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- in combination with pomalidomide and dexamethasone, for the treatment of adult
patients with multiple myeloma (MM) who have received at least two prior therapies
including lenalidomide and a proteasome inhibitor (PI).

- in combination with carfilzomib and dexamethasone, for the treatment of adult patients with
multiple myeloma who have received at least one prior therapy.
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4.4. Special warnings and precautions for use

Second primary malignancies

In ICARIA-MM, second primary malignancies (SPMs) were reported at a median
follow-up time of 52.44 months in 10 patients (6.6%) treated with Isa-Pd and in 3
patients (2%) treated with Pd. SPM were skin cancer in 6 patients treated with Isa-
Pd and in 3 patients treated with Pd, solid tumours other than skin cancer in 3
patients treated with Isa-Pd (one patient also had a skin cancer), and haematological
malignancy (myelodysplastic syndrome) in 1 patient treated with Isa-Pd (see section
4.8). Patients continued treatment after resection of the new malignancy, except two

patients treated with Isa-Pd. One patient developed metastatic melanoma and the
other developed myelodysplastic syndrome. Fhe-overall- benefit-ofIsa-Pd remains
favourable(seeseetion 5 HJtn-engeineIn IKEMA study, at a median follow-up
time of 26-7356.61 months, SPMs were reported in 18 patients (10.2%) treated with
I[sa-Kd and in 10 patients (8.2%) treated with Kd. SPMs were skin cancers in 13

patients (7.3%) treated with Isa-Kd and in é6-patients(4-9%)-treated-with- Kd-—SPMs

sepe e L D sl e n D e el e b ane e 2 | patients
(Z-53.3%) treated with Kd, arnd-were solid tumours other than skin cancer in 5-7

patients (2-84.0%) treated with Isa-Kd and in 6 patients (4.9%) treated with Kd, and
n-4-patients(3-3%)-treated-with-kKd-—One heamatological malignancy (acute myeloid
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leukaemia) in 1 patient (0.8%) in the Kd group. For 1 patient (0.6%) in the Isa-Kd
group, the aetiology of the SPM was unknown. Two patients (1.1%) in the Isa-Kd
group and one patient (0.8%) in the Kd group had both skin cancer and solid
tumours other than skin cancer (see section 4.8). Patients with skin cancer continued
treatment after resection of the skin cancer. Solid tumours other than skin cancer
were diagnosed within 3 months after treatment initiation in 3 patients (1.7%)
treated with Isa-Kd and in 2 patients (1.6%) treated with Kd. The overall incidence
of SPMs in all the SARCLISA-exposed patients is 4.43%. Physicians should
carefully evaluate patients before and during treatment as per IMWG guidelines for
occurrence of SPM and initiate treatment as indicated.

Interference with serological testing (indirect antiglobulin test)

Isatuximab binds to CD38 on red blood cells (RBCs) and may result in a false positive
indirect antiglobulin test (indirect Coombs test). This interference with the indirect
Coombs test may persist for at least 6 months after the last infusion of SARCLISA. To
avoid potential problems with RBC transfusion, patients being treated with
SARCLISA should have blood type and screen tests performed prior to the first
infusion. Phenotyping may be considered prior to starting SARCLISA treatment as per
local practice.

If treatment with SARCLISA has already started, the blood bank should be informed.
Patients should be monitored for theoretical risk of haemolysis. If an emergency
transfusion is required,

non- cross- matched ABO/Rh-compatible RBCs can be given as per local blood bank

practlces (see section 4. 5) lhef%}&euffefﬂy—ne—wa&ab}%&rfefmaﬂeﬂ—wﬁ%ﬁegafés—te

4.8. Undesirable effects

The adverse reactions were reported from-the 152 patients-whorecetvedIsaPd-with
a-median-duration-efexposure-of4H-weeks-in clinical trials FEARTA-MM-study-(see

section 5.1) and post-market settings.
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Table 3*: Adverse reactions reported in patients with multiple myeloma treated with
isatuximabin combination with pomalidomide and low-dose dexamethasone

ACARIA-MMY®

System Organ Class |Adverse reaction Frequency Incidence (%)
Preferred Term (N=152)
Any Grade Grade >3
. . edab Very common
nfections and Pneumonia 34.8%47 | 27.9%40
30.9) @26:3)
Upper respiratory Very common
tractinfection® B 43.3%
28-3)40.2%
Bronchitis* Very common 36 543.3Y7%
23-520.9%
Herpes zoster Common . 140.794%
46
Neoplasms benign, | Skin cancer Common 63-N4.9% 4-2-6)
malignant and 1.6%
unspecified (incl Solid tumour (non-skin | Common 3 2092.9% 23
cystsand polyps)« | cancer) 1.6%
Haematology Uncommon HOH0.4% | H650.4%
malignancy
Blood and lymphatic |Neutropenia® Very common + 70
system disorders “46-1H52.5% “6-b51.6
%
Thrombocytopenia  [Very common 12.7% 11.9%
Febrile neutropenia C¥ery-eommon 18 8
H-8)7.4% | H=8)7.4%
Anaemia Common 6.1% 4.5%
Lymphopenia ¢ Not known [ ] [—
Immune system Anaphylactic reaction® |Uncommon 03% 0.3%
disorders 540.3%) 5+0.3%)
Metz}lfolisn.l and Decreased appetite* CommenVery 15 2
nutrition disorders common
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complications

9:911.5% a-3)1.2%
Cardiac disorders Atrial fibrillation Common 7 3
“4635.7% 2:92.5%
Respiratory, thoracic | Dyspnoea* Very common
and mediastinal 23 6
disorders (5125.8% (B.9)5.7%
Gastrointestinal Diarrhoea* Very common 39 5
disorders 25.734.0% (2.002.5%
Nausea Very common s 0%
#5-H22.1%
Vomiting# Very common 18 5
H814.8% £330.8%
Investigations Weight decreased Common 10 0%
(6:6)4.9%
Injury, poisoning Infusion reaction ° Very common 58 4
and procedural 38239.3% 2:6)2.0%

“2The term pneumonia is a grouping of the following terms: atypical pneumonia, bronchopulmonary

aspergillosis, pneumonia, pneumonia haemophilus, pneumonia influenzainfhaenzal, pneumonia
pneumococcal, pneumoniastreptococcal, pneumonia viral, , pneumonia bacterial, haemophilus

infection, lung infection, pneumonia fungal and pneumocystis jirovecii pneumonia.

db

Cut-off date-of H4-Mar-2022 Median-follewup-time=52-44-months—Based on second primary

malignancies reported during study treatment period and during post-treatment period.

° See “Description of selected adverse reactions”.

¢4 Based on post-marketingmultiple-myeloma-clinical-trials:

* Ng gFH:—i% 4

e adverse reactlonsw%epeﬁeéﬁem—ﬂ}%lﬂlmﬂmeeeﬁ%ﬂsﬂéd—w%h—a
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Table 4°: Adverse reactions reported in patients with multiple myeloma treated

with isatuximab in combination with carfilzomib and

dexamethasone®dexamethasene (HCEMA)

System Organ Incidence-(%)
Class Adverse reaction | Frequency (N=177)
Preferred Term Any Grade | Grade >3
Infections and . be Very
infestations Pneumonia common 28.8% 20.9%
Uppe.r rosp! ratf)ry Very 36.2% 3.4%
tract infection* common
Bronchitis* Very 22.6% 2.3%
common
Herpes zoster Common 2.3% 0.6%
Vascular disorders Hypertension® Very common| 36.7% 20.3%
NeoP lasms benign, Skin cancers* Common 517.3% 0:61.7%
malignant and '
unspecified (incl  [Solid tumours ether
cysts and polyps)? (thar(-non-skin Common 3.44.0% +73.4%
cancers)
Blood an.d Anaemia Common 5.1% 4.5%
lymphatic system |— R — E—
disorders Neutropenia® Common 4.5% 4.0%
Thrombocytopenia Common 2.8% 2.3%
Lymphopenia® Not known | - e
Immune system Anaphylactic o o
fisorders oncroaction® Uncommon 5(0.3%) 5(0.3%)
Respiratory, Very
thoracic and Dyspnoea®* common 27.7% 5.1%
mediastinal Ve
: Cough Y 19.8° 09
disorders oug common Yo 70
Gastrointestinal . Very
*
disorders Diarrhoea common 36.2% 2.8%
Vomiting* Very 15.3% 1.1%
common

Greenwork Park, Yakum, Building E, 1t floor, 6097600, Israel

Tel.: +972-9-8633081 - Fax: +972-9-8851444 - www.sanofi.co.il




sanofi

General disorders Ve

and administration Fatigue* Y 28.2% 3.4%
site conditions common

Injury, poisoning . _—

and procedural Infusion reaction Very 45.8% 0.6%
complications common

2 Cut-off date of 07-Feb- 2020 Medlan follow-up time=20.73 months.

b The term pneumoma isa grouplng of the followmg terms atyplcal pneumonia, pneumocystls JII‘OVCCII
pneumonia, pneumonia, pneumonia influenzainfluenzal, pneumonia legionella, pneumonia streptococcal,
pneumonia viral, and pulmonary sepsis.

¢ See “Description of selected adverse reactions”.

4 Cut-off date of 07-Feb-2023. Median follow-up time=56.61 months. Based on second primary
malignancies reported during study treatment period and during post-treatment period.

¢ Based on post-marketing adverse reactionsmutiple-myeloma-elinteal-trials

ENo-graded-or3.

5.1. Pharmacodynamic properties
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(Isa-Pd) (Pd)
0.2 - [N=154) [N=153]
" Median(months) NC NC
Hazard ratio (95%Cl); Vs. 0.687 (0.461 10 1.023)
Comparator regimen
00 I | I T |
0 3 6 9 12 15
Patients at risk Months
Sarclisa regimen (Isa-Pd) 154 145 127 116 51 15
Comparator regimen (Pd) 153 137 116 101 46 11

Cutoff date = 07 February 2023H-Oetober 2048
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Efficacy results are presented in Table 8 and Kaplan-Meier curves for PFS and OS are
provided in the Figures

3 and 4:

The median time to first response was 1.08 months in the Isa-Kd group and 1.12
months in the Kd group. With-aThe median fellew—up-time to next anti-myeloma
treatment was 43.99e£20-73-months;+73% patients in the [sa-Kd arm-group and
25.00 months in the Kd group (HR=0.583; 95% CI: 0.429 to0 0.792).

Figure 4: Kaplan-Meier Curves of OS — ITT population — IKEMA
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0 6 12 i8 24 30 36 42 48 54 60 66
Months
Patients at risk
Isa-Kd 179 166 157 145 134 124 117 11 97 %0 6 0
Kd 123 114 106 100 89 83 72 61 56 52 6 0

Cut-off date = 07 February 2023

At a median follow-up time of 56.61 months, median overall survival was not reached
in the Isa-Kd group (95% CI: 52.172 to NR) and was 50.60 months in Kd group (95%
CI: 38.932 to NR) (HR=0.855: 95% CI: 0.608 to 1.202).
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