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ANDROMEDA: Introduction

« Systemic AL amyloidosis is characterized by deposition of immunoglobulin light chains produced
by clonal CD38* plasma cells as insoluble amyloid fibrils in vital organs, which often leads to
poor prognosis'#

- 5-year survival rate reported as 48% overall and 35% for patients with cardiac involvement®

Phase 3 ANDROMEDA study primary analysis (median follow-up: 11.4 months)® showed the addition
of subcutaneous daratumumab (DARA) to VCd (D-VCd) resulted in:

- Significant increase in HemCR rate (53.3% vs 18.1%; P <0.0001)
- Prolonged major organ deterioration (MOD)-PFS (HR, 0.58; 95% CI, 0.36-0.93; P = 0.02)

D-VCd is the first and only approved therapy for AL amyloidosis and is considered SoC for newly
diagnosed patients’®

Here we report results from the final analysis for
MOD-PFS and OS of ANDROMEDA with a median follow-up of 5 years
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ANDROMEDA: Study Design

« ANDROMEDA is a randomized, open-label, phase 3 study of DARA plus VCd (D-VCd) versus VCd alone in
patients with newly diagnosed AL amyloidosis

Key eliglbility criteria:

AL amyloidosis with =1 argan
Iimvolved

Mo priar therapy for AL
amyloidosis of multiple myaloma
Cardiac stage |-IIIA (Mayo 2004)
eGFR =20 mU/min/1.73 m?

§
g
g
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Treatment phase Post-treatment phase

DARA 5C 1800 mg

QW Cycles 1-2 and

Q2w Cycles 3-6 +

VCd QW = 6 cycles
n =185

DARA SC 1,800 mg Q4W Observation untll
until MOD-PFS or MOD-PFS
maximum of (if DARA SC discontinued
24 total cycles prior to MOD-PFS)

vCd
QW = 6 cycles
n=133

Observation untll
MOD-PFS

Stratification criteria:

*  Cardiac stage (| vs 1l vs llIA)

*  Transplant typically offered in local country {yes vs no)
*  Creatinine clearance (260 mL/min vs <60 mL/min)

Primary endpoint: Overall HemCR rate®

Secondary endpoints: MOD-PFS (end-stage cardiac or renal disease, hematologic
progression, or death) ® OS, organ response rate, time to hemaltologic response, safety
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Rate (Primary Endpoint)

Primary analysis’ Final analysis

OR, 5.13 (85% CI, 3.22-8.18); P <0.0001 OR, 86.03 (95% CI, 3.80-9.58); P <0.0001
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+ Median time to HemCR was 67.5 days for D-VCd versus 85.0 days for VCd

The final analysis confirms that the addition of DARA to VCd substantially
increased HemCR versus VCd alone
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Primary analysis'

2VGPR
OR, 3.75 (95% CI, 2.40-5.85); P <0.0001
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Final analysis

2VGPR
OR, 3.74 (95% Cl, 2.39-5.86); P <0.0001
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ANDROMEDA: Major Organ Deterioration (MOD)-PFS2

Median follow-up: 61.4 months

8

80-month MOD-PFS rate®
. * HR, 0.44 (95% CI, 0.31-0.63);
P <0.0001¢¢

,» D-VCd D-vCd vCd
Median: (n=195) | (n=193)
O3 Feschen MOD-PFS event, n 79 118

» VCd Hematologic progression 41 63
Median:

30.2 months MOD E 1
Death 35 44

=]
2
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hematologic progression, or death

Months

44 % 29 28
125 " 107 4%

The addition of DARA to VCd significantly improved MOD-PFS versus VCd
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of Major Organ Deterioration (MOD)-PFS
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The addition of DARA to VCd provided MOD-PFS benefit
across preplanned relevant subgroups
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ANDROMEDA: Overall Survival

Median follow-up: 61.4 months 60-month OS rate

i 176.1%

% surviving

HR, 0.62 (95% CI, 0.42-0.90); P = 0.0121°

0 6 12 18 24 30 36

Months

121
151

The addition of DARA to VCd significantly improved OS versus VCd despite
cross-over in >70% of VCd patients who received DARA as subsequent therapy,
highlighting the importance of DARA use in frontline treatment
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Survival

Deatn,
n'N

Subgroup O-vCd VCd

Median OS,
months

OvCd VCd

HR (95% CI)

Sex
Maw
Femala
Age
<65 years
265 years
Baseline weght
565 kg
>05-85 &g
>85 kg
Race
Whsto
Asan
Omer
Baseline cardiac stage
| N7
1] 1476

25108 43117
2187 2378

1108
387

1897
4856

1362
POY!A
7137

3274
20074
14/45

3715
4/30
14

487143
1454
416

7/43
2380

NE
NE

NE
NE

NE
NE
NE

NE
NE
NE

NE
NE

NE
NE

058
o7

074
063

NE
6025

NE
NE
NE

038
096
057

oas
0256
171

NE
NE
NE

NE
NE

034
063

(0.36.0 96
10.39.1 28)

0.38.1 46)

0 40.0 98)

(0.210.78)

0.54.1.72)

(0.23-1.41)

10 44.1 04)

008077
046637

(0.00.1.30)
{0.32-1.22)

| mAwB 2N72 3670

36 83 064

0.35-1.05} |

Resence n a country that typcaly
offers transplantation for patients with
Al amyloidosis
Yes
No

JLN47 L6
1048 1347

NE
NE

NE
NE
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s
—r——i
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—
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(0.40-093)

0.31.1.64)

T
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Death,
n'N

D«VCd VCd

Subgroup

nalysis of Uvera

Median OS,
months

DNVCd VCd MR (95% C1)

Bascine crestinne dearance
260 miUmn
<60 mL'mn

Bescine cardiac involverment
Ym
NO

Baseine renal stage
| 730
l} 7540
] 519

Basoine alicine phosphatase
Abeormal
Normpd

Baseine ECOG PS score

455

21

0 1090
36108 48122

fox2

Cytogenesic risk at study entry
High ek
Standard risk

17

261128 31N
20169

42140 50137

44184 GV17a

31138 51147

NE
NE

NE
ez .6 0.50
068
03

NE
NE

NE
12156 NE
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1860
18

NE NE
NE NE
NE NE

049
037
086
wVis NE
NE
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wn NE
NE

0.39
082
w19

NE 026

FESH 11 14)
Abeorma ant
Noma 7

1955
252

072043121
{0.29.0 88

0.45.1 02
0 10.0 98)

(0.18.1.28
(0.16.0 90
0.22.203

(0.07.168
(0.44.0 97

0.15-084)

053126

(0.07.0.96)
0.37.0 .92

020111
(0.14.0 81}

The addition of DARA to VCd provided OS benefit
across preplanned relevant subgroups




ANDROMEDA: Cardiac and Renal Response Rates

Cardiac response rates Renal response rates
M ovcd(n=118) M VvCd(n=117) ‘ M DvCd(n=117) [l VCd(n=113)

3 3
£ &
. .~
2 2
8 g
¢ 3
g >
B -
0 [+ 4

6 months 12months 24 months 36 months 48 months 6 months 12months 24 months 36 months 48 months

Graded response, % i D-VCd vCd

Cardiac CR 40.7 13.7
Cardiac >VGPR 64.4 316

The addition of DARA to VCd led to 2 to 3 times higher cardiac and renal
response rates versus VCd across study time points
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Overall Survival by Hematologic Complete Response

MOD-PFS?

Non-HemCR

% surviving

Non-HemCR

progression, or death

L
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2
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HR, 0.30 (95% CI, 0.19-0.47) HR, 0.41 (95% CI, 0.23-0.72)

0 L2 T r T ¥

0 6 12 18 24 an 36 47 48 § 6 12 18 24 a0 36 42 45

Months since 6-month landmark Months since 6-month landmark
No. atrisk No. at risk

HemCR 125 112 108 104 a7 &2 06 &4 7 ‘ 1 0 HemCR 127 123 1z 120 120 117 1168 12
Non-HemCR 149 o8 B1 ah 53 a4 e a4 26 R D Nen-HemCR 203 154 184 167 162 186 183 144

Achieving HemCR was associated with improved MOD-PFS
and OS from the 6-month landmark analysis and beyond
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HR, 0.23 (95% CI, 0.12-0.43) HR, 0.05 (95% CI, 0.01-0.19)

T

L)

12 18 24 30 3B 42 48 54 ¢ 6 12 18 24 30 38 42 48

Months Months
No. at risk No. al risk

CarCR 56 56 53 53 52 18 44 ‘ 1 ‘ D CaCR @1 o4 G4 64 04 o4 83 G2
Nor-CarCR s L Vi % 67 56 a8 43 : : )} Non-GaeCR 1749 140 130 121 107 103 i a2

Achieving CarCR was associated with improved MOD-PFS and OS
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ANDROMEDA: Safety?

Event, n (%)
Peripheral edema

Grade 3/4 Grade 3/4

71 (36.8)

D-vCd
GERLE)

6 (3.1)

vCd
(n =188)

68 (36.2)

11 (5.9)

Diarrhea

70 (36.3)

11 (5.7)

57 (30.3)

7 (3.7)

Constipation

70 (36.3)

3(1.6)

54 (28.7)

0

Peripheral sensory neuropathy

65 (33.7)

5 (2.6)

37 (19.7)

4(2.1)

Fatigue

55 (28.5)

10 (5.2)

53 (28.2)

6(3.2)

Nausea

55 (28.5)

3 (1.6)

52 (27.7)

0

Upper respiratory tract infection

50 (25.9)

1(0.5)

21 (11.2)

1(0.5)

Anemia

49 (25.4)

8(4.1)

44 (23.4)

9 (2.8)

Insomnia

49 (25.4)

0

47 (25.0)

2(1.1)

Dyspnea

49 (254)

5 (2.6)

32 (17.0)

6 (3.2)

Lymphopenia

37 (19.2)

25 (13.0)

28 (14.9)

19 (10.1)

Hypokalemia

26 (13.5)

4(2.1)

28 (14.9)

10 (5.3)

Pneumonia

24 (12.4)

16 (8.3)

12 (6.4)

8 (4.3)

Neutropenia

21(10.9)

10(5:2)

12.(6.4)

5(27)

Cardiac failure

18 (9.3)

12 (6.2)

10 (5.3)

5 (2.7)

Syncope

16 (8.3)

12 (6.2)

12 (6.4)

12 (6.4)

Safety data were consistent with the known safety profiles for VCd and DARA

The Safsty DOOUN0N NOUGS] DANGS who 1BOEVEE 21 0088 Of SIudy Faatment
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ANDROMEDA: Conclusions

« With S years of follow-up, D-VCd was superior to VCd and had a manageable safety profile:
Substantially deeper HemCR rates (59.5% vs 19.2%) and more rapid responses (67.5 vs 85.0 days)

Cardiac and renal response rates were 2 to 3 times higher, translating into better MOD-PFS (HR, 0.44)
and OS (HR, 0.62)

Improvement in MOD-PFS and OS was generally consistent across preplanned relevant subgroups

Achievement of HemCR (MOD-PFS: HR, 0.30; OS: HR, 0.41) or CarCR (MOD-PFS: HR, 0.23;
OS: HR, 0.05) correlated with favorable long-term outcomes

DARA treatment effect on MOD-PFS was demonstrated in both Hem/Car CR and non-CR patients

The addition of DARA to VCd significantly improved OS versus VCd despite DARA cross-over in
>70% of VCd patients who received subsequent therapy, highlighting the importance of frontline D-VCd

ANDROMEDA shows that the addition of DARA to VCd improves survival
for patients with newly diagnosed AL amyloidosis and reaffirms
frontline D-VCd as the SoC in this difficult-to-treat disease
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STUDY DESIGN: PHASE |l, OPEN-LABEL, MULTICENTER,
INTERNATIONAL STUDY

+ 46 patients planned, in 22 centers (France and Australia)

Endpoint

Cycle 1 Cycle 2-6 1 Cycle T-9 or 12
%? —
Isatuximab : 10 mg/kg

Pomalidomide : 4 mg D1-D21
Dexamethasone : 20 mg weekly (10 mg if 275 years)

At least 6 cycles, 9 to 12 according to Hem Response

+ Central lab for SPEP, UPEP, FLC (Binding Site), IFIX and NT-proBNP

FLC/NT-proBNP: day 1 and 8 cycle 1, day 1 cycle 2 to 6, end of treatment and every 3
months for 1 year




HEMATOLOGICAL RESPONSES AT THE COMPLETION OF 6 CYCLES
OF ISATUXIMAB POMALIDOMIDE AND DEXAMETHASONE
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HEMATOLOGICAL RESPONSES ARE FAST

15 VGPR : ORR: 83%

6 dFLC<20
2 dFLC <10
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SAFETY SUMMARY

54 Serious AEs were reported in 22 (53.5%) patients,
. 24 infectious events in 18 patients
SARS COV 2 in 3 patients
Pneumonia in 7 patients
[ cardiac in 4 patients
Cardiac Failure in 3 patients (mainly related to AL)
Dysrythmia in 3 patients (DXM)

201 AEs were reported in 41(100%) patients mostly grade 1-2,
. 127 AEs grade 23 in 34 patients: hematological (n=22, 53.5%) and infectious (n=18, 44%)

+ fatigue, diarrhea, edema

8 infusion related reactions: 1 grade 3 at first injection that resumed at each infusions




CONCLUSIONS

Isatuximab, pomalidomide and dexamethasone regimen in previously-treated patients with AL
Amyloidosis showed :

v Encouraging efficacy results after 6 cycles
* Good Response rates with 78% VGPR or better and 29% CR
* Deep and rapid clonal responses, within the first weeks

v' Atransient rise in NT-proBNP is a pomalidomide related effect that does not preclude
cardiac deterioration

v Frequent Hematologic and infectious adverse events (grade % in 50-60% of patients)
v' Data must be confirmed in DARA exposed patients (2/3 in VGPR or better)

The IsaPomDex regimen must be optimized in AL patients to decrease hematological and
infectious toxicities:

pomalidomide 3 mg, dexamethasone 10 mg weekly (only for 2 cycles?)

Trial is ongoing, data on organ responses and outcomes will be further evaluated for all patients.




Venetoclax Plus Dexamethasone as First-line Treatment for t(11; 14) Light-chain Amyloidosis:

Preliminary Result of a Phase |l Prospective, Multicenter, Single-arm Study
Kai-ni Shen'*, Ai Guan'*, Yu Wu?, Chun-yan Sun?, Li-ve Zhong?, Jun Luo®, Jian Li'*

‘Department of Hematology, Peking Union Medical College Hospital, Chinese Academy of Med ciences and Peking
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Methods

Phase 11 Prospective, Multicenter, Single-arm Study

Primary endpoint:

Key eligibility criteria: G LYCIs CR+VGPR at 3 months

Venetoclax: 400 mg qd

» 218 years

Dexamethasone: 20-40 mg qw S
Newly diagnosed AL Secondary endpoints:

« FISH t(11;14) 2 10%
+ Baseline dFLC > 50 mg/L

* Best hematologic response

7-12 cycles + Organ response
Venetoclax: 400 mg qd « Time to next treatment
N=39 Dexamethasone: 10-20 mg qw Overall survival

Adverse events
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Results

Hematologic Response

3 months 6 months 12 months
N=39 N=31 N=21

CR 15 (38.5) 9(29.0) 6 (28.6)
VGPR 10 (25.6) 8 (25.8) 4 (19.0)

CR+VGPR 25 (64.1) 17 (54.8) 10 (47.6)
PR 11 (28.2) 7 (22.6) 1(4.8)

ORR 36 (92.3) 24 (77.4) 11 (52.4)

Best hematologic
response
N=39
19 (48.7)

8 (20.5)

27 (69.2)

10 (25.6)

37 (94.9)

Data were presented as number (percent)

Patients who died or discontinued treatment before response assessment were
categorized under the NR group

the rate of MRD negativity was 50.0% (3/6)




Results

Organ Response at 6 Months

ORR: 39.1% (9/23)
VGPR/PR/NR: 4.3%/34.8%/60.9%

Cardiac response
Renal response

ORR: 73.3% (11/15)

VLGPR/PR/NR: 26.7%/46.7%/26.7%
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Results

Survival

Median follow-up duration: 11.0 months (range, 2.2-15.0 months)
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esSults

Adverse Events

Event Any Grade Grade 34 Event Any Grade Grade 34

Hematologic Non-hematologic

Lymphopenia 9 (25.0) 2(5.6) Hyponatremia 4(11.1) 0 (0.0)
Anemia 6 (16.7) 0 (0.0) Upper respiratory tract infection 3(8.3) 0 (0.0)
Neutropenia 3(8.3) 1(2.8) Emesis 2 (5.6) 0 (0.0)
Non-hematologic Hypokalemia 2(5.6) 0 (0.0)
Fatigue 11 (30.6) 0 (0.0) Hyperkalemia 2(5.6) 0(0.0)
Edema 9 (25.0) 1(2.8) Syncope 1(2.8) 1(2.8)
Nausea 9 (25.0) 1(2.8) Pneumonia 1(2.8) 1(2.8)
Increased transaminase 8 (22.2) 1(2.8) Dizziness 1(2.8) 0 (0.0)
Increased bilirubin 8 (22.2) 1(2.8) Insomnia 1(2.8) 0 (0.0)
Constipation 6(16.7) 0 (0.0) Herpes zoster 1(2.8) 0 (0.0)
Diarrhea 6 (16.7) 0 (0.0) Increased creatinine 1(2.8) 0 (0.0)
Weight loss 4(11.1) 0 (0.0) Hypernatremia 1(2.8) 0 (0.0)

« Data were presented as number (percent)




Conclusion

The combination of Ven-D as an initial treatment for t(11;14) AL amyloidosis
demonstrates rapid induction of high hematologic responses with a favorable

tolerability profile.

The overall efficacy of the Ven-D regimen is comparable to Dara-based treatment,
although the CR rate is slightly lower than the latter.

The cardiac response rate is relatively low, and the potential for drug-related
cardiotoxicity warrants attention. The renal response rate is particularly encouraging.

An all-oral regimen avoids side effects such as diarrhea and peripheral neuropathy,

making it a significant advantage of the Ven-D regimen.
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