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Methods

CEPHEUS is a randomized, open-label, multicenter, phase 3 trial (Figure 1)

Introduction Cycle 1-8 Cycle 9+

VRd
V: 1.3 mg/m2SC days 1, 4, 8, 11
R: 25 mg PO days 1-14
d: 20 mg PO days 1, 2, 4,5, 8,9,
11,12

High-risk cytogenetic abnormalities (HRCAs) are associated with poor
survival outcomes in patients with multiple myeloma’

The phase 3 CEPHEUS trial in patients with transplant-ineligible (TIE)
or transplant-deferred (TD) newly diagnosed multiple myeloma
(NDMM) showed that the addition of daratumumab subcutaneous (SC)
to bortezomib, lenalidomide, and dexamethasone (VRd)*

Key eligi
criteria:
NDMM
(TIE or TD)
ECOG PS
score of
0-2
IMWG frailty
score of
(]

Y Rd

R: 25 mg PO days 1-21
d: 40 mg PO days 1, 8,
15, 22

Bone marrow MRD was assessed by next-generation sequencing (clonoSEQ®; Adaptive Biotechnologies)

— Overall MRD-negativity rate was defined as the proportion of patients who achieved both 2CR and
MRD-negative status; sustained MRD negativity was defined, in patients with 2CR, as MRD negativity
at 2 assessments without any MRD positivity in between

Fluorescence in situ hybridization was used to detect the following HRCAs: del(17p), t(4;14), t(14;16),
and gain(1q) or amp(1q)

Protocol-defined HRCAs were del(17p), t(4;14), and t(14;16); revised HRCAs were del(17p), t(4;14),
t(14;16), and gain/amp(1q)

— Significantly improved rates of overall and sustained minimal
residual disease (MRD) negativity with complete response (CR) or
better in the intent-to-treat (ITT) population

DVRd

D: 1800 mg SC? QW cycles 1-2,
Q3W Cycles 3-8
VRd: schedule as above

DRd

D: 1800 mg SC? Q4W
Rd: schedule as above

1:1 randomization (N=395)

Patients with cytogenetic standard risk, per protocol, were negative for all protocol-defined HRCAs;

those with revised cytogenetic standard risk were negative for all revised HRCAs 21-day cycles

28-day cycles until PD or

Bortezomib, Lenalidomide, amumana povosoy ronas wnet et i o
HRCAs, including gain (3 copies) or amplification (amp; 24 copies) of
- chromosome 1921 (1q)%*°
and Dexamethasone In
Transplant-Ineligible/ Resulte
Study Population
Tra n s p I a nt-D efe rred N eWIy » 395 patients were randomized 1:1 to receive DVRd (n=197) or VRd (n=198)

Diagnosed Multiple Myeloma: + HRCAs were generally balanced between treatment arms (Table)
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Protocol-defined standard risk
Protocol-defined high risk
Revised standard risk
Revised high risk

Gain(1q)

Amp(1q)

1 revised HRCA

22 revised HRCAs

In this post hoc analysis, we report outcomes in cytogenetic risk

2
subgroups in CEPHEUS THRCA

— Other baseline characteristics, which were previously described,? were also well balanced

At median 58.7 months of follow-up, median treatment duration was 59.0 cycles with DVRd vs
37.0 cycles with VRd

DVRd
(n=197)
149 (75.6)
25 (12.7)
94 (47.7)
83 (42.1)
43 (21.8)
)
)

VRd
(n=198)
149 (75.3)
27 (13.6)
90 (45.5)
84 (42.4)
48 (24.2)
)
)
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Isolated gain(1q)

Isolated amp(1q)

Isolated gain/amp(1q)
Gain/amp(1q) plus 21 HRCA

Patients with cytogenetic high risk, per protocol, were positive for any protocol-defined HRCA; those
with revised cytogenetic high risk were positive for any revised HRCA
Additional cytogenetic risk subgroups assessed were those with gain(1q), amp(1q), 1 revised HRCA,
22 revised HRCAs, isolated gain(1q), isolated amp(1q), isolated gainfamp(1q), and gain/amp(1q) plus

Figure 2: Overall and sustained MRD-negative (10-5) 2CR
A. Overall MRD negativity

Odds ratio and 95% CI*

DVRd VRd  Oddsratio
WN(%)  nN(%)  (95%Cl)* Pvalue’

95149 (63.8) 57/149 (38.3) 2.84 (1.78-4.54) <0.0001

8 cycles of bortezomib treatment

unacceptable toxicity

Primary endpoint: Overall MRD (2CR) negativity
Key secondary endpoints: PFS; sustained MRD (=CR) negativity (=12 months)

aD;

1800 mg with
Halozyme, Inc., San Diego, CA, USA). D,
ortezomib, lenalidomide. and dexamethasone; ECOG PS, Eastern Cooperalive Oncology Group
Working Group; PD, disease progression; PO, orally; Q3W, every 3 weeks; Q4W, every

human
d,

PH20 ({
DRd,

; 2000 U/mL; ENHANZE® drug delivery technology;
ide, and DVRd,

B. 212-month sustained MRD negativity

Odds ratio and 95% CI*

DVRd Odds ratio
N (%) 95% CI)*

VRd
o N (%) Pvalue*

| E——

76/149 (51.0) 38/149 (25.5) 3.04 (1.87-4.96) <0.0001)

status; IMWG, Myeloma

3 i y¢
weeks; QW, weekly; R, lenalidomide; V, bortezomib.

C. 224-month sustained MRD negativity

Odds ratio and 95% CI*
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aMantel-Haenszel estimate of the common odds ratio is used; P value from Fisher's exact test.
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Figure 3: Overall and sustained MRD-negative (10-¢) 2CR
A. Overall MRD negativity

Odds ratio and 95% CI*
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C. 224-month sustained MRD negativity

Odds ratio and 95% CI*
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Overall and Sustained MRD-Negative 2CR

« Overall and sustained (212- and 224-month) MRD-negative =CR rates at 105 were higher

The results of this cytogenetic subgroup analysis support use of with DVRd vs VRd in cytogenetic standard-risk groups (Figure 2)

DVRd for TIE or TD NDMM regardless of Cyterneth risk status In subgroups with HRCAs, at 10-5, DVRd vs VRd led to generally favorable treatment effects

for DVRd for overall MRD-negativity 2CR rate (Figure 2A) and sustained (=12- and
224-month) MRD-negative 2CR rate (Figure 2B, 2C), with some exceptions; in the protocol-

Conclusions defined high-risk group:

Revised high cytogeneic risk

Gain(1q)

Amp(1a)

34183 (41.0) 2584 (20.8) 1.64 (0.86-3.11) 0.1470

18143 (41.9) 1548 (31.3) 158 (0.67-3.74) 0.3829

1331 (419) 520 (250) 217 (0.63-7.47) 02471

20066 (43.9) 18772 (25.0) 2.35 (1.14-4.84) 0.0208

22 revised HRCA

Isolated gain(1q)

517(20.4) 712 (68.3) 0.30(0.06-140) 01479

1535 (42.9) 11140 (27.5) 198 (0.75-5.19) 0.2246

Isolated amp(1q)

Isolated gain/amp(1q)

1123 (47.8) 217 (118) 6.88(1.27-37.15)0.0204

26158 (44.8) 13/57 (22.8) 2.75 (1.23-6.16) 0.0178

Revised high cytogenefic risk

Gain(1q)

Amp(1q)
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22 revised HRCA

Isolated gain(1q)

Isolated amp(1q)

23183 (27.7) 17/84(202) 151(0.74-3.10) 0.2811

12/43(27.9) 9/48(188) 168 (0.63-4.49) 03291

931(200) 420(200) 164 (043-626) 05292

21166 (31.8) 1372(18.1) 2.12(0.96-4.68) 0.0758

217(11.8) 412(333) 027 (0.04-179) 0.1981

11135 (314) 7/40(175) 2.16(0.73-6.39) 01843

823(348) 217(118) 400(073-22.04)0.1450

p—

19/56 (32.8) OI57 (15.8) 260 (1.06-6.38) 0.0497

Gain/amp(1q) plus 21 HRCA

5116(313) 7/11(636) 026(0.05-131) 0.1302

‘Gain/amp(1q) plus 21 HRCA

216(125)  411(364) 025(004-171) 01874
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Isolated gain(1q)

Isolated amp(1q)

Isolated gain/amp(1q)

Gainiamp(1q) plus 21 HRCA

17/83(205) 14184 (16.7) 129 (059-282) 05561

743 (163)  B48(167) 0.97(0.32-295) 1.0000
831(258) 320(150) 197 (045-855) 04928
16/66(242) 11/72(153) 177 (076-4.17) 02038
M7(59)  312(250) 0.19(002-208) 02785
735(200) 640 (150) 142(043-470) 07610
7123(304) 217 (118) 328(0.59-18.36) 02557
14/58(24.1) 8157 (140) 195 (075-5.09) 02360

116(63) a1 (273) 0.18(002-200) 02729

— This, and an unexpectedly high overall MRD-negative 2CR rate with VRd, was potentially
due to small sample sizes (Figure 2A); furthermore, due to a shorter median treatment
duration in the DVRd arm (27.0 vs 35.5 cycles, respectively), there was a higher rate of
missing postbaseline samples (24.0% vs 14.8%); therefore, patients in the DVRd arm
had fewer opportunities to achieve or be tested for MRD negativity

aMantel-Haenszel estimate of the common odds ratio is used; P value from Fisher's exact test.

In CEPHEUS, DVRd consistently improved the key response outcomes
of MRD negativity and PFS in patients with cytogenetic standard risk and

revised cytogenetic standard risk Figure 4: PFS in cytogenetic risk subgroups

A. PFS in protocol-defined cytogenetic risk groups C. PFS in MRD (10-%)-negative 2CR protocol-defined

cytogenetic high-risk groups

- Results at 10-6 were similar to those at 10-5 except (Figure 3): B. PFS in revised cytogenetic risk groups

— Higher overall MRD-negative 2CR rates with DVRd vs VRd in the 1 revised HRCA, isolated
amp(1q), and isolated gain/amp(1q) groups (Figure 3A)

Higher 212-month sustained MRD-negative 2CR rates at 10-6 with DVRd vs VRd in the
y . . . . isolated gain/amp(1q) group (Figure 3B
In the protocol-defined high-risk group, despite comparable MRD-negative g e AL )

=CR rates with DVRd vs VRd, PFS trended toward improvement with DVRd, PFS
supporting use of DVRd for TIE or TD NDMM across cytogenetic risk groups .

Consistent with associations between HRCAs and worse prognoses,’
MRD and PFS outcomes trended lower in high- vs standard-risk groups
in both treatment arms

100 P 1007

= DVRY, standard risk
DVR, high risk

= VRd, standard risk

= VRd, high risk

DVRd vs VRd: HR (95% Cl); Pvalue:

Standard risk: 0.61 (041-0.91); P0.0136 ‘Standard risk: 0.54 (0.32-0.91); P=0.0189

High risk: 0.88 (0.42-1.84); P=0.7387 High risk: 0.73 (0.46-1.15); P=0.1739 DVRd vs VRd: HR=0.33 (95% C, 0.07-1.57); P=0.1419:

Among MRD-negative (10-%) >CR revised cytogenetic standard-risk subpopulations, DVRd O 6 12 18 24 20 a6 42 48 O 6 12 18 24 3 a6 42 48 0 6 12 18 24 %0 36 42 45 54 60 66
reduced risk of PD/death vs VRd by 37% (HR, 0.63; 95% ClI, 0.26—-1.52; P=0.3003)

Months Months Months
There was a trend toward improved PFS with DVRd vs VRd in MRD-negative (10-5) 2CR
patients with protocol-defined high-risk cytogenetics (Figure 4C) and a trend favoring DVRd
vs VRd for PFS in MRD-negative (10-5) 2CR patients with revised high-risk cytogenetics
(HR, 0.71; 95% ClI, 0.32-1.58; P=0.3995)

= DVRd, revised standard risk
DVRd, revised high risk

= VRd, revised standard risk

= VRd, revised high risk

DVRd vs VRd: HR (95% Cl); P value*

In protocol-defined and revised standard-risk groups, DVRd reduced the risk of PD/death vs
VRd by 39% and 46%, respectively; PFS trended to favor DVRd vs VRd in the protocol-
defined and revised cytogenetic high-risk groups (Figure 4A, 4B)

= DVRd, MRD negative
= VR, MRD negative

Surviving without progression, %
Surviving without progression, %
Surviving without progression, %

No. at risk
DVRd, standard risk 149 137 130 121 115
DVRd, highrisk 25 21 18 18 15
VRd, standard risk 149 132 121 110 98
VRd, highrisk 27 23 19 18 18

No. at risk
DVRd, revised standardrisk 94 88 84 78 73 69 66
DVRd, revised highrisk 83 73 67 64 59 54 53
VRd, revised standardrisk 90 80 76 69 63 61 55
VRd, revised highrisk 84 73 63 59 53 47 38

No. at risk
DVRd, MRDnegative 12 12 11 1 11 10 10
VRd, MRDnegative 15 14 13 12 12 11 10

108 104 102 94 92 25 0
13 83 1 11 10 4 0
93 8 75 70 66 15 0
16 12 12 10 9 5 0

2HR and 95% CI from a Cox proportional hazards model with treatment as the sole explanatory variable; P value from the unstratified log-rank test.
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