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A Phase lil Study of Belatacept-based
Immunosuppression Regimens versus Cyclospotine
in Renal Transplant Recipients (BENEFIT Study)
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Belatacept in Renal
Transplantation
(BENEFIT)



Study Design and Dosing

Clinical endpoints (months)

Transplantation Primary?

v voYy oy

Day 1 6 months 24 36 84
10 mg/kg

Belatacept MI° NHeitiririnr 11 I—.smgfkgevery4weeks
DAY1514 28 42 56 70 84 112 140 168

Belatacept LI° 10 mg!‘kg

| | | | I—’ 5 mg/kg every 4 weeks

DAY 1 514 28 <~ 5&+ 84

CsAP

150-300
(7 + 3 mg/kg daily) ﬂ,l—’ 100-250 ng/mL

DAY 1 28

——Placebo infusions
2Belatacept arms unblinded at 12 months.
bA|l patients received basiliximab induction, mycophenolate mofetil, and corticosteroid taper.

CsA=cyclosporine A; LI=less intensive; MI=more intensive.



Table 2. Quicornes; Patientfgraft survivel, renal function and struciure and acute rejection
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S5% CI
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Eealug
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p-Value
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Belatacept-Treated Patients Had Better
Graft Survival at 7-Years Post-Transplant
Compared With Cyclosporine-Treated
Patients: Final Results From BENEFIT

F Vincenti!, JM Grinyé2, L Rostaing3, KM Rice?,
SM Steinberg®, MC Moal®, M Polinsky’,
U Meier- Kriesche’, CP Larsen8

TUniversity of California, San Francisco, CA, USA; 2University Hospital Bellvitge,
Barcelona, Spain; 3University Hospital, and INSERM U563, IFR-BMT, Toulouse,
France; 4Baylor University Medical Center, Dallas, TX, USA; °Sharp Memorial
Hospital, San Diego, CA, USA; éHopital de La Cavale Blanche, Brest, France; "BMS,
Lawrenceville, NJ, USA; 8Emory University Transplant Center, Atlanta, GA, USA



Background

+ | ong-term allograft survival has not improved appreciably in
kidney transplant recipients

+ No prospective phase lll studies have examined patient
outcomes beyond 5 years

+ |In no prospective, phase lll study has an immunosuppressive
regimen demonstrated a survival advantage over CsA-

containing regimens

+ Analyses of the phase Ill BENEFIT study at 3 and 5 years
demonstrated that belatacept-based immunosuppression
was associated with significantly better renal function vs. CsA

In kidney transplant recipients

1. Meier-Kriesche U, et al. Am J Transplant. 2004;4:1289-12; 2. Lamb KE, et al. Am J Transplant. 2011;11:450-462,;
3. The Canadian Multicentre Transplant Study Group. N Engl J Med. 1983;309:809-815; 4. Opelz G, et al.
Transplantation. 2009;87:795-802; 5. Pirsch JD, et al. Transplantation. 1997;63:977-983; 6. Miller J, et al. Transplant
Proc. 1997;29:304-305; 7. Ekberg H, et al. N Engl J Med. 2007;357:2562-2575; 8. Vincenti F, et al. Transplantation.
2002;5:2521-2530; 9. Vincenti F, et al. Am J Transplant. 2012;12:210-217; 10. Rostaing L, et al. Am J Transplant.

201 3'i1 3:2875-2883.

CsA=cyclosporine A.



Objective

+ Report the long-term efficacy and safety outcomes up
to Year 7 (Month 84) in the ITT population of BENEFIT

ITT=intent-to-treat.



Study Design and Dosing

Clinical endpoints (months)

Transplantation Primary?

v voYy oy

Day 1 6 months 24 36 84
10 mg/kg

Belatacept MI° NHeitiririnr 11 I—.smgfkgevery4weeks
DAY1514 28 42 56 70 84 112 140 168

Belatacept LI° 10 mg!‘kg

| | | | I—’ 5 mg/kg every 4 weeks

DAY 1 514 28 <~ 5&+ 84

CsAP

150-300
(7 + 3 mg/kg daily) ﬂ,l—’ 100-250 ng/mL

DAY 1 28

——Placebo infusions
2Belatacept arms unblinded at 12 months.
bA|l patients received basiliximab induction, mycophenolate mofetil, and corticosteroid taper.

CsA=cyclosporine A; LI=less intensive; MI=more intensive.



Patient Disposition

Mean follow-up: 70 mos (bela MI, 71.1 mos; bela LI, 72.0 mos; CsA, 66.3 mos)

Enrolled, n=738

v

Randomized, n=666
I

Belatacept Mi
Randomized and transplanted,
n=219

Randomized, transplanted, and
treated , n=219

Discontinued, n=91
Ineligible for/refused entry to LTE,

n=39
Withdrawal of consent, n="14
Adverse event, n=13
Death, n=13
Other, n=5
Lost to follow-up, n=4
Pregnancy, n=2
Poor/noncompliance, n=1
Lack of efficacy, n=0
Administrative reason, n=0

Completed 84 months, n=128
Evaluable at 84 months, n=153

v

Belatacept LI
Randomized and fransplanted,

n=226

Randomized, transplanted, and
treated, n = 226

Discontinued, n=90

ntry to LTE,

ent, n=20

Completed 84 months, n=136
Evaluable at 84 months, n=163

CsA
Randomized and transplanted,
n=221

Randomized, transplanted, and
treated, n=215

Discontinued, n=123
Ineligible for/refused entry to LTE,
n=41
Death, n=23
Withdrawal of consent, n=22
Adverse event, n=12
Lost to follow-up, n=8
Lack of efficacy, n=6
Other, n=6
Poor/noncompliance, n=4
Administrative reason, n=1

Completed 84 months, n=92

Evaluable at 84 months, n=131
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Kaplan—Meier Curves for Patient and Graft Survival.

Belatacept Ml vs. cyclosporine: hazard ratio for death or graft loss,
0.57 (95% Cl, 0.35-0.95); P=0.02

Belatacept LI vs. cyclosporine: hazard ratio for death or graft loss,

Cyclosporine 0.57 (95% CI, 0.35-0.94); P=0.02

—— Belatacept M|
= = = Belatacept LI

Probability of Patient and Graft Survival

30 36 42 43 54
Months since Transplantation

No. at Risk

Belatacept MI 219 212 208 202 199 153 151 149 146

Belatacept LI 226 220 218 209 204 165 161 159 152
Cyclosporine 221 208 206 197 186 137 123 117 112

of Patient Survival

Belatacept Ml vs. cyclosporil azard ratio for death,
0.62 (95% CI, 0.33-1.14 .11

Belatacept LI vs. cyclosporine: hazard ratio for death,

Cyclosporine 0.55 (95% C1, 0.30-1.04); P=0.06

Belatacept MI
= = = Belatacept LI

30 36 42 48 54
Months since Transplantation

No. at Risk

Belatacept MI 210 206 154 152 149 146 142
Belatacept LI 215 211 166 161 159 152 151
Cyclosporine 204 194 138 123 117 112 107

—— Belatacept Mi Belatacept M| vs. cyclosporine: hazard ratio for death-censored graft loss,
= Belatacept U 0.56 (95% C1,025-1.21); P=0.12
Belatacept LI vs. cyclosporine: hazard ratio for death-censored graft loss,
Cyclosporine 0.59 (95% Cl, 0.28-1.25); P=0.15

Probability of Graft Survival

30 36 42 48 54
Months since Transplantation

No. at Risk

Belatacept MI 212 208 146 142 135
Belatacept LI 220 218 152 151 142
Cyclosporine 208 206 112 107 102

Vincenti F et al. 6;374:333-343

The NEW ENGLAND
JOURNAL o MEDICINE




Time to Death or Graft Loss From
Randomization to Month 84

1'001.'?

hﬁ —
E0.80-
0]
@ 0.70 1
©
=
c 0.60 -
>
w
0.50 -
Bela MI
0.40 - Bela LI
- CsA
030 T | | | T T T T I I I | '
0 6 12 18 24 30 36 42 48 54 60 66 72 7
T Months
EEERY 219 212 208 206 204 202 199 153 151 149 146 142 135 17
Bela LI 226 220 218 216 213 209 204 165 161 159 152 151 142 13
CsA 221 208 206 202 199 197 186 137 123 117 112 107 102 1C
Month 60 Month 84



Calculated GFR Over 84 Months*:
Without Imputation

90 -

80 -
60 -

50 LA F TN ]

Mean cGFR, mL/min/1.73m2 (95% CI)

40 A
Mean cGFR (mL/min/1.73 m?) at Month 84:
30 - MI: 74.0
LI: 77.9
20 A CsA: 50.7
10 - Differences in calculated GFR were significantly in favor of each belatacept
regimen vs. CsA at every time point (P<0.0001)
0 I I I | [ [ |
0 12 24 36 48 60 72 84
Patients with measurements Months

M- 214 192 179 170 136 132 122 109



Acute Rejection

Probability of Acute Rejection, %

N at risk

Bela MI
Bela LI
CsA

Belatacept Ml Belatacept LI CsA
(N=219) (N=226) (N=221)
100 Banff grade of acute rejection*, n
i Mild acute (IA) 7(3.2) 4(1.8) 6(2.7)
Mild acute (IB) 3(1.4) 8 (3.5) 7(3.2)
80 - Moderate acute (llA) 18 (8.2) 17 (7.5) 7(3.2)
Moderate acute (lIB) 22 (10.0) 10 (4.4) 3(1.4)
E Severe acute (1) 3(1.4) 1(0.4) 0 (0.0)
60 P-value HR (95% CI)
- Bela M BelaMivs CsA  0.0001 2.649 (1.596, 4.397)
Bela LI Bela LI vs CsA 0.0302 1.905 (1.124, 3.232)
40- — CsA
20 -
0 | | T I I I | | | | T T
0 12 18 24 30 36 42 48 bH4 60 66 72 7¢
Months
219 154 147 144 140 137 136 128 127 125 122 117 111 10
226 168 164 162 160 157 155 149 144 142 137 135 130 12
221 180 167 156 147 141 135 123 115 110 106 101 96 94



Safety Summary Up to Month 384

Belatacept Mi Belatacept LI
(N=219) (N=226) (I
Serious adverse events, n (%)* 155 (70.8) 155 (68.6) 1f
Incidence ratet
Serious infections — totalt 10.6 10.7
Incidence ratet
Any fungal infection* 7.8 6.7
Any viral infection- total* 16.2 14.2
BK polyomavirus 1.2 0.7
Cytomegalovirus 23 2.3
Herpes zoster 1.9 1.6
Any malignancy? 2.1 1.8



Patients With PTLD Up to Month 84 by E

Status

EBV-positive patients

Belatacept MI Belatacept LI Cs

Time Interval, months n (incidence rate)’ I
0-12 0 2 (1.00) 0
12-24 1(0.54) 0 0
2460 0 0 0
60—72 0 0 T
72-84 0 0 0
Overall 1(0.09) 2(0.18) 1 (o.:

EBV-negative patients

Belatacept MI Belatacept LI Cs

Time Interval, months n (incidence rate)’ I
0-12 1(4.29) 0 12

F . T |

A T A A\ i






Bray et al.
American Journal of Transplantation

BRAY ET aL.

BENEFIT

Percentage of pre-axisting D5As exhibiting
MF| decline or no changa: 100% (18/18)

Belatacept M

Days Posttransplant

Parcantage of preexisting DSAs exhibiting
MFI dedline or no change: 94% (17/18)

Belatacept LI

Pays Posttransplant
Percentage of preexisting D5As exhibiting
MFI decline or no change: 67% (14/21)

Days Posttransplant




Summary

¢ In this analysis of the final 7 year results from
BENEFIT, belatacept-treated patients had better ¢
survival and renal function than CsA-treated patie

¢ The belatacept safety profile was consistent with
previous reports
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