Supplementary Figures.

NDMM Risk Ratio %
Study (Year) (95% CI) Weight
GMMG-HD7 (2024) [ 3.33(2.14,5.17) 29.66
IMROZ (2024) —— 1.47 (1.18,1.83) 37.81
Iskia (2023) —.—;— 1.70 (1.18,2.45) 3253
Overall, DL (I>= 81.2%, p = 0.005) <> 1.96 (1.26, 3.07) 100.00
T T T
0.25 1 4
RRMM Risk Ratio %
Study (Year) (95% ClI) Weight
IKEMA (2024) _— 2.60(1.30,5.23) 3422
ICARIA-MM (2024) ﬁ_%_ 1.45(1.11,1.90) 65.78
Overall, DL (I>= 57.4%, p = 0.126) <> 1.77 (1.03, 3.05) 100.00
T T T
025 1 4

(a) Grade 3 or 4 neutropenia

NDMM Risk Ratio %
Study (Year) (95% CI) Weight
GMMG-HD7 (2024) 1.39(0.73,2.65) 13.86
IMROZ (2024) 1.09 (0.81, 1.47) 64.30
Iskia (2023) 0.88(0.53,1.48) 21.84
Overall, DL (2= 0.0%, p = 0.556) <:> 1.08 (0.85,1.37) 100.00
T
0.5 1 2
RRMM Risk Ratio %
Study (Year) (95% ClI) Weight
IKEMA (2024) 1.26 (0.85,1.86) 70.02
ICARIA-MM (2024) 1.09 (0.60, 1.98) 29.98
Overall, DL (1= 0.0%, p = 0.689) <i> 1.21(0.87,1.67) 100.00
T T
05 1 2

(b) Grade 3 or 4 thrombocytopenia

NDMM Risk Ratio %
Study (Year) (95% ClI) Weight
GMMG-HD7 (2024) 0.65(0.33,1.28) 36.56
IMROZ (2024) 1.09(0.71,1.67) 63.44
Overall, DL (I>= 39.0%, p = 0.200) <:> 0.90 (0.55, 1.48) 100.00
T T
0.25 1 4
RRMM Risk Ratio %
Study (Year) (95% ClI) Weight
IKEMA (2024) —— | 1.12(0.71,1.76) 66.38
ICARIA-MM (2024) — 6.86 (0.85, 55.09) 33.62
Overall, DL (2= 64.0%, p = 0.096) <:> 2.06 (0.38, 11.04) 100.00
T

T
0.015625 1 64
(c) Grade 3 or 4 anemia

Supplementary Figure S1: Forest plots of risk ratios (RRs) for hematologic adverse events
comparing isatuximab-based regimens to the control arm. (a) Grade 3 or 4 neutropenia. (b)

Grade 3 or 4 thrombocytopenia. (¢) Grade 3 or 4 anemia. For each outcome, the forest plot for



patients with newly diagnosed multiple myeloma (NDMM) is shown above the plot for those
with relapsed/refractory disease (RRMM). All analyses used the random-effects model [1-6].

NDMM Risk Ratio %
Study (Year) (95% CI) Weight
GMMG-HD7 (2024) - 216 (1.24,3.76) 39.93
IMROZ (2024) 1.59 (1.01,2.49) 60.07
Overall, DL (1= 0.0%, p = 0.394) <> 1.80 (1.27,2.55) 100.00
T T
0.25 1 4
RRMM Risk Ratio %
Study (Year) (95% ClI) Weight
IKEMA (2024) 1.38(0.85,224) 4374
ICARIA-MM (2024) 1.11(0.72,1.70)  56.26
Overall, DL (1= 0.0%, p = 0.505) <i> 1.22(0.88,1.68) 100.00
T T
0.5 1 2

(a) Grade 3 or 4 pneumonia

RRMM Risk Ratio %
Study (Year) (95% CI) Weight
IKEMA (2024) 1.15(0.28,4.72) 61.22
ICARIA-MM (2024) 1.47 (0.25,8.67) 38.78
Overall, DL (I2= 0.0%, p = 0.831) <:> 1.26 (0.42,3.82) 100.00
T T
0.125 1 8

(b) Grade 3 or 4 diarrhea

RRMM Risk Ratio %
Study (Year) (95% CI) Weight
IKEMA (2024) 7.58 (0.99, 57.97) 66.53
ICARIA-MM (2024) 12.75 (0.72, 224.25)33.47
Overall, DL (2= 0.0%, p = 0.772) <> 9.02 (1.72, 47.40) 100.00
T T
0.0039062 1 256

(c) Grade 3 or 4 fatigue

Supplementary Figure S52. Forest plots of risk ratios (RRs) for non-hematologic adverse events.
(a) Grade 3 or 4 pneumonia (stratified by NDMM and RRMM). (b) Grade 3 or 4 diarrhea
(RRMM only). (c) Grade 3 or 4 fatigue (RRMM only). Outcomes (b) and (c) are displayed for
the RRMM population only due to insufficient data from NDMM studies. All analyses used
the random-effects model [1-5].



Supplementary Tables.

Supplementary Table S1. PRISMA Checklist.

Section and Topic

Checklist item

Location where

item is reported

TITLE
Title Identify the report as a systematic review. Page 1, Line 1-3
ABSTRACT
Page 1, Abstract
Abstract See the PRISMA 2020 for Abstracts checklist. section (Lines
10-34)
INTRODUCTION
Introduction,
Rationale Describe the rationale for the review in the context of existing knowledge.
Paragraphs 1-3
Introduction, final
Objectives Provide an explicit statement of the objective(s) or question(s) the review addresses.
paragraph
METHODS
Specify the inclusion and exclusion criteria for the review and how studies were
Eligibility criteria Section 2.2
grouped for the syntheses.
Specify all databases, registers, websites, organisations, reference lists and other
Information sources sources searched or consulted to identify studies. Specify the date when each source  |Section 2.1

Section and Topic

was last searched or consulted.

Checklist item

Location where

Present the full search strategies for all databases, registers and websites, including

item is reported

Section 2.1,

Search strategy Supplementary
any filters and limits used.
Table 1
Specify the methods used to decide whether a study met the inclusion criteria of the
review, including how many reviewers screened each record and each report
Selection process Section 2.1

retrieved, whether they worked independently, and if applicable, details of

automation tools used in the process.




Data collection

Specify the methods used to collect data from reports, including how many reviewers

collected data from each report, whether they worked independently, any processes

9 Section 2.3
process for obtaining or confirming data from study investigators, and if applicable, details of
automation tools used in the process.
List and define all outcomes for which data were sought. Specify whether all results
Abstract
that were compatible with each outcome domain in each study were sought (e.g. for all
10a (Methods), Section
measures, time points, analyses), and if not, the methods used to decide which results
2.2, Section 2.3
Data items to collect.
List and define all other variables for which data were sought (e.g. participant and
10b intervention characteristics, funding sources). Describe any assumptions made about |Section 2.3
any missing or unclear information.
Specify the methods used to assess risk of bias in the included studies, including
Section 2.3
Study risk of bias details of the tool(s) used, how many reviewers assessed each study and whether they
11 (Cochrane Risk of
assessment worked independently, and if applicable, details of automation tools used in the
Bias tool)
process.
Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in |Section 2.4 (HR,
Effect measures 12
the synthesis or presentation of results. RR)
Describe the processes used to decide which studies were eligible for each synthesis
Section 2.4, Results
13a (e.g. tabulating the study intervention characteristics and comparing against the
3.1
planned groups for each synthesis (item #5)).
Describe any methods required to prepare the data for presentation or synthesis, such
13b Section 2.4
as handling of missing summary statistics, or data conversions.
Describe any methods used to tabulate or visually display results of individual studies |Section 2.4, Figures
13c
and syntheses. 1-5, Table 1
Synthesi thod Section 2.4
ynthests methods Describe any methods used to synthesize results and provide a rationale for the
(Fixed/Random
13d choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify
effects, 12,
the presence and extent of statistical heterogeneity, and software package(s) used.
RevMan/Stata)
Section 2.4
Describe any methods used to explore possible causes of heterogeneity among study
13e (Pre-specified
results (e.g. subgroup analysis, meta-regression).
subgroup analysis)
Describe any sensitivity analyses conducted to assess robustness of the synthesized Section 2.4 (Not
13f

results.

performed due to




Section and Topic

Checklist item

limited number of

studies)

Location where

item is reported

Section 2.4 (Not

Reporting bias Describe any methods used to assess risk of bias due to missing results in a synthesis
14 formally assessed
assessment (arising from reporting biases).
due to few studies)
Describe any methods used to assess certainty (or confidence) in the body of evidence
Certainty assessment |15 Not reported
for an outcome.
RESULTS
Describe the results of the search and selection process, from the number of records
Section 3.1, Figure
16a identified in the search to the number of studies included in the review, ideally using a
1
Study selection flow diagram.
Cite studies that might appear to meet the inclusion criteria, but which were excluded, |Section 3.1, Figure
16b
and explain why they were excluded. 1
Study characteristics |17 Cite each included study and present its characteristics. Section 3.1, Table 1
Risk of bias in Section 3.5, Figure
18 Present assessments of risk of bias for each included study.
studies 6
For all outcomes, present, for each study: (a) summary statistics for each group (where
Results of individual
19 appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible Figures 2, 3, 4
studies
interval), ideally using structured tables or plots.
For each synthesis, briefly summarise the characteristics and risk of bias among
20a Sections 3.2, 3.3, 3.5
contributing studies.
Present results of all statistical syntheses conducted. If meta-analysis was done,
present for each the summary estimate and its precision (e.g. confidence/credible Sections 3.2, 3.3,
20b
interval) and measures of statistical heterogeneity. If comparing groups, describe the |Figures 2-4
direction of the effect.
Results of syntheses
Present results of all investigations of possible causes of heterogeneity among study Section 3.4, Section
20c
results. 322
Section 2.4 states
Present results of all sensitivity analyses conducted to assess the robustness of the
20d none were

synthesized results.

performed




As per Methods
Present assessments of risk of bias due to missing results (arising from reporting
Reporting biases 21 (Item 14), not
biases) for each synthesis assessed.
assessed
Present assessments of certainty (or confidence) in the body of evidence for each
Certainty of evidence |22 Not reported
outcome assessed.
DISCUSSION
Discussion,
23a Provide a general interpretation of the results in the context of other evidence.
Paragraphs 1-5
Discussion,
23b Discuss any limitations of the evidence included in the review.
Paragraph 6
Discussion Discussion,
23c Discuss any limitations of the review processes used.
Paragraph 6
Discussion,
23d Discuss implications of the results for practice, policy, and future research. Paragraph 5 & 7,
Conclusion
OTHER INFORMATION

Section and Topic

Item #

Checklist item

Location where

item is reported

Registration and

protocol

24a

Provide registration information for the review, including register name and

registration number, or state that the review was not registered.

Section 2.1: "The
study was
registered in the
International
Platform of
Registered
Systematic Review
and Meta-analysis
Protocols
(registration
number:
INPLASY2025.10.0

027)."

24b

Indicate where the review protocol can be accessed, or state that a protocol was not

prepared.

A protocol was
prepared and

registered (DOI:




10.37766/inplasy20

25.10.0027).
Describe and explain any amendments to information provided at registration or in
24c Not applicable
the protocol.
Describe sources of financial or non-financial support for the review, and the role of
Support 25 Funding section
the funders or sponsors in the review.
Conflicts of
Competing interests |26 Declare any competing interests of review authors.
Interest section
Data Availability
Availability of data, Report which of the following are publicly available and where they can be found:
Statement,
code and other 27 template data collection forms; data extracted from included studies; data used for all
Supplementary

materials

analyses; analytic code; any other materials used in the review.

Materials




Supplementary Table S2. Search strategy.

Search Search string Search
engine result
PubMed (“isatuximab”[Supplementary Concept] OR 28

(“SAR650984"[Title/Abstract] OR “Sarclisa”[Title/Abstract] OR
“isatuximab-irfc”[Title/Abstract])) AND (“Multiple
Myeloma”[MeSH Terms] OR (“myeloma plasma
cell”[Title/Abstract] OR “plasma cell myeloma”[Title/Abstract]
OR “kahler disease”[Title/Abstract] OR ((“Disease” [MeSH
Terms] OR “Disease”[All Fields] OR “diseases"[All Fields] OR
“diseases”[All Fields] OR “diseased”[All Fields]) AND
“Kahler”[Title/Abstract]) OR “Myelomatosis”[Title/ Abstract]))
AND “Randomized Controlled Trial”[Publication Type]

Supplementary Table S3. Indirect Comparison of Key Efficacy and Safety Outcomes for
Anti-CD38 Antibodies in Multiple Myeloma.

Outcome Population | Isatuximab-based Therapy Daratumumab-based Therapy
) ) (Data from key published trials)
(Data from this meta-analysis)
PFS (HR) NDMM 0.66 (0.52-0.84) 0.55 (0.45-0.67)
[Pooled from IMROZ, GMMG-HD7] [MAIA: D-Rd vs Rd]
RRMM 0.61 (0.50-0.74) 0.54 (0.43-0.67)
[Pooled from IKEMA, ICARIA-MM] [POLLUX: D-Rd vs Rd]
OS (HR) NDMM 1.01 (0.72-1.43) 0.66 (0.53-0.83)
[Pooled from IMROZ, GMMG-HD?7]
[MAIA: D-Rd vs Rd]
RRMM 0.81 (0.65-1.00) 0.73 (0.58-0.91)

[Pooled from IKEMA, ICARIA-MM]

[POLLUX: D-Rd vs Rd]

MRD negative | NDMM

rate

1.28 (1.13-1.45)

[Pooled from IMROZ, GMMG-HD?,
IsKia]

32.1% vs 11.1%

[MAIA: D-Rd vs Rd]

RRMM

4.37 (0.60-31.68)

33.2% vs 6.7%




[Pooled from IKEMA, ICARIA-MM] [POLLUX: D-Rd vs Rd]
Grade 3/4 NDMM 1.96 (1.26-3.07) 54.1% vs 37.0%
neutropenia
[Pooled from GMMG-HD?7, IMROZ, [MAIA: D-Rd vs Rd]
IsKia]
RRMM 1.77 (1.03-3.05) 57.6% vs 41.6%
[Pooled from IKEMA, ICARIA-MM] [POLLUX: D-Rd vs Rd]
Grade 3/4 NDMM 0.90 (0.55-1.48) 17.0% vs 21.6%
anemia
[Pooled from GMMG-HD?7, IMROZ] [MAIA: D-Rd vs Rd]
RRMM 2.06 (0.39-11.04) 19.8% vs 22.4%
[Pooled from IKEMA, ICARIA-MM] [POLLUX: D-Rd vs Rd]
Grade 3/4 NDMM 1.80 (1.27-2.55) 19.5% vs 10.7%
pneumonia
[Pooled from GMMG-HD7, IMROZ] [MAIA: D-Rd vs Rd]
RRMM 1.22 (0.88-1.68) 17.3% vs 11.0%
[Pooled from IKEMA, ICARIA-MM] [POLLUX: D-Rd vs Rd]

This table provides a descriptive, indirect comparison of outcomes for isatuximab
and daratumumab from separate clinical trial populations. Data sources and formats
differ between columns: Efficacy and safety data for isatuximab are pooled estimates
(Hazard Ratios, HR, or Risk Ratios, RR with 95% CI) from the current meta-analysis
of randomized controlled trials. Data for daratumumab are selected results from key
pivotal trials (MAIA for NDMM, POLLUX for RRMM), presented as reported in the
primary literature (HRs for time-to-event outcomes; incidence rates for safety
outcomes). These data originate from different trials with varying designs, patient
characteristics, and control arms. Therefore, direct statistical comparison of the
values between columns is not methodologically valid and should be avoided. The
table aims to contextualize the findings of this meta-analysis within the broader
landscape of anti-CD38 therapies. CI, confidence interval; NDMM, newly diagnosed
multiple myeloma; RRMM, relapsed/refractory multiple myeloma [1-8].
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