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B cell lymphoproliferative
disease and other
hematological disease

Chronic lymphocytic leukemia
Lymphoma*

I~ Multiple myeloma

— Smouldering myeloma

Monoclonal gammopathy
— of undetermined
significance (MGUS)

Other hematological disease
- Leukemia
Acute myeloid leukemia

Chronic myeloid leukemia

I Myelodysplastic syndrome
I Waldenstrom macroglobulinemia

Amyloid solid tumours and
" their treatment

N
=/

Corticosteroids
Bortezomib (proteasome inhibitor)

Anti-FcRn therapies
Rozanolixizumab

Alkylating agents

Cyclophosphamide
Chlorambucil
Melphalan

Tyrosine kinase inhibitors

Imatinib

Dasatinib
Ibrutinib
Purine analogues

Fludarabine

Therapies targeting B cells
Anti-CD20
Rituximab
Veltuzumab
Ocrelizumab
Ofatumumab
Obinutuzumab
Ublituximab
— Anti-CD22
I— Epratuzumab
— Anti-CD19
Blinatumumab

CD19-targeted chimeric
antigen receptor T cells
(CAR-T)

|: Kymariah
Yescarta
— Anti-CD52
Alemtuzumab
- Anti-CD38
t Daratumumab
Isatuximab

Azathioprine
Anti-epileptic medication

Phenytoin
Carbamazepine
Sodium valproate
Lamotrigine

— Ant-BAFF

Ly Belimumab

)

Transplantation

Heart transplant

Kidney transplant
Lung transplant

Hematopoietic stem ¢ |l
transplant

Liver transplant

Intestinal transplant

Protein loss

Nephrotic syndrome

[~ Crohn’s disease
- Ulcerative colitis
| Intestinal lymphangectasia
|- Tumer’s syndrome

I Noonan's syndrome
Klippel-Trenauny syndrome
Hennekam syndrome
Coeliac disease
Enteric infection
Menetrier’s disease
Constrictive pericarditis
- Fontan operation

- Severe burns
L Severe dermatitis

mphatic circulation

Intestinal

lymphangiectasia

Plasma exchange

Increased catabolism

Proteus syndrome

Yellow nail syndrome

Noonan'’s syndrome

Chylothorax

Malnutrition
HIV infection

Peritoneal dialysis

' Deficient antibody production
' Antibody loss
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B cell lymphoproliferative

g

disease and other Drug-related Transplantation Protein loss Lymphatic circulation
hematological disease
Therapies targeting B cells
Chronic ympHocyic Eukema Corticosteroids Anti-CD20 Heart transplant :;ﬁ;ﬁ:i;edwa Plasma exchange
Lymphoma® Bortezomib (proteasome inhibitor) Rituximab T p—" T e e aralen
Anti-FcRn therapies o Proteus syndrome
Vetuzumab Lung Censpln Gasontesial 0 e
Rozanolixizumab . e Malnutrition
— Multiple myeloma Ocrelizumab Hematopoietic stem cell = Crohn’s disease : —
Mycophenolate - - Noonan'’s syndrome HIV infection
- Smouldering myeloma - Ofatumumab E2nsplant I~ Ulcerative coltis
LSEERES - Tiert ant ntesti . Chylothorax Peritoneal dialysis
- Obinutuzumab |ver ransplan | Intestinal lymphangectasia
Monoclonal gammopathy Cyclophosphamide -
L of undetermined - Ublituximab Intestinal transplant |- Turner’s syndrome
significance (MGUS) Chiorambudl m—— | A e
Other hematological di A i L
er hematological disease  Kii
—— e Sulphasalazine Epratuzumab Rppetglienay Sy dione
- Leukemia | : I Hennekam syndrome
Gold Anti-CD19
Acute myeloid leukemia D-penicilamine Blinatumumab - Coeliac disease
Chronic myeloid leukemia Chlorpromazine CDj 9-targeted chimeric |- Enteric infection ' Deficient antibody production
I Myelodysplastic syndrome Methotrexate ?g:%e-%receptorToeﬂs i~ Menetrier's disease 4 Antibody loss
I Waldenstrom macroglobulinemia Clozapine m— I Constrictive pericarditis
Amyloid solid tumours and Tyrosine kinase inhibitors I: meana L Fontan operation
—Lihal ‘escal
e reament —
— Anti-CD52
Dasatinib - Severe burns
Torutinib Alemiizmab L Severe dermatits
Atacicept —C AntiCD38
Purine analogues t Daratumumab
"ﬁ )(/= (— AL \/ Fludarabine Isatuximab
Lic e L Anti-BAFF
— ioprine
7 g“ D j\ IJ ~ -m]-y"_ Anti-epileptic medication L Belimumab
g E Phenytoin
Carbamazepine
Sodium valproate
Lamotrigine
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B cell lymphoproliferative
disease and other
hematological disease

I~ Multiple myeloma
— Smouldering myeloma

Monoclonal gammopathy
— of undetermined
significance (MGUS)

Other hematological disease
- Leukemia
Acute myeloid leukemia

Chronic myeloid leukemia

I Myelodysplastic syndrome
I~ Waldenstrom macroglobulinemiaf

Amyloid solid tumours and
" their treatment
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Drug-related

Corticosteroids

Bortezomib (proteasome inhibitor)
Anti-FcRn therapies
Rozanolixizumab

Mycophenolate

Alkylating agents
Cyclophosphamide
Chlorambucil
Melphalan

Sulphasalazine

Gold

D-penicillamine

Chlorpromazine

Methotrexate

Clozapine

Tyrosine kinase inhibitors

Imatinib

Dasatinib

Ibrutinib
Atacicept

Purine analogues

Fludarabine
Azathioprine

Anti-epileptic medication

Phenytoin
Carbamazepine

Sodium valproate
Lamotrigine

Therapies targeting B cells
Anti-CD20
Rituximab
Veltuzumab
Ocrelizumab
Ofatumumab
Obinutuzumab
Ublituximab
— Anti-CD22
I— Epratuzumab
— Anti-CD19
Blinatumumab

CD19-targeted chimeric
antigen receptor T cells
(CAR-T)

|: Kymariah

Yescarta

— Anti-CD52

Alemtuzumab

- Anti-CD38

t Daratumumab
Isatuximab

— Ant-BAFF

Ly Belimumab

Transplantation

deart transplant
Cidney transplant
.ung transplant

{ematopoietic stem cell
ransplant

.iver transplant

ntestinal transplant

i 3

Protein loss

Renal loss

Nephroic syndrome

Gastrointestinal loss

[~ Crohn’s disease

- Ulcerative colitis

| Intestinal lymphangectasia
|- Tumer’s syndrome

I Noonan's syndrome

I Klippel-Trenauny syndrome
I Hennekam syndrome

- Coeliac disease

|- Enteric infection

I Menetrier’s disease

I Constrictive pericarditis

- Fontan operation

Cutaneous loss

- Severe burns
L Severe dermatitis

Front Immunol . 2019 Feb 8:10:33.

Lymphatic circulation
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lymphangiectasia

Plasma exchange

Increased catabolism

Proteus syndrome

Yellow nail syndrome

Noonan'’s syndrome

Chylothorax

Malnutrition

HIV infection

Peritoneal dialysis

' Deficient antibody production
' Antibody loss
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REVIEW

Open Access

Emerging agents and regimens for multiple 2

myeloma IHENE D —BIARRAROEREEHE T
o : 1 . ZOFERZHERELTVWEHDTIEHLY £HA,
YangYang'",YiLi'", Huiyao Gu', Mengmeng Dong' and Zhen Cai' © A OERICO WCITEFRYE ZSBCa L, |

ADC

CAR-T Cell

0z

\ Myeloma Cell

mitochondria m
A% } nucleus JNJ-64407564

Nivolumab
Pembrolizumab

N AMG-424
cytoplasm \\
Dara
Isatuximab
MOR 202

Antibody

BITE

Yang et al. J Hematol Oncol ~ (2020) 13:150
Fig. 1 Therapeutic options for targeting myeloma https://doi.org/10.1186/513045-020-00980-5
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Impact of Hypogammaglobulinemia and
Immunoglobulin Replacement Therapy on Infection

Rate in Patients With RRMM Treated With
Elranatamab: Post-Hoc Analysis From MagnetisMM-3

Leleu X, et al. Abstract P-286

EM-JPN-elr-0179



Impact of Hypogammaglobulinemia and Immunoglobulin Replacement Therapy on Infection Rate in
Patients With RRMM Treated With Elranatamab: Post-Hoc Analysis From MagnetisMM-3'

+ Patients with RRMM are at increased risk for severe infections due to
immunosuppression related to underlying MM as well as anti-myeloma
therapies??3

» As aresult, management guidelines include recommendations for anti-infective
prophylaxis in patients at high risk for infections, including Ig replacement
therapy for hypogammaglobulinemia*

* However, sparse data exist demonstrating the impact of Ig replacement on the
incidence of infection in patients treated with BCMA-directed bispecific
antibodies

* Inthe phase 2 registrational MagnetisMM-3 (NCT04649359) trial, infections
occurred in 71.0% of patients (Grade 3/4, 37.2%; fatal infections, 7.7%)

Objective

» To evaluate the impact of hypogammaglobulinemia and Ig replacement therapy on
the incidence of infection in patients with RRMM treated with elranatamab in the
MagnetisMM-3 (NCT04649359) study

BCMA = B-cell maturation antigen; EAIR = exposure-adjusted infection rate; Ig(G) = immunoglobulin (G); MM = multiple
myeloma; RRMM = relapsed/refractory multiple myeloma.

» A post-hoc analysis was conducted to evaluate the impact of Ig replacement

therapy and hypogammaglobulinemia on infections in patients enrolled in
MagnetisMM-3
— Patient baseline characteristics and treatment with elranatamab have
been described previously®6

The on-treatment time for each patient was divided into the following periods for
analysis of the incidence of infections:

— On vs off Ig replacement therapy

— With vs without hypogammaglobulinemia

Hypogammaglobulinemia was defined as IgG <400 mg/dL

Any new (ie, noncontinuous) infection event starting within a period, any
increase in grade in a single continuous infection event, and any infection event
starting in 1 period and spanning across the entire next period (if 230 days)
were counted as distinct infection events

EAIRs were calculated as the number of infection events in each period divided
by the total time in months in each period

Data cutoff was April 16, 2023, =16 months after the last patient’s initial dose

EM-JPN-elr-0179

References included in speaker notes.



Impact of Hypogammaglobulinemia and Immunoglobulin Replacement Therapy on Infection Rate in
Patients With RRMM Treated With Elranatamab: Post-Hoc Analysis From MagnetisMM-3

Patients and Ig Replacement

» Overall, 187 patients received elranatamab in MagnetisMM-3; the median (range) treatment duration was 4.37
(0.03-25.79) months

* In the total patient population (n=187) 77 (41.2%) patients received Ig replacement therapy at some point during their
treatment period. The median time “on” vs “off” Ig replacement was 3.02 (range, 0.07-25.03) vs 4.57 (range, 0.16—18.63)

months

« Among patients with quantitative immunoglobulin data (n=137), the median time without and with hypogammaglobulinemia
was 4.12 (range, 0.03-20.47) vs 6.34 (range, 0.03—-17.71) months
- J

EM-JPN-elr-0179

Ig = immunoglobulin. Leleu X, et al. Abstract: P-286. Poster presented at: 2023 International Myeloma Society Meeting, Athens, Greece.



Impact of Hypogammaglobulinemia and Immunoglobulin Replacement Therapy on Infection Rate in
Patients With RRMM Treated With Elranatamab: Post-Hoc Analysis From MagnetisMM-3

Infections in Patients With or Without Ig Replacement

A. B.
0.40 Any grade (N=187) 0.40 Grade 23 (N=187)
0.35 0.35
_. 0301 o 0307
3] o
2l - » Lower monthly EAIRs were
s T._'E observed in patients “on” vs “off”
< 020 S o Ig replacement therapy
> 2
£ £ (0.22 [95% CI, 0.18-0.27] vs
J 1
g " S 0.36 [95% CI, 0.33-0.40])
0.10 4 0.10 1 .
» Similar trends were observed
0.05 4 0.05 regardless of infection type
0 “ 0-
All Infections Bacterial Fungal Viral Pathogen All Infections  Bacterial Fungal Viral Pathogen
unspecified unspecified
. Rates with Ig replacement 0.22413 0.04436 0.01868 0.07238 0.08872 . Rates with Ig replacement 0.05136 0.02101 0.00467 0.02101 0.00467
M Rates without Ig replacement 0.35951 0.09480 0.02772 0.10284 0.13414 [l Rates without Ig replacement 0.13583 0.05008 0.00626 0.05276 0.02683
Cases with Ig replacement 96 19 8 31 38 Cases with Ig replacement 22 9 2 9 2

K Cases without Ig replacement 402 106 3N 115 150 Cases without Ig replacement 152 56 7 59 30 /

EM-JPN-elr-0179

Cl = confidence interval; EAIR = exposure-adjusted infection rate; Ig = immunoglobulin. Leleu X, et al. Abstract: P-286. Poster presented at: 2023 International Myeloma Society Meeting, Athens, Greece.



Impact of Hypogammaglobulinemia and Immunoglobulin Replacement Therapy on Infection Rate in
Patients With RRMM Treated With Elranatamab: Post-Hoc Analysis From MagnetisMM-3

Infections in Patients With or Without Hypogammaglobulinemia

.

0.45 + Any grade (N=137)
0.40 4

0.35 1

0.25 4
0.20

0.15

Monthly EAIR (95% CI)

0.10 4

0.05 4

N i

All Infections ~ Bacterial Fungal Viral
B Rates without hypogammaglobulinemia  0.22589 0.03254 0.01149 0.06892
M Rates with hypogammaglobulinemia 035759 0.09188 0.03228 0.10306
Cases without hypogammaglobulinemia 118 17 6 36
Cases with hypogammaglobulinemia 288 74 26 83

B.
e Grade 23 (N=137)
0.35 4
0.30 4
§ 55 « Lower monthly EAIRs were
e observed in patients without vs
= 0207 with hypogammaglobulinemia
§ e (0.23 [95% CI, 0.19-0.27] vs
é 0.36 [95% CI, 0.32-0.40])
0.10 4
« Similar trends were seen across
0.05 1 infection types
04
All Infections  Bacterial Fungal Viral Pathogen
b T e
0.112% . Rates without hypognmmaglobuhnemm 0.04786 0.01531 0.00383 0.01723 0.01149
0.13037 B Rates with hypogammaglobulinemia 0.13782 0.04470 0.00869 0.05339 0.03104
59 Cases without hypogammaglobulinemia 25 8 2 9 6
105 Cases with hypogammaglobulinemia m 36 7 43 25

/

Cl = confidence interval; EAIR = exposure-adjusted infection rate.

EM-JPN-elr-0179

Leleu X, et al. Abstract: P-286. Poster presented at: 2023 International Myeloma Society Meeting, Athens, Greece.



Impact of Hypogammaglobulinemia and Immunoglobulin Replacement Therapy on Infection Rate in
Patients With RRMM Treated With Elranatamab: Post-Hoc Analysis From MagnetisMM-3

Authors’ Conclusions

In this phase 2 study of patients with RRMM treated with elranatamab, IgG levels of 2400 mg/dL or Ig replacement
therapy were associated with decreased infection rates, including rates of Grade =3 infections

These data support the continued need for close monitoring of Ig levels during treatment and the benefit of Ig
replacement therapy in the management of patients with RRMM treated with BCMA-directed bispecific antibodies

EM-JPN-elr-0179

BCMA = B-cell maturation antigen; Ilg = immunoglobulin; IgG = immunoglobulin G; RRMM = relapsed/refractory
multiple myeloma. Leleu X, et al. Abstract: P-286. Poster presented at: 2023 International Myeloma Society Meeting, Athens, Greece.
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BEMMENEE (disseminated intravascular coagulation, DIC) (F& =%
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