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Background

« Daratumumab (DARA) was recently approved by the FDA on
November 16, 2015
« Combined analysis of Phase 2 (GEN501/SIRIUS) monotherapy
studies in heavily pretreated/highly refractory MM’
— 86% refractory to Pl and IMiD
— ORR=31%
— Median OS of 19.9 months (95% CI, 15.1-NE)

mani S, et al. Presented at: 57th American Society of Hematology (ASH)

1. Us
Annual Meeting & Exposition; December 5-8, 2015; Orlando, FL. Abstract 29.



DARA: Mechanisms of Action

CD38 is highly and ubiquitously expressed on myeloma cells’-2
DARA is a human IgG1 monoclonal antibody that binds CD38-expressing cells
DARA binding to CD38 induces tumor cell death through direct and indirect mechanisms3-
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Rationale for DARA + POM-D

* |n arandomized, Phase 3 study, pomalidomide plus low-dose
dexamethasone (POM-D) in patients relapsed from or refractory to
previous treatment with bortezomib or lenalidomide® resulted in the

following:
— ORR =31%
— Median PFS of 4.0 months
— Median OS of 12.7 months

« Pomalidomide increases CD38 expression in a time and dose-
dependent fashion in multiple myeloma cells?

1. San Miguel J, et al. Lancet Oncol. 2013;14(11)1055-1066.
2. Boxhammer R, et al. Presented at 51st American Society of Clinical Oncology (ASCO)
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MMY1001: DARA + POM-D Arm

Eligibility criteria Open-label, multicenter, six-arm, Phase 1b
. : study
Refractory to last line of therapy (28-day cycles)
« 22 prior lines of therapy, DARA* IV 16 mg/kg +
including 2 consecutive cycles Pomalidomide 4 mg (Days 1-21) +

. . i Dexamethasone 40 mg QW
of lenalidomide and bortezomib

« Pomalidomide naive
« ECOG score £2

» Absolute neutrophil count
>1.0x10°/L, and platelet count
>75x109/L for patients with

*QW for Cycles 1-2, Q2W for Cycles 3-6, and Q4W beyond.

Treat 6 patients with DARA + POM-D

<50% plasma cells (>50x109/L, If <1 patient has DLTs
otherwise)
 Calculated creatinine clearance Enroll 6 additional patients

>45 mL/min/1.73 m?

Expand up to 88 patients




Baseline Characteristics

DARA + POM-D
N =98

Median (range) age, y 64.5 (35-86)
Age category, n (%)
18 to 69 years 70 (71)
=70 years 28 (29)
Female/male, % 44/56
Race, n (%)
White 71 (72)
Black or African American 14 (14)
Not reported 13 (13)
Baseline ECOG score, n (%)
0 27 (28)

1 60 (61)
2 11 (11)



Prior Therapy Status

« Patients were heavily pretreated and highly refractory per inclusion

criteria
DARA + POM-D
N =98
Median (range) time since MM diagnosis, y 5.2 (0.4-16.0)
I T A
Median (range) number of prior lines of therapy 4.0 (2-13)
Prior

Autologous stem cell transplant 73 (75)

Pl 97 (100)
Carfilzomib 31 (32)
Bortezomib 96 (98)

IMiD 97 (100)

Refractory to

Pl 74 (76)
Bortezomib 65 (606)
Carfilzomib 29 (30)

Lenalidomide 87 (89)

Pl and IMiD 66 (67)



Patient Disposition

DARA + POM-D
N =98

Discontinued
treatment

n =38

Progressive

disease
n=19

Adverse Investigator’s
event decision
n==8 n=3

Withdrawal of
consent
n=3

On treatment
n =060
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Common (>20% of Patients) AEs

—-m— * Rates of grade 23 AEs were
_ similar to those observed with

Any grade POM-D alone

Neutropenia 63 60  Serious AEs occurred in 42% of
Anemia 42 25 patients

el 4 ® « 17 (17%) deaths occurred
Thrombocytopenia > 15 * 45 (46%) patients required
Leukopenia 32 20

GCSF and 24 (25%) required

Cough 31 0 . ;
Diarrhea 30 ’ blood transfusions during
Dyspnea 28 6 treatment

Nausea 25 0 — No blood transfusion—related AEs
Constipation 22 0 were reported

« No new safety signals were
identified with DARA + POM-D



Infusion-related Reactions

In >3 Patients
- N=98

Infusion-related reaction, n (%) Any grade m

Any event 52 (53) 6 (6)
Chills 14 (14) 0
Cough 11 (11) 0
Dyspnea 11 (11) 0
Nasal congestion 7(7) 0
Throat irritation 7(7) 0
Nausea 7(7) 0
Chest discomfort 6 (6) 0
Pyrexia 6 (6) 0

IRRs were predominantly grade <2
— 6 (6%) patients had grade 3 IRRs
— Only 2 patients discontinued due to an IRR

53%, 1%, and 0% of patients had IRRs during the first, second, and
subsequent infusions, respectively

IRRs were managed with premedication and reduced infusion rates
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Relative change in paraprotein from baseline, %

Maximum Change in Paraprotein

From Baseline:
DARA + POM-D
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M Urine M-protein

B Serum M-protein M Free light chain
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Overall Response Rate:
DARA + POM-D

DARA + POM-D
(N = 75)

Overall response rate

(SCR+CR+VGPR+PR) ()
Best response
sCR 4 (5)
CR 3 (4)
VGPR 25 (33)
PR 21 (28)
MR 2 (3)
SD 17 (23)
PD 3 (4)
VGPR or better (sCR+CR+VGPR) 32 (43)
CR or better (sCR+CR) 7(9)

« ORR=71%

 ORR in double-refractory patients = 67%

59.0-80.6

1.5-13.1
0.8-11.2
22.9-45.2
18.2-39.6
0.3-9.3
13.8-33.8
0.8-11.2

31.3-54.6
3.8-18.3

80 -

EPR OVGPR BCR msCR

ORR =71%

0, —
better rL-

33%

43%
VGPR or
better

16 mg/kg

N=175

« Clinical benefit rate (ORR + minimal response) = 73%
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Depth and Duration of Response:
DARA + POM-D
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Time from first dose, months

* Median time to first response was 1.2 months

« At a median follow-up time of 4.2 months
— Median time to best response was 2.8 months; responses are deepening over time
— 47 of 53 (89%) responders had not progressed



Progression-free Survival at 6 Months:
DARA + POM-D
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Conclusions

DARA (16 mg/kg) + POM-D induced rapid, deep, and
durable responses in a heavily pretreated patient
population

—  Median of 4 prior lines of therapy

—  67% of patients were double refractory to a Pl and an IMiD

ORR was 71% including 43% =VGPR and 5% sCR
PFS rate at 6 months was 66%

No additional safety signals observed

DARA can be safely combined with POM-D

These data support the conduct of a Phase 3 study
evaluating this novel combination



Acknowledgments

 The authors acknowledge the patients who participated
in this study and their families, as well as the study co-
iInvestigators, research nurses, and coordinators at each
of the clinical sites; they also acknowledge Jianping
Wang, PhD, for statistical analyses, Nushmia Khokhar,
MD, for clinical oversight, and the Independent Review
Committee

* This study was funded by Janssen Research &
Development, LLC

« Medical writing and editorial support were provided by
Erica S. Chevalier-Larsen, PhD (MedErgy) and were
funded by Janssen Global Services, LLC



