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Supplement to: Isatuximab plus bortezomib, lenalidomide, and dexamethasone (VRd)
for transplant-ineligible newly diagnosed multiple myeloma (NDMM) patients: frailty

subgroup analysis of IMROZ



Table S1. Frailty score variable breakdown.

Variable Subscore Number (%) of patients
(N=446)
Age in years
<75 0 349 (78.3)
76-80 1 97 (21.8)
>80 2 0
Comorbidities: Modified CCl score
<1 0 386 (86.6)
>1 1 54 (12.1)
Missing - 6(1.4)
Functional status: ECOG PS
0 0 202 (45.3)
1 1 195 (43.7)
22 2 49 (11.0)

CCI: Charlson Comorbidity Index; ECOG PS: Eastern Cooperative Oncology Group performance status.




Table S2. Patient disposition.

Frail (n=119) Non-frail (n=321)
Isa-VRd (n=69) |VRd (n=50) Isa-VRd (n=193) |VRd (n=128)
Patients who discontinued |50 (72.5) 42 (84.0) 89 (46.1) 93 (72.7)
treatment, n (%)
Reason for discontinuation
PD 16 (23.2) 17 (34.0) 21 (10.9) 48 (37.5)
AE 22 (31.9) 20 (40.0) 38 (19.7) 30 (23.4)
Non-compliance with 3(4.4) 0 3(1.6) 0
study drug
Death 0 0 0 0
Physician decision 0 0 0 0
Patient withdrawal 6 (8.7) 4 (8.0) 17 (8.8) 12 (9.4)
Lost to follow-up 0 0 0 0
Other 3(4.4) 1(2.0) 10 (5.2) 3(2.3)
Patients who discontinued |19 (27.5) 18 (36.0) 22 (11.4) 27 (21.1)
treatment during the first 12
months, n (%)
Reason for discontinuation
PD 2(2.9) 4 (8.0) 2(1.0) 7 (5.5)
AE 12 (17.4) 12 (24.0) 11 (5.7) 12 (9.4)
Non-compliance with 1(1.5) 0 2(1.0) 0
study drug
Death 0 0 0 0
Physician decision 0 0 0 0
Patient withdrawal 3(4.4) 2 (4.0) 6 (3.1) 7 (5.5)
Lost to follow-up 0 0 0 0
Other 1(1.5) 0 1(0.5) 1(0.8)

AE: adverse event; d: dexamethasone; Isa: isatuximab; PD: disease progression; R: lenalidomide; V: bortezomib.




Table S3. Infections and infestations TEAEs by primary SOC and PT (worst grade by
patient) in patients with antibiotic prophylaxis concomitant medications.

N, (%) Frail (n=98) Non-frail (n=253)
Isa-VRd (n=60) VRd (n=38) Isa-VRd (n=151) |VRd (n=102)
Any Grade 23|Any Grade 23|Any Grade 23|Any Grade 23
grade grade grade grade

Any class 56 33 (55.0) |32 21 (55.3) |137 60 (39.7) |85 29 (28.4)
(93.3) (84.2) (90.7) (83.3)

Upper respiratory 21 0 11 1(2.6) |49 1(0.7) |36 0

tract infection (35.0) (29.0) (32.5) (35.3)

Pneumonia 19 17 (28.3) |8 (21.1) 7 (18.4) |41 24 (15.9) (17 7 (6.9)
(31.7) (27.2) (16.7)

Bronchitis 13 1(1.7) [2(5.3) |0 39 4 (2.7) |19 2 (2.0)
(21.7) (25.8) (18.6)

Urinary tract infection |12 2(3.3) |6(15.8) 1(2.6) |18 3(2.0) |15 0
(20.0) (11.9) (14.7)

COVID-19 8(13.3) 1 (1.7) [5(13.2) 0 38 0 19 3 (2.9)

(25.2) (18.6)
Nasopharyngitis 7(11.7) 0 4 (10.5) 0 27 0 15 0
(17.9) (14.7)

COVID-19 6(10.0) 6(10.0) |1(2.6) (1(26) |[11(7.3) 11(7.3) |5(4.9) 4 (3.9)

pneumonia

Infection 583 p@.7) (1(26) 2(1.3) p(©.7) (329 (1.0

Rhinitis 4(6.7) 0 3(79) 0 12 (8.0) |0 7(6.9) 0

Cellulitis 3(6.0) p@.7) |0 0 640 R2(1.3) |(2(2.0) [2(2.0)

Gastroenteritis 3(6.0) 0 1(26) [0 12 (8.0) [0 5(4.9) [3(2.9)

Influenza 3(.0) 0 4(10.5) 1 (2.6) |13(8.6) |0 549 P

Lower respiratory 3(5.0) 0 2(63) P 17 1(0.7) |54.9) |1(1.0)

tract infection (11.3)

Lower respiratory 3(%.0) n(1.7) |0 0 0 0 1(1.0) 0

tract infection viral

Conjunctivitis 233) P 3(79) 0 8(5.3) 0 8(78)

COVID-19: Coronavirus disease 2019; d: dexamethasone; Isa: isatuximab; R: lenalidomide; TEAE: treatment-emergent

adverse event; V: bortezomib.




Table S4. Infections and infestations TEAEs by primary SOC and PT (worst grade by
patient) in patients without antibiotic prophylaxis concomitant medications.

N, (%) Frail (n=20) Non-frail (n=67)

Isa-VRd (n=8) VRd (n=12) Isa-VRd (n=41) |VRd (n=26)

Any Grade 23|Any Grade 23|Any Grade 23|Any Grade 23

grade grade grade grade
Any class 7 (87.5) 4 (50.0) |12 8 (66.7) |39 21 (51.2) |25 10 (38.5)

(100.0) (95.1) (96.2)
Nasopharyngitis 3(37.5) 0 1(8.3) [0 9(22.0) [0 4(15.4) [0
Bronchitis 2(25.0) 2(25.0) |3(25.0) 0 4(098) 0 6 (23.1) [1(3.9)
COVID-19 2(25.0) |1 (12.5) |1(8.3) [1(8.3) |11 0 5(19.2) 1(3.9)
(26.8)
Hordeolum 2(25.0) 0 1(8.3) [0 0 0 1(38.5) |0
Pneumonia 2(25.0) |1 (12.5) |4(33.3) 4(33.3) |16 11(26.8) |5(19.2) 4 (15.4)
(39.0)

Bronchitis fungal 1(12.5) 1 (12.5) |0 0 0 0 0 0
COVID-19 1(12.5) |1 (12.5) |0 0 3(7.3) B(7.3) |2(7.7) 2(7.7)
pneumonia
Cellulitis 1(12.5) |0 0 0 3(7.3) 1(24) |2(7.7) DO
Folliculitis 1(12.5) |0 0 0 2(49) 0 1(3.9) [0
Furuncle 1(12.5) 0 0 0 0 0 1(3.9) 0
Herpes zoster 1(12.5) 0 0 0 4(9.8) 1(39) 0
Laryngopharyngitis 1(12.5) 1 (12.5) |0 0 1(24) 0 0 0
Pustule 1(12.5) 0 0 0 0 0 0 0
Tooth infection 1(12.5) 0 0 0 2(49) 0 0 0

COVID-19: Coronavirus disease 2019; d: dexamethasone; Isa: isatuximab; R: lenalidomide; TEAE: treatment-emergent

adverse event; V: bortezomib.
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Figure S1. Kaplan-Meier curve estimates of PFS as stratified by age in frail patients.
Cl: confidence interval; d: dexamethasone; HR: hazard ratio; Isa: isatuximab; PFS:
progression-free survival; R: lenalidomide; V: bortezomib.



1.0 7
0.9 1
0.8
0.7
0.6
0.5
0.4 4
0.3 1

Kaplan-Meier estimate

0.2 4

0.1 7 ECOG = 1 Isa-VRd vs VRd:
ECOG =2 Isa-VRd vs VRd:

0.0

+ Isa-VRd at ECOG =1
+ VRd at ECOG =1
+ Isa-VRd at ECOG =2
+ VRd at ECOG =2

HR=0.653; (95% CI 0.328-1.297); P=0.2236
HR=0.571; (95% CI 0.226-1.440); P=0.2349

T
0 2

4 6 8 10 12

Number of Patients at Risk

Isa-VRd at ECOG =1 37 34
VRd at ECOG=128 27
Isa-VRd at ECOG =2 29 28
VRd atECOG =219 19

28 27
22 21
25 24
16 13

27 27
19 18
24 24
1

26
18
23
11

14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Time (Months)

24 22 21
14 14 11 10 10 9

17 17 16 16 15 14 13 13 13 13 12 12 12 12 12 12 12 10

9

9

7

21 20 20 18 17 16 16 14 14 14 13 12 12 11

7

7

7

9

7

8

7

7

7

6

7

6

7

6

7

6

6

5

6

5

6

5

6

5

6

7
3

3

W ;N oD

58

- o= o

60

- =

62

o —=on

— T T 1
64 66 68 70

Figure S2. Kaplan-Meier curve estimates of PFS as stratified by ECOG PS in frail
patients. Cl: confidence interval; d: dexamethasone; ECOG PS: Eastern Cooperative
Oncology Group performance status; HR: hazard ratio; Isa: isatuximab; PFS: progression-

free survival; R: lenalidomide; V: bortezomib.



069 Non-frail - VRd - death due to PD
———— Non-frail — Isa-VRd — death due to PD
= Frail - VRd — death due to PD
——— Frail — Isa-VRd - death due to PD
————— Non-frail - VRd — death not due to PD

059 ..o Non-frail — Isa-VRd — death not due to PD
----- Frail — VRd — death not due to PD
----- Frail — Isa-VRd — death not due to PD i
1
0.4 ST
-1 ]
N fmm |_ - =1 r= 1
= 4
= 'i _______________ -—=1
T 0.3 ST
e - - =
o -4

Time (Months)

Figure S3. Time to death cause-specific analysis. d: dexamethasone; Isa: isatuximab;
PD: disease progression; R: lenalidomide; V: bortezomib.



