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() Objectives

The goal of this newsletter is to give an overview of what is happening around multiple myeloma in
terms of medical developments. This is achieved by monitoring news articles, PR releases and
scientific reports on one hand. Conversations fromm HCPs, digital opinion leaders and other
influencers attending congresses, offering their opinion on treatments and commenting on new
developments on the other hand.

’ Who will benefit from this newsletter?
Any professionals interested in keeping up with developments around multiple myeloma:
- Marketers

- Business Analysts
- But also HCPs who want to anticipate the future landscape of MM management
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Introduction on Multiple Myeloma
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(O Whatis Multiple Myeloma?

White blood cells
(B-lymphocytes)

infections,
fevers

m 5 year survival rate ~50%

Shortness
of breath

MSD MANUAL MSD MANUAL &=
Professional Version Consumer Version
- Professional version in English - Consumer version in English
- Professional version in French - Consumer version in French

_____________________________________________________________________________________________________________________________
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https://www.msdmanuals.com/home/quick-facts-blood-disorders/plasma-cell-disorders/multiple-myeloma
https://www.msdmanuals.com/fr/accueil/les-faits-en-bref-troubles-du-sang/maladies-des-plasmocytes/my%C3%A9lome-multiple
https://www.msdmanuals.com/home/quick-facts-blood-disorders/plasma-cell-disorders/multiple-myeloma
https://www.msdmanuals.com/professional/hematology-and-oncology/plasma-cell-disorders/multiple-myeloma
https://www.msdmanuals.com/fr/professional/h%c3%a9matologie-et-oncologie/troubles-plasmocytaires/my%c3%a9lome-multiple
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2 line

after after after after after
15t relapse 2™ relapse 3" relapse 4th relapse 5t relapse
2" line treatment following 3™ line treatment following 4" line treatments 5% line treatments 6" line treatments or more
1** relapse or lack of 2™ relapse or lack of following 3" relapse following 4% relapse following 5% relapse or
response to 1* line response to 2™ line more

For stem cell candidates, the first step to gain a response to reduce the tumor burden before SCT.

Please note that patients who received more than one SCT are considered to be in “1°t line prior to stem cell transplant” for the latest SCT
procedure planned. For instance, should a patient receive an induction treatment prior to a 2" SCT, he should be considered as a 1** line
transplant patient.

1°t line therapy after stem cell transplant to deepen the response achieved by adding a short course of full dose therapy.

1*t line therapy after stem cell transplant to sustain the quality of the response achieved by adding a long course — from several months up to
disease progression — of reduced dose therapy.
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Brand name

Revlimid®

Thalidomide® / Thalomid® (US)

Imnovid® / Pomalyst® (US)
Pepaxti® / Pepaxto® (US)
Velcade®

Kyprolis®

Ninlaro®

Farydak®

Darzalex®

Empliciti®

Sarclisa®

Tecvayli®

Talvey®

Elrexfio®

Blenrep® / Belamaf® (US)
Nexpovio® / Xpovio® (US)
Venclyxto® / Venclexta® (US)
Abecma®

Carvykti®

Aredia®

Zometa®

Prolia® + Xgeva®

Mozobil®

Active substance

lenalidomide
thalidomide
pomalidomide
melflufen
bortezomib
carfilzomib
ixazomib
panobinostat
daratumumab

elotuzumab

isatuximab
teclistamab-cqyv
talquetamab-tgvs
elranatamab-bcmm

belantamab mafodotin-bimf
selinexor

venetoclax

idecabtagene vicleucel
ciltacabtagene autoleucel
pamidronate

zoledronate

denosumab

plerixafor

BMS

BMS

BMS

Oncopeptides AB
Janssen

Amgen

Takeda

Novartis + (Secura Bio)
Janssen

BMS + (AbbVie)

Sanofi
Janssen
Janssen
Pfizer

GSK

Karyopharm Therapeutics

AbbVie
BMS
Janssen
Novartis
Novartis
Amgen

Genzyme

Class of therapy

Immunomodulating agents (IMiDs)
Immunomodulating agents (IMiDs)
Immunomodulating agents (IMiDs)
Peptide conjugated alkylator

Proteasome inhibitors (Pls)

Proteasome inhibitors (Pls)

Proteasome inhibitors (Pls)

Histone deacetylase inhibitors (HDACis)
Monoclonal antibody against CD38 (Mabs)

Monoclonal antibody against SLAMF7 (Mabs)

Monoclonal antibody against CD38 (Mabs)

Bispecific B-cell maturation antigen (BCMA)-directed
CD3 T-cell engager

Bispecific antibody targeting GPRC5D receptor

Bispecific B-cell maturation antigen (BCMA)-directed
CD3 T-cell engager

Antibody-drug conjugates (BCMA)
Nuclear export inhibitor (SINE)
B-cell lymphoma 2 (BCL-2)
Cell-based gene therapy (CAR-T)
Cell-based gene therapy (CAR-T)
Bisphosphonates for bone disease
Bisphosphonates for bone disease
Bisphosphonates for bone disease

Stem cell mobilazor

O Drugs approved by European Medicines Agency (EMA) & FDA

EMA Date
of authorisation

14/06/2007
16/04/2008
05/08/2013
17/08/2022
26/04/2004
19/11/2015
21/11/2016
28/08/2015
20/05/2016
11/05/2016

30/05/2020
21/07/2022
09/08/2023 (FDA)
14/08/2023 (FDA)

25/08/2020
26/03/2021
04/12/2016
18/08/2021
25/05/2022
31/10/1991
20/03/2001
26/05/2010 - 13/07/2011

30/07/2009

Line of treatment

All lines

All lines

2L+ (after Revlimid and Velcade)
Triple class exposed / 3L+ / 4L+ / 5L+
1LSCT / 1LNSCT

2L+ / 3L+

2L+

2L+ Relapsed / Refractory

All lines

2L+ / 3L+

2L+ / 3L+

4L+ (1Pi + 1 IMiDs + 1anti-CD38 Mabs)
4L+ (1Pi + 1 IMiDs + 1lanti-CD38 Mabs)
4L+ (1Pi + 1 IMiDs + 1anti-CD38 Mabs)

2L+ (4L+ after P, IMiD and MAB (L5+ in Italy)
Penta-refractory (2xPI + 2xIMiDs + 1 Mab)
2L+ (already used in CLL / AML treatments)
Triple class exposed / 3L+ / 4L+ / 5L+

L3/ L4+ / L5+

Supportive care / Long-term use (5+ years)
Supportive care / Long-term use (5+ years)
Supportive care

Supportive care

Product
Monograph
Click here
Click here
Click here
Click here
Click here
Click here
Click here
Click here
Click here

Click here

Click here
Click here
Click here
Click here

Click here
Click here
Click here
Click here
Click here
Click here
Click here
Prolia® / Xgeva®

Click here



https://blog.aplusaresearch.com/blog
https://media.celgene.com/content/uploads/sites/23/Revlimid-Product_Monograph_-_English_Version.pdf
https://media.celgene.com/content/uploads/sites/23/Thalomid-Product_Monograph_-_English_Version.pdf
https://media.celgene.com/content/uploads/sites/23/POMALYST_Product_Monograph_English_Version.pdf
https://www.ema.europa.eu/en/documents/product-information/pepaxti-epar-production-information_en.pdf
https://pdf.hres.ca/dpd_pm/00035071.PDF
https://www.amgen.ca/-/media/Themes/CorporateAffairs/amgen-ca/amgen-ca/documents/products/en/kyprolis_pm.pdf
https://www.takeda.com/siteassets/en-ca/home/what-we-do/our-medicines/product-monographs/ninlaro/ninlaro-pm-en.pdf
https://www.ema.europa.eu/en/documents/product-information/farydak-epar-product-information_en.pdf
https://pdf.hres.ca/dpd_pm/00053751.PDF
https://pdf.hres.ca/dpd_pm/00040373.PDF
https://pdf.hres.ca/dpd_pm/00062897.PDF
https://www.ema.europa.eu/en/documents/product-information/tecvayli-epar-product-information_en.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761342s000lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761345s000lbl.pdf
https://www.ema.europa.eu/en/documents/product-information/blenrep-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/nexpovio-epar-product-information_en.pdf
https://www.abbvie.ca/content/dam/abbvie-dotcom/ca/en/documents/products/VENCLEXTA_PM_EN.pdf
https://www.bms.com/assets/bms/ca/documents/productmonograph/ABECMA_EN_PM.pdf
https://www.ema.europa.eu/en/documents/product-information/carvykti-epar-product-information_en.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/1998/20927lbl.pdf
https://www.ema.europa.eu/en/documents/product-information/zometa-epar-product-information_en.pdf
https://www.amgen.ca/-/media/Themes/CorporateAffairs/amgen-ca/amgen-ca/documents/products/en/prolia_pm.pdf
https://www.amgen.ca/-/media/Themes/CorporateAffairs/amgen-ca/amgen-ca/documents/products/en/xgeva_pm.pdf
https://www.ema.europa.eu/en/documents/product-information/mozobil-epar-product-information_en.pdf

() MM treatment history timeline
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@ '™iDs 1844

1947 1958 1962 1983

@ ris ‘

IMS “Rhubarb & orange peel,
. strengthening plaster to the chest,
@ Mabs

@ HDACi

@ sine

@ scva

@ cArRT

applied for maintenance therapy”.

2012
®

2013

a pound of blood removed & leeches

*

Urethane

B @ @

Melphalan Corticosteroids Autologous

transplantation

2010 2005 2002 1999

@ BisAbs

pomalidomide
(Imnovid®/Pomalyst®)

carfilzomib
(Kyprolis® US)

2015 2016 2020

panabinostat carfilzomib elotuzumab daratumumab belantamab

(Farydak®) (Kyprolis® EU)  (Empliciti®)  (Darzalex®) mafodotin
ixazomib (Blenrep® EU
(Ninlaro®) Belamaf © US)

o0 O O ®

bortezomib
(Velcade®)

lenalidomide
(Revlimid®)

bendamustine

thalidomide
(Levact®)

2021 2022 2023

1984

Vincristine
+ Adriamycin
+ Dexamethasone

20°P

selinexor idecabtagene ciltacabtagene teclistamab melflufen talquetamab
(Nexpovio® EU  yjcleucel autoleucel (Tecvayli®)  (Pepaxti®EU  (Talvey®)
Xpovio® US) (Abecma®) (Carvykti®) Pepaxto® US)

isatuximab elranatamab
(Sarclisa®) (Elrexfio®)

marizomib,
anetumab

ravtansine,
venetoclax,
oprozomib
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MM studies at APLUSA

16+ 17+ <90

YEARS COUNTRIES OVER TIME HCPs
per wave
per COUhtry
' : ™
What's new syndiTrack

Launching of a US pilot wave, Why ?

- Needs from clients for MM US data

- Back data for EUS for 15 years

- MM US market changing fast

- Different needs in the US market for labs
(patients’ ethnicity treatments gap as an
example)

- Japan data soon available

4 4,5k 18k

WAVES PATIENTS CHARTS PATIENTS CHARTS
per year per wave per year (in EUS)
APLUSA’s added value

Quarterly + month to month data collection
(our competitors > only quarterly data)
Market adaptability: adjusting our
questionnaires and updating the list of
treatments by including market trends on a
monthly basis > new CAR-Ts + BisAbs
Patient’s full treatment history

Deliverables with Power BI DID
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September 2023
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Ol. 02. 03. 04. 05.
News around clinical News around clinical trial Themes of discussion News articles Market watch
trials in phaselll sin Phaselll :HCPs overtime
= Phase Il relapse/refractory : = Phaselll relapse/refractory : = SOV Themes of discussion = Volume of articles per = Market watch
CAR-T doublet therapy volume of mentions
= Phase lll relapse/refractory : " Posts driving most engagement
CAR-T » Articles per themes
* Focus on #IMS2023
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The scope of the analysis is focused on mentions coming worldwide.*
Q There were a total of 32K mentions from patients recorded during the listening
’ period from September 1%, 2023, to September 30t", 2023.
A majority of mentions came from News (formerly Twitter) (49%), X (formally known
as Twitter) (44%), Forums (2%), Instagram (2%), Reddit (2%) and Blogs (1%).
1 A total of 9K unique authors were identified.
*myeloma OR multiplemyeloma OR #mmsm
OR #Myeloma* OR #Curemyeloma* OR
#mmmrd OR #mmsm OR title: ("multiple
myeloma" OR myeloma)
Confidential
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Methodology ohaset

Phase Il

and LI articles « Financial/market news
clinical Phase |l = Phase I/Il clinical trials
. .
trials ) ’ = Articles non-focusing solely on
articles phase Il or Il developments

Filtering X (formerly Twitter), Reddit, or
forums users self-referencing

HCPs Mentions as healthcare professionals in
their bio/flags

e
WEB Extraction*
Press Arlticles flagged as being press
releases Mentions refeases
Mentions

Also 'r].CIUdeS:‘ . Articles mentioning drug approval

* patient testimonies by a national healthcare authority.

° EOSterW} associations Market Can also include non-approvals as

« financial/market news watch Mentions well as additional authorizations

and recommendations (e.g‘,
medical reimbursements, etc.)

+ Articles/press release
not focusing solely on
*myeloma OR multiplemyeloma OR #mmsm multiple myeloma
OR #Myeloma* OR #Curemyeloma* OR

#mmmrd OR #mmsm OR title: ("multiple
myeloma" OR myeloma)
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Drugs in clinical trials (Phase II) monitored during the listening period

Molecule name Commercial name Manufacturer Trial names + link (ctrl + right click) / line of treatment / Combination being studied

lenalidomide Revlimid® immunomodulatory drugs (IMiDs) GRIFFIN (ND): daratumumab, lenalidomide, bortezomib, and dexamethasone (D-RVd); FORTE (ND): carfilzomib, lenalidomide,
daratumumab, dexamethasone; NCT02969837 (ND): elotuzumab, carfilzomib, lenalidomide, dexamethasone; MASTER (/):
dexamethasone, lenalidomide, daratumumab, carfilzomib

pomalidomide Imnovid® / Pomalyst® (US) immunomodulatory drugs (IMiDs) NCT03590652 (RR): daratumumab, ixazomib, pomalidomide, dexamethasone; ELOQUENT-3 (RR): elotuzumab plus pomalidomide,
and dexamethasone

Bortezomib Velcade® Proteasome inhibitors Takeda GRIFFIN (ND): daratumumab, lenalidomide, bortezomib, and dexamethasone (D-RVd); NCT03314181 (RR): Venetoclax,
Daratumumab and Dexamethasone (With and Without Bortezomib)

carfilzomib Kyprolis® Proteasome inhibitor Amgen FORTE (ND): carfilzomib, lenalidomide, daratumumab, d thasone; NCT02969837 (ND): elotuzumab, carfilzomib, lenalidomide,
dexamethasone; MASTER (/): d hasone, lenalidomide, daratumumab, carfilzomib
Cardamon (/) : cyclophosphamide, dexamethasone, carfilzomib

daratumumab Darzalex® Monoclonal antibody anti-CD38 Janssen GRIFFIN (ND): daratumumab, lenalidomide, bortezomib, and dexamethasone (D-RVd); FORTE (ND): carfilzomib, lenalidomide,
daratumumab, dexamethasone; NCT03590652 (RR): daratumumab, ixazomib, pomalidomide, dexamethasone
REBUILD (RR): Monotherapy; NCT03314181 (RR): Venetoclax, Daratumumab and Dexamethasone (With and Without Bortezomib);
MASTER (/): dexamethasone, lenalidomide, daratumumab, carfilzomib ; RedirecTT-1 (RR): Teclistamab, talquetamab, daratumumab
(Note: Phase I/l currently in phase IB)

elotuzumab Empliciti® Monoclonal antibody SLAMF7 BMS/AbbVie ELOQUENT-3 (RR): elotuzumab plus pomalidomide, and dexamethasone ; NCT02969837 (ND): elotuzumab, carfilzomib,
lenalidomide, dexamethasone

isatuximab Sarclisa® Monoclonal antibody anti-CD38 Sanofi NCT05123131 (ND): isatuximab, bortezomib, lenalidomide, dexamethasone; NCT03590652 (RR): daratumumab, ixazomib,
pomalidomide, dexamethasone

belantamab mafodotin, (GSK2857916) Blenrep® Antibody drug—conjugate (ADC) DREAMM-2 (RR): Monotherapy

FUMANBA-1

KarMMa-2

NCT05396885

NCT04720313

teclistamab Tecvayli® Bispecific Antibody anti-BCMA Janssen MajesTEC-1: (RR): Monotherapy; RedirecTT-1 (RR): Teclistamab, talquetamab, daratumumab

talquetamab N/A Bispecific antibody T-cell redirecting Janssen MonumenTAL-1 (RR): Monotherapy: RedirecTT-1 (RR): Teclistamab, talquetamab, daratumumab

elranatamab (PF-06863135) Elrexfio® Bispecific Antibody anti-BCMA x Anti-CD3 Pfizer MagnetisMM-9 (RR): Monotherapy; MagnetisMM-3 (RR): Monotherapy

REGN5458 N/A Bispecific Antibody anti-BCMA x Anti-CD3 Regeneron LINKER-MM1 (RR): Monotherapy (Note: phase I/Il)

lopofosine N/A small-molecule PDC Cellectar Clover 1 (/)

NCT03374085

venetoclax Venclyxto® AbbVie NCT03314181 (RR): Venetoclax, Daratumumab and Dexamethasone (With and Without Bortezomib)
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https://clinicaltrials.gov/ct2/show/NCT02874742
https://clinicaltrials.gov/ct2/show/NCT03606577
https://clinicaltrials.gov/ct2/show/NCT02969837
https://www.clinicaltrials.gov/ct2/show/NCT03224507
https://clinicaltrials.gov/ct2/show/NCT03590652
https://www.clinicaltrials.gov/ct2/show/NCT02654132
https://clinicaltrials.gov/ct2/show/NCT02874742
https://clinicaltrials.gov/ct2/show/NCT03314181
https://clinicaltrials.gov/ct2/show/NCT03606577
https://clinicaltrials.gov/ct2/show/NCT02969837
https://www.clinicaltrials.gov/ct2/show/NCT03224507
https://clinicaltrials.gov/ct2/show/NCT02315716
https://clinicaltrials.gov/ct2/show/NCT02874742
https://clinicaltrials.gov/ct2/show/NCT03606577
https://clinicaltrials.gov/ct2/show/NCT03590652
https://clinicaltrials.gov/ct2/show/NCT03475628
https://clinicaltrials.gov/ct2/show/NCT03314181
https://www.clinicaltrials.gov/ct2/show/NCT03224507
https://classic.clinicaltrials.gov/ct2/show/NCT04586426
https://www.clinicaltrials.gov/ct2/show/NCT02654132
https://clinicaltrials.gov/ct2/show/NCT02969837
https://clinicaltrials.gov/ct2/show/NCT05123131
https://clinicaltrials.gov/ct2/show/NCT03590652
https://www.clinicaltrials.gov/ct2/show/NCT03525678
https://www.clinicaltrials.gov/ct2/show/NCT04133636
https://www.clinicaltrials.gov/ct2/show/NCT04133636
https://classic.clinicaltrials.gov/ct2/show/NCT05066646
https://clinicaltrials.gov/ct2/show/NCT03601078
https://clinicaltrials.gov/ct2/show/NCT03915184
https://www.clinicaltrials.gov/ct2/show/NCT05521802?sel_rss=new14
https://classic.clinicaltrials.gov/ct2/show/NCT05396885
https://classic.clinicaltrials.gov/ct2/show/NCT04720313
https://clinicaltrials.gov/ct2/show/NCT04557098
https://classic.clinicaltrials.gov/ct2/show/NCT04586426
https://clinicaltrials.gov/ct2/show/NCT04634552
https://classic.clinicaltrials.gov/ct2/show/NCT04586426
https://clinicaltrials.gov/ct2/show/NCT05014412
https://clinicaltrials.gov/ct2/show/NCT04649359
https://clinicaltrials.gov/ct2/show/NCT03761108
https://classic.clinicaltrials.gov/ct2/show/NCT03374085
https://clinicaltrials.gov/ct2/show/NCT03314181

Phase Il Relapse/Refractory CAR-T: Innovent and IASO Bio Present Updated Long-Term Follow-
Up Data for BCMA CAR-T FUCASO® (Equecabtagene Autoleucel) at IMS 2023

Headlines/Hot off the press Sponsor

66 Innovent and IASO Bio Present Updated Long-Term Follow-Up Data for 99
BCMA CAR-T FUCASO® (Equecabtagene Autoleucel) at IMS 2023

“Innovent Biologics, Inc. a world-class biopharmaceutical company that develops, manufactures and commercializes
high-quality medicines for the treatment of oncology, metabolic, autoimmune, ophthalmology and other major =
diseases, and IASO Bio, a biopharmaceutical company engaged in discovering, developing, manufacturing and - +
marketing innovative cell therapies and antibody products, today announced updated long-term follow-up data from ‘d ’ \
two studies for BMCA CAR-T: (1) Results from phase 1b/2 study (FUMANBA-T) in patients with relapsed/refractory multiple
myeloma (RRMM) treated with Equecabtagene Autoleucel (Abstract Code P-290) and (2) A model to predict the risk of BIOTHERAPEUTICS
prolonged thrombocytopenia recovery in relapsed/refractory multiple myeloma patients after anti-BCMA CAR-T
Treatment (Abstract Code P-288) at the 2023 International Myeloma Society (IMS) Annual Meeting in Vienna on
September 27-30, 2023.” Click here to read the full article

Molecule

FUMANBA-1 “A Phase 1/2 Study of a Fully Human BCMA-targeting CAR

(CT103A) in Patients With Relapsed/Refractory Multiple

Myeloma® Equecabtagene Autoleucel

Ctrl + click to access clinical
trial :

Phase Il N= 297 mentions

Social media listening period: September 2023 By,
Scope: worldwide in English A SYNDICAT=D M
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https://www.biospace.com/article/releases/innovent-and-iaso-bio-present-updated-long-term-follow-up-data-for-bcma-car-t-fucaso-equecabtagene-autoleucel-at-ims-2023/
https://classic.clinicaltrials.gov/ct2/show/NCT05066646

Drugs in clinical trials (Phase IlI) monitored during the listening period

Molecule name Commercial name Manufacturer Trial names + link (ctrl + right click) / line of treatment / Combination being studied

lenalidomide Revlimid® immunomodulatory drugs (IMiDs) DETERMINATION (RR): lenalidomide (Revlimid), bortezomib (Velcade), and dexamethasone (RVD)
MAIA (ND): daratumumab in combination with lenalidomide and dexamethasone
ATLAS (Maintenance): Lenalidomide, Carfilzomib, Dexamethasone
DRAMMATIC (/): Lenalidomide, Daratumumab
EQUATE (ND): daratumumab, bortezomib, lenalidomide and dexamethasone
POLLUX (RR): Daratumumab, Lenalidomide, and Dexamethasone
TOURMALINE-MM1 (RR): Ixazomib Plus Lenalidomide and Dexamethasone
TOURMALINE-MM2 (ND): Ixazomib Plus Lenalidomide and Dexamethasone
Myeloma XI (ND): cyclophosphamide, dexamethasone plus lenalidomide with or without carfilzomib
AURIGA (Maintenance): Daratumumab Plus Lenalidomide

pomalidomide Imnovid® / Pomalyst® (US) immunomodulatory drugs (IMiDs) BMS ICARIA-MM (RR): Isatuximab, Pomalidomide, Dexamethasone

bortezomib Velcade® Proteasome inhibitors (Pls) Takeda DETERMINATION (RR): lenalidomide (Revlimid), bortezomib (Velcade), and dexamethasone (RVD)
BOSTON (RR): selinexor plus bortezomib (Velcade) plus low-dose dexamethasone (SVd)
EQUATE (ND): daratumumab, bortezomib, lenalidomide and dexamethasone
CASTOR (RR): Daratumumab, Bortezomib and Dexamethasone
Bellini (RR): venetoclax plus bortezomib and dexamethasone
DREAMM 7 (RR): Belantamab Mafodotin, Bortezomib and Dexamethasone

carfilzomib Kyprolis® Proteasome inhibitors (Pls) IKEMA (RR): Isatuximab, Carfilzomib And Dexamethasone
ATLAS (Maintenance): Carfilzomib, Lenalidomide, Dexamethasone
Myeloma XI (ND): cyclophosphamide, dexamethasone plus lenalidomide with or without carfilzomib

ixazomib Ninlaro® Proteasome inhibitors (Pls) OPTIMUM (RR): Ixazomib, Lenalidomide
TOURMALINE-MM1 (RR): Ixazomib Plus Lenalidomide and Dexamethasone
TOURMALINE-MM2 (ND): Ixazomib Plus Lenalidomide and Dexamethasone

daratumumab Darzalex® Monoclonal antibody anti-CD38 Janssen MajesTEC-3: (RR): Teclistamab in Combination With Daratumumab Subcutaneously (SC) (Tec-Dara)
MAIA (ND): daratumumab in combination with lenalidomide and dexamethasone
DRAMMATIC (/): Lenalidomide, Daratumumab
EQUATE (ND): daratumumab, bortezomib, lenalidomide and dexamethasone
CASTOR: (RR): Daratumumab, Bortezomib and Dexamethasone
POLLUX (RR): Daratumumab, Lenalidomide, and Dexamethasone
MagnetisMM-5 (RR): Monotherapy or doublet therapy with daratumumab
AURIGA (Maintenance): Daratumumab Plus Lenalidomide

isatuximab Sarclisa® Monoclonal antibody anti-CD38 Sanofi IKEMA (RR): Isatuximab, Carfilzomib And Dexamethasone
ICARIA-MM (RR): Isatuximab, Pomalidomide, and Dexamethasone

belantamab mafodotin-bimf Blenrep® / Belamaf® (US) Antibody-drug conjugates (BCMA) DREAMM-3 (RR): Monotherapy
DREAMM 7 (RR): Belantamab Mafodotin, Bortezomib and Dexamethasone
DREAMM 8 (RR): Belantamab Mafodotin Plus Pomalidomide and Dexamethasone

teclistamab N/A Bispecific Antibody anti-BCMA Janssen MajesTEC-3 (RR): teclistamab, daratumumab Subcutaneously (SC) (Tec-Dara)

elranatamab (PF-06863135) Elrexfio® Bispecific Antibody anti-BCMA x Anti-CD3 Pfizer MagnetisMM-5 (RR): Monotherapy or doublet therapy with daratumumab; MagnetisMM-7 (ND): Monotherapy

Melphalan flufenamide melflufen, Pepaxto, pepaxti peptide conjugated alkylating Oncopeptides AB OCEAN (RR) :Monotherapy

venetoclax Venclyxto BCL-2 AbbVie Bellini (RR): venetoclax plus bortezomib and dexamethasone
CANOVA (RR): venetoclax plus Dexamethasone



https://blog.aplusaresearch.com/blog
https://clinicaltrials.gov/ct2/show/NCT03651128
https://clinicaltrials.gov/ct2/show/NCT02252172
https://clinicaltrials.gov/ct2/show/NCT02659293
https://clinicaltrials.gov/ct2/show/NCT04071457
https://clinicaltrials.gov/ct2/show/NCT04566328
https://clinicaltrials.gov/ct2/show/NCT02076009
https://clinicaltrials.gov/ct2/show/NCT01564537
https://classic.clinicaltrials.gov/ct2/show/NCT01850524
https://clinicaltrials.gov/ct2/show/NCT01554852
https://clinicaltrials.gov/ct2/show/NCT03901963
https://www.clinicaltrials.gov/ct2/show/NCT02990338
https://clinicaltrials.gov/ct2/show/NCT03651128
https://clinicaltrials.gov/ct2/show/NCT03110562
https://clinicaltrials.gov/ct2/show/NCT04566328
https://clinicaltrials.gov/ct2/show/NCT02136134
https://clinicaltrials.gov/ct2/show/NCT02755597
https://clinicaltrials.gov/ct2/show/NCT04246047
https://clinicaltrials.gov/ct2/show/NCT03275285
https://clinicaltrials.gov/ct2/show/NCT02659293
https://clinicaltrials.gov/ct2/show/NCT01554852
https://clinicaltrials.gov/ct2/show/NCT03941860
https://clinicaltrials.gov/ct2/show/NCT01564537
https://classic.clinicaltrials.gov/ct2/show/NCT01850524
https://clinicaltrials.gov/ct2/show/NCT03651128
https://clinicaltrials.gov/ct2/show/NCT04181827
https://clinicaltrials.gov/ct2/show/NCT05083169
https://clinicaltrials.gov/ct2/show/NCT02252172
https://clinicaltrials.gov/ct2/show/NCT04071457
https://clinicaltrials.gov/ct2/show/NCT04566328
https://clinicaltrials.gov/ct2/show/NCT02136134
https://clinicaltrials.gov/ct2/show/NCT02076009
https://clinicaltrials.gov/ct2/show/NCT05020236
https://clinicaltrials.gov/ct2/show/NCT03901963
https://clinicaltrials.gov/ct2/show/NCT03275285
https://www.clinicaltrials.gov/ct2/show/NCT02990338
https://clinicaltrials.gov/ct2/show/NCT04162210
https://clinicaltrials.gov/ct2/show/NCT04246047
https://clinicaltrials.gov/ct2/show/NCT04484623
https://clinicaltrials.gov/ct2/show/NCT05083169
https://clinicaltrials.gov/ct2/show/NCT05020236
https://classic.clinicaltrials.gov/ct2/show/NCT05317416
https://clinicaltrials.gov/ct2/show/NCT03151811
https://clinicaltrials.gov/ct2/show/NCT02755597
https://www.clinicaltrials.gov/study/NCT03539744

Phase lll Relapse/Refractory Doublet Therapy: Data did not demonstrate that the treatment

combination significantly improved progression-free survival (PFS), the primary endpoint of

the trial.

Headlines/Hot off the press

Sponsor

€6 AbbVie Presents Results from Phase 3 CANOVA Study of Venetoclax 99
in Patients with Relapsed or Refractory Multiple Myeloma

“AbbVie today announced data from its Phase 3 CANOVA study evaluating the safety and efficacy of venetoclax
(VENCLEXTA®/ VENCLYXTO®) plus dexamethasone (VenDex) for patients with t(11;,14)-positive relapsed or refractory
(R/R) muiltiple myeloma who have received two or more prior treatments. Data did not demonstrate that the
treatment combination significantly improved progression-free survival (PFS), the primary endpoint of the trial.
Patients receiving VenDex showed improvement in median PFS of 9.9 months compared to 5.8 months with the
combination of study comparator pomalidomide and dexamethasone (PomDex); however, the results did not
reach statistical significance [HR = 0.823, 95% Cl: (0.596, 1.136); p-value of 0.237].” Click here to read the full article

“A Study Designed to Evaluate the Safety and Efficacy of
CANOVA Venetoclax Plus Dexamethasone (VenDex) Compared With
ctrl + click to access clinical Pomalidomide Plus Dexamethasone (PomDex) in
Participants With t(11;14)-Positive Relapsed or Refractory

trial: A
Multiple Myeloma.”

Phase Il N= 169 mentions
Social media listening period: September 2023
Scope: worldwide in English

obbvie

Combinations

venetoclax +#+ dexamethasone
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https://apnews.com/press-release/pr-newswire/medical-research-cancer-84cce7ea38edb4c86c378139540b7c0b
https://www.clinicaltrials.gov/study/NCT03539744

Phase lll Relapse/Refractory CAR-T: 2seventy bio Announces Strategic Restructuring to
Prioritize Growth of Abecma, Streamline Pipeline Advancement and Preserve Financial Runway

€€ 2seventy bio Announces Strategic Restructuring to Prioritize ) 54

Growth of Abecma, Streamline Pipeline Advancement and H 7
2seventybio’

Preserve Financial Runway

“"Approximately 40% workforce reduction combined with related actions expected to
achieve $130+ million savings in the 2024-2025" Click here to read the full article L

dh Bristol Myers Squibb’

Molecule

i idecabtagene vicleucel

— “Efficacy and Safety Study of bb2121 Versus Standard Regimens in
quMMA 3 Subjects With Relapsed and Refractory Multiple Myeloma (RRMM)

Ctrl + click to access the clinical (KGFMMG-3)"

+ Phase Il N= 44 mentions Confidential
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https://blog.aplusaresearch.com/blog
https://www.biospace.com/article/releases/2seventy-bio-announces-strategic-restructuring-to-prioritize-growth-of-abecma-streamline-pipeline-advancement-and-preserve-financial-runway/
https://classic.clinicaltrials.gov/ct2/show/NCT03651128

This month most conversations fromm HCPs were focused on the

which took place in

Athens as well as virtually this year from the 27t to the 30t of September.

SOV topics of conversations

Congresses and meetings

Medical practice discussions

Unclassified Clinical

trials/paper/articles/podcas...

Misc. conversations

MGUS

Educational posts

Awareness events

Phase Il clinical trials

Phase IlI clinical trials

I 49%

I —— 36%

I 19%

I 12%

I 11%

N 3%

B 3%

I 2%

2%

SOV molecules

dexamethasone
daratumumab
teclistamab
mezigdomide
venetoclax
talquetamab
lenalidomide
idecabtagene vicleucel
ciltacabtagene

bortezomib

| 71f 73%

4 100,
I 28 -36%

— 221 5

I 22 )

I 22 | - 759

I 194 1

I 15V 5%

154 o

I 13y -35%

HCPs conversation N= 2 069 mentions
Social media listening period: September 2023
Scope: worldwide in English

* ? *Variation of volume compared to previous month
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#IMS23 Focus

MS 20Lh St

The most mentioned clinical trial was CANOVA
comparing the combinations PomDex vs.
VenDex.

The study found no significant differences in
PFS between the two combinations. The
results, anticipated by HCPs, were ultimately
deemed surprising and disappointing.

Volume of mentions

Topics of discussions (type of treatment)

IMS 2022
865 mentions

IMS 2023
843 mentions

Monoclonal... I  31%
B-cell ymphoma 2... IS 18%
Bispecific antibodies NN 15%
CAR-T I 14%
Proteasome... INEEEEE 7%
Bisphosphonates... I 5%

interleukin-6... I 4%

HCPs multiple myeloma ASCO 2023 universe N= 1 014 mentions
Social media listening period: May 26th, 2023, to June 20th, 2023
Scope: worldwide in English

GPRC5D  Presentation  kumar

Sundar S M Dex FL&
RRMM S't u prediction
dlgltal mmlursmmc’m QOL outcomes symposium  M-spike y ImpaCt

bispecific 2 3 pOS'tEI’
N I Ce # I S hl h |rll;e|c§urllgsk
Jagannath I I l Immune

H-dh-éwgvearch mentor session CANOVA plenary CAR_

“PrsBCMA G5

ASCE [ A tI(\j/IGUs
xcellent exclie
nursing At h e n S ORR

CARTITUDE-4 teclistamab

Most mentioned clinical trials

21 12 6 6 3

MajesTEC-1

Jjanssen

IKEMA

sanofi

GRIFFIN

janssen

CANOVA CARTITUDE-4

cbbvie janssen

Most mentioned molecules
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Reactions to the CANOVA trial results

4 1
! |
| e Thisis actually very surprising! But the data is what it is and we have to |
: accept it the way it is |

]

P e e e e e e e e e e T T T I

’ ~ \
ane ‘
1
‘@ #1522 all of our heads are spinning right now, though! 1
1
1
If you look at time to next treatment, a clear benefit to ven-dex. Idea is that 1
some pts on pom-dex came off study for another #MMsm Tx before formal 1
PD. X
1
0S numerically favors ven-dex, but data not mature. l'
/
Semmmmml. e emmee,e e, _, e m, e, —r——,———————— -
s T T T T T T T T T T T TS E ST ST S SRS S S S S E ~
] \
1 |
I “@) Absolutely excellent discussion within this thread. This study and it’s’ :
! results give me pause and | look forward te discussing this with the |
: providers in our clinic. |
| 1
N e !
___________________________________ —_
< e N
@ Wil | continue to use venstoclax for 11;147 1
On a case by case basis, after utilizing CD38 therapies- YES, aftera |
thorough discussion with patients, and using a lower dose (400mg), with N
careful infection precautions. I
Am | disappointed? I
Yes I
But is ventoclax a game-changer .
N No N
N v
—_———, e - )
Tr—.— Confidential

MSYNDICI\TED m
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https://twitter.com/RahulBanerjeeMD/status/1707739463332315475
https://twitter.com/RahulBanerjeeMD/status/1707739463332315475
https://twitter.com/ManniMD1/status/1707751062072176892
https://twitter.com/ManniMD1/status/1707751062072176892

Dr. Rajkumar introduced a website
MyelomaRisk that aims at helping
estimate the risk of progression in
Myeloma, smoldering multiple
myeloma and MGUS.

Dr. Hadidi received the young investigators award at
IMS2023 for work he did on secondary malignancies
in long term patients. AL summary of this work can
be found here.

Dr. Abbasi posted a series of educational posts
about what is multiple myeloma. This is aimed at
medical residents.

Most engagement

Most retweeted, liked and replied to (ctri +right click to

access tweets)

Smoldering Multiple Myeloma

Multiple Myeloma

@HadidiSamer

term transplant patients

Grateful for the @Myeloma_:
award #mmsm #IMS23 on the work of secondary malignancies in long

2 Samer Al Hadidi, MD,MS,FACP

Society for receiving young investigator

b R e e

& Abdul Mugtadir Abbasi @
@AbbasiMugtadir

Medicine residents!!! Here comes the most anticipated, guess what?
Multiple Myeloma. Let's learn the easiest way.

——— y)

+—+ HCPs conversation N= 2 042 mentions

weees| Social media listening period: September 2023

CLLL] Scope: worldwide in English
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https://blog.aplusaresearch.com/blog
https://eatoure.github.io/#/
https://twitter.com/HadidiSamer/status/1707500120592310742
https://twitter.com/VincentRK/status/1702735283492446456
https://twitter.com/HadidiSamer/status/1707848216102805788
https://twitter.com/AbbasiMuqtadir/status/1707300791684399128

Media (press releases): volume and articles per peak

Volume of articles overtime

1-Sep 2-Sep 3-Sep 4-Sep 5-Sep 6-Sep 7-Sep 8-Sep 9-Sep 10-Sep 11-Sep 12-Sep 13-Sep 14-Sep 15-Sep 16-Sep 17-Sep 18-Sep 19-Sep 20-Sep 21-Sep 22-Sep 23-Sep 24-Sep 25-Sep 26-Sep 27-Sep 28-Sep 29-Sep 30-Sep

U . B ‘cracel Biotechnologies Doses First Patient in Phase C Continiea
R gl uyeloma story sppli catsopens catiaues If2 Cricl Trid n U, cluating GCOIE o
M v g7dg P Treatment of Relapsed/Refractory Multiple Myeloma” (motixafortide) in Combination with Filgrastim (G-CSF) to
yeloma Research”. Link . - - .
Link Mobilize Hematopoietic Stem Cells for Collection and
Subsequent Autologous Transplantation in Patients with
“Multiple Myeloma March returns to Cornwall Sept. 9” Link “Janssen Launches National Campaign to Recognize Multiple Myeloma” Link

and Increase Support for Advanced Practice Providers

Who Care for People Living with Multiple Myelomar Link D “AbbVie Presents Results from Phase 3 CANOVA Study of
o?wrg(c;:/llﬁlc?g)?g g'::lo ?;;;ct)iEéeizzigiiqiegc%;zf ?nl Data Venetoclax in Patients with Relapsed or Refractory Multiple
- - u i Myeloma” Link
Newly Diagnosed Multiple Myeloma at the 2023 Ig:erx:ﬁ:rr:;?h;o Z:ﬁf:gtsiili'entex::‘gs;?3;2;2023 q y T
International Myeloma Society Annual Meeting” Link i Yo gan
European Society of Gynaecological Oncology 2023
Annual Meetings” Link

“Mezigdomide Combos Yield Encouraging Responses in
R/R Multiple Myeloma” Link

“Immune system plays vital role in longer multiple

myeloma remission, new study shows” Link
“Institute for Myeloma & Bone Cancer Research

“9/1 and cancer: NJ patients struggle with myeloma . .
c / P 99 y Announces Publication in Targeted Oncology” Link

years after exposure to Ground Zero” Link

+—+ Media (press release, excluding financial news) N= 2 226 mentions Confidential
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https://blog.aplusaresearch.com/blog
https://www.news-medical.net/news/20231002/Applied-Cells-opens-CellQuest-Research-Grant-to-accelerate-cutting-edge-multiple-myeloma-research.aspx#:~:text=The%20collaborative%20program%20aims%20to,the%20company's%20proprietary%20MARS%20Bar
https://www.thewhig.com/news/local-news/multiple-myeloma-march-returns-to-cornwall-sept-9
https://apnews.com/press-release/pr-newswire/cancer-clinical-trials-9ff480609edda934dcfde19b45ae6a9b
https://medicalxpress.com/news/2023-09-immune-plays-vital-role-longer.html
https://finance.yahoo.com/news/gracell-biotechnologies-doses-first-patient-200000905.html
https://apnews.com/press-release/pr-newswire/cancer-johnson-johnson-6e3907247380076cc317ab59b1850fe3
https://finance.yahoo.com/news/karyopharm-present-selinexor-data-2023-110000282.html
https://www.prnewswire.com/news-releases/biolinerx-announces-fda-approval-of-aphexda-motixafortide-in-combination-with-filgrastim-g-csf-to-mobilize-hematopoietic-stem-cells-for-collection-and-subsequent-autologous-transplantation-in-patients-with-multiple-myeloma-301923206.html
https://eu.app.com/story/news/health/2023/09/11/nj-doctor-thinks-three-of-his-multiple-myeloma-cancer-patients-are-911-victims/70784178007/
https://apnews.com/press-release/pr-newswire/medical-research-cancer-84cce7ea38edb4c86c378139540b7c0b
https://www.cancernetwork.com/view/mezigdomide-combos-yield-encouraging-responses-in-r-r-multiple-myeloma
https://www.prnewswire.com/news-releases/institute-for-myeloma--bone-cancer-research-announces-publication-in-targeted-oncology-301932312.html

Articles per theme

B-cell ymphoma 2 (BCL-2) inhibitor

“AbbVie Presents Results from Phase 3 CANOVA Study of
Venetoclax in Patients with Relapsed or Refractory Multiple
Myeloma” Link

CAR-T

“Gracell Biotechnologies to Present Updated Clinical
Data on BCMA/CDI9 Dual-Targeting FasTCAR-T GCO12F
in Newly Diagnosed Multiple Myeloma at the 2023
International Myeloma Society Annual Meeting” Link

“Gracell Biotechnologies Doses First Patient in Phase b/2
Clinical Trial in U.S. Evaluating GCO12F for Treatment of
Relapsed/Refractory Multiple Myeloma” Link

CELMoD

“Mezigdomide Combos Yield Encouraging Responses in
R/R Multiple Myeloma” Link

+—+ Media (press release, excluding financial news) N= 2 226 mentions

weees| Social media listening period: September 2023

CLLL] Scope: worldwide in English

Cyclic-peptide CXCR4 inhibitor

“BioLineRx Announces FDA Approval of APHEXDA™
(motixafortide) in Combination with Filgrastim (G-CSF) to
Mobilize Hematopoietic Stem Cells for Collection and
Subsequent Autologous Transplantation in Patients with
Multiple Myeloma” Link

Nuclear export inhibitor (SINE)

“Karyopharm to Present Selinexor Data at the 2023 International
Myeloma Society Annual Meeting and European Society of
Gynaecological Oncology 2023 Annual Meetings” Link

HCPs/research support

“Janssen Launches National Campaign to Recognize and
Increase Support for Advanced Practice Providers Who Care for
People Living with Multiple Myeloma” Link

“Multiple Myeloma Story Applied Cells Opens CellQuest
Research Grant to Accelerate Cutting-Edge Multiple Myeloma
Research”. Link

Patient support

“Multiple Myeloma March returns to Cornwall
Sept. 9” Link

“9/1 and cancer: NJ patients struggle with
myeloma years after exposure to Ground Zero”
Link

Research

“Immune system plays vital role in longer
multiple myeloma remission, new study
shows” Link

“Institute for Myeloma & Bone Cancer
Research Announces Publication in Targeted
Oncology” Link
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https://finance.yahoo.com/news/karyopharm-present-selinexor-data-2023-110000282.html
https://www.thewhig.com/news/local-news/multiple-myeloma-march-returns-to-cornwall-sept-9
https://medicalxpress.com/news/2023-09-immune-plays-vital-role-longer.html
https://apnews.com/press-release/pr-newswire/cancer-johnson-johnson-6e3907247380076cc317ab59b1850fe3
https://apnews.com/press-release/pr-newswire/medical-research-cancer-84cce7ea38edb4c86c378139540b7c0b
https://www.news-medical.net/news/20231002/Applied-Cells-opens-CellQuest-Research-Grant-to-accelerate-cutting-edge-multiple-myeloma-research.aspx#:~:text=The%20collaborative%20program%20aims%20to,the%20company's%20proprietary%20MARS%20Bar
https://apnews.com/press-release/pr-newswire/cancer-clinical-trials-9ff480609edda934dcfde19b45ae6a9b
https://finance.yahoo.com/news/gracell-biotechnologies-doses-first-patient-200000905.html
https://eu.app.com/story/news/health/2023/09/11/nj-doctor-thinks-three-of-his-multiple-myeloma-cancer-patients-are-911-victims/70784178007/
https://www.cancernetwork.com/view/mezigdomide-combos-yield-encouraging-responses-in-r-r-multiple-myeloma
https://www.prnewswire.com/news-releases/institute-for-myeloma--bone-cancer-research-announces-publication-in-targeted-oncology-301932312.html

September 2023
NICE

National Institute for

(s Healthcare
Health and Care Excellence (~ [Scmgt];mr’:imm | SMC
-

€€ The combination therapy, DRT, has 92 -
been approved for use in England '
and Wales for those with myeloma |

¢ Pioneering treatment that could
keep myeloma at bay for five
yedrs approved Link

who are not eligible for a stem cell

transplant Link

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

i The treatment combines three drugs — daratumumab
E (Darzalex®), lenalidomide (Revlimid®) and dexamethasone
! (DRD) - and is aimed at newly-diagnosed myeloma patients
! who are not eligible for a stem cell transplant.

1

1

1

EDA

éé BioLineRx Announces FDA Approval of 99
APHEXDA™ (motixafortide) in Combination
with Filgrastim (G-CSF) to Mobilize
Hematopoietic Stem Cells for Collection and
Subsequent Autologous Transplantation in
Patients with Multiple Myeloma Link
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https://www.myeloma.org.uk/news/pioneering-treatment-that-could-keep-myeloma-at-bay-for-five-years-approved/
https://bloodcancer.org.uk/news/myeloma-combination-therapy-approved-for-use-england/
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