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Monoclonal antibodies in MM
fagel  Jmb T [ageotdevclopment

urface molecules
SLAMF7 (C31 Elotuzumab FDA & EMA approved Humanized Phase 1/2/3

Daratumumab  FDA & EMA approved Fully human Phase 1/2/3/4
CD38 Isatuximab (SAR650984) Chimeric  Phase 1/2/3
MOR202 Fully human Phase 1/2

Indatuximab ravtansine (BT062) Phase 1/2
B:ETV J6M0-mcMMAF (GSK2857916) Phase 1
Signaling molecules

Siltuximab Phase 2
Denosumab Phase 3
Bevacizumab Phase 2
S BHQ380 Phase 2
Immune checkpoint inhibitors [
Pembrolizumab Phase 1/2/3
PD-1 Nivolumab Phase 1/2
Pidilizumab Phase 1/2

PD-L1 Durvalumab Phase 1
CTLA4 pilimumab Phase 1/2
NI Lirilumab Phase 1

www_clinicaltnals.gov. Accessed January 2017; Empliciti Prescnbing information 2015, hitp:/lwww.accessdata fda gov/drugsatfda_docsflabel/2015/761035s000Ibl pdf, Emplicti
SmPC 2016, hitp:/iwww.ema europa.eu/docs/en_GB/document_library/EPAR_- Product_Information/human/003967/WC500206673.pdf, Darzalex Prescribing information 2016,
http://www.accessdata fda.govidrugsatfda_docs/label/l2016/761036s004Ibl pdf; Darzalex SmPC 2016, http://www.ema.europa.eu/docs/en_GB/document library/EPAR -
_Product Information/human/004077/WCE00207296.pdf; Bianchi G et al. Blood 2015;126:300-310; van de Donk NW et al. Blood 2016;127:681-95.




Elotuzumab

* A humanized IgG1 monoclonal Ab directed
against SLAMF7 (CS1)-

* Proposed MOA:

—Direct activation of NK cells
—NK cell-mediated ADCC A

SLAMFT

Natural killes cell /_,-—-.\
l.t“
A Directly activating Downsiheg
z activating
natural killer cells sl
cascade
Myeloma
cell death

B Tagging for
recognition
(ADCC)

AB, antibody; ADCC, antibody-dependent cellular toxicity; MOA, mechanism of action; NK, natural killer

1. Sondergeld P, et al. Clin Adv Hematol Oncol. 2015;13(9):599-609. 2. Cottini F, et al. Clin Adv Hematol Oncol. 2015;13(4):236-248. 3. His ED, et al. Clin
Cancer Res. 2008;14(9):2775-2784.



Y. 7V W
Elotuzumab + Bortezomib/Dexamethasone

* Multicenter, open-label, randomized phase Il study

Elotuzumab 10 mgl/kg Follow-up
Bortezomib 1.3 mg!m2 every 4 weeks
n=T77 .
S R e Dexamethasone 20 mg; for tumor
Key eligibility criteria A 8 mg PO +8mg IV on response unti
N ,
« RRMM o elotzumab dosing days diseas?
+ 13 prior line of " ";L":":?e'r‘;"
. EZE?PS . é Bortezomib 1.3 mg/m? 12 weeks
E Dexamethasone 20 mg for survival

Cycles 1-8: repeat every 21 days
Cycles 9+: repeat every 28 days

* Primary endpoint: PFS
« Secondary endpoints: ORR, time to response, duration of response, and 0S

ECOG PS, Eastern Cooperative Oncology Group performance status
Jakubowiak A, et al. Blood. 2016;127(23): 2833-2840.



Elotuzumab + Bortezomib/Dexamethasone

* Multicenter, open-label, randomized phase Il study

ELO: c1-2 weekly -
C3-8day 1; 11 Foll:w llpks
C9+day 1; 15 ev:gt ::?,
e R BOR: c-8 day 1;4;8;11 u
Key eligibility criteria : Co+ day 1:8:15 response until
. RRMM : disease
* 1-3 prior line of : .
therapy | : then every
c06 P 2 Bortezomib 1.3 mg/m? 12 weeks
* ECOGPS <2 E Dexamethasone 20 mg for survival

Cycles 1-8: repeat every 21 days
Cycles 9+: repeat every 28 days

* Primary endpoint: PFS
« Secondary endpoints: ORR, time to response, duration of response, and 0S

ECOG PS, Eastern Cooperative Oncology Group performance status
Jakubowiak A, et al. Blood. 2016;127(23): 2833-2840.



Elotuzumab + Bortezomib/Dexamethasone: Results

PFS 0S
| ks HR, 0.61 (95% CI, 0.32-1.15
- 1.0' y Ve , 0.32-1.19;
o 10 it EBd o b6 70% Cl, 0.43-0.85)
£ 09- HR, 0.72 (70% Cl, 0.59-0.88; g 0s-
S 08 95% CI, 0.49-1.06); =N :
Ched stratified log-rank P = .09 5 07 e C 0, )
g 061 MedanPFS 97months  6omonths 5 OO ]
S 05- e, %0 (4122) (51102 2 g-i ’
5 £ 034
= 03+ Q ¢
2 0.2
0.2 1 33% , a
S 0.1 EBd (events: 5277) 0.1 - Bd (events: 23/75)
& 0'0 Bd(eventS: 59/75) 0'0- T T Ll Ll Ll |l T Ll Ll I 1 T Il 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 2 4 6 8 101214 16 18 20 22 24 26 28 30
PFS (months) 0S (months)
No. of patients at risk No. of patients at risk
EBd 77 69 58 47 41 32 26 22 14 11 5 3 2 1 0 EBd 77 76 74 71 69 67 61 61 50 38 26 20 7 3 1 0
Bd 75 61 50 37 32 26 21 15 11 9 5 3 1 0 0 Bd 75 67 62 59 57 54 51 48 38 30 22 15 6 1 0 0

Jakubowiak A, et al. Blood. 2016;127(23): 2833-2840.



Elotuzumab + Bortezomib/Dexamethasone: Results

28% reduction in the risk of

PFS PD or death in EBd 0S

1-year OS
HR, 0.61 (95% Cl, 0.32-1.15;

70% Cl, 0.43-0.85)

1-year PFS EBd Bd 1.01

HR, 0.72 (70% Cl, 0.59-0.88; S
95% Cl, 0.49-1.06); 2

=

(%]

stratified log-rank P= .09 EBd (events: 17/77)

74%

Median PFS 9.7months 69months © il
©5%C) (74122  (51-102) 2> g-i f
8 03-
02- 3% & 2
S 0.1- 0 fovenis: 2/77) ™ 0.1 Bd (events: 23/75)
& a ! Bd (events: 59/75) 0.0 | =
0.0 T T T T T - - T T T T T T T T Il 1 1 1 Ll 1 1 |l 1 T T Ll I Il I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30
PFS (months) 0S (months)
No. of patients at risk No. of patients at risk
EBd 77 69 58 47 41 32 26 22 14 11 5 3 2 1 0 EBd 77 76 74 71 69 67 61 61 50 38 26 20 7 3 1 0
Bd 75 61 50 37 32 26 21 15 11 9 5 3 1 0 O Bd 75 67 62 59 57 54 51 48 38 30 22 15 6 1 0 0

Jakubowiak A, et al. Blood. 2016;127(23): 2833-2840.



Elotuzumab + Bortezomib/Dexamethasone: Safety

EBd (n=T75) Bd (n=75)
Events Any Grade Grade 3-4 Any Grade Grade 3-4
AllAEs 75(100) 53 (71) 72 (96) 45 (60)
50 (67 16 (21) 40 (53) 10 (13)
Diarrhea 33 (44) 6 (8) 25 (33) 3(4)
Constipation 30 (40) 1(1) 22 (29) 0
Cough 33 (44) 1(1) 18 (24) 0
Anemia 28 (37) 5(7) 22 (29) 5(7)
Peripheral neuropathy 27 (36) 7(9) 27 (36) 9(12)
Pyrexia 28 (37) 0 21 (28) 3(4)
Peripheral edema 22 (29) 3(4) 18 (24) 0
Insomnia 22 (29) 1(1) 14 (19) 1(1)
Asthenia 21(28) 3(4) 22 (29) 2(3)
Fatigue 22 (29) 3(4) 19 (25) 1(1)
Paresthesia 20 (27) 0 14 (19) 4 (5)
Nausea 20 (27) 1(1) 16 (21) 1(1)
e penia 12 (16) 7(9) 20 (27) 13 (17)

Jakubowiak A, et al. Blood. 2016;127(23): 2833-2840.



Daratumumab %,
&

Direct ON-TUMOR Actions and IMMUNOMODULATORY Actions
Modulation of Tumor Microenvironment
o v

via reduction of immunosuppressive
CDC
Complement-dependent

CD38 enzymatic activity ‘
o
cytotoxicity é

& ADCC £ “ul Depletion of CD38+

Binds to CD38 ,

Antibody-dependent cell- Immunosuppressive Cells
mediated cytotoxicity > L '
,’ ADCP Agﬁ 'Q \'
a I Antibody-dependent cellular 0
phagocytosis . ‘
~ A

Increase in CD8+
Cytotoxic T Cells and
CD4+ Helper T Cells o

. s g ‘
LY -
g » .“ k s/

e MYELOMA

« ¥ CELLDEATH
Palumbo A, et al. J Clin Oncol. 2016;34(suppl): Abstract LBA4.




What is the rationale for the trials combining Dara plus

Pl-based combinations?
DARA + RVD DARA + VMP

o0
o

Percentage lysis of MM cells

L,
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=
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o
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=
L
()]
©
—
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o
@
o

+ Samples of mononuclear cells from BM of 7 patients

+ Addition of DARA to both RVD or MPV increased the treatment efficacy by almost doubling the
dose-dependent lysis of MM cells

+ Rationale for the clinical trials combining Dara with backbone regimens

*P < 0.05; **P < 0.001 van der Veer. Blood Cancer J. 2011;1:e41.



Phase 3 Randomized Controlled Study of Daratumumab,
Bortezomib and Dexamethasone (DVd) vs Bortezomib and
Dexamethasone (Vd) in Patients with Relapsed or Refractory
Multiple Myeloma (RRMM): CASTOR*

Palumbo, A. N Engl J Med 2016.375(8):754-766.

*NCT02136134



Study Design

Multicenter, randomized, open-label, active-controlled, phase 3 study
N = 498

Key eligibility —_ : :
syl <l DVd (n =251) D JEAES
aratumuma mg/kg .
A Every week: Cycles 1-3 O n Iy
* RRMM \ | lE\éeW ? Vges‘fési C%C'es ;‘-i 6 and 11 of Every 4 Secondary endpoints
. . : 1.3 mg/m on Days 1, 4, 8, an 0 0
« 21 prior line of D Cycles 1-8 ‘(’:"53"; o . TTP
therapy 9) d: 20 mg PO-IV on Days 1, 2, 4, 5, 8, 9, 11, and . OS
) ) 12 of Cycles 1-8
* Prior bortezomib \Y/ * ORR, VGPR, CR
exposure, but not | « MRD
refractory 7
=
Stratification factors _ ' Statistical analyses
1SS (I, II, and 1) » Cycles 1-8: repeat every 21 days » Planned to enroll
Number of prior lines (1 vs 2 » Cycles 9+: repeat every 28 days 480 patients
or 3vs >3) * Primary analysis:

Prior bortezomib (no vs yes) ~177 PFS events

Premedication for the DVd treatment group consisted of
dexamethasone 20 mg, acetaminophen, and an antihistamine

DVd, daratumumab, bortezomib and dexamethasone; 1V, intravenous; V, bortezomib; SC, subcutaneously; d, dexamethasone; PO, orally; VD, bortezomib and
dexamethasone; D, daratumumab; Obs, observation; PFS, progression-free survival; TTP, time to progression; OS, overall survival; ORR, overall response rate; VGPR,
very good partial response; CR, complete response;

MRD, minimal residual disease; ISS, International Staging System.

Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.




Baseline Demographic and
Clinical Characteristics

- DVd vd i Dvd Vd

Age, y Prior lines of therapy, n (%)
Median (range) 64 (30-88) 64 (33-85) Median 2 (1-9) 2 (1-10)
275, n (%) 23 (9) 35 (14) 1 122 (49) 113 (46)
ISS staging, n (%)?2 2 70 (28) 74 (30)
I 98 (39) 96 (39) 3 37 (15) 32 (13)
Il 94 (38) 100 (41) >3 22 (9) 28 (11)
11l 59 (24) 51 (21) 1-3¢ 229 (91) 219 (89)
Creatinine clearance Prior ASCT, n (%) 156 (62) 149 (60)
(mL/min), n (%)
N 243 233 Prior PI, n (%) 169 (67) 172 (70)
>30-60 49 (20) 59 (25)
>60 186 (77) 163 (70) Prior IMID, n (%) 179 (71) 198 (80)
Median time from 3.87 3.72 Prior PI + IMID, n (%) 112 (45) 129 (52)
diagnosis, y (range) (0.7-20.7) (0.6-18.6) Refractory to IMID only,
Cytogenetic profile, n (%)P n (%) 74 (30) 90 (36)
N 167 186 ,
Standard risk 123 (74) 135 (73) FEMFEEDRT 19 88! e 6f
High risk 44 (26) 51 (27) therapy, n (%) 76 (30) 85 (34)

ASCT, autologous stem cell transplantation; PI, proteasome inhibitor; IMiD, immunomodulatory drug.

3|SS staging is derived based on the combination of serum B2-microglobulin and albumin.

bCentralized analysis using next-generation sequencing. Patients with high risk had t(4;14), t(14;16), or del17p abnormalities.

CExploratory.

Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.



Primary Analysis Results

The primary endpoint was met at the primary analysis (7.4 months of median follow-up)

Hazard ratio (HR): 0.39; 61% reduction in the risk of progression or death with DVd
versus Vd

Significantly higher and deeper responses for DVd versus Vd

At the primary analysis, the independent data and safety monitoring committee
recommended that Vd patients with progressive disease receive daratumumab

monotherapy
100 12-month PFS 100 - — P <0.0001 sCR
90 - ORR = 83% CR
- _ =VGPR
80 80 +
S 2CR: =PR
§ 70 1 19%2 15% ORR =63%
S
S 60 o 60 - 25(,:';: .2,2/2
5 Dvd ;_, 50 _ >VGPR: ©° AVGPR.
o | e 3. 4 o0 = :
% o 59% 29%
2 © 40
=
g s 30 +
w -
R 20 | Median: 7.2 months o Vd 20 A
2P =0.0012.
10 ~ bP <0.0001.
o | HR:0.39 (95% ClI, 0.28-0.53; P <0.0001) 0 - .
0 3 6 9 12 15 DVd (n=240) Vd (n=234)
Months
247 182 106 25 5 0
251 215 146 56 11 0

Cl, confidence interval; sCR, stringent complete response; PR, partial response.
Palumbo A, et al. N Engl J Med. 2016;375(8):754-766.



12-month PFS2

Updated Efficacy
” P <0.0001

100

100 =
c 90
ie)
7]
$ 807 80
g 70
Q —
E Dvd & 60
c - -"—"—"———- e
*g o 90
40 @)
2 _ 40
= Median:
% 20 7.1 months 30
(7]
L i o TR 20
HR: 0.33 (95% ClI, 0.26-0.43; P <0.0001)
0 T T T T T T T T 10
0 3 6 9 12 15 18 21 24
0
No. at risk Months
vd 247 182 129 73 23 9 0 0 0
Dvd 251 215 198 160 91 33 5 1 0

ORR = 84%
7% |

2CR

26%"b 19%

DVd (n = 240)

Median (range) follow-up: 13.0 (0-21.3) months
An additional 7% of patients receiving DVd achieved =CR with longer follow up

ORR =63%
2CR 2%
10% 8%
[ >VGPR 2VGPR
6204b 29%

sCR
CR

= VGPR
m PR

vd (n = 234)

Responses continue to deepen in the DVd group with longer follow-up

ITT, intent to treat.

Note: PFS: ITT population; ORR: response-evaluable population.

aKaplan-Meier estimate.
bP <0.0001 for DVd versus Vd.

Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.
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Daratumumab, Bortezomib, and Dexamethasone (DVd) Versus Bortezomib and Dexamethasone (Vd)
n Relapsed or Refractory Multiple Myeloma Based on Prior Lines and Treatment Exposure: CASTOR

Suzanne Lentzsch,"* Ajay Nooka,? Hang Quach,? Cindy Lee,* Wolney Barreto,’® Paolo Corradini,® Chang-Ki Min,” Emma Scott,® Asher A. Chanan-Khan,” Noemi Horvath,* Marcelo Capra,® Meral Beksac," Roberto Ovilla,

Jae-Cheol Jo,” Ho-Jin Shin,** David Soon

> Tineke Casneuf, Christopher Chiu,® Xiang Qin,” Himal Amin,” Pieter Sonneveld,” Jordan Schecter,” A. Kate Sasser,

> Ming Qi,” Maria-Victoria Mateos”
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Figure 1. CASTOR study design. + L e i
b L treated with DVd (Figure 88)
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PFES: Prior Lines of Treatment

1 prior line

2 to 3 prior lines

100 —¢ 100 4
12-month PFS2 12-month PFS2
T7%
< 80 ° 5 80
S @
[)] \
o Dvd S Median: 9.8 months
> o
o _ o ]
5 60 5 60 44%
> o
<P . T < . SRR S A
E= E
= o A
g: 40 S 40 s DVd
= S
S =]
7 9 22%
- =
S 20 = Vd 20 Median: 6.3 months
Median: 7.9 months
HR: 0.22 (95% CI, 0.14-0.34; P <0.0001) HR: 0.51 (95% ClI, 0.36-0.73; P = 0.0002) > Vd
0 T T T T T T T T 0 T T T T T T T
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21
Months Months
No. at risk
vd 113 91 69 43 11 5 0 0 0 106 73 50 27 11 4 0 0
Dvd 122 109 104 99 59 19 3 1 0 107 87 77 51 27 10 1 0

DVd is superior to Vd regardless of prior lines of therapy, with greatest

benefit observed in 1 prior line

aKaplan-Meier estimate

Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.



PFS by Prior Bortezomib Exposure:
1 Prior Line Population

100 -

80 - iu“..b.‘..**...‘ DVd — No prior bortezomib
ke DVd

DVd - Prior bortezomib
60 —

40

‘eme----00 Vd—No prior bortezomib
vd

% surviving without progression

20
== Vd —Prior bortezomib
0 T T T T T T T
0 3 6 9 12 15 18 21 24
No. at risk Months
vd 113 91 69 43 11 5 0 0 0
Dvd 122 109 104 99 59 19 3 1 0
Vd — No prior bortezomib 56 43 33 23 8 3 0 0 0
DVd - No prior bortezomib 60 54 52 51 30 10 3 1 0
Vd — Prior bortezomib 57 48 36 20 3 2 0 0 0
DVd - Prior bortezomib 62 55 52 48 29 9 0 0 0

DVd provides treatment benefit regardless of prior bortezomib exposure

Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.
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ORR by Prior Lines?2
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ORR =91%
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2 to 3 prior lines

’/ P =0.0022

ORR =79%

5
14

" 5204c

DVd (n = 99)

>VGPR:
7%
ol 6 }ZVGPR

SCR
CR
= VGPR
m PR

ORR =58%

>CR: 1

21%

vd (n = 100)

More patients achieve a deeper response with DVd

after 1 prior line of treatment

aResponse-evaluable population.
bp = 0.0006 for DVd vs Vd.
¢P <0.0001 for DVd vs Vd.
dp =0.0133 for DVd vs Vd.
Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.



PFS: Cytogenetic Risk in All Evaluable Patients2

100 High Dvd vd
Median PFS,
mo 11.2 7.2
S 80 —
2 HR (95% CI)  0.49 (0.27-0.89)
(]
> P value 0.0167
s i
5 60 n=44 n=47
g ORR, % 82 62
g 40 - P value 0.039
P
2 Standard DVd vd
< risk n=123 n=135
20
. Median PFS,
. 0 Vd std risk mo NR 7.0
0 | | | : vd high risk | HR (95% CI)  0.29 (0.20-0.43)
0 3 6 9 12 15 18 21 24
<0.
\o. at risk Months P value 0.0001
vd std risk 135 106 79 44 14 6 0 0 0 _ _
DVd stdrisk 123 110 101 82 47 17 4 1 0 n=118 n=131
Vd highrisk 51 32 23 13 2 0 0 0 0 ORR. % 85 64
DVd highrisk 44 38 34 26 14 5 1 0 0 ’
P value 0.0003

DVd improves outcomes regardless of cytogenetic risk

NR, not reached.

aITT/Biomarker risk—evaluable analysis set.

bCentral next-generation sequencing. High-risk patients had any of t(4;14), t(14;16), or del17p. Standard-risk patients had an absence of high-risk abnormalities.
Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.
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CONCLUSIONS

.

e

DVd is superior to Vd regardless of prior lines of therapy, time since last therapy,
prior exposure to bortezomib, or refractoriness to lenalidomide

The largest magnitude of benefit with DVd is observed in patients with 1prior line
of therapy

— There was a 78% reduction in the risk of disease progression or death for DVd
versus \V/d

DVd significantly improves outcomes for patients with RRMM, regardless of prior
treatment with bortezomib

Importantly, the treatment benefit of DVd versus Vd was maintained in patients
who were refractory to lenalidomide at their last prior line of therapy

— These results suggest that DVd treatment can be sequenced after patients
become refractory to lenalidomide

Patients who achieved MRD negativity demonstrated prolonged PFS regardless
of prior exposure to bortezomib or lenalidomide

High response rates were observed in high-risk and standard-risk patients
treated with DVd across all subgroups examined

These data support the use of DVd as a new standard of care regimen in RRMM
regardless of prior treatment history, with the greatest benefit ocbserved in
patients with only 1prior line of therapy




Depth of Response and Minimal Residual Disease With Daratumumab Plus Bortezomib and Dexamethasone (DVd)
Versus Bortezomib and Dexamethasone (Vd) in Relapsed or Refractory Multiple Myeloma: CASTOR
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study Design and Treatment

+ Thiswas a multicenter randomized (11), open-label, actie-controlled, phase 3study of
patients with relapsed or refractory M (Figure1)

+ Randomization was stratified by International Staging System (15; I, or 1) at screening
(based on centralaboratory results), number of prior lines of therapy (1vs 2 or 3vs>3), and
prior bortezomib (novsyes)

+ Allpatients received upto 8 cycles (21 days/cycle) of Vd
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POSTER PRESENTED AT THE 16TH INTERNATIONAL MYELOMA WORKSHOP (IMW);

cytogenetic risk was detesmined using NGS.
+ Astratifled log-rank test was used to compare PFS between the DVd and Vd treatment
groups

- HRsand95% C ga stratified Cox's del with
treatment as the sole explanatory variable

- The Kapl thod
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June 30,2016, follow-up of

. 120 (0-21.3) months
+ Atotal of 498 patients were envolled (OVd, n = 253 Vd, n= 247)
+ Patient de i dclinical

(Table1)
+ The of prior lines pywas2 (110)

P<0.0001), respectively (Figure 28)
- Anadditional 7% of patients recelving OVd achieved CR or better with longer follow-up
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Figure 2. (A) Median PFS and (8) ORR with DVd versus Vd in CASTO)

MRD Negativity

. d MRD-negative

rates atal sensitivity thresholds

- Inthe TT population, a higher proportion of patients achieved deeper responses with

OVd compared with Vd (Figure 3)

~ Similar MRD-negative rates were observed in the subgroup of patients (n = 235) who
recelved 1 prioeline of therapy (Figure 3)

Figure 4. Time to MRD with DVd versus Vd
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MRD was evaluated by ClonoSEQ-NGS-based assay in a central lab at three sensitivity thresholds,

for patients with suspected CR and also for patients who maintain CR at C9 and C15

***P <0.0001; **P <0.01; NS, not significant.

P values calculated using likelihood-ratio chi-square test.

MRD-negativity rate = proportion of patients with negative MRD test results at any time during treatment.

MRD-negative rates for DVd were 23-fold higher across all thresholds

Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.
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PFS: MRD Status (10-5)
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MRD negativity is associated with better outcomes

Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.
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Depth of Response and Minimal Residual Disease With Daratumumab Plus Bortezomib and Dexamethasone (DVd)
Versus Bortezomib and Dexamethasone (Vd) in Relapsed or Refractory Multiple Myeloma: CASTOR
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Xiang Qin," William Deraedt,” Ming Qi," A. Kate Sasser," Jordan Schecter,” Katja Weisel™

| CONCLUSIONS i
4+ Long-term follow-up of patients in the CASTOR trial demonstrated that the PFS

Rz benefit continued to be maintained with DVd over time

- | + DVdinduced MRD negativity in 23 times as many patients as Vd, with durable =
achievement of MRD negativity ]
— Patients continued to achieve MRD negativity over time

s 4+ MRD negativity was achieved in high-risk patients receiving DVd but not Vd
MI " L] - L] - e

— No MRD-negative, high-risk patients progressed during the study

E = iated wi =
= 4+ MRD negativity was associated with prolonged PFS

. | # Thedeep clinical responses and higher rate of MRD negativity induced by "

= daratumumab may lead to improved long-term clinical benefit ;
D encmmtoramginr St | e e ESE

& observed inthe subgroup of patients (= 235) who
igure 3)

X
o T
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100 —ae §
OS events
80 37 (15%) in DVd
% 58 (24%) in Vd
g ©07 OS HR for DVd versus Vd
3 by prior lines:
;\z 07 1 prior line = HR: 0.42
(95% CI, 0.19-0.93)
20 —
1-3 prior line = HR: 0.54
. HR: 0.63 (95% ClI, 0.42-0.96) (95% C|, 0.34-0.84)
o 3 6 9 12 15 18 21 24
No. at risk Months
Vd 247 219 206 192 134 57 13 0 0
Dvd 251 231 225 211 152 64 13 1 0

Curves are beginning to separate, but OS data are immature

Median OS was not reached; results did not cross the prespecified stopping boundary.
Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.



Most Common TEAEs (All Patients):

Updated Analysis
. Dvd(n=243) |  vd(n=23n |

_ . All-grade Grade 3/4 All-grade Grade 3/4
Hematologic, n (%) 5050 50,2 50502 5504

Thrombocytopenia 145 (60) 110 (45) 105 (44) 78 (33)
Anemia 67 (28) 36 (15) 75 (32) 38 (16)
Neutropenia 45 (19) 32 (13) 23 (10) 11 (5)
Lymphopenia 32 (13) 24 (10) 9 (4) 6 (3)
Nonhematologicn(%) (.| | [
Peripheral sensory
TS 120 (49) 11 (5) 90 (38) 16 (7)
Diarrhea 83 (34) 9(4) 53 (22) 3(1)
Upper respiratory tract
infection 72 (30) 6 (3) 43 (18) 1(0.4)
Cough 66 (27) 0 30 (13) 0
Fatigue 53 (22) 12 (5) 58 (25) 8 (3)
Pneumonia 33 (14) 22 (9) 28 (12) 23 (10)
Hypertension 22 (9) 16 (7) 8 (3) 2 (0.8)

Grade 3/4 TEAEs: 79% of DVd patients versus 63% of Vd patients
Discontinuations due to TEAEs: 9% of DVd patients versus 9% of Vd patientsP
No new IRRs; incidence remains stable with longer follow up (45%)

TEAE, treatment-emergent adverse event; IRR, infusion-related reaction.
2Common TEAEs listed are either 225% all grade OR >5% grade 3/4. ®Vd arm treated for 8 cycles and DVd arm treated until progressive disease, per protocol.
Mateos M-V, et al. Oral presentation at: 58th American Society of Hematology (ASH) Annual Meeting and Exposition; December 3-6 2016; San Diego, CA, USA.



Infusion-Related Reactions (IRRs)

Safety Analysis Set
All Grades Grade 3
Patients with IRRs, % 45 9
Most common (>5%) IRRs, %
Dyspnea 1 2
Bronchospasm 9 3
Cough 7 0

» No grade 4 or 5 IRRs observed
» 98% of patients with IRRs experienced the event on first infusion
» 2 patients discontinued due to IRRs
- Bronchospasm in the first patient
- Bronchospasm, laryngeal edema, and skin rash in the second patient

Preinfusion: Dexamethasone 20 mg, paracetamol (APAP) 650 mg to 1000 mg, diphenhydramine 25 mg to 50 mg
Stop infusion immediately for mild symptoms; once resolved, resume at half the infusion rate

Palumbo A, et al. Haematologica. 2016;101(Suppl): Abstract LB2236. Palumbo A, et al. N Engl J Med. 2016;375(8):754-766.



PI-based Studies: Efficacy outcome

Daratumumab Carfilzomib Panobinostat Elotuzumab
DVd vs Vd Kd vs Vd!? PVd vs Vd?23 EVd vs Vvd4

PFS HR (95% CI)  0.39 (0.28-0.53) | | 0.53 (0.44-0.65) 0.63 (0.52-0.76) 0.72 (0.59-0.88)

PFS, median mo NE 18.7 12.0 9.7
>\/GPR 59% 54% 28% 36%
>CR 19% 13% 11% 4%
Duration of NE 21.3 131 11.4

response, mo

OS HR (95% CI) 0.77 (0.47,1.26) | | 0.79 (0.58-1.08) 0.94 (0.78-1.14) 0.61 (0.32-1.15)

1. Dimopoulos MA, et al. Lancet Oncol.
2016;17(1):27-38.
2. San-Miguel JF, et al. Lancet Oncol.
2014;15(11):1195-1206.
3. San-Miguel JF, et al. Blood.
2015;126(23):Abstract 3026.
4. Jakubowiak A, et al. Blood. 2016. Epub ahead
of print.
Palumbo, A. Oral Presentation EHA 2016



Isatuximab (SAR650984, anti-CD38) MoA

Antibody-dependent
cellular cytotoxicity (ADCC)
and phagocytosis (ADCP)

Complement-dependent Inhibition of
cytotoxicity (CDC) CD38 enzyme Direct apoptosis

activit i crosslinki
F¢ Receptor m y without crosslinking

SAR650984

Canonical and lysosome-dependent cell death®

« ADCC was observed in all the CD38+ lines tested
+ CDC activity was dependent on receptor density
+ Crosslinking-independent apoptosis

« Inhibition of the CD38 ectoenzyme activity

Synergistic and/or additive effect in combination with Len, Bort, Car and Mel in animal models

Deckert et al. Clin Cancer Res 2014;20(17):4574-83; Martin et al. ASH 2014 (Abstract 83); oral presentation; *Jiang et al. Leukemia 2016;30(2):399-408. |



Phase 1b study: isatuximab + carfilzomib-dex in RRMM %{q

e 3+ 3dose escalation 28-day cycle
+ expansion study

¢ Adults with RRMM and Cohort 1: Isatuximab Cohort 2: Isatuximab g;rr':;sg Efvt"f’g:"fgoses
2 prior therapies including il 10 mglkg IV QW then Q2W |

an IMiD and PI (prior
parﬂlzomm allowed even Carfilzomib 20 mg/m2 IV Days 1,2 Cycle 1, then 27 mg/m?2 ongoing
if refractory) Dexamethasone 20 mg IV or PO as premedication for all ISA and CFL doses

¢ Patients: N=12
— Median (range) prior lines: 3.5 (2-8); 75% refractory to IMiD and PI; 65% refractory to carfilzomib

¢ Response data (n=12):
- ORR66.7%: 2 with VGPR, 6 with PR, and 2 with MR

¢ No new safety signals
o MTD not reached; 21 patients to be enrolled into expansion phase

Interim analysis results. Data cut-off: November 20, 2016 Martin, T et al. Presented at ASH 2016 (Abstract 2111), poster presentation.



Introduction (1)

* Elotuzumab in combination with lenalidomide-dex:
Approved in RRMM

+ Daratumumab single-agent:
Approved in advanced patients

« Daratumumab in combination with lenalidomide-dex:
Approved in the US + EMA CHMP positive opinion

+ Daratumumab in combination with bortezomib-dex:
Approved in the US + EMA CHMP positive opinion

Empliciti Prescribing information 2015, hitp:/fwww.accessdata fda govidrugsatida_docs/label/2015/761035s0001bl pdf;

Empliciti SmPC 2016, http/’www ema_europa.eu/docsfen_GB/document_library/EPAR_-_Product_Information/human/003967/WC500206673.pdf;

Darzalex Prescribing information 2016, http:/fwww accessdata fda.gov/drugsatfida_docs/label/2016/761036s0041bl.pdf;

Darzalex SmPC 2016, hitp://www.ema.europa.ewdocs/en GB/document library/EPAR - Product Information/human/004077AWC500207296.pdf;
http-/fwww.businesswire.com/news/home/20170224005351/en/DARZALEX % C 2%AE%E2%96%B C-daratumumab-Receives-Positive-CHMP-Opinion-Treatment



Introduction (2)

+ Phase 1/2 trials ongoing or completed combining:
- Pom-dex Daratumumab
- Pom-dex Elotuzumab
- Pom-dex Isatuximab
- Pom-dex MOR202
- Len-dex Isatuximab

- Carfil-dex Isatuximab
- Len-dex MOR202

+ Phase 3 pending or recruiting:
— Pom-dex +/- Daratumumab
Pom-dex +/- Isatuximab
Carfil-dex +/- Isatuximab
Carfil-dex Daratumumab

Clinicaltrials gov identifiers: NCT01946477; NCT02654132; NCT02283775 NCTD1421186; NCT01749969; NCT02990338;
WNCT02332850: Martin, T et al. Presented at ASH 2016 (Abstract 2111), poster presentation; Moreau, personal communication;
htp:/fwww.amqgen.com/mediafinews-releases/2016/1 1/amgen-announces-collaboration-with-janssen-to-cofund-studies-with-kyprolis-carfilzomib-and-darzalex-daratumumab-in-patients-with-multiple-myelomal.




Ongoing or completed trials
for future approvals ?



Phase 3: Elotuzumab + VRD induction/consolidation + Lenalidomide

SCREEN

maintenance in newly diagnosed MM (GMMG-HD6)

Induction Consolidation Maintenance

RVD = auto-SCT —» RWD = Len/Dex

RVD +

auto-SCT  wep RVD =—» Len/Dex

RVN +
= auto-SCT —p FIFFFREITEN

www clinicaltrials.gov; NCT02495922

RANDOMIZE




Ongoing daratumumab studies in the
non-transplant setting

ALCYONE MAIA

Screening phase Screening phase
(-21 days) (-21 days)

v

Randomization 1:1

www clinicaltrials.gov; NCT02195479, NCT02252172



-k CASSIOPEIA trial

Induction Consolidation Maintenance
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ClinicalTrials.gov Identifier: NCT02541383. Available at:
https://clinicaltrials gov/ct2/show/NCT025413832term=NCT02541383&rank=1.
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ClinicalTrials.gov Identifier: NCT02541383. Available at:
https://clinicaltrials gov/ct2/show/NCT025413832term=NCT02541383&rank=1.



