

Infeccidn oportunista o hepatitis activa no tratada

Los pacientes se incorporaron al estudio entre
noviembre de 2004 y marzo de 2006.



Aleatorizacion

TBO* + placebo >
1:2:2

* o -
MOTIVATE 1: n= 601 TBO* + maraviroc (300 mgt una vez al dia)
MOTIVATE 2; n= 475

Cribado 24 semanas 48 semanas
(6 semanas)

* TBO = tratamiento de base optimizado 3-6 ARVs
T Pacientes que reciben un IP (excepto TPV) y/o delavirdina en su TBO recibieron 150 mg de MVC

The European Medicines Agency (EMEA). Commitee for Human Medicinal Products (CHMP) assessment report for Celsentri®.
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MOTIVATE 1

1816 Patients were assessed

for eligibility

1215 Were excluded
35 Had X4 HIV-1 only

518 Had dual or mixed tropism

662 Had other reason

/

601 Underwent randomization
(1:2:2)
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MOTIVATE 2
1428 Patients were assessed
for eligibility
954 Were excluded
23 Had X4 HIV-1 only
f———

379 Had dual or mixed tropism
552 Had other reason

474 Underwent randomization
(1:2:2)
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:

120 Were assigned to receive
placebo plus OBT
118 Received at least one
dose of study drug
2 Did not receive study

drug

241 Were assigned to receive
maraviroc once daily
plus OBT

232 Received at least one
dose of study drug
9 Did not receive study

240 Were assigned to receive
maraviroc twice daily
plus OBT

235 Received at least one
dose of study drug
5 Did not receive study

94 Were assigned to receive
placebo plus OBT
91 Received at least one
dose of study drug
3 Did not receive study

drug

drug

drug

186 Were assigned to receive
maraviroc once daily
plus OBT

182 Received at least one
dose of study drug
4 Did not receive study

194 Were assigned to receive
maraviroc twice daily
plus OBT

191 Received at least one
dose of study drug
3 Did not receive study

drug

drug

41 Completed 48 wk
79 Discontinued study drug
63 Had lack of efficacy
6 Withdrew or were lost
to follow-up
7 Had adverse event
1 Died
2 Had other reason

152 Completed 48 wk
89 Discontinued study drug
51 Had lack of efficacy
17 Withdrew or were lost
to follow-up
12 Had adverse event
1 Died
8 Had other reason

156 Completed 48 wk
84 Discontinued study drug
58 Had lack of efficacy
13 Withdrew or were lost
to follow-up
11 Had adverse event
1 Died
1 Had other reason

30 Completed 48 wk
64 Discontinued study drug
50 Had lack of efficacy
7 Withdrew or were lost
to follow-up
4 Had adverse event
0 Died
3 Had other reason

113 Completed 48 wk
73 Discontinued study drug
42 Had lack of efficacy
14 Withdrew or were lost
to follow-up
8 Had adverse event
2 Died
7 Had other reason

130 Completed 48 wk
64 Discontinued study drug
39 Had lack of efficacy
10 Withdrew or were lost
to follow-up
8 Had adverse event
4 Died
3 Had other reason

:

:

:

:

:

:

118 Were included
in analysis

232 Were included
in analysis

235 Were included
in analysis

91 Were included
in analysis

182 Were included
in analysis

191 Were included
in analysis

Figure 1. Screening, Randomization, and Completion of Treatment.




Table 1. Baseline Characteristics of the Patients.*
Characteristic
Placcbo
(N=118)
Age —yr
Mean 46
Range 31-71
Male sex — no. (%) 106 (90)
Race or ethnic group— ne. (%)
White 09 (84)
Black 15 (13)
Asian, other, or unspecified 4(3)
Mean HIV-1 RNA — log,, copies/mlj 4.84
Median CD4 count — cells/mm*f 160

MOTIVATE 1
(N=585)

Maraviroc
Oncc Daily
(N=232)
46
19-75
210 (91)

187 (81)
39 (17)
6(3)
485
168

Maraviroc
Twice Daily
(N=235)
46
25-69
212 (90)

107 (24)
33 (14)
5(2)
436
150

Placebo
(N=91)
45
29-72
79 (87)

70 (87)
11 (12)
1(1)
489
174

MOTIVATE 2
(N=464)

Maraviroc
Once Daily
(N=182)
45
17-75
153 (84)

140 (22)
31(17)
12 (1)
4387

173

Maraviroc
Twice Daily
(N=191)
47
21-73
170 (89)

166 (87)
18 9)
7 (4)
4.84
182

MOTIVATE 1 and 2 Pooled Data

Placebo
(N=203)
46
29-72
185 (89)

178 (85)
26 (12)
5(2)
486
171

(N=1049)
Maravirac
Once Daily
(N=414)
46
17-75
363 (88)

336 (31)
70 (17)
8(2)
486
171

Maraviroc
Twice Daily
(N=426)
46
21-73
382 (90)

163 (85)
51(12)
12 (3)
485
167

* All regimens in MOTIVATE 1 and MOTIVATE 2 include optimized background therapy. All patients who received at least one dose of study treatment are includad in the table. There
was no evidence of imbalance in baseline characteristics among patients in either the MOTIVATE 1 or the MOTIVATE 2 study.
T Race or ethnic group was reported by the study participants — 13% of the patients were of Hispanic or Latino ethnicity; these patients could be included in any of the three specified

groups.

I The baseline value for each patient was calculated as the mean of up to three assessments mads before receipt of the study drug (at screening, randomization, and the baseline visit).




Table 2. Efficacy at 48 Weeks.*
MOTIVATE 1 MOTIVATE 2 MOTIVATE 1 and 2 Pooled Data
End Point (N=585) (N=464) (N=1049)
Maraviroc Maraviroc Maraviroc Maraviroc Maraviroc Maraviroc
Placebo ~ Once Daily Twice Daily Placebo Once Daily Twice Daily Placebo  Once Daily Twice Daily
(N=118) (N=232) (N=235) (N=91) (N=182) (N=191) (N=209) (N=414) (N=426)
HIV-1 RNA — logy, copies/ml
Mean change from baseline -0.80 -1.66 -1.82 -076 -1.72 -1.87 -0.79 -1.68 -1.84
Difference from placebo group -0.85 -1.02 -0.96 -1.11 -0.90 -1.05
(97.5% Cl) (-1.22t0-0.49) (-1.39 to —0.66) (-1.38 to —0.54) (-1.52 t0 0.70) (-1.17 t0 -0.62) (-1.33 to —0.78)
HIV-1 RNA — no. (%)
<50 copies/ml 19 (16) 97 (42) 109 (46) 16 (18) 82 (45) 85 (45) 35 (17) 179 (43) 194 (46)
<400 copies/ml 26 (22) 118 (51) 135 (57) 21 (23) 96 (53) 105 (55) 47 (22) 214 (52) 239 (56)
Decrease from baseline of =1.0 log,, 37 (31) 134 (58) 148 (63) 25 (27) 107 (59) 121 (63) 61 (29) 241 (58) 270 (63)
or to <400 copies/ml
CD4 count — cells/mm?
Mean change from baseline; 54 113 122 60 122 128 61 116 124
Difference from placebo group 59 69 52 59 55 63
(95% CI) (34 to 84) (44 to 93) (23 to 81) (30to 87) (36 to 74) (44 to 82)

* All regimens in MOTIVATE 1 and MOTIVATE 2 included optimized background therapy. Efficacy was assessed for all patients who received at least one dose of the study drug. P<0.001
for each comparison of a maraviroc group with the placebo group in the individual and combined studies.

T Missing values for patients who discontinued the study for any reason at or before week 48 were defined as equal to the baseline values.

i Data were available for 116 patients in the placebo group, 227 in the group receiving maraviroc once daily, and 233 in the group receiving maraviroc twice daily in MOTIVATE 1 and for
90, 180, and 185 patients, respectively, in MOTIVATE 2. This was a last-observation-carried-forward analysis.
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Figure 2. Treatment Responses at 48 Weeks. H|V-1 RNA suppression

Maraviroc once daily Maraviroc twice daily

plus OBT plus OBT

Placebo plus OBT

A HIV-1 RNA Suppression

<400 copies/jml === <50 copies/ml
70

Percentage of Patients

| T T T T
12 16 20 24 28 3

Weeks
No. at Risk
Placebo 209 205 193 172 127 107 98 84 /8 /2
MV C once daily 414 399 390 368 332 313 29¢ 287 271 256

MVC twice daily 423 402 398 379 341 318 314 297 286 281




DECIH 1]
NLOUL

Figure 2. Treatment Responses at 48 Weeks, the change in CD4 cell count

Placebo plus OBT —— Maraviroc once daily Maraviroc twice daily
plus OBT plus OBT
C CD4 Cell Count
140
2
= 120
=
@ __ 100-
EN‘!
£
;.9_- -E, 80+
v L%
%ﬂﬁ 60—
® O
U 40+ |
=
S 20-
E ¥
O —7 77 71 1 T T 1 T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 43
Weeks
No. at Risk
Placebo 186 205 206 206 206 206 206 206 206 206
MVC once daily 362 399 405 407 407 407 407 407 407 407

MVC twice daily 386 412 417 418 418 418 418 418 418 418



Maraviroc Once Daily Maraviroc Twice Daily

(M=414) (N=426)
Duration of treatment — patient-yr 300 309
Patients with =1 adverse event (of any grade) — no. of patients (38)
All causesy 177 (85) 375 (91) 393 (92)
Related to treatment 94 (45) 205 (50} 219 (51)
Grade 2-4 adverse events (all causes) ocourring in at least 5%
of patients — no. of patients (3£)
Diarrhea 20 (10) 43 (10} 32(8)
Fatigue 13 (8) 13(3) 21 (4)
Fevert 9 (4) 3(2) 24 (5)
Headache§ 12 (6) 22 (5) 9(2)
Nzusea 15(7) 25 (6] 25 (&)
Upper respiratory tract infection 3 16 (4) 20 (5)
Deathy 7 (1) 6 1) 9(7)
Category C {AIDS-defining) adverse events — no.
AIDS encephalopathy 0 1 0
Cryptosporidium gastroenteritis 1 1 ]
Cytomegalovirus infection 0 1 2
Fenphagaal candidi ? 12 1
Herpesvirus infection 1 LL 7
Kaposi's sarcoma 3 1 2
Lymphoma 2 3 2
Mycobacterial infection 0 0 1
Mycobacternim avium infection 2 0 2
Preurocystis jiroveci pneumaonia 0 0 7
Prneumeonia®* 4 3 1
Progressive multifocal leukoercephalopathy 1 0 1
Total no. of category C events 19 32 23
No. of patients (%) 16 % 29(7 23 (%)
Aspartale aminotransferase slevation (maximum, all causes,
without repard to baseline) — no. of petients/total no.
of patients {%6)7
Grade 3 {5 to 10 « upper hmit of normalj 6/1C7 (3) 12408 (3j 144421 (3)
Grade 4 (=10 = upper limit of normal) 0207 4/408 (1) €/421 (1)
Alanine aminolransferase elevation {meximum, all causes,
without regard to baseline)  no. of patients ftotal no.
of patients (%) 71
Grade 3 (5 to 10 = upper limit of narmal) 6207 (3) LE/408 (4) 74421 (2)
Grade 4 (=10 x upper limit of normal) 1/207 (<1) 2408 (<1) 44421 (1)




En la semana 24 y 48 se observo un porcentaje mayor de
pacientes con carga viral indetectable en los que recibieron
maraviroc dos veces al dia frente a los que recibieron placebo.

En la semana 24 y 48 se observo un aumento en el recuento de
linfocitos CD4 superior en los pacientes tratados con maraviroc
dos veces al dia que en los que recibieron placebo.



