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AIIocatlon and Valldatlon of the Second ReVISIOl’l of the Internat|ona| Staging System in the ICARIA-MM and IKEMA Studles

k Zhang™, Keisuke Tada", Christina Tekle* " Sands

TRODUCT

In 2015 *he Intemational Stagirg Syster’ (ISS) Lnderwert a revisic®” (R ISS)
1o include certain h gh-isk chromosormal aonomnaities as prognostic factors
Rocontly the RISS was iuthr revisad {socanc revision of the ISS [R2-ISS])
1o inciude 1q21~ and account for the addtive prognostic sigaif cance of having
multicle risk factors present
R2-1SS improved the abiity to d scriminate betveen the large group of
patiants deamad "intermediata-risk” by tha R-1SS by splitting this group into
low-intermadiate {Stage Il) and intermediate-high (Stage Il
R2-15S was validated using data fom clincal trals of patien:s with newy
ciagnosed muliple mysloma (MM}, but has yet to oe validated in patients
with relacsed/refractory MM (RRMM) or in patients treated with monocional
antibodies (mAb)
Isatuximab {lsa) is an anti-CD38 mAk approved for use in multiple countries™
1o treat sduits wih RRMM when given in combination with eiher pomalidomice-
cexamethasane (Pd) or carflzomib-dexamethascne (Kd)
We scught to validate the prognossc value of the R2 ISS among patients wih
RRIM who were treated in the Phase 3 ICARIA MM (1sa-Pd vs Pd) and
IKEWA f1sa-Kd vs Kd) studies, results of which have been previously reported ™
The imgact of early reapse on R2-ISS staging was slso evaluated
We 250 aimed 1o examine the benefi. of Iz bases triplet therapy (1sa-Pd.
Isa-Kd) v3 doublet theraoy {Pd. Kd) by R2-1SS stage

METHODS

Pooled patients 'mm the reatment (Isa-based triplet) and control (doublet) arms
of ICARIA-WM (N=307} or IKEMA {N=302; were re-llocated into R2-1SS sage
Lsing the scoring sy outied by D'Agostno al al*

Values were assigned to individual risk factors: 1SS Stage Il {1.0)

155 Stage lll (1.5} lactate dehydrogenase greater than the upper limit cf normal

(1.0) del(!7p) present (10}; ti4;4) present (1.0} and 1921+ present (0.5)

Tha sum of risk factor valios was usad ta detem na R2-ISS staga (Table 1)
To minimize e number of patients deemed not classifiasle sn allowance
was made for missng dala when e sum of avalable sk factors reached a
ceriain threshoid

Table 1. Risk factor scaring strategy 1o defemine R2-ISS stage

Total risk factor score R24SS stage
0 |
05-1.0 1
16-25 [
30-5.0 v

o i
e

b .«,. s

Eary relapse (indludes RRMM: excludes primary refaciory) was defined as follows:
Relzpsed <12 montns from initia3on of the most recent line of therapy for
patents wih 22 prior lines of therapy
Relapsed <18 months for patients with 1 pror line of therapy

Relapsed <12 montns from autologous stem oeil transplantation
Progression-ree survival (PFS), according to cisease assessment by an
indeoencent review committee, vas the prmary endooint (ICARIA-WM data
cutoff Oct 11, 2078 IKEMA ata cutoff Jan 14 2022)

Overall sundval (OS) was included as an exploratory endpain: (ICARIA-MM data
Qo Jan 27, 2022; IKEMAdata cutoff Jan 14, 2022 [immature IKEMA OS daral}
The Kaplan-Meer mathod was used 10 construct validation carves by R2:1SS
sage and to examine outcomes by Isa-based Fip et vs doubet

Hazard ratios (HRs) and corresponding confidence inenvals (Cls) were
estimated using the Cox proportional hazards model

RESULTS

Classification of study canicipants oy risk factors considered for R2 1SS staging.
nd by re-nl ocation info R2-ISS stage, is shown n Table
Mora ICARIAMM paricipants {30.9%) than IKEMA sarticipants (1.9
woro missing 1921 dta. This was dJc 10 1ha rerospactiva natura
assessment in ICARIA-MM (due ta lack of letover mateial ang pasent consent
withdrawal) compared with the prospective analysis in IKEMA

Conte

The Netheriands,

Table 2. Baseline risk factors considered for R2-ISS scoring and summary of R2-ISS Stage

ICARIA-MM IKEMA

Patient characteristic.  lea-P Pd Al IsaKd *d Al
n %) (oo sy medon  ioerre)  (eerzs)  iesez)
1SS stage at atudy entry

Sage | 62403) 51(333) 113(368 89(T) T1(57.7) 160(530)

sage Il 55(357) 66(366) 111(36.2) 63(352) 31(252) 94311

Stage Il @21 4381 TI(51) 76145 46{157)

Unkaown 38 3200 6{20) 106 7
do17py

Present 14N 2B(150) IFH21) B0 16130 M{13)

Apsent NB66) 95(621) 213(694) 3799 IB780) 239(721)

Unknownormissing 220143} 36(229) S7{186) 18(10.1) 11(88) 29(28)
LOH!

SULN 106(68.8) 102(66.7) 208 (67.8) 234777

> ULN A8(312) 61(333) 99(322) 67(223)

Missng [} [l ] [ 101 16<01)
ey

Prasent 1208 14(92) 2685 220123 200163 420139

Avsent N9ETI) 101(660) 220(T1.7) 1ITEES) 88 (724) 226(748)

Unknown or missing 23 (14.9)
1q2141

Present 76i494) 52{340) 128(41.7) 75i418) 520423 127421}
Absent 380247) 45(30.1) B4{27.4) B4(468) EE(447) 138{460)
Unknownormissing ~ 40{26C) 55(359) 95(30% 201112 16130) WM
R21SS stags

3B248) 61(199) 20(MZ 144 W3

Suage | NEN 859 20(ES 31173 17(138) 48(158)
Smgell 270175 24(157) 51(186) 47(263) 38(308) 85(281)
Stage I 52(338) 47(307) 68(390) 37(E07T) 105(348)

Swage IV 18(104) 18(11.8) 34(1.1) 16 10i8. 2170

Not classified 55(359) 103(336) 22(123; 21(17.1) 43{142)
R24SS stage for patients with sarly relapse

Stage | 6{6.5) 11{59) 5(109) 10{93)

Swage Il 12i128) 24{128) 15(246) 12i26.7) 27{(252)

Stage Il %387 681353 2Wikkd 210457 48(M9

Stage IV 10012.8) 220128 7{".8 4.7 11{103)

Not classified 6232 {8 4@ 1103
Gy

a 94 rreesamecy
b et

e R4

Of the 264 patents with early reapse, 21 were reciassified as R2-ISS Stage |, 61 as R2-ISS

Stage Il, 114 as R21SS Stage Il, 35 as Stage IV, and 73 were not classifed (Tablo 2)

Compared with tha whole population. more pasonts with oary rolapse wore mmmed 33 R2ISS

515 vs 42%) than R2SS Stau—ua-u 11 (24% vs 335 { Tabl

Of the B09 envol aes, 68 were ‘eclassified as R2-ISS Siage |, 136 as R2- |s§smp I,

204 53 R2ISS Stage I, 55 38 Stage IV, and 146 ware not classifiad
The distribution of single risk factors present amorig patierts vithin each R2-1SS stag
s show in Table

Table 3. Distribution of risk faclors across R2-ISS stages

R24SS stage
Not
Stagel  Stagell  Stagell  StagelV classified ANl
Risk factor, n {%) (n=68)  (n=136)  (1=204)  (ne68)  (n=1d6)  (N=503)
Norisk factors present 88 (100) ) ] ] 0 88(112)
1S Stage I 0 4B(383) 89(436) 15(273) SI(E3) 205(337)
1SS Stage Il 0 Q 62{304) 39(709) 22(151) 123(202)
LDH >ULN o 19{140) 58{264) 47855 42(268) 166(273
dol{17p}* prasont o 10(74) 250123 2@ 862 71NT
H4:14)" presen: 0 644} 420208 1827 2014 68(M2

1021+ present 0 53(390) 122{696) 47(855) 13(89) 254G

‘acpied Cancer Re and Drag Discovery
Conio infsgrado de Hamatolog Hospiat
K Depantiment, CHU Nantas. Nanta:

Afier a mecian folow-up duraticn of 11.6 months (ICARIAM; 2nd 44 moaths (IKEMA)
PFS was shorter among patien's rediassifiec as R21SS Stage Il (HR 1.52, 85% C1 0.676-2
Stage IIl (HR 2.59; B5% CI 1.709-3.923), and Stage IV (HR 3.57; 95% Cl 2.124-5.784)
compared with Stage | (Figuro 1A)

Consistent with the R24SS  this va¥

increasing sage: Sage | 38 8 monthe. Staga l, 2.2 months; Stage W, 12.2 monirs, Stage IV,

7.0monte

After a median folow up of 52.4 months (ICARIA-MM) and 44 months (IKEMA), OS was also
shorter amang paliants reclassited s R24SS Staga Il (HR 1.00, 95% C1 0.779-2.184)
Stage IIl {HR 2.7, 95% C1 1.730-4.450), and Stage IV {HR 4.25; 95% CI 2.480-7.265)
compared with Stage | (Figure 1B)

Median OS was not reached for ooth Stage | anc Stage II, and was 27.5 months and

11.3 moaths for Stages 11l and IV, respectively; there was a clear secaradon of the curves

observed cesote Stage | and Il medians 1ot being reacted
The presence ofincividual R2-ISS risk factors (compared with their absence) was similarly
associated with snoner PFS (Figure 24} and OS (Figure 28)

Figure 1, Validation curves showing (A) PFS and (8) OS by R2-ISS stage (pooled data from
ICARIA-MM and IKEMA). One-sided p-values are presented
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Flgure 2. Hazard ratios of (A) PFS and (B) OS. by subgroups with individual risk factors
\poaled data from ICARIA-MM and IKEMA)
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Figure 2. Hazard ratios of (4) PFS and () OS, by subgroups with individual risk factors,
(pooled data from ICARIA-MM and IKEMA)
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Acsing Isa to Pd or Kz led to longar PFS comparad with rocoiving dauslot therapy for al
patients {median 23.8 vs 11.8 monts, respectively; HR 0,644 (6% CI £.435-0.68
Aconsistent treatment efect was observed across all R2-SS stages (Figure 3)

Figure 3. PFS (Isa-based lriplel vs doublel) by R2-ISS stage

Stage | Stege !

N x' b o
S 23 Y18
i S
b
T S e e ek p
SEEEEEEARAORRN i HEARIGHYENRI LY

oo
~ 1
e Ay

Sugent
_—
- % 058 . ClpaTTe
;2
5 — o
fieamausuncuan

CONCLUSIONS

o our knowlecge.thi s the frs sy to valiate the R2-SSn petentswith RRMM ard
In patents reated it an nt-CO33 MAD, uing pocie ot fom two Phase 3 stucies
{ICARIA-IM and IKEMA)
Consisiant with tha R2ISS, this validation shawad dacreasing PFS by stage. A progressiva
decine in OS and separation of the was seen as R2-ISS stage progressed from
Stage |0 Stage IV futher maturaticn of IKEMA O data may y eld better discrimination
between R2-ISS Stage Il vs Stage
More patients witn early relasse are classifed as R2-ISS Stage Il znd IV
al, our data show thal R2ISS. as a prognoste scoring oyaun. can be wpted ©
pationts wih RRMM in the ora of novol agents, inckiding
Isa-based tipt therapy lod o improved PES. rcqald"is of R2ISS stage, when compared
with doublet ther:
In this mulyelu_ the IKEMA OS data were not mature




Introduction

« In 2015, the International Staging System’ (ISS) underwent a revision? (R-ISS) to include certain high-risk
chromosomal abnormalities as prognostic factors

« Recently, the R-ISS was further revised? (second revision of the ISS [R2-ISS]), to include 1921+ and account for the
additive prognostic significance of having multiple risk factors present

- R2-ISS improved the ability to discriminate between the large group of patients deemed “intermediate-risk” by the
R-ISS by splitting this group into low-intermediate (Stage Il) and intermediate-high (Stage III)

« R2-ISS was validated using data from clinical trials of patients with newly diagnosed multiple myeloma (MM),3 but has
yet to be validated in patients with relapsed/refractory MM (RRMM) or in patients treated with monoclonal antibodies

(mADb)
« Isatuximab (Isa) is an anti-CD38 mAb approved for use in multiple countries*® to treat adults with RRMM when given
in combination with either pomalidomide-dexamethasone (Pd) or carfilzomib-dexamethasone (Kd)

« We sought to validate the prognostic value of the R2-ISS among patients with RRMM who were treated in the Phase 3
ICARIA-MM (Isa-Pd vs Pd) and IKEMA (Isa-Kd vs Kd) studies, results of which have been previously reported’-1

- The impact of early relapse on R2-ISS staging was also evaluated

« We also aimed to examine the benefit of Isa-based triplet therapy (Isa-Pd, Isa-Kd) vs doublet therapy (Pd, Kd), by
R2-ISS stage

1. Greipp PR, et al. J Clin Oncol. 2005;23(15):3412-20. 2. Palumbo A, et al. J Clin Oncol. 2015;33(26):2863-9. 3. D'Agostino M, et al. J Clin Oncol. 2022;40(29):3406—18. 4. Sarclisa® (isatuximab-irfc). Sanofi-Aventis
U.S. LLC; 2022. 5. European Medicines Agency (EMA). Medicines. Sarclisa. 2022. 6. Sarclisa® (isatuximab): Sanofi Co. Ltd., Nishi Shinjuku, Tokyo; 2021.

7. Attal M, et al. Lancet. 2019;394(10214):2096—-107. 8. Richardson PG, et al. Lancet Oncol. 2022;23(3):416-27. 9. Moreau P, et al. Lancet. 2021;397(10292):2361-71.

10. Moreau P, et al. Ann Oncol. 2022;33(6):664-5.
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Methods (1/2)

« Pooled patients from the treatment (Isa-based triplet) Table 1. Risk factor scoring strategy to determine
and control (doublet) arms of ICARIA-MM (N=307) or R2-ISS stage
IKEMA (N=30?) were re-allocqted into R,2-ISS.stage Total risk factor Score R2.ISS stage
using the scoring strategy outlined by D’Agostino et al® . |
— Values were assigned to individual risk factors: ISS 0510 ’
Stage Il (1.0); ISS Stage lll (1.5); lactate — )
dehydrogenase greater than the upper limit of 152 .
normal (1.0); del(17p) present (1.0); t(4;14) present 3.0-5.0 V!
(1 O), and 1q21 + present (05) *If patients _hgd 1 missir?g risk f_actor, and the missing risk factor was not ISS stage, and the total
— The sum of risk factor values was used to B e ot oo g
. missing risk factc.)rs.was. at least 3.0, patients were designated as R2-ISS Stage |V, irrespective of
determ”']e R2_|SS Stage (Table 1) the number of missing risk factors.

ISS, International Staging System; R2-ISS; second revision of the ISS

* To minimize the number of patients deemed not
classifiable, an allowance was made for missing data
when the sum of available risk factors reached a
certain threshold

. . MAT-ES-2301717 v1.0 Approval Date: 06/2023
3. D’Agostino M, et al. J Clin Oncol. 2022;40(29):3406-18.
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Methods (2/2)

« Early relapse (includes RRMM; excludes primary refractory) was defined as follows:
— Relapsed <12 months from initiation of the most recent line of therapy for patients with 22 prior lines of therapy
— Relapsed <18 months for patients with 1 prior line of therapy
— Relapsed <12 months from autologous stem cell transplantation

« Progression-free survival (PFS), according to disease assessment by an independent review committee, was the
primary endpoint (ICARIA-MM data cutoff Oct 11, 2018; IKEMA data cutoff Jan 14, 2022)

« Overall survival (OS) was included as an exploratory endpoint (ICARIA-MM data cutoff Jan 27, 2022; IKEMA data
cutoff Jan 14, 2022 [immature IKEMA OS datal)

« The Kaplan-Meier method was used to construct validation curves by R2-ISS stage and to examine outcomes by
Isa-based triplet vs doublet

« Hazard ratios (HRs) and corresponding confidence intervals (Cls) were estimated using the Cox proportional hazards
model




Results (1/8)

« Classification of study participants by risk factors considered for R2-I1SS staging, and by re-allocation into R2-ISS
stage, is shown in Table 2

— More ICARIA-MM participants (30.9%) than IKEMA participants (11.9%) were missing 1q21+ data. This was due
to the retrospective nature of 121+ assessment in ICARIA-MM (due to lack of leftover material and patient
consent withdrawal) compared with the prospective analysis in IKEMA

« Of the 294 patients with early relapse, 21 were reclassified as R2-ISS Stage |, 51 as R2-ISS Stage Il, 114 as R2-ISS

Stage lll, 35 as Stage IV, and 73 were not classified

(Table 2)

« Compared with the whole population, more patients with early relapse were classified as R2-ISS Stages Il and IV

(51% vs 42%) than R2-ISS Stages | and Il (24% vs 33%) (Table 2)

sanofi 7



Results (2/8)

Table 2. Baseline risk factors considered for R2-ISS scoring and summary of R2-ISS Stage

ICARIA-MM IKEMA ICARIA-MM IKEMA
Patient characteristic, Isa-Pd Pd All Isa-Kd Kd All Patient characteristic, Isa-Pd Pd All Isa-Kd Kd All
n (%) (n=154) (n=153) (N=307) (n=179) (n=123) (N=302) n (%) (n=154) (n=153) (N=307) (n=179) (n=123) (N=302)
ISS stage at study entry 1g21+
Stage | 62(40.3) 51(33.3) 113(36.8) 89(49.7) 71(57.7) 160 (53.0) Present 76 (49.4) 52 (34.0) 128(41.7) 75(419) 52(42.3) 127 (42.1)
SEg ] iR seed) 1) @Ry s S ki) Absent 38(24.7) 46(30.1) 84 (27.4) 84(46.9) 55(447) 139 (46.0)
Stage |l 34(221)  43(281) 77(251) 26(14.5) 20(16.3) 46(152) Unknown or missing 40 (26.0) 55(359) 95(30.9) 20(112) 16(13.0) 36 (11.9)
Unknown 3(1.9) 3(2.0) 6 (2.0) 1(0.6) 1(0.8) 2(0.7) R2.ISS stage
del(17p)*
I(Dre'z)ent 1401) 23(150) S7(121) 18(104) 16(13.0) 34 (113) Stage | 11(71)  9(59) 20(65) 31(17.3) 17(13.8) 48(15.9)
Absent 118 (76.6) 95 (62.1) 213 (69.4) 143(79.9) 96 (78.0) 239 (79.1) z:g: ::I 2; g;:; i‘;’ gg;i :; ggg; :; ggz; 23 gg?; 18055((2;2)
Unknown or missing 22 (14.3) 35(22.9) 57(186) 18(10.1) 11(8.9)  29(9.6) Sta:e v " (10-4) - -8) 1 -1) 6 -1) 08 -1) i O-)
LDH! . . . . . .
< ULN 106 (68.8) 102 (66.7) 208 (67.8) 137 (76.5) 97 (79.5) 234 (77.7) Not classified 48 (31 2) 55 (359) 103 (336) 22 (123) 21 (171) 43 (142)
> ULN 48(31.2) 51(33.3) 99(32.2) 42(235) 25(20.5) 67 (22.3) R2-ISS stage for patients with early relapse
Missing 0 0 0 0 1(<0.1)  1(<0.1) Stage | 6 (6.5) 5(83) M(G9 5(82 5(109) 10(9.3)
t(4;14)* Stage Il 12(12.9) 12(12.8) 24(12.8) 15(246) 12(26.1) 27 (25.2)
Present 12(7.8) 14(9.2) 26(8.5) 22(123) 20(16.3) 42(13.9) Stage IlI 6(38.7) 30(31.9) 66(353) 27(44.3) 21(45.7) 48(44.9)
Absent 119(77.3) 101 (66.0) 220 (71.7) 137 (765) 89 (72.4) 226 (74.8) Stage IV 10 (10.8) 14 (14.9) 24(12.8) 7(115) 487 11(10.3)
Unknown or missing 23 (14.9) 38(24.8) 61(19.9) 20(112) 14 (11.4) 34 (11.3) Not classified 9(31.2) 33(351) 62(332) 7(11.5) 487 1(10.3)

*del(17p) and t(4;14) were assessed during screening for ICARIA-MM and IKEMA by a central laboratory with a cut-off of 50% and 30%, respectively’1g21+ (cut-off of 30%) was assessed by a central laboratory
prospectively during screening for IKEMA and retrospectively for ICARIA-MM; *LDH assessment at baseline for IKEMA: Isa-Kd (n=137); Kd (n=122); All (n=301)

d, dexamethasone; Isa, isatuximab; ISS, International Staging System; K, carfilzomib; LDH, lactate dehydrogenase; P, pomalidomide; R2-ISS, second revision of the ISS; ULN, upper limit of normal

sanofi 8



Results (3/8)

« Of the 609 enrollees, 68 were reclassified as R2-ISS Stage |, 136 as R2-ISS Stage Il, 204 as R2-ISS Stage llI,
55 as Stage |V, and 146 were not classified

— The distribution of single risk factors present among patients within each R2-1SS stage is shown in Table 3
Table 3. Distribution of risk factors across R2-ISS stages

R2-ISS stage
Not
Stage | Stage Il Stage lll Stage IV classified All
Risk factor, n (%) (n=68) (n=136) (n=204) (n=55) (n=146) (N=609)
No risk factors present 68 (100) 0 0 0 0 68 (11.2)
ISS Stage Il 0 48 (35.3) 89(43.6) 15(27.3) 53(36.3) 205(33.7)
ISS Stage Il 0 0 62 (30.4) 39(70.9) 22(15.1) 123 (20.2)
LDH >ULN 0 19 (14.0) 58(28.4) 47(85.5) 42(28.8) 166 (27.3)
del(17p)* present 0 10(7.4) 25(12.3) 27 (49.1) 9(6.2) 71 (11.7)
t(4;14)* present 0 6(4.4) 42 (20.6) 18(32.7) 2(1.4) 68 (11.2)

121+ present 0 53(39.0) 142 (69.6) 47 (85.5) 13(8.9) 255 (41.9)

*del(17p) and t(4;14) were assessed during screening for ICARIA-MM and IKEMA by a central laboratory with a cut-off of 50%
and 30%, respectively

1921+ (cut-off of 30%) was assessed by a central laboratory during screening for IKEMA and retrospectively for ICARIA-MM
ISS, International Staging System; LDH, lactate dehydrogenase; R2-ISS, second revision of the ISS; ULN, upper limit of normal



Results (4/8)

« After a median follow-up duration of Figure 1. Validation curves showing (A) PFS (pooled data from
11.6 months (ICARIA-MM) and 44 ICARIA-MM and IKEMA). One-sided p-values are presented
months (IKEMA)’ PFS was Shorter A —+ Stage |: median 38.8 (95% CI 22.4-NC) months
among patients reclassified as R2-1SS | S o 212091 15212550
Stage I (HR 1.52; 95% Cl 0.979—- 122: .{1 —|—§Latg§;;/;ig;eddian 7.0 (95% CI 3.29-9.72) months
2.358), Stage Il (HR 2.59; 95% ClI O s M
1.709-3.923), and Stage IV (HR 3.51; .

95% Cl 2.124-5.784) compared with 5 5o
Stage | (Figure 1A) ¢ :z_ jHJ p—|=0.0373—|
b 1 <0.0001
— Consistent with the R2-ISS, this o W+ Jp J"<°-°°°“
validation showed that the median by gégimvfsm z;.s;g(((ggg% c 1'.709'-2.9%&) |
— Stage IV vs I: HR 3.51 % Cl 2.124-5.784
PFS decreased with increasing ; ! A X, 5 o i o
stage: Stage |, 38.8 months; | Time (months)
Stage ”, 21.2 months; Stage |||, Stage | esAtrISK'n 57 37 29 25 21 1 0
12.2 months; Stage IV, 7.0 ago Il 204 101 2 % 21 H o 0
Stage IV 55 20 7 5 4 1 0 0
months Not classified 80 80 27 24 21 14 0 0

Cl, confidence interval; HR, hazard ratio; NC, not calculable; PFS, progression-free survival; OS, overall
survival; R2-ISS, second revision of the International Staging System.
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Results (5/8)

« After a median follow up of 52.4 Figure 1. Validation curves showing (B) OS by R2-ISS stage (pooled
months (ICARIA-MM) and 44 months data from ICARIA-MM and IKEMA). One-sided p-values are presented
(IKEMA), OS was also shorter among |

. . B —+ Stage I: median NC (95% CI 47.18—-NC) months
patients reclassified as R2-ISS Stage - Stage II: median NC (95% CI 50.27-NC) months
” (HR 1 30 950/ 100 —+ Stage Ill: median 27.5 (95% Cl 21.45-32.69) months
. ’ 0 I e N —+ Stage IV: median 11.3 (95% Cl 4.90-21.13) months
90 Not classified
Cl1 0.779-2.184), Stage lll (HR 2.77; .
95% CI 1.730-4.450), and Stage IV 70 1 fozsss
=~ 60— " =0.2835
(HR 4.25; 95% CI 2.480-7.269) < m g
compared with Stage | (Figure 1B) ° a0 <0001
. 30 <0.0001
— Median OS was not reached for 20 g
both Stage | and Stage I, and 10 Sroce I1've 1 HR .77 (@6% C1 1 730-4.450) |
was 27.5 months and 11.3 months o ftage 'VVSEHR‘L% (91? = 2'480;:269) T T T - -
for Stages Ill and 1V, respectively; Time (months)
there was a clear separation of sogel o8 6 56 o5 o " o . .
the curves observed despite Sl dmoWmoomooEnoomo o
Stage | and Il medians not being Notdmees 16 1e o6 % 61 5 2 0 0
reaChed Cl, confidence interval; HR, hazard ratio; NC, not calculable; PFS, progression-free survival; OS, overall

survival; R2-ISS, second revision of the International Staging System.
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Results (6/8)

« The presence of individual R2-1SS risk factors (compared with their absence) was similarly associated with shorter
PFS (Figure 2A) and OS (Figure 2B)

Hazard ratios of (A) PFS by subgroups with individual risk factors
(pooled data from ICARIA-MM and IKEMA)

Hazard ratios of (B) OS by subgroups with individual risk factors
(pooled data from ICARIA-MM and IKEMA)

Figure 2A Figure 2B
H 0,
Comparator vs reference Hazard ratio (95% ClI) Comparator vs reference Hazard ratio (95% Cl)
ISS stage at start of study ISS Stage at sltlart o; StUdﬁ 1—0—1 1.45 (1.119-1.865)
Stage Il vs Stage | 1.30 (1.006-1.684) tage Il vs Stage
—e—— —
Stage Ill vs Stage | — e 2.28 (1.713-3.023) Stage lll vs Stage | : 2.89(2.192-3.798)
del(17p) 1.20 (0.929-1.799) del(17p) e 1.40 (0.996-1.957)
Present vs absent ' ' ' Present vs absent
t(4;14) L e 1.85 (1.342-2.550) t(4;14) o e— 1.79 (1.294-2.474)
Present vs absent Present vs absent
1921+ 1.51 (1.173-1.933) 1921+ {1 e 1.60 (1.233-2.064)
Present vs absent : Present vs absent
LDH level 1.70 (1.335-2.171) LDH level 1.63 (1.301-2.054)
>ULN vs 2ULN T T T 1 >ULN vs <ULN | T T 1
0 1 2 3 4 0 1 2 3 4
< > « >
Favors comparator Favors reference Favors comparator Favors reference

Cl, confidence interval; ISS, International Staging System; LDH, lactate dehydrogenase; PFS, progression-free survival; OS, overall survival;
R2-ISS, second revision of the ISS; ULN, upper limit of normal.
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Results (7/8)

« Adding Isa to Pd or Kd led to longer PFS compared with receiving doublet therapy for all patients (median 23.9 vs 11.8
months, respectively; HR 0.544 (95% CI 0.436—0.680)

— A consistent treatment effect was observed across all R2-1SS stages (Figure 3)
Figure 3. PFS (Isa-based triplet vs doublet) by R2-ISS stage

Stage | Stage Il Stage lll
100_ 1007 100,
90 HR 0.548 (95% CI 0.258-1.163) 90 HR 0.506 (95% Cl 0.315-0.812) 90| HR 0.533 (95% Cl 0.373-0.761)
80 80 801
70 70 70
g 60_ :\; 60_ g 60_
n 907 o 507 » 507
L L L
1 40+ o 404 o 40+
30 30 30
204 20— 5 20
104 10 10
S S T A o R R 8 12 16 20 24 28 32 36 40 44 48 52
0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 24 40 44 48 5
Time (months) Time (months) _ Time (months)
AUlSsiot 42 38 34 28 25 24 22 19 19 17 1 0 0 At Alrston
riplet 5 717 7 Triplet 74 67 58 46 33 27 24 22 22 21 20 9 1 0 Triolet 120 91 71 52 1 2 23 19 16 14
Doublet 26 25 23 19 12 11 7 7 6 4 2 1 0 Doublet 62 54 45 28 17 15 12 8 6 6 5 2 1 0 Doriplet 120 91 71 52 39 31 2623 1D 1614 6 0 0

—>—Triplet (Isa-Pd, Isa-Kd) —<—Doublet (Pd, Kd)

Cl, confidence interval; d, dexamethasone; HR, hazard ratio; Isa, isatuximab; K, carfilzomib; P, pomalidomide; PFS, progression-free survival; R2-ISS, second revision of the ISS.
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Results (8/8)

« Adding Isa to Pd or Kd led to longer PFS compared with receiving doublet therapy for all patients (median 23.9 vs 11.8
months, respectively; HR 0.544 (95% CI 0.436—0.680)

— A consistent treatment effect was observed across all R2-1SS stages (Figure 3)
Figure 3. PFS (Isa-based triplet vs doublet) by R2-ISS stage

Stage IV Not classified
100 100
90— HR 0.726 (95% CI 0.380-1.389) 90 HR 0.517 (95% CI1 0.309-0.864)
80 80
70 70—
§ 60— ;\g 60
n 50 0 50
1 40+ o 40+
30 30
20_ 20_
10 r x 10
0_ T T T T T T T T T T T T T T O_ T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52
Time (months) Time (months)
At risk, n Atrisk, n
Triplet 27 18 1 7 3 3 3 3 2 1 1 1 0 O Triplet 70 53 44 24 15 15 13 1 11 9 9 4 0 O
Doublet 28 12 9 5 4 2 2 2 2 0 0 0 0 O Doublet 76 47 36 17 12 11 11 10 10 7 5 1 0 O

—>—Triplet (Isa-Pd, Isa-Kd) —<—Doublet (Pd, Kd)

Cl, confidence interval; d, dexamethasone; HR, hazard ratio; Isa, isatuximab; K, carfilzomib; P, pomalidomide; PFS, progression-free survival; R2-ISS, second revision of the ISS.
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Conclusions

« To our knowledge, this is the first study to validate the R2-ISS in patients with RRMM and in patients treated with an
anti-CD38 mAb, using pooled data from two Phase 3 studies (ICARIA-MM and IKEMA)

— Consistent with the R2-ISS, this validation showed decreasing PFS by stage. A progressive decline in OS and
separation of the curves was seen as R2-ISS stage progressed from Stage | to Stage IV; further maturation of
IKEMA OS data may vyield better discrimination between R2-ISS Stage Il vs Stage |

- More patients with early relapse are classified as R2-ISS Stage Il and IV

« Overall, our data show that R2-ISS, as a prognostic scoring system, can be applied to patients with RRMM in the era
of novel agents, including mAb

« Isa-based triplet therapy led to improved PFS, regardless of R2-ISS stage, when compared with doublet therapy
- In this analysis, the IKEMA OS data were not mature
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