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MODULE 1: Chronic Lymphocytic Leukemia and Lymphomas

Co-Moderator

Justin Peter Favaro, MD, PhD
Oncology Specialists of Charlotte
Charlotte, North Carolina




Agenda

Module 1: Diffuse Large B-Cell Lymphoma (DLBCL)
Module 2: Chronic Lymphocytic Leukemia (CLL)
Module 3: Hodgkin Lymphoma

Module 4: Mantle Cell Lymphoma

Module 5: Follicular Lymphoma (FL)
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N Engl J Med 2022;386(4):351-63

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Polatuzumab Vedotin in Previously
Untreated Diffuse Large B-Cell Lymphoma

H. Tilly, F. Morschhauser, L.H. Sehn, J.W. Friedberg, M. Trnény, J.P. Sharman,
C. Herbaux, J.M. Burke, M. Matasar, S. Rai, K. Izutsu, N. Mehta-Shah, L. Oberic,
A. Chauchet, W. Jurczak, Y. Song, R. Greil, L. Mykhalska, J.M. Bergua-Burgués,
M.C. Cheung, A. Pinto, H.-J. Shin, G. Hapgood, E. Munhoz, P. Abrisqueta,
J.-P. Gau, J. Hirata, Y. Jiang, M. Yan, C. Lee, C.R. Flowers, and G. Salles

Tilly H et al. ASH 2021;LBA-1




POLARIX: Investigator-Assessed Progression-Free Survival
(Primary Endpoint)
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© Polatuzumab Vedotin in Relapsed or Refractory

53

= Diffuse Large B-Cell Lymphoma

S Laurie H. Sehn, MD, MPH?; Alex F. Herrera, MD?; Christopher R. Flowers, MD, MSc3; Manali K. Kamdar, MD, MBBS*;
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J Clin Oncol 2020;38(2):155-65.
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Polatuzumab Vedotin with Bendamustine/Rituximab (BR) for
Transplant-Ineligible R/R DLBCL: End-of-Treatment Complete
Response Rate

Phase Il Randomized

Outcome Pola-BR (n = 40) BR (n = 40)
End of treatment
IRC, objective response 18 (45.0) 72 (17.5)
Complete response 16 (40.0) 7. (17.5)
Partial response 2 (5.0) 0
Stable disease 6 (15.0) 1(25)
Progressive disease 8 (20.0) 10:250)
Missing or unevaluablet 8 (20.0) 22 (55.0)
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Polatuzumab Vedotin with BR for Transplant-Ineligible R/R
DLBCL: Overall Survival
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ZUMA-12 Study Demonstrates 78% Complete Response Rate as Part of

First-Line Treatment in Newly Diagnosed High-Risk Large B-Cell Lymphoma
December 13, 2021

“Primary results were announced from ZUMA-12, a global, multicenter, single-arm, open-label Phase 2
study evaluating axicabtagene ciloleucel as part of first-line treatment in patients with high-risk large
B-cell ymphoma (LBCL). This is the first study to evaluate CAR T-cell therapy as part of first-line
therapy in high-risk LBCL. The study is based on the desire to utilize potential curative treatment as
quickly as possible and the hypothesis that earlier use of CAR T-cell therapy when T cells are healthier
may produce better outcomes. The data were presented in an oral session during the 63¥ American
Society of Hematology (ASH) Annual Meeting & Exposition (Abstract #739).

After a single infusion of axicabtagene ciloleucel, 89% of evaluable patients achieved a response (ORR)
(n=37 evaluable for efficacy), including 78% of patients with a complete response (CR) at a median
follow-up of 15.9 months. CR rate was consistent among key subgroups. Among evaluable patients,
median time to response was one month. At time of data cut-off, 73% of evaluable patients had
ongoing responses. Medians for duration of response (DOR), event-free survival (EFS), and
progression-free survival (PFS) were not yet reached, with 12-month estimates of 81%, 73%, and 75%,
respectively, and an estimated 12-month OS rate of 91%.”

https://www.gilead.com/news-and-press/press-room/press-releases/2021/12/yescarta-zumal2-study-demonstrates-
78-complete-response-rate-as-part-of-firstline-treatment-in-newly-diagnosed-highrisk-large-bcell-lymphoma




Primary Analysis of ZUMA-12: A Phase 2 Study
of Axicabtagene Ciloleucel (Axi-Cel) as First-Line
Therapy in Patients with High-Risk Large B-Cell

Lymphoma (LBCL)

Neelapu SS et al.
ASH 2021;Abstract 739.




Primary Analysis of ZUMA-12: A Phase |l Study of Axicabtagene
Ciloleucel as First-Line Therapy for High-Risk Large B-Cell Lymphoma

100 -
89% ORR Response
X Evaluable
o 80 1 (N=37)
g Median follow-up (range), months 15.9 (6.0-26.7)
§ Patients with 212-month follow-up, n (%) 23 (62)
& 60 - Patients with ongoing response as of data 27 (73)
g 78% CR cutoff, n (%)
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-_% Initial objective response 1.0 (0.9-6.8)
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FDA Approves Lisocabtagene Maraleucel for R/R Large B-Cell
Lymphoma
Press Release — February 5, 2021

“The Food and Drug Administration approved lisocabtagene maraleucel for the treatment of
adult patients with relapsed or refractory (R/R) large B-cell ymphoma after two or more lines of
systemic therapy, including diffuse large B-cell lymphoma (DLBCL) not otherwise specified
(including DLBCL arising from indolent lymphoma), high-grade B-cell lymphoma, primary
mediastinal large B-cell lymphoma, and follicular lymphoma grade 3B.

Lisocabtagene maraleucel is a CD19-directed chimeric antigen receptor (CAR) T cell
immunotherapy. It consists of autologous T cells that are genetically modified to produce a CAR

protein, allowing the T cells to identify and eliminate CD19-expressing normal and malignant
cells.

Efficacy was evaluated in TRANSCEND (NCT02631044), a single-arm, open label, multicenter trial
that evaluated lisocabtagene maraleucel, preceded by lymphodepleting chemotherapy, in adults
with R/R large B-cell lymphoma after at least two lines of therapy.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-lisocabtagene-maraleucel-relapsed-
or-refractory-large-b-cell-lymphoma




Long-Term (4- and 5-Year) Overall Survival in
ZUMA-1, the Pivotal Study of Axicabtagene
Ciloleucel (Axi-Cel) in Patients with Refractory
Large B-Cell Lymphoma (LBCL)

Jacobson C et al.
ASH 2021;Abstract 1764.




ZUMA-1: Five-Year Update
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 Median time to next cancer therapy: 8.7 months
» Safety findings were similar to those in previous reports
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N Engl J Med 2021;[Online ahead of print].

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Axicabtagene Ciloleucel as Second-Line
Therapy for Large B-Cell Lymphoma

F.L. Locke, D.B. Miklos, C.A. Jacobson, M.-A. Perales, M.-). Kersten,

O.0. Oluwole, A. Ghobadi, A.P. Rapoport, J. McGuirk, J.M. Pagel, J. Mufoz,
U. Farooq, T. van Meerten, P.M. Reagan, A. Sureda, |.W. Flinn, P. Vandenberghe,
K.W. Song, M. Dickinson, M.C. Minnema, P.A. Riedell, L.A. Leslie, S. Chaganti,
Y. Yang, S. Filosto, J. Shah, M. Schupp, C. To, P. Cheng, L.I. Gordon, and
J.R. Westin, for All ZUMA-7 Investigators and Contributing Kite Members*

Locke FL et al. ASH 2021;Abstract 2.
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ZUMA-7: Event-Free Survival
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Locke FL et al. N Engl J Med 2021;[Online ahead of print].
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ZUMA-7: Event-Free Survival Subgroup Analysis

Hazard Ratio for Event or Death

Subgroup Axi-cel Standard Care (95% Cl)
no. of patients with event/total no.
Overall 108/180 144/179 o+ 0.40 (0.31-0.51)
Age
<65 yr 81/129 96/121 —— 0.49 (0.36-0.67)
265 yr 27/51 48/58 —e—i 0.28 (0.16-0.46)
Response to first-line therapy at randomization
Primary refractory disease 85/133 106/131 g 0.43 (0.32-0.57)
Relapse <12 mo after initiation or completion 23/47 38/48 —6—1 0.34 (0.20-0.58)

of first-line therapy
Second-line age-adjusted IPI

1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
:
Oorl 54/98 73/100 —e— ! 0.41 (0.28-0.58)
2o0r3 54/82 71/79 —e— | 0.39 (0.27-0.56)
Prognostic marker according to central laboratory i
HGBL, double- or triple-hit 15/31 21/25 —e— | 0.28 (0.14-0.59)
Double-expressor lymphoma 35/57 50/62 —e— i 0.42 (0.27-0.67)
Molecular subgroup according to central laboratory !
Germinal center B-cell-like 64/109 80/99 —o— i 0.41 (0.29-0.57)
Activated B-cell-like 11/16 9/9 b @ ! 0.18 (0.05-0.72)
Unclassified 8/17 12/14 i =
Disease type according to investigator 1
DLBCL, not otherwise specified 68/110 97/116 e i 0.37 (0.27-0.52)
Large-cell transformation from follicular lymphoma 10/19 24/27 —— | 0.35 (0.16-0.77)
HGBL, including rearrangement of MYC with BCL2 or BCLG or both ~ 23/43 18/27 I—O—li 0.47 (0.24-0.90)
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ZUMA-7: Overall Survival

Overall Survival

100 —Jrheii=
90
w80+
i
2 704 Median
£  60- Overall
s gl No. of Survival
& Standard care Patients (95% Cl)
S 404
c mo
7] ot )
S 304 Axi-cel 180  NR (28.3-NE)
o 20— Standard Care 179 35.1 (18.5-NE)
10— Stratified hazard ratio for death,
0 0.73 (95% Cl, 0.53-1.01)
| | | | | | | | | | | | | | | | | | |
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months

Tilly H et al. N Engl J Med 2021;[Online ahead of print].
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N Engl J Med 2021;[Online ahead of print].

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ”

Second-Line Tisagenlecleucel or Standard
Care in Aggressive B-Cell Lymphoma

M.R. Bishop, M. Dickinson, D. Purtill, P. Barba, A. Santoro, N. Hamad, K. Kato,
A. Sureda, R. Greil, C. Thieblemont, F. Morschhauser, M. Janz, I. Flinn,
W. Rabitsch, Y.-L. Kwong, M.J. Kersten, M.C. Minnema, H. Holte, E.H.L. Chan,
J. Martinez-Lopez, A.M.S. Miiller, R.T. Maziarz, J.P. McGuirk, E. Bachy,
S. Le Gouill, M. Dreyling, H. Harigae, D. Bond, C. Andreadis, P. McSweeney,
M. Kharfan-Dabaja, S. Newsome, E. Degtyarev, R. Awasthi, C. del Corral,
G. Andreola, A. Masood, S.J. Schuster, U. Jager, P. Borchmann, and J.R. Westin

Bishop MR et al. ASH 2021;Abstract LBA-6.
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BELINDA: Event-Free Survival (Primary Endpoint)

Median
Event-free
No. of No. of Survival
Patients  Events (95% Cl)
mo
Standard Care 160 104 3.0 (3.0-3.5)
Tisagenlecleucel 162 117 3.0 (2.9-4.2)

Hazard ratio for event or death
(tisagenlecleucel vs. standard care),
1.07 (95% Cl, 0.82-1.40)

Patients Alive without Event (%)

P=0.61
Standard care
1T -
= M Ak —A
Tisagenlecleucel
0 T T T T T T T T T T |
0 2 4 6 8 10 12 14 16 18 20 22
Months
No. at Risk
Standard care 160 148 45 31 25 17 12 7 6 3 1 0
Tisagenlecleucel 162 156 57 32 19 13 6 1 1 0 0 0
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Lisocabtagene Maraleucel, a CD19-Directed Chimeric Antigen Receptor
T Cell Therapy, Versus Standard of Care with Salvage Chemotherapy
Followed by Autologous Stem Cell Transplantation as Second-Line
Treatment in Patients with Relapsed or Refractory Large B-Cell
Lymphoma: Results from the Randomized Phase 3 TRANSFORM Study

Manali Kamdar,! Scott R. Solomon,2 Jon Arnason,? Patrick B. Johnston,* Bertram Glass,> Veronika Bachanova,® Sami Ibrahimi,?”
Stephan Mielke,® Pim Mutsaers,? Francisco Hernandez-Ilizaliturri,'® Koji Izutsu,'" Franck Morschhauser,'? Matthew Lunning,'3
David G. Maloney,# Alessandro Crotta,'> Sandrine Montheard,'®> Alessandro Previtali,'> Lara Stepan,'® Ken Ogasawara, ¢

Timothy Mack,'® Jeremy S. Abramson'’

'University of Colorado Cancer Center, Aurora, CO, USA; 2Northside Hospital Cancer Institute, Atlanta, GA, USA; 3Beth Israel Deaconess Medical Center, Boston,
MA, USA; “Mayo Clinic, Rochester, MN, USA; Helios Klinikum Berlin-Buch, Berlin, Germany; ®University of Minnesota, Minneapolis, MN, USA; “University of
Oklahoma Stephenson Cancer Center, Oklahoma City, OK, USA; 8Center of Allogeneic Stem Cell Transplantation and Cellular Therapy (CAST), Karolinska
Institutet and University Hospital, Stockholm, Sweden; °Erasmus University Medical Center, Rotterdam, The Netherlands, on behalf of HOVON/LLPC; '°Roswell
Park Comprehensive Cancer Center, Buffalo, NY, USA; '"National Cancer Center Hospital, Tokyo, Japan; '2Université de Lille, Centre Hospitalier Universitaire de
Lille. ULR 7365, GRITA - Groupe de Recherche sur les formes Injectables et les Technologies Associées, Lille, France; 3University of Nebraska Medical Center,
Omaha, NE, USA; "“Fred Hutchinson Cancer Research Center, Seattle, WA, USA; ">Celgene, a Bristol-Myers Squibb Company, Boudry, Switzerland; '*Bristol Myers
Squibb, Princeton, NJ, USA; "Massachusetts General Hospital Cancer Center, Boston, MA, USA

ASH 2021, Presentation Number 91
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TRANSFORM: Event-Free Survival per Independent Review

Committee (ITT, Primary Endpoint)

Median follow-up in both arms: 6.2 months

Liso-celarm | SOC arm
(n =92) (n=92)
Patients with events, n
Stratified HR (95% Cl) 0.349 (0.229—0.530)
P < 0.0001

6-month EFS rate, % (SE) 63.3 (5.77) 33.4 (5.30)

Two-sided 95% Cl 52.0-74.7 23.0—43.8
12-month EFS rate, % (SE) 44.5 (7.72) 23.7 (5.28)

Two-sided 95% Cl 29.4-59.6 13.4-34.1
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Liso-cel arm 92 89 86 66 62 43 36 27 26 21 19 17 9 9 7 6 6 4 0
SOC arm 92 83 66 35 32 23 21 16 16 12 11 10 6 4 4 4 4 2 2 O

Kamdar M et al. ASH 2021;Abstract 91.

One-sided P value significance
threshold to reject the null
hypothesis was < 0.012
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FDA Grants Accelerated Approval to Loncastuximab Tesirine-lpyl for

Large B-Cell Lymphoma
Press Release — April 23, 2021

“The Food and Drug Administration granted accelerated approval to loncastuximab tesirine-lpyl, a
CD19-directed antibody and alkylating agent conjugate, for adult patients with relapsed or
refractory large B-cell ymphoma after two or more lines of systemic therapy, including diffuse
large B-cell lymphoma (DLBCL) not otherwise specified, DLBCL arising from low grade lymphoma,
and high-grade B-cell lymphoma.

Approval was based on LOTIS-2 (NCT03589469), an open-label, single-arm trial in 145 adult
patients with relapsed or refractory DLBCL or high-grade B-cell ymphoma after at least two prior
systemic regimens. Patients received loncastuximab tesirine-lpyl 0.15 mg/kg every 3 weeks for 2
cycles, then 0.075 mg/kg every 3 weeks for subsequent cycles. Patients received treatment until
progressive disease or unacceptable toxicity.”

www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-loncastuximab-tesirine-lpyl-large-b-cell-lymphoma



Lancet Oncol 2021;22(6):790-800

3 “» @ Loncastuximab tesirine in relapsed or refractory diffuse large
~ B-cell lymphoma (LOTIS-2): a multicentre, open-label,

single-arm, phase 2 trial

Paolo F Caimi, Weiyun Ai, Juan Pablo Alderuccio, Kirit M Ardeshna, Mehdi Hamadani, Brian Hess, Brad S Kahl, John Radford, Melhem Solh,
Anastasios Stathis, Pier Luigi Zinzani, Karin Havenith, Jay Feingold, Shui He, Yajuan Qin, David Ungar, Xiaoyan Zhang, Carmelo Carlo-Stella
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Mechanism of Action of Loncastuximab Tesirine

A Endocytosis B Formation of C Arrest of DNA
and internalization DNA-toxin crosslinks replication

Loncastuximab
tesirine ’;\4

Cell death 4

Tumor cell ;
'
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LOTIS-2: Response and Survival with Loncastuximab Tesirine
for R/R DLBCL

Overall response rate 70/145 (48.3%)

Complete response rate 35/145 (24.1%)

Complete response 35 (24%)

Partial response 35 (24%)

Stable disease 22 (15%)

Progressive disease 30 (21%)

Not evaluable 23 (16%)

Sl | heuestedpopultion (=105

Median progression-free survival 4.9 months

Median overall survival 9.9 months
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Caimi PF et al. Lancet Oncol 2021;22(6):790-800.



LOTIS-2: Common Treatment-Emergent AEs

Treatment-Emergent AEs Grade 1-2

Anemia 16% 10%
Thrombocytopenia 15% 18%
Neutropenia 14% 26%
Leukopenia 6% 9%
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Caimi PF et al. Lancet Oncol 2021;22(6):790-800.



Lancet Oncol 2020;21(7):978-88

> Y@ Tafasitamab plus lenalidomide in relapsed or refractory
~diffuse large B-cell ymphoma (L-MIND): a multicentre,
prospective, single-arm, phase 2 study

Gilles Salles*, Johannes Duell*, Eva Gonzdlez Barca, Olivier Tournilhac, Wojciech Jurczak, Anna Marina Liberati, Zsolt Nagy, Ales Obr,
Gianluca Gaidano, Marc André, Nagesh Kalakonda, Martin Dreyling, Johannes Weirather, Maren Dirnberger-Hertweck, Sumeet Ambarkhane,
Gunter Fingerle-Rowson, Kami Maddocks
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L-MIND: Best Objective Response According to Independent
Radiology Committee or Clinical Review Committee

Patients treated with tafasitamab
plus lenalidomide (n=80)*

Best objective response

Complete response 34 (43%; 32-54)
Partial response 14 (18%; 10-28)
Stable disease 11 (14%; 7-23)
Progressive disease 13 (16%; 9-26)

Not evaluablet 8 (10%; 4-19)
PET-confirmed complete response  30/34 (88%; 73-97)
Objective responsef 48 (60%; 48-71)
Disease control§ 59 (74%; 63-83)

Data are n (%; 95% Cl) or n/N (%). *One patient received tafasitamab only.
TPatients had no valid postbaseline response assessments. Complete response
plus partial response. §Complete response plus partial response plus stable
disease.
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Module 1: Diffuse Large B-Cell Lymphoma (DLBCL)
Module 3: Hodgkin Lymphoma
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Minimal Residual Disease Dynamics after
Venetoclax-Obinutuzumab Treatment: Extended
Off-Treatment Follow-up From the Randomized
CLL14 Study

Othman Al-Sawaf, MD"?3; Can Zhang, PhD?; Tong Lu, PhD%; Michael Z. Liao, PhD?*; Anesh Panchal, MSc®; Sandra Robrecht, PhD;
Travers Ching, PhD®; Maneesh Tandon, MBChB>; Anna-Maria Fink, MD*; Eugen Tausch, MD’; Christof Schneider, MD’;

Matthias Ritgen, MD?®; Sebastian Bottcher, MD®; Karl-Anton Kreuzer, MD!; Brenda Chyla, PhD'% Dale Miles, PhD?%

Clemens-Martin Wendtner, MD'!; Barbara Eichhorst, MD!; Stephan Stilgenbauer, MD7-'?; Yanwen Jiang, PhD?; Michael Hallek, MD?; and
Kirsten Fischer, MD!

J Clin Oncol 2021,39(36):4049-60




CLL14 Update: Progression-Free Survival

Median F/U: 52.4 months

100
90 -
80 -
70 =
60 -

50 =1 PFS significantly longer for Ven-Obi in patients with
TP53 aberrations and for those with and without

40 =1 [IGHV mutations
30 - Ven-Obi Clb-Obi
20 4 = Clb-Obi (n=216) | (n=216)

] Median PFS Not reached
18 5 Ven-Obi HR: 0.33, p < 0.0001

0 6 12 18 24 30 36 42 48 54 60

Time in Months from Randomization

Cumulative Survival
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CLL14 Update: Minimum Residual Disease (MRD) Status by Next-
Generation Sequencing 2 Months After Completion of Treatment

100 .
75
= . MRD = 102, PD, Death, or NE
o
g B MRD = 10% and < 107
2 g
8 . MRD = 10 and < 10
(4]
.
. MRD = 10% and < 10®
-6
- . MRD < 10
0..

Ven-Obi Clb-Obi
RTP
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A Randomized Phase lll Study of Venetoclax-Based
Time-Limited Combination Treatments (RVe, GVe, GlVe)
vs Standard Chemoimmunotherapy (CIT: FCR/BR) in
Frontline Chronic Lymphocytic Leukemia (CLL) of Fit
Patients: First Co-Primary Endpoint Analysis of the
International Intergroup GAIA (CLL13) Trial

Eichhorst B et al.
ASH 2021;Abstract 71.




GAIA/CLL13 Coprimary Endpoint: Undetectable MRD (uMRD)
(<104) at Month 15 in Peripheral Blood by 4-Color Flow

100
90
80
70
60
90
40
30
20
10

proportion of ITT population in %

GIVe vs CIT: 92.2% versus 52.0%: p < 0.0001

[

GVe vs CIT : 86.5% versus 52.0%: p < 0.0001
[ |

RVe vs CIT: 57.0% versus 52.0%: p = 0.317
| |

CIT
n =229 n =237 n =229

m PB uMRD

GVe

Eichhorst B et al. ASH 2021;Abstract 71.

GlVe
n =231

CIT
* BR>65
 <FCR 65

RVe
Rituximab/venetoclax

GVe
Obinutuzumab/venetoclax

GlVe
Obinutuzumab/ibrutinib/venetoclax

RTP
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First Prospective Data on Minimal Residual Disease
(MRD) Outcomes After Fixed-Duration Ibrutinib Plus
Venetoclax (Ibr+Ven) Versus Chlorambucil Plus
Obinutuzumab (Clb+0) for First-Line Treatment of CLL
in Elderly or Unfit Patients: The GLOW Study

Talha Munir,* Carol Moreno,? Carolyn Owen,? George Follows,* Ohad Benjamini,” Ann Janssens,®
Mark-David Levin,” Anders Osterborg,® Tadeusz Robak,® Martin Simkovic,*® Don Stevens,** Sergey Voloshin,*?
Vladimir Vorobyev,** Munci Yagci,'* Loic Ysebaert,'* Qianya Qij,*® Andrew J. Steele,’” Natasha Schuier,®
Kurt Baeten,?® Donne Bennett Caces,*® Carsten U. Niemann,?° Arnon P. Kater#

ISt James’s Hospital, Leeds, UX; “Hospital de lg Santa Creu | Sant Pau, Autonomous University of Barcelona, Spain; *Tom Baker Cancer Centre, Calgary, Conoda;
‘Addenbrookes Hospital, Cambridge, UK, *Sheba Medical Center, Ramat Gan, Isroel; *UZ Leuven Gasthuisberg, Leuven, Belgium; ‘Albert Schweitrer Hospital, Dordrecht,
Netheriands, ®*Karolinska University Hospital, Stockholm, Sweden; *Medical University of Lodz, Copernicus Memorial Hospital, Lodz, Poland, PUniversity Hospital Hradec
Kralove, Hrudec Kralove, Czech Republic; **Norton Cancer Institute, Louisville, KY, USA; **Russion Scientific and Research Institute of Hematology and Transfusiology, St

Petersburg, Russia; "'S.P. Botkin Mascow City Clinical Hospital, Moscow, Russio; “Gazi Universitesi Tip Fakultes), Ankara, Turkey; “institut Universitaire du Cancer Toulouse
Oncopole, Toulouse, France; “*Janssen Research & Development, Rariton, NJ, USA; *'Janssen Research & Development, Spring House, PA, USA; **Janssen Research &
Development, Dasseldorf, Germaony; **Janssen Research & Development, Beerse, Belgium, ““Rigshospitalet Copenhagen University Hospital, Copenhoagen, Denmark;

“Amsterdam University Medical Centers, Cancer Center Amsterdam, University of Amsterdam, Netherionds

An electronic version of this presentation can be viewed by scanning the OR code or accassing this link s/ Saww oncologysclencebiub comy/ASHNID § fbeut iniby/arar
The QR code is imended 10 provide sclentitic information for individual rederenca sad the content should not be altered or reproduced in any way

ASH 2021;Abstract 70.
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GLOW: IRC-Assessed PFS

100+
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80 -
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60
50
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Progression-Free Survival (%)

20 -
10+

80.5%

Clb+0O
35.8%

End of Clb+0 End of Ibr+Ven

1 1 HR 0.212 (95% Cl, 0.129-0.349), p < 0.0001
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0 3 6 9 12 15 18 21 24 27 30 33 36

Months From Date of Randomization

Munir T et al. ASH 2021;Abstract 70.

® |RC-assessed PFS for Ibr+Ven was superior to Cib+0 at
primary analysis (median 27.7 months of follow-up)

— HR 0.216 (95% Cl, 0.131-0.357; p < 0.0001)

® With median follow-up of 34.1 months:

— IRC-assessed PFS remazined superior for Ibr+Ven
(HR 0.212, 95% Cl, 0.129-0.349; p < 0.0001)

— 30-month PFS: 80.5% for Ibr+Ven vs 35.8% for Clb+O

— Overall survival HR 0.76 (95% CI, 0.35-1.64),
with 11 deaths for Ibr+Ven vs 16 for Clb+0

RTP
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GLOW: uMRD Rate <104

MRD at EOT+3
Bone Marrow Peripheral Blood
100 - Ibr+Ven Clb+0O Ibr+Ven Cib+0O
e [N = 106) (N = 105) (N = 106) (N = 105)
80 - p < 0.0001 p =0.0259
A
60 -

30
20 -
10 -

Patients With uMRD < 104 (%)
w
o

I
.._

® Rate of uMRD was significantly higher with Ibr+Ven vs Clb+0 in BM and PB
® uMRD concordance in PB/BM: 92.9% for Ibr+Ven vs 43.6% for Clb+0

RTP
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Long-Term Results of Alliance A041202 Show
Continued Advantage of Ibrutinib-Based Regimens
Compared with Bendamustine Plus Rituximab (BR)
Chemoimmunotherapy

Wovyach JA et al.
ASH 2021;Abstract 639.




Alliance A041202: Progression-Free Survival
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CHRONIC LYMPHOCYTIC LEUKEMIA Leukemia 2022;[Online ahead of print].

Efficacy and safety in a 4-year follow-up of the ELEVATE-TN
study comparing acalabrutinib with or without obinutuzumab
versus obinutuzumab plus chlorambucil in treatment-naive
chronic lymphocytic leukemia

Jeff P. Sharman ('™, Miklos Egyed?, Wojciech Jurczak(®?, Alan Skarbnik?, John M. Pagel®?, lan W. Flinn (¢ Manali Kamdar’,
Talha Munir®, Renata Walewska®, Gillian Corbett'®, Laura Maria Fogliatto'', Yair Herishanu'?, Versha Banerji'?, Steven Coutre
George Follows'>, Patricia Walker'®, Karin Karlsson'’, Paolo Ghia(® '8, Ann Janssens'®, Florence Cymbalista®®, Jennifer A. Woyach (52,
Emmanuelle Ferrant??, William G. Wierda (%>, Veerendra Munugalavadla®*, Ting Yu?*, Min Hui Wang®* and John C. Byrd?'
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ELEVATE-TN: Investigator-Assessed PFS (Overall)

4-Year Follow-Up

1004 I _
. - st ; 87%'  Median PFS=NR
e P ' I
= g0 A*OvsO+Clb
> HR? (95% ClI): 0.10 (0.07, 0.17)
2 P<0.0001°
= |
‘g 60 A vs O+Clb
o HR? (95% ClI): 0.19 (0.13, 0.28)
- P<0.0001°
o
L) 404 p+OvsA
2 HR® (95% Cl): 0.56 (0.32, 0.95)
o P=0.0296° | L ot
& 207 _ a0 25% | Median PFS=27.8 mo
0] — O+Clb
| I | I | I | I | | | | | | | | | I | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 59
Number
at risk Months
A+O 179 176 171 168 164 163 160 157 156 155 153 152 150 141 132 85 59 33 12 2 0
A 179 167 163 158 156 155 153 150 149 146 142 141 136 130 123 79 61 35 16 4 0
O+CIb 177 163 156 153 139 125 110 100 86 82 67 66 55 48 42 22 13 6 2 1 0

Sharman JP et al. Leukemia 2022;[Online ahead of print].
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Acalabrutinib Versus Ibrutinib In
-Previously Treated Chronic Lymphocytic

Leukemia: Results of the First Randomized Phase
Il Trial

John C. Byrd, MD*; Peter Hillmen, MD, MBChB, PhD?; Paolo Ghia, MD, PhD*#; Arnon P. Kater, MD, PhD®; Asher Chanan-Khan, MD¢;

Richard R. Furman, MD7; Susan O’Brien, MD®; Mustafa Nuri Yenerel, MD®; Arpad llles, MD°; Neil Kay, MD!?;

Jose A. Garcia-Marco, MD, PhD'?; Anthony Mato, MD*3; Javier Pinilla-lbarz, MD, PhD*; John F. Seymour, PhD?°;

Stephane Lepretre, MD'®'!7; Stephan Stilgenbauer, MD'®; Tadeusz Robak, PhD'?; Wayne Rothbaum, MS?°; Raquel Izumi, PhD?%;
Ahmed Hamdy, MD?°; Priti Patel, MD?!; Kara Higgins, MS?!; Sophia Sohoni, MD?!; and Wojciech Jurczak, MD, PhD?2

J Clin Oncol 2021;39(31):3441-52
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ELEVATE-RR: Independent Review Committee-Assessed PFS
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20 Events, No. (%) Median (95% CI) HR (95% ClI)
Acalabrutinib 143 (53.4) 38.4 (33.0 to 38.6) 1.00 (0.79 to 1.27)
m— |Drutinib 136 (51.3) 38.4 (33.0 to 41.6)
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ELEVATE-RR: Characterization of Adverse Events with
Acalabrutinib versus lIbrutinib

Incidence, % Exposure-Adjusted Incidence® Exposure-Adjusted Time With Event©
Any grade Grade 23 Any grade Grade 23 Any grade Grade 23
Acala*® Ibru*  Acala® Ibru* = Acala® lbru®*  Acala® Ibru®* | Acala® lbru*  Acala® Ibru®
ECls
Cardiac events 24% 30% 9% 10% 1.2 1.9 0.4 0.5 r 13.0 0.4 0.2
Afib/flutter 9% 16%* 5% 4% 0.4 0.7 0.2 0.1 13 3.8 0.3 0.1
HTN' 9% 23%* 4% 9%* 0.4 1.2 0.1 0.4 41 15.0 1.6 4.0
Bleeding events? 38% 51%* 4% 5% 2.4 3.8 0.1 0.2 13.7 24.6 0.1 0.1
Major bleeding events" 5% 5%/ 4% 5% 0.2 0.2 0.1 0.2 0.1 0.3 0.1 0.1
Infections* 78% 81% 31% 30% 8.9 10.4 1.6 2.0 14.6 15.6 1.5 11
Selected Common AEs (preferred term)
Diarrhea 35% 46%* 1% 5%* 1.9 2.8 <0.1 0.2 6.7 9.6 <0.1 0.1
Headache 35%* 20% 2%* 0 1.8 1.1 <0.1 0 7.8 54 <0.1 0
Cough 29%* 21% 1% <1% 1.3 1.1 <0.1 <0.1 5.6 49 <0.1 <0.1
Fatigue 20% 17% 3%* 0% 0.9 0.9 0.1 0 7.4 7.0 0.6 0
Arthralgia 16% 23%* 0 1% 0.6 1.3 0 <0.1 75 104 0 <0.1
Back pain 8% 13%* 0 1% 0.3 0.5 0 <0.1 1.9 3.2 0 0.1
Muscle spasms 6% 13%* 0 1% 0.2 0.7 0 <0.1 0.8 10.0 0 0.1
Dyspepsia 4% 12%* 0 0 0.1 0.5 0 0 1.0 24 0 0
RTP
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New Acalabrutinib Formulation Enables
Co-Administration with Proton Pump
Inhibitors and Dosing in Patients Unable
to Swallow Capsules (ELEVATE-PLUS)

Shringi Sharma, Xavier Pepin, Harini Burri, Lianqing Zheng, Nataliya Kuptsova-Clarkson, Anouk de
Jong, Ting Yu, Holly L MacArthur, Michal Majewski, Joseph A Ware, James Mann, David Ramies,

Veerendra Munugalavadla, Louise Sheridan, Helen Tomkinson

ASH 2021;Abstract 605.MOLECULAR PHARMACOLOGY AND DRUG
RESISTANCE: LYMPHOID NEOPLASMS| NOVEMBER 5, 2021




First Interim Analysis of Alpine Study: Results of a
Phase 3 Randomized Study of Zanubrutinib vs
Ibrutinib in Patients with Relapsed/Refractory
Chronic Lymphocytic Leukemia/Small Lymphocytic
Lymphoma

Hillmen P et al.
EHA 2021;Abstract LBA1900.




ALPINE: Response and Investigator-Assessed PFS
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ALPINE: Adverse Events of Special Interest

Safety Analysis Population Zanubrutinib (n=204), n (%) Ibrutinib (n=207), n (%)

Any Grade Grade 23 Any Grade Grade 23

Cardiac disorders? 28 (13.7) 5(2.5) 52 (25.1) 14 (6.8)
?':;a'zfz:g:ﬂ:’n';)a"d i 5 (2.5) 2 (1.0) 21 (10.1) 4(1.9)
Hemorrhage 73 (35.8) 6(2.9) 75 (36.2) 6(2.9)
Major hemorrhage® 6(2.9) 6(2.9) 8(3.9) 6(2.9)

Hypertension 34 (16.7) 22 (10.8) 34 (16.4) 22 (10.6)
Infections 122 (59.8) 26 (12.7) 131 (63.3) 37 (17.9)

Neutropenia® 58 (28.4) 38 (18.6) 45 (21.7) 31 (15.0)
Thrombocytopenia‘® 19 (9.3) 7 (3.4) 26 (12.6) 7 (3.4)
Secondary primary malignancies 17 (8.3) 10 (4.9) 13 (6.3) 4(1.9)
Skin cancers 7 (3.4) 3(1.5) 10 (4.8) 2(1.0)

RTP
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Ibrutinib plus Rituximab Is Superior to FCR in
Previously Untreated CLL: Results of the Phase Il
NCRI FLAIR Trial

Hillmen P et al.
ASH 2021;Abstract 642.




NCRI FLAIR: Progression-Free Survival
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FDA Has Placed a Partial Clinical Hold on Some Combination

Candidate Studies for Leukemia and Lymphoma
Press Release — January 27, 2022

The FDA placed partial holds on studies of the U2 combination umbralisib and ublituximab
for chronic lymphocytic leukemia (CLL) and non-Hodgkin lymphoma (NHL).

The updated overall survival (OS) preliminary results from the UNITY-CLL study showed

improvement. The OS hazard ratio was 1.23, and, including COVID-19-related deaths, the
ratio reached 1.04.

An OS hazard ratio above 1.00 implies a risk that the investigational therapy might be
causing harm.

No new patients can be enrolled in some CLL and NHL trials, but those deriving a benefit
may continue with consent.
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Efficacy and Safety of Ublituximab in Combination
with Umbralisib (U2) in Patients with Chronic
Lymphocytic Leukemia (CLL) By Treatment Status:
A Sub-Analysis of the Phase 3 Unity-CLL Study

Jacobs R et al.
ASH 2021;Abstract 3726.




Umbralisib: A Selective Inhibitor of PI3Kd and CK1e

Umbralisib* Idelalisib? Duvelisib* Copanlisib?
(\o
0 5 /@ a o /@ N
pcccliiccodiieee ‘
& o N/ WIS > ) N v
N’N _N N\ N N N N/ IN .
) N\ D "/ r \Lr 0
" g - N Z I‘
. o NJN N \N
S
Isoform K4 (NM)
Pl3ka >10000 600 40 0.04
PI3KB >10000 19 0.89 1.5
PI3Ky | 1400 9.1 0.21 0.31
PI3Kd 6.2 1.2 0.047 0.068
CKae 180 >30,000 >30,000 >6,000

* Umbralisib is an oral, once daily, selective inhibitor of PI3Ké and CKag
Umbralisib has >1000-fold greater selectivity for PI3Ké compared to a and
B isoforms

 Umbralisib is also >200-fold more selective for PI3K6 relative to PI3Ky

RTP
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Ublituximab: A Novel Glycoengineered Anti-CD20 Monoclonal Antibody

* Ublituximab (TG-1101, UTX) is a novel, Ublituximab
glycoengineered, Type |, anti-CD20 monoclonal o
antibody with several defining features: ‘e

Targets a unique epitope on the CD20 antigen
Type | maintains complement-dependent
cytotoxicity (CDC)

Glycoengineered to enhance affinity for all
variants of FcyRllla receptors, thereby
demonstrating greater antibody-dependent

cellular cytotoxicity (ADCC) activity than o i i B
rituximab and ofatumumab, including in 27p Figure adapted from Ruuls et i, 20082

deleted CLL cells?

Jacobs R et al. ASH 2021;Abstract 3726.



UNITY-CLL: IRC-Assessed PFS by Treatment Status

——
WU TU I U2 - Treatment-naive  O+Chl Hazard Ratio
naive Events/Total Events/Total (95%Cl)
; =
All Subjects 36/119 61/121 0.471 (0.310, 0.716)
Age
<65 13/ 43 22/ 48 . 0.469 (0.232, 0.945)
-—
265 23/76 39/73 0.459 (0.271, 0.776)
Deletion 17p
Deleted 1/ 6 9/13 . 0.000 (0.000, NE)
Not deleted 35/113 52/108 0.528 (0.342, 0.814)
IGHV status
Previously U2 - Previously Treated O+Chl Hazard Ratio
Treated Events/Total Events/Total (95% Cl)
All Subjects 55/91 63/90 —— 0.641 (0.445, 0.922)
Age |
<65 28/42 22/ 29 —— 0.876 (0.499, 1.539)
265 27/49 41/61 ez o 0.485 (0.296, 0.795)
Deletionazp 0 S
Deleted 12/13 5/10 —& 0.884 (0.299, 2.612)
Not deleted 43/78 58/80 e 0.569 (0.383, 0.846)
IGHV status | 7
Unmutated 34/52 46/55 —— 0.412 (0.260, 0.653)
Mutated 10/17 10/22 & 1.158 (0.481, 2.786)
i T T T T 1
o 0.5 1 15 2.0 2.5 3.0
Favors U2 FavorsO+Chl __,

Jacobs R et al. ASH 2021;Abstract 3726.
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UNITY-CLL: Adverse Events (AEs) of Clinical Interest

AEs, n (%)

ALT elevation

AST elevation

Rash’

Pneumonia

Colitis (non-infectious)'a
Pneumonitis
Opportunistic infections”

Jacobs R et al. ASH 2021;Abstract 3726.

27 (23)
21 (18)
17 (15)
14 (12)
8(7)
4 (3)
3(3)

14 (12)
9 (8)
4 (3)
8(7)

3(3)
1(2)
1 (1)

3(3)

3(3)
1 (1)
1(1)

2(2)

1(1)

8(9)
7 (8)
g (10)
18 (20)
2(2)
2(2)

3(3)

Previously Treated
N=90

Grade 23
3(3)

2 (2)
1(2)
10 (11)
1(2)

1(2)

Discontinued U2"

1(2)
1(1)
1(1)
1(1)
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Pirtobrutinib, a Next Generation, Highly Selective,
Non-Covalent BTK Inhibitor in Previously Treated
CLL/SLL: Updated Results from the Phase 1/2
BRUIN Study

Mato AR et al.
ASH 2021;Abstract 391.




BRUIN: Pirtobrutinib Efficacy in Patients with BTK-Pretreated
CLL or Small Lymphocytic Lymphoma (SLL)

100 S _ .
[l BTK discontinuation for progression Efficacy evaluable BTK pre-treated
80- il et _CLL/SLL Patients*

g ¥ Ongoing Overall Response Rate, % (95% CI)® 68 (62 — 74)
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BRUIN: Pirtobrutinib Safety Profile

_ All doses and patients (n=618)
Treatment-emergent AEs, (215%), % Treatment-related AEs, %

Adverse Event Grade 3 Any Grade Grades 3/4 Any Grade

Fatigue 13% 8% 1% 23% 1% 9%
Diarrhea 15% 4% <1% <1% 19% <1% 8%
Neutropenia? 1% 2% 8% 6% 18% 8% 10%
Contusion 15% 2% - - 17% - 12%
Bruising® 20% 2% - - 22% - 15%
Rashd 9% 2% <1% - 11% <1% 5%
Arthralgia 8% 3% <1% - 11% - 3%
Hemorrhage® 5% 2% 1%9 - 8% <1% 2%
Hypertension 1% 4% 2% - 7% <1% 2%
Atrial fibrillation/flutterf - 1% <1% <1% 2%" - <1%

No DLTs reported and MTD not reached
96% of patients received 21 pirtobrutinib dose at or above RP2D of 200 mg daily
1% (n=6) of patients permanently discontinued due to treatment-related AEs
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. Nature 2022;[Online ahead of print].
Article

Decade-longleukaemiaremissions with
persistence of CD4" CART cells
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Analysis of CD3+ CAR+ T Cells Using CyTOF Across Multiple Time
Points

1.00

0.75

0.50

0.25

Proportion of CAR* cells

o

0.50

0.25

Proportion of CAR* cells

Patient 1

1.00+

0.751

Y1.4

Y3.4
Patient 2

M2.5 Y1.6

Y2.8 Y4.7

Y7.2

Initial response
Involving CD8* and
CD4- CD8 CART cells

Long-term remission

CD4* CART cells

Predominantly highly activated

>

Time

Melenhorst JJ et al. Nature 2022;[Online ahead of print].

“Here we studied long-lasting CD19-redirected chimeric antigen
receptor (CAR) T cells in two patients with chronic lymphocytic
leukaemia who achieved a complete remission in 2010.

CAR T cells remained detectable more than ten years after
infusion, with sustained remission in both patients. Notably, a
highly activated CD4+ population emerged in both patients,
dominating the CAR T cell population at the later time points...
...0ur identification and characterization of these unexpected
CAR T cell populations provide novel insight into the CAR T cell
characteristics associated with anti-cancer response and long-
term remission in leukaemia.”
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Phase 1 TRANSCEND CLL 004 study of lisocabtagene maraleucel in patients with
relapsed/refractory CLL or SLL

Tracking no: BLD-2021-011895R2

Tanya Siddigi (City of Hope Medical Center, United States) Jacob Soumerai (Massachusetts General
Hospital Cancer Center, United States) Kathleen Dorritie (UPMC, United States) Deborah Stephens
(University of Utah, United States) Peter Riedell (University of Chicago, United States) Jon Arnason
(BIDMC, United States) Thomas Kipps (University of California-San Diego School of Medicine, United
States) Heidi Gillenwater (Bristol Myers Squibb, United States) Lucy Gong (Bristol Myers Squibb, United
States) Lin Yang (Bristol Myers Squibb, United States) Ken Ogasawara (Bristol Myers Squibb, United
States) Jerill Thorpe (Bristol Myers Squibb, United States) William Wierda (University of Texas M.D.
Anderson Cancer Center, United States)
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TRANSCEND CLL 004: Rates of Cytokine Release Syndrome (CRS),
Neurologic Events (NE) and Rehospitalization After Liso-cel Infusion

Dose level 1 Dose level 2

All patients 50 x 106 100 x 10°6

(N = 23) ER) (n=14)

CRS any grade 17 (74%) 7 (78%) 10 (71%)
CRS Grade 23 2 (9%) 0 2 (14%)
NE any grade 9 (39%) 2 (22%) 7 (50%)
NE Grade >3 5(21%) 2 (22%) 2 (14%)

Reasons for patient rehospitalization

Adverse events 11 (48%) 3 (33%) 8 (57%)
CRS and/or NE 5(22%) 1(11%) 4 (29%)
CRS and NE 2 (9%) 0 2 (14%)
NE only 3(13%) 1(11%) 2 (14%)

Siddigi T et al. Blood 2021;[Online ahead of print].

RESEARCH
TO PRACTICE



TRANSCEND CLL 004: Response and uMRD (10-%) Rates
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TRANSCEND CLL 004: Swim Lane Plot, Duration of Response and PFS
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Brentuximab vedotin with chemotherapy for stage lll or IV
classical Hodgkin lymphoma (ECHELON-1): 5-year update of
an international, open-label, randomised, phase 3 trial

David | Straus, Monika Dtugosz-Danecka, Joseph M Connors, Sergey Alekseev, Arpdd lllés, Marco Picardi, Ewa Lech-Maranda, Tatyana Feldman,
Piotr Smolewski, Kerry ] Savage, Nancy L Bartlett, Jan Walewski, Radhakrishnan Ramchandren, Pier Luigi Zinzani, Martin Hutchings,
Javier Munoz, Hun Ju Lee, Won Seog Kim, Ranjana Advani, Stephen M Ansell, Anas Younes, Andrea Gallamini, Rachael Liu, Meredith Little,

Keenan Fenton, Michelle Fanale, John Radford
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ECHELON-1: Five-Year Update

100
& 80-
g
S 60
z
<
g 5-Yr PFS Rate
(<%
2 | —aaw A+AVD 82.2%
o — ABVD
o
HR 0-68 (95% Cl 0-53-0-87); log-rank p=0-0017 ABVD 753 /0
0 T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Number at risk

(number censored)
A+AVD 664 (0) 620(19) 562 (27) 535(37) 518(50) 505 (60) 492 (69) 474 (83) 446 (108)414 (140)333 (219) 201 (351) 102 (450) 38(514) 2(550) 0(552)
ABVD 670(0) 613(24) 521(34) 500(41) 478(57) 456 (76) 432(92) 423 (101) 397 (123) 360 (156) 292 (223) 179 (335) 73 (439) 22(490) 4(508) 0(512)

* Five-year PFS was higher with brentuximab vedotin with doxorubicin, vinblastine and dacarbazine
(A + AVD) than with doxorubicin, bleomycin, vinblastine and dacarbazine (ABVD) for both PET-2-
negative and PET-2-positive patients.

* Peripheral neuropathy continued to improve or resolve over time with both A + AVD and ABVD;
more patients had ongoing peripheral neuropathy in the A + AVD group than in the ABVD group
(19% vs 9%).
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Straus DJ et al. Lancet Haematol 2021;8(6):e410-21.



Brentuximab Vedotin Combination Significantly Improves Overall
Survival in Newly Diagnosed Patients with Advanced Hodgkin

Lymphoma
Press Release — February 3, 2022

“The phase 3 ECHELON-1 clinical trial demonstrated a statistically significant improvement in
overall survival (OS) (p=0.009) in patients with advanced classical Hodgkin lymphoma (cHL)
following treatment with brentuximab vedotin in combination with chemotherapy. With
approximately six years median follow up, patients receiving brentuximab vedotin plus
doxorubicin, vinblastine, and dacarbazine (A+AVD) in the frontline setting had a 41 percent
reduction in the risk of death (HR 0.59; [95% CI: 0.396 to 0.879]) compared with patients receiving
doxorubicin, bleomycin, vinblastine, and dacarbazine (ABVD). The safety profile of brentuximab
vedotin was consistent with previous studies and no new safety signals were observed.”
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https://investor.seagen.com/press-releases/news-details/2022/ADCETRIS-Combination-Significantly-Improves-Overall-
Survival-in-Newly-Diagnosed-Patients-with-Advanced-Hodgkin-Lymphoma/default.aspx
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Brentuximab Vedotin Combined With
Chemotherapy in Patients With Newly Diaghosed
Early-Stage, Unfavorable-Risk

Hodgkin Lymphoma

Anita Kumar, MD?; Carla Casulo, MD?%; Ranjana H. Advani, MD?3; Elizabeth Budde, MD*; Paul M. Barr, MD?; Connie L. Batlevi, MD, PhD?;
Philip Caron, MD?; Louis S. Constine, MD?; Savita V. Dandapani, MD?; Esther Drill, MD*; Pamela Drullinsky, MD*;

Jonathan W. Friedberg, MD?; Clare Grieve, BA'; Audrey Hamilton, MD?; Paul A. Hamlin, MD?; Richard T. Hoppe, MD?3;

Steven M. Horwitz, MD?; Ashlee Joseph, BA!; Niloufer Khan, MD'; Leana Laraque, BA'; Matthew J. Matasar, MD’;

Alison J. Moskowitz, MD'; Ariela Noy, MD*; Maria Lia Palomba, MD®; Heiko Schoder, MD?; David J. Straus, MD!; Shreya Vemuri, BA%;
Joanna Yang, MD®; Anas Younes, MD®; Andrew D. Zelenetz, MD, PhD?; Joachim Yahalom, MD?; and Craig H. Moskowitz, MD’

J Clin Oncol 2021;[Online ahead of print].
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Multicenter Pilot Study of Brentuximab Vedotin (BV) and AVD with
or without Consolidative Radiation Therapy for Early-Stage,
Unfavorable-Risk Hodgkin Lymphoma

e Patients who achieved a negative end-of-therapy (EOT) PET-4 scan after 4 cycles of BV + AVD
were studied with de-escalating radiation dose and field.

Cohort 1 Cohort 2 Cohort 3 Cohort 4
30-Gy ISRT 20-Gy ISRT 30-Gy CVRT No radiation | All patients
Clinical endpoint (n=29) (n=29) (n=29) (n=29) (n=114)
EOT CR rate 27 (93%) 29 (100%) 27 (93%) 28 (97%) 111 (96%)
2-year PFS rate 93.1% 96.6% 89.7% 96.6% 94%

“BV + AVD x four cycles is a highly active and well-tolerated treatment program for ES,
unfavorable-risk Hodgkin lymphoma, including bulky disease. The efficacy of BV + AVD supports
the safe reduction or elimination of consolidative radiation among PET-4—negative patients.”
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Kumar A et al. J Clin Oncol 2021;[Online ahead of print].
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Lancet Oncol 2021;22(4):512-24.
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Pembrolizumab versus brentuximab vedotin in relapsed or
refractory classical Hodgkin lymphoma (KEYNOTE-204):
an interim analysis of a multicentre, randomised, open-lab}el,

phase 3 study

John Kuruvilla, Radhakrishnan Ramchandren, Armando Santoro, Ewa Paszkiewicz-Kozik, Robin Gasiorowski, Nathalie A Johnson,
Laura Maria Fogliatto, lara Goncalves, Jose S R de Oliveira, Valeria Buccheri, Guilherme F Perini, Neta Goldschmidt, Iryna Kriachok,
Michael Dickinson, Mieczyslaw Komarnicki, Andrew McDonald, Muhit Ozcan, Naohiro Sekiguchi, Ying Zhu, Akash Nahar, Patricia Marinello,

Pier Luigi Zinzani, on behalf of the KEYNOTE-204 investigators*
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KEYNOTE-204: Interim Analysis
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* The most common Grade 3-5 treatment-related AEs (TRAEs) in the pembrolizumab and brentuximab vedotin
study arms included pneumonitis (4% vs 1%), neutropenia (2% vs 7%) and peripheral neuropathy (1% vs 3%).

* Serious TRAEs occurred in 16% of patients receiving pembrolizumab and 11% of patients receiving
brentuximab vedotin.
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FDA Approves Brexucabtagene Autoleucel for Relapsed or Refractory

Mantle Cell Lymphoma
Press Release — July 24, 2020

“The Food and Drug Administration granted accelerated approval to brexucabtagene autoleucel, a
CD19-directed genetically modified autologous T cell immunotherapy, for the treatment of adult
patients with relapsed or refractory mantle cell ymphoma (MCL).

Approval was based on ZUMA-2 (NCT02601313), an open-label, multicenter, single-arm trial of 74
patients with relapsed or refractory MCL who had previously received anthracycline- or
bendamustine-containing chemotherapy, an anti-CD20 antibody, and a Bruton tyrosine kinase
inhibitor. Patients received a single infusion of brexucabtagene autoleucel following completion of
lymphodepleting chemotherapy. The primary efficacy outcome measure was objective response
rate (ORR) per Lugano [2014] criteria as assessed by an independent review committee.”

www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-brexucabtagene-autoleucel-relapsed-or-refractory-
mantle-cell-lymphoma
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N Engl J Med 2020;382(14):1331-42

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

KTE-X19 CAR T-Cell Therapy in Relapsed
or Refractory Mantle-Cell Lymphoma

M. Wang, J. Munoz, A. Goy, F.L. Locke, C.A. Jacobson, B.T. Hill,
J.M. Timmerman, H. Holmes, S. Jaglowski, .W. Flinn, P.A. McSweeney,
D.B. Miklos, J.M. Pagel, M.-J. Kersten, N. Milpied, H. Fung, M.S. Topp,
R. Houot, A. Beitinjaneh, W. Peng, L. Zheng, J.M. Rossi, R.K. Jain,
A.V. Rao, and P.M. Reagan




ZUMA-2: Response Rates, Survival and Select Safety Outcomes
with Brexucabtagene Autoleucel for Mantle Cell Lymphoma
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Wang M et al. N Engl ] Med 2020;382(14):1331-42.
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Lancet Oncol 2020;21(11):1433-42

Tazemetostat for patients with relapsed or refractory > A®
follicular lymphoma: an open-label, single-arm, multicentre,
phase 2 trial

Franck Morschhauser, Hervé Tilly, Aristeidis Chaidos, Pamela McKay, Tycel Phillips, Sarit Assouline, Connie Lee Batlevi, Phillip Campbell,
Vincent Ribrag, Gandhi Laurent Damaj, Michael Dickinson, Wojciech Jurczak, Maciej Kazmierczak, Stephen Opat, John Radford, Anna Schmitt,
Jay Yang, Jennifer Whalen, Shefali Agarwal, Deyaa Adib, Gilles Salles
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Response to Tazemetostat in Patients with R/R FL and an EZH2
Mutation or EZH2 Wild-Type Tumors
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Approved PI3K Inhibitors for FL: Indication and Dosing

Idelalisib? Copanlisib? Duvelisib3 Umbralisib?
WSETTRNT |\ 1t BERG Ml || Buel il af PR | e lir o Dualinhibitor of PI3K®
of action PI3KO,y and casein kinase CKleg
R/R FL af I 2 R/R FL af |
N Relapsed FL after at least 2 | Relapsed FL after at least 2 /. arter ?t east /. arter ?t east 3
Indication : ) . : . . prior systemic prior systemic
prior systemic therapies prior systemic therapies . .
therapies therapies
. : : .60 m.g CBEl T 25 mg orally, twice 800 mg orally, once
Dosing 150 mg orally, twice daily |infusion weekly (3 weeks . .
daily daily
on, 1 week off)

1 Gopal AK et al. N Engl J Med 2014;370(11):1008-18; Idelalisib package insert, January 2018.
2Dreyling M et al. J Clin Oncol 2017;35(35):3898-905; Copanlisib package insert, September 2017.
3Flinn IW et al. J Clin Oncol 2019;[Epub ahead of print]; Zinzani PL et al. EHA 2017;Abstract S777; Duvelisib package insert, bl

September 2018. *Umbralisib package insert, February 2021. W




Duvelisib Indication in R/R FL Withdrawn

Press Release — December 6, 2021

“A United States indication for duvelisib in previously treated relapsed/refractory follicular lymphoma
has been voluntarily withdrawn by developer Secura Bio following an assessment of the drug and
subsequent consultation with the FDA.

Secura Bio has voluntarily withdrawn an indication for duvelisib in the United States for the treatment of
patients with relapsed/refractory follicular lymphoma who have undergone treatment with 2 prior
therapies after assessing the drug and holding discussion with the FDA, according to a press release

from the company.

These measures highlighted that the cost, logistics, and timing of the post-marketing requirements were
no longer merited. Duvelisib will continue to be developed for patients with T-cell lymphoma. In
September 2018, duvelisib received accelerated approval by the FDA, but a confirmatory trial was
required before it was given full approval. The decision to withdraw the indication does not affect other
approved indications.

The initial approval was based on findings from the phase 3 DUO trial (NCT02004522) and the phase 2
DYNAMO trial (NCT01882803).”

https://www.cancernetwork.com/view/duvelisib-indication-in-relapsed-refractory-follicular-lymphoma-withdrawn-in-u-s-market



Idelalisib for Relapsed FL and SLL Voluntarily Withdrawn

Press Release — January 18, 2022

“Without confirmed clinical benefit in follicular lymphoma and small lymphocytic leukemia,
idelalisib's indications for these malignancies were withdrawn from the United States market.

The developer of idelalisib, Gilead, has announced the withdrawal of 2 indications for the agent
from the United States (US), according to a press release. Idealisib will no longer be available for
the treatment of relapsed follicular B-cell non-Hodgkin lymphoma (FL) and relapsed small
lymphocytic leukemia (SLL).

FDA accelerated approval was previously granted to idelalisib for the treatment of both
malignancies based on results from a phase 2 clinical trial of patients with indolent Hodgkin
lymphoma.

Although these data from the DELTA study were promising, continued FDA approval of idelalisib
for the treatment of relapsed FL and SLL was contingent upon a positive confirmatory study, and
this was not achieved. Withdrawal of idelalisib from the US market for relapsed FL and SLL does

not impact other idelalisib indications.”

https://www.targetedonc.com/view/idelalisib-for-relapsed-fl-and-slI-voluntarily-withdrawn-from-us-market



Lancet Oncol 2021;22(5):678-89

3> “k @ Copanlisib plus rituximab versus placebo plus rituximab in
patients with relapsed indolent non-Hodgkin lymphoma
(CHRONOS-3): a double-blind, randomised,
placebo-controlled, phase 3 trial
Matthew ] Matasar, Marcelo Capra, Muhit Ozcan, Fangfang Lv, Wei Li, Eduardo Yaiiez, Katya Sapunarova, Tongyu Lin, Jie Jin, Wojciech Jurczak,
Aryan Hamed, Ming-Chung Wang, Ross Baker, Igor Bondarenko, Qingyuan Zhang, Jifeng Feng, Klaus Geissler, Mihaela Lazaroiu, Guray Saydam,

Arpdd Szomor, Krimo Bouabdallah, Rinat Galiulin, Toshiki Uchida, Lidia Mongay Soler, Anjun Cao, Florian Hiemeyer, Aruna Mehra,
Barrett H Childs, Yuankai Shi, Pier Luigi Zinzani
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CHRONOS-3: PFS in Relapsed/Refractory (R/R) Indolent
Non-Hodgkin Lymphoma (NHL)

100 —— Copanlisib plus rituximab

—— Placebo plus rituximab

Copanlisib + Placebo +
rituximab rituximab HR | p-value

Median PFS

Progression-free survival (%)
Ul
T

| | I | | | | | |

12 18 24 30 36 42 48 54 60

o
o

Number at risk

(number censored)
Copanlisib plusrituximab 307 (0)  204(67)  146(97)  88(125)  49(149)  31(164)  15(175) 6 (183) 2 (187) 0(189) 0 (189)
Placebo plus rituximab 151 (0) 85 (26) 53 (41) 33(49) 16 (56) 8 (60) 3(61) 1(63) 0(64) 0(64) 0(64)
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FDA Grants Accelerated Approval to Umbralisib for Marginal

Zone Lymphoma and Follicular Lymphoma
Press Release — February 5, 2021

“On February 5, 2021, the Food and Drug Administration granted accelerated approval to
umbralisib, a kinase inhibitor including PI3K-delta and casein kinase CK1-epsilon, for the following
indications:

Adult patients with relapsed or refractory marginal zone lymphoma (MZL) who have received at least one
prior anti-CD20-based regimen,;

Adult patients with relapsed or refractory follicular lymphoma (FL) who have received at least three prior
lines of systemic therapy.
Approval was based on two single-arm cohorts of an open-label, multi-center, multi-cohort trial,
UTX-TGR-205 (NCT02793583), in 69 patients with MZL who received at least one prior therapy,
including an anti-CD20 containing regimen, and in 117 patients with FL after at least 2 prior
systemic therapies. Patients received umbralisib 800 mg orally once daily until disease progression
or unacceptable toxicity.

Efficacy was based on overall response rate (ORR) and duration of response (DOR) using modified
2007 International Working Group criteria assessed by an independent review committee.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-umbralisib-marginal-zone-
lymphoma-and-follicular-lymphoma
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Umbralisib, a Dual PI3Ko/CK1¢ Inhibitor in
Patients With Relapsed or Refractory
Indolent Lymphoma

Nathan H. Fowler, MD?; Felipe Samaniego, MD?; Wojciech Jurczak, MD, PhD?; Nilanjan Ghosh, MD, PhD3; Enrico Derenzini, MD*>;
James A. Reeves, MD®; Wanda Knopinska-Postuszny, MD’; Chan Y. Cheah, DMSc?; Tycel Phillips, MD®; Ewa Lech-Maranda, MD, PhD'%;
Bruce D. Cheson, MD'!; Paolo F. Caimi, MD'?; Sebastian Grosicki, MD, PhD*3; Lori A. Leslie, MD'#; Julio C. Chavez, MD'>;

Gustavo Fonseca, MD'®; Sunil Babu, MD'?; Daniel J. Hodson, MD'®; Spencer H. Shao, MD'°; John M. Burke, MD?°;

Jeff P. Sharman, MD?!; Jennie Y. Law, MD?%; John M. Pagel, MD, PhD?3; Hari P. Miskin, MSc??; Peter Sportelli, BS?*;

Owen A. O’Connor, MD, PhD?*2%; Michael S. Weiss, JD?*; and Pier Luigi Zinzani, MD, PhD%¢-?”

J Clin Oncol 2021;39(15):1609-18
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Umbralisib for Heavily Pretreated R/R Indolent NHL
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Fowler NH et al. J Clin Oncol 2021;39(15):1609-18.



FDA Grants Accelerated Approval to Axicabtagene Ciloleucel for

Relapsed or Refractory Follicular Lymphoma
Press Release — March 5, 2021

“The Food and Drug Administration granted accelerated approval to axicabtagene

ciloleucel for adult patients with relapsed or refractory follicular lymphoma (FL) after two
or more lines of systemic therapy.

Approval in FL was based on a single-arm, open-label, multicenter trial (ZUMA-5;
NCT03105336) that evaluated axicabtagene ciloleucel, a CD19-directed chimeric antigen
receptor (CAR) T cell therapy, in adult patients with relapsed or refractory FL after two or
more lines of systemic therapy, including the combination of an anti-CD20 monoclonal
antibody and an alkylating agent. Following lymphodepleting chemotherapy, axicabtagene
ciloleucel was administered as a single intravenous infusion.

The main efficacy measures were objective response rate (ORR) and duration of response
(DOR) as determined by an independent review committee.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-axicabtagene-ciloleucel-relapsed-
or-refractory-follicular-lymphoma
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Long-Term Follow-Up Analysis of ZUMA-5: A Phase 2 Study
of Axicabtagene Ciloleucel (Axi-Cel) in Patients With
Relapsed/Refractory Indolent Non-Hodgkin Lymphoma

Sattva S. Neelapu, MD'*; Julio C. Chavez, MD2*; Alison R. Sehgal, MD3; Narendranath Epperla, MD, MS#4;
Matthew Ulrickson, MD>; Emmanuel Bachy, MD, PhD®; Pashna N. Munshi, MD’; Carla Casulo, MD8;
David G. Maloney, MD, PhD?; Sven de Vos, MD, PhD!%; Ran Reshef, MD??; Lori A. Leslie, MD?*?;
Olalekan O. Oluwole, MD, MPH, MBBS?3; Ibrahim Yakoub-Agha, MD, PhD#; Rashmi Khanal, MD*>;
Joseph Rosenblatt, MD'®; Marika Sherman, MSHS?’; Jinghui Dong, PhD?’; Alessandro Giovanetti, BSc'/;
Yin Yang, MDD, PhD?'7; Christine Lui, MS'’; Zahid Bashir, MBBS; MS’/; A. Scott Jung, MD?’;
and Caron A. Jacobson, MD18

1The University of Texas MD Anderson Cancer Center, Houston, Texas, USA; 2University of South Florida H. Lee Moffitt Cancer Center and
Research Institute, Tampa, FL, USA; 2UPMC Hillman Cancer Center, Pittsburgh, PA, USA; “The Ohio State University Comprehensive Cancer
Center, Columbus, OH, USA; >°Banner MD Anderson Cancer Center, Gilbert, AZ, USA; °Centre Hospitalier Lyon Sud, Pierre-Bénite, France;

’Georgetown Lombardi Comprehensive Cancer Center, Washington, DC, USA; 8University of Rochester Medical Center - James P. Wilmot Cancer
Center, Rochester, NY, USA; °Fred Hutchinson Cancer Research Center, Seattle, WA, USA; 1°Ronald Reagan University of California Los Angeles

Medical Center, Santa Monica, CA, USA; 11Columbia University Herbert Irving Comprehensive Cancer Center, New York City, NY, USA; 12John
Theurer Cancer Center, Hackensack, NJ, USA; 13Vanderbilt University Medical Center, Nashville, TN, USA; *CHU de Lille, Univ Lille, INSERM
U1286, Infinite, 59000 Lille, France; 1>Fox Chase Cancer Center, Philadelphia, PA, USA *®University of Miami Sylvester Comprehensive Cancer
Center, Miami, FL, USA; 1’Kite, a Gilead Company, Santa Monica, CA, USA; and 8Dana-Farber Cancer Institute, Boston, MA, USA
*Equal contributors
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ZUMA-5: Overall Response Rate (ORR) by Central Review

100 7 94% ORR m CR
83% ORR = PR
5 80 - )
y
2 60 - m PD
s 63% CR = ND
n (n=15)
¢ 40 -
§ 13%
201 B 3% 2% 4% \n=8)
(n=3) 0% (n=2) 0% (n=1)
0 = I
SD PD ND? SD PD ND®
FL (n=86) MZL (n=24)

* Among efficacy-eligible patients with iNHL (n=110), the ORR was 92% (95% Cl, 85-96), with a 75% CR rate
* Among all treated patients with iNHL (n=149), the ORR was 92% (95% Cl, 86—-96), with a 77% CR rate
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ZUMA-5:

PFS and Overall Survival

Progression-Free Survival

Estimated OS
Median (95% Cl), mo
| 24-mo rate (95% C1), %

Overall Survival

FL (n=86) MZL (n=24)  All Patients (N=110)
NR (39.6-NE)  NR (18.7-NE) NR (39.6-NE)
81.2 (71.2-88.1) 69.9 (44.0-85.5) 79.1(70.0-85.7)

100+ 100+
x
= 804 80
I %
3 [
‘8 60 2 604
g i g
£ &
§ 404 ® 40+
.g 5
& | Estimated PFs FL (n=86) MZL (n=24) All Patients (N=110) o o
o - i
a Median (95% Cl), mo 39.6 (25.7-NE)  17.3 (9.2-NE) 39.6 (23.6-NE)
0J 284-morate (95% CI), %  63.4(51.6-73.0) 47.4(23.1-68.4)  60.1(49.4-69.2) .
1 1 1 1 1 I I 1 1 1 1 L] I 1 1 1 1 1 1 1 1 T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 0
Months
No. at Risk No. at Risk
FL 8 8 74 69 65 62 60 55 53 53 49 48 27 13 12 11 10 9 7 1 O FL 86

MzZL 24 21 19 19 17 15
All Patients 110 104 93 88 82 77

0 7 7 6 4 4 3 0

MZL 24
70 62 60 59 53 52 30 13 12 11 10 9 7 1 0

All Patients 110

I I I I 1

2 4 6 8 10

84 84 83 8 83
24 24 23 22 22
108 108 106 105 105

1 1 1 1 Ll 1 1 T
16 18 20 22 24 26 28 30
Months

|l I T T I I T

T 1
12 14 32 34 36 38 40 42 44

80 77 76 75 75 74 69 60 53 40 28 17 15 11 4 2 1
19 17 14 12 11 11 8 6 3 3 2 2 2 1 0
99 94 90 87 8 8 77 66 56 43 30 19 17 12 4 2 1

* Median OS was not yet reached in efficacy-eligible patients with FL or MZL

* Among patients with FL, 3 deaths occurred after Month 242; no disease progression events occurred
after Month 24

Neelapu SS et al. ASH 2021;Abstract 93.
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ZUMA-5: AEs with First Occurrence After Primary Analysis Data Cutoff

Follicular Lymphoma Marginal Zone Lymphoma All Patients
(N=124) (N=25) (N=149)
Any Grade Grade 23 Any Grade Grade 23 Any Grade Grade 23
Any AE 27 (22) 14 (11) 11 (44) 6 (24) 38 (26) 20 (13)
Serious AE 11 (9) 11 (9) 4 (16) 4 (16) 15 (10) 15 (10)
Cytopenia 8 (6) 4 (3) 3(12) 3(12) 11 (7) 7 (5)
Infection 18 (15) 7 (6) 7 (28) 4 (16) 25(17) 11 (7)
CRS 0 (0) 0 (0) 2 (8) 0 (0) 2 (1) 0(0)
Neurologic event 0 (0) 0(0) 2 (8) 0(0) 2 (1) 0(0)
Hypogammaglobulinemia 2(2) 0(0) 2 (8) 0(0) 4 (3) 0(0)
Tumor lysis syndrome 0 (0) 0(0) 0 (0) 0 (0) 0 (0) 0 (0)

* Grade 5 AEs occurred in 6 patients after the data cutoff of the primary analysisP

- Grade 5 infectious AEs occurred in 5 patients: 1 COVID-19 (FL, Day 717, unrelated), 1 COVID-19 pneumonia (FL, Day 780,
related to axi-cel), 1 PML® (FL, Day 697, related to axi-cel and CC) and 2 sepsis (FL, Day 1204; MZL, Day 139; both unrelated)

- Acute bilineal leukemia occurred in 1 patient (FL, Day 623, CC related)

a Includes all AEs that occurred after the primary analysis data cutoff date (March 12, 2020) and by the data cutoff date of the current analysis (March 31, 2021). ® No Grade 5 AEs were due to progressive disease.
¢The Grade 5 PML event occurred after axi-cel retreatment.
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Efficacy of Tisagenlecleucel in Adult
Patients with High-Risk
Relapsed/Refractory Follicular
Lymphoma: Subgroup Analysis of the
Phase Il ELARA Study

Catherine Thieblemont,! Michael Dickinson,2 Joaquin Martinez-Lopez,® Arne Kolstad,* Jason P. Butler,> Monalisa Ghosh,® Leslie L.
Popplewell,” Julio C. Chavez,2 Emmanuel Bachy,® Ko%i Kato,'9 Hideo Harigae,!" Marie José Kersten,2 Charalambos Andreadis,'® Peter
A. Riedell,’ P. Joy Ho,'® José Antonio Pérez-Simén,'® Andy |. Chen,'” Loretta J. Nastoupil,'® Bastian von Tresckow,'® Andrés José
Maria Ferreri,2° Takanori Teshima,?! Piers EM Patten,?2 Joseph P. McGuirk,2® Andreas Petzer,?* Fritz Offner,2° Andreas Viardot,?® Pier
Luigi Zinzani,2” Ram Malladi,?® Aiesha Zia,?° Chiara Lobetti Bodoni,2° Aisha Masood,3? Stephen J. Schuster,3' Nathan H. Fowler,32 Martin

H. Dreyling,33

Department of Hemato-Oncolog{, Saint Louis Hospital, Paris, France; 2Department of Clinical Haematology, Peter MacCallum Cancer Centre and The Royal Melbourne Hospital, Melbourne, Australia; *Centro de Investigacién Biomédica en Red Cancer (CIBERONC%,
Hospital Universitario 12 de Octubre, Complutense University, CNIO, Madnd, Spain; *Oslo University Hospital Radiumhospitalet, Oslo, Norway; *Royal Brisbane and Women’s Hospital, Brisbane, Australia; ®Michigan Medicine University of Michigan, Ann Arbor, MI, USA;
“Department of Hematology/HCT, City of Hope National Medical Centre, Duarte, CA, USA; ®Division of Malignant Hematology, H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL, USA; ®Hospices Civils de Lyon and Université Claude Bernard, Pierre-Bénite,
France; '°Kyushu University Hospital, Fukuoka, Japan; ''Tohoku University Hospital, Sendai, Japan; 2 Amsterdam UMC foyanmem of Hematology, Amsterdam UMC, University of Amsterdam, Amsterdam, Netherlands; '*Helen Diller Family Comprehensive Cancer Center,
University of Califomia, San Francisco, San Francisco, CA, USA; "The University of Chicago Medical Center, Chicago, fL, SA; *Royal Prince Alfred Hospital and Department of Medicine, The University of Sydney, Sydney, Australia; '®Department of Hematology, Hospital
Universitario Virﬂen del Rocio, Instituto de Biomedicina de Sevilla (IBIS)/CSIC/Universidad de Sevilla, Spain, Sevilla, Spain; 7Oregon Health and Science Universit}{_ Portland, OR, USA; ”’Deganment of Lymphoma and Myeloma, The University of Texas, MD Anderson
Cancer Center, Houston, TX, USA; 9University of Cologne, Cologne, Germany; 2°Lymphoma Unit, Department of Onco-Haematology, IRCCS San Raffaele Scientific Institute, Milano, Italy; 2'Department of Hematology, Hokkaido University Hospital, Sapporo, Japan;
22Department of Haematological Medicine, King’s College Hospital, London, UK; 2*Division of Hematologic Malignancies & Cellular Therapeutics, University of Kansas Medical Center, Kansas City, KS, USA; 2*Internal Medicine I, Ordensklinikum Linz GmbH Elisabethinen,
Linz, Austria; 2~"Univers;'ﬁx(Hospital Ghent, Gent, Belgium; 2°Department of Internal Medicine 1, University Hospital of UIm, Ulm, Germany; *’Institute of Hematology "L. e A. Seragnoli”, University of Boloigna, Bologna, Ital?(; 28Cambridge University Hospitals NHS Foundation
Trust, Cambridge, CA, UK; 2°Novartis Pharma AG, Basel, Switzerland; 2°Novartis Pharmaceuticals Corporation, East Hanover, NJ, USA; 3'Lymphoma Program, Abramson Cancer Center, University of Pennsylvania, Philadelphia, PA, USA; 32Lymphoma and Myeloma, The
University of Texas MD Anderson Cancer Center, Houston, TX, USA; **Klinikum Der Universitat Minchen-Grosshadern, Medizinische Klinik und Poliklinik Ill, Minchen, Germany
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ELARA: Efficacy Analysis with Extended Follow-Up

« As of March 29, 2021, 97 patients received Efficacy Results of Extended Follow-up Analysis
tlsggenlecleucel and 94 were evaluable for Endpoint % (95% Cl)
efficacy

ORRa 86.2 (77.5-92.4)

» CR rates arg consistent and durable for the
interim, primary analyses, and this extended CRRa 69.1 (58.8-78.3)
follow-up analysis

. Complete response correlated with durability 12-mo PFS 67.0 (56.0-75.8)

and prolonged PFS 9-mo DOR 76.0 (64.6-84.2)

N Among patients Who aChieVEd CR’ 12- 380RR and CRR were comparable with the primary efficacy analysis (ORR 86.2%
month PFS was 85.5% (95% ClI, 74-92) and CRR 66.0%). '
and estimated DOR rate at 9 months
was 86.5% (95% Cl, 75-93)
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Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.




Recent Advances and Real-World Implications
in Medical Oncology: A Daylong Multitumor
Educational Symposium in Partnership with

the North Carolina Oncology Association and

the South Carolina Oncology Society

A CME/MOC- and NCPD-Accredited Event

Saturday, February 12, 2022
8:30 AM —-4:00 PM ET




Agenda

Module 1 — Chronic Lymphocytic Leukemia and Lymphomas:
Drs Flinn and LaCasce

Module 2 — Multiple Myeloma: Drs Callander and Rajkumar
Module 3 — Genitourinary Cancers: Drs Dreicer and Heath

Module 4 — Breast Cancer: Drs Borges and Jhaveri

Module 5 — Gastrointestinal Cancers: Drs Hochster and Messersmith

Module 6 — Lung Cancer: Drs Govindan and Johnson




Multiple Myeloma Faculty

Natalie S Callander, MD

Professor of Medicine

Director, Myeloma Clinical Program

Interim Director, Bone Marrow Transplant Program

University of Wisconsin Carbone Cancer Center
Madison, Wisconsin

S Vincent Rajkumar, MD

Edward W and Betty Knight Scripps
Professor of Medicine

Mayo Clinic

Rochester, Minnesota
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MODULE 2: Multiple Myeloma

Co-Moderator

Suzanne R Fanning, DO

Director, Blood and Marrow Transplant Program
Prisma Health Cancer Institute

Associate Professor, University of South Carolina
Greenville, South Carolina




Contributing General Medical Oncologists

Jennifer L Dallas, MD
Novant Health Cancer Institute
Charlotte, North Carolina

Justin Peter Favaro, MD, PhD
Oncology Specialists of Charlotte
Charlotte, North Carolina

Joanna Metzner-Sadurski, MD
Self Regional Healthcare Cancer Center
Greenwood, South Carolina

William R Mitchell, MD
Southern Oncology Specialists
Charlotte, North Carolina
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Contributing General Medical Oncologists

Niyati A Nathwani, MD
Carolina Blood and Cancer
Care Associates

Charlotte, North Carolina

Nasfat Shehadeh, MD
Oncology Specialists of

| Charlotte, PA

Charlotte, North Carolina

Julia Saylors, MD
Charleston Oncology
North Charleston, South Carolina

Saad Zafar Usmani, MD, MBA
Memorial Sloan Kettering
Cancer Center

New York, New York
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Agenda

Module 1: Treatment of MM in Transplant-Ineligible Patients
Module 2: Treatment of MM in Transplant-Eligible Patients
Module 3: Management of Relapsed/Refractory MM
Module 4: BCMA CAR T-Cell Therapy

Module 5: Other Novel Agents and Strategies
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Agenda
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RESEARCH
TO PRACTICE



Articles I

Carfilzomib or bortezomib in combination with >%®
lenalidomide and dexamethasone for patients with newly
diagnosed multiple myeloma without intention for

immediate autologous stem-cell transplantation

(ENDURANCE): a multicentre, open-label, phase 3,

randomised, controlled trial

Shaji K Kumar, Susanna J Jacobus, Adam D Cohen, Matthias Weiss, Natalie Callander, Avina K Singh, Terri L Parker, Alexander Menter,

Xuezhong Yang, Benjamin Parsons, Pankaj Kumar, Prashant Kapoor, Aaron Rosenberg, Jeffrey A Zonder, Edward Faber Jr, Sagar Lonial,
Kenneth C Anderson, Paul G Richardson, Robert Z Orlowski, Lynne | Wagner, S Vincent Rajkumar

Lancet Oncol 2020;21(10):1317-30
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ENDURANCE (E1A11): Primary Progression-Free Survival Endpoint
(Second Interim Analysis)

100‘“—"?“- _
a— ~— KRd: 34.6 months (95% Cl 28.8-37.8)
S~ — VRd: 34.4 months (95% Cl 30.1-NE)
3 80 o > — HR 1.04 (95% Cl 0.83-1.31); p = 0.74
© B
2 B =%
2 "
S 60— ey
(7)) L
) e
] S
*T = =1
c 40 -
9
a
o
‘éﬁ 204
a
0 | | | | | | | |
0 6 12 18 24 30 36 42 48

Time since randomization (months)

* Median overall survival has not been reached in either group at median follow-up of 24
months; patients will continue on long-term follow-up for overall survival
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ENDURANCE (E1A11): Treatment-Emergent Adverse Events of Interest

Treatment completion

p<0.001 VRd 43.3%, KRd 61.6% P <0.001
187 \
16.1 . . . . . 60~
15 Discontinuation for toxicity 53.4
144 VRd 17.3%, KRd 9.9%
12.6
12+
10-
X

8_

61 43 0

4_

2.5
2 l 1
N 0 02 P
Total Grade 3 Grade 4 Grade 5 Total 1-2 3
VRd (n=527) [ KRd (n = 526)
Cardiac, pulmonary and renal Peripheral neuropathy*

* Grades 1-2 not required reporting
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ENDURANCE (E1A11): Treatment-Related Adverse Events

Hematologic and Nonhematologic Nonhematologic
60
52.3 40.1
50- 47.8 37.4
40-
R 304
201
11.4 12.0 6.8
101 3.8 .o
02 13 02 13
0
Grade 3 Grade 4 Grade 5 Grade 3 Grade 4 Grade 5
VRd (n =527) KRd (n =526)
Step 1 treated Step 1 treated
patients patients
Diff Diff
N (%) N (%) KRd-VRd N (%) N (%) KRd-VRd
Grade 3-5 313 (59.4) 345 (65.6) 6.2 0.038 Grade 3-5 254 (48.3) 254 (48.3) 6.9 0.024
(95% Cl) (55.1-63.6) (61.3-69.6) (95% Cl) (37.1-45.7) | (44.0-52.6)
Grade 4-5 61 (11.6) 70 (13.3) 1.7 0.394 Grade 4-5 21 (4.0) 43 (8.2) 4.2 0.004
(95% Cl) (9.0-14.6) (10.5-16.5) (95% Cl) (2.5-6.1) (6.0-10.9)

Grade 3 hematologic adverse events were not required reporting

Kumar S et al. ASCO 2020;Abstract LBA3.
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Overall Survival Results with Daratumumab,
Lenalidomide and Dexamethasone versus
Lenalidomide and Dexamethasone in Transplant-

Ineligible Newly Diagnosed Multiple Myeloma
(NDMM): Phase 3 MAIA Study

Facon T et al.
EHA 2021;Abstract LB1901.




MAIA: Phase Il Trial Design

D-Rd (n = 368) . .
Daratumumab (16 mg/kg IV)? Prp'lf:';ary endpoint:
igibili Cycles 1-2: qwk .
Ke\éﬁl;g:il:‘l:llty > Cycles 3-6: g2wk Key seFon(ciary
* Transplant- ,c—_) Cycles 7+: g4wk until PD :e:dpomts :
ineligible § R: 25 mg PO daily on days 1-21 until PD ) ;CR rate
NDMM 2 d: 40 mg® PO or IV weekly until PD 2VGPR rate
« ECOG 0-2 = . MRD-negftlve rate
* Creatinine = . ngis; 10°5)
clearance = o8
230 mL/min =) - Safety
Stratification factors: Cycle: 28 days

* ISS (I'vs Il vs 1)
* Region (NA vs other)

- Age (<75 vs 275 years) 20n days when daratumumab was administered, dexamethasone was administered to patients in the D-Rd arm and served as the

treatment dose of steroid for that day, as well as the required preinfusion medication.
b For patients older than 75 years or with BMI <18.5, dexamethasone was administered at a dose of 20 mg weekly.
¢ Efficacy endpoints were sequentially tested in the order shown.
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MAIA: Progression-Free Survival
New 60-Month Data

100 U pdated PES 60-montf|1 PFS rate
5 80 |
_8 :
= S l
© o o 1
S = 60 |
b w5
c 9 : D-Rd: median, NR
.; m :
o o — :
E a 40 28.7% |
a : Rd: median, 34.4 months
X 20 A |
HR, 0.53; 95% Cl, 0.43-0.66; :
p <0.0001 I
O T T T T T T T T T T T T T T T T T T T : T T 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
No. at risk Months

Rd 369 333 307 280 255 237 220 205 196 179 172 155 146 133 123 113 105 94 63 36 12 4 2 0
D-Rd 368 347 335 320 309 300 290 276 266 256 246 237 232 222 210 199 195 170 123 87 51 17 5 0

* D-Rd continued to demonstrate a significant PFS benefit, with median PFS not reached with D-Rd

— These data provide a new PFS benchmark for patients with NDMM who are transplant ineligible

NR = not reached; HR = hazard ratio » »
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MAIA: Overall Survival

0S

60-month OS rate

100 |
80 - i
1) :
nE 308 LG
2 60 - 53.19% | D-Rd: median, NR
> . (1] :
E ___________________________________________________________________________ JBREDO—QBDE Rd: median, NR
" l
N 40 A I
20 - i
HR, 0.68; 95% Cl, 0.53-0.86; :
p =0.0013 I
0 T T T T T T T T T T T T T T T T T T T II T T T 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
No. at risk Months

Rd 369 351 343 336 324 317 308 300 294 281 270 258 251 241 232 223 213 183 134 85 42 14 5 1 0
D-Rd 368 350 346 344 338 334 328 316 305 302 297 286 280 273 266 255 249 228 170 118 63 22 6 1 0

D-Rd demonstrated a significant benefit in OS, with a 32% reduction in the risk of death,

for patients with NDMM who are transplant ineligible

» »
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MAIA: Updated Overall Response Rate (ITT Population)

ORR
Median follow-up Median follow-up
Primary: 28.0 Months Update: 56.2 Months
100% 93% 93%
81% 82%
80% D-Rd Rd
60% | sCR
&
o CR
40%
° VGPR
20% 28% 25% PR
14% 12%
0%
D-Rd Rd D-Rd Rd
n=368 n=369 n=368 n=369

* D-Rd induced deeper responses with significantly higher rates of 2CR and 2VGPR, compared with Rd
— With >28 months of additional follow-up, responses deepened with continued DARA therapy

sCR = stringent complete response; VGPR = very good partial response

Falcon T et al. N Engl J Med 2019:380(22):2104-15; EHA 2021;Abstract LB1901.
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Ixazomib as Postinduction Maintenance for
Patients With Newly Diagnosed Multiple
Myeloma Not Undergoing Autologous Stem Cell
Transplantation: The Phase lli
TOURMALINE-MM4 Trial

Meletios A. Dimopoulos, MD'; Ivan Spicka, MD?; Hang Quach, MD?; Albert Oriol, MD* Roman Hajek, MD%; Mamta Garg, MDS;
Meral Beksac, MD7; Sara Bringhen, MD?3; Eirini Katodritou, MD®; Wee-Joo Chng, MD*°; Xavier Leleu, MD!!; Shinsuke lida, MD'?;
Maria-Victoria Mateos, MD3; Gareth Morgan, MD'#; Alexander Vorog, MD'°; Richard Labotka, MD*°; Bingxia Wang, PhD5;
Antonio Palumbo, MD'®; and Sagar Lonial, MD'®; on behalf of the TOURMALINE-MM4 study group

J Clin Oncol 2020;38(34):4030-41.




TOURMALINE-MM4 Primary Endpoint:
Progression-Free Survival

No. of Median
Patients Events PFS
(months)
Ixazomib 425 228 17.4
Placebo 281 198 9.4

HR (95% ClI), 0.659 (0.542 to 0.801)
Log-rank test P< .001
Median follow-up, 21.1 months

PFS (probability)

'Glp-
0.2 - 24.1% (95% Cl, 18.5% to 30.2%) ; ot

Placebo

0 3 6 9 2 16 18 21 24 27 30 33 36 39 42 45 48
Time Since Random Assignment (months)

No. at risk:
Ixazomib 425 342 283 255 201 166 123 90 69 46 31 23 17 9 4 0 0
Placebo 281 218 183 142 102 67 54 42 32 20 16 11 9 4 3 1 0
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The Phase 3 TOURMALINE-MM2 Trial: Oral Ixazomib,
Lenalidomide, and Dexamethasone (IRd) vs Placebo-

Rd for Transplant-Ineligible Patients with Newly
Diagnosed Multiple Myeloma (NDMM)

Facon T et al.
ASH 2020;Abstract 551.




TOURMALINE-MM2: Progression-Free Survival

Probability of PFS

1.0

0.8 -

0.6 -

0.4 A

0.2

o e o

Median PFS
21.8 months

Ixazomib-Rd O Censored

— Placebo-Rd O Censored

Median PFS
35.3 months

Patients, n Events, n

Ixazomib-Rd 351 169
Placebo-Rd 354 209

HR (95% CI): 0.830 (0.676-1.018)
Log-rank test p-value: 0.073

0.0

Patients at risk, n

Ixazomib-Rd 351

6

261

Placebo-Rd 354 273

Facon T et al. ASH 2020;Abstract 551.
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Daratumumab (DARA) plus Lenalidomide,
Bortezomib, and Dexamethasone (RVd) in Patients
(Pts) with Transplant-Eligible Newly Diagnosed
Multiple Myeloma (NDMM): Updated Analysis of
Griffin after 24 Months of Maintenance

Laubach JP et al.
ASH 2021;Abstract 79.




GRIFFIN: Updated Analysis After 24 Months of Maintenance Therapy

sCR, P=0.0096°
>CR, P=0.0013®

>CR
20% 32

>CR:
61%

Patients, %

19 18

35

2
12 14 14

8 8 8 7 7

End of End of End of End of End of End of At After
induction¢ ASCTc  consolidationc 1 year of 2 years of induction® ASCTc  consolidationc 1 year of 2 years of
maintenance® maintenance® maintenance® maintenance®

D-RVd Rvd

sCR CR VGPR PR [HSD/PD/NE sCR CR M VGPR PR [ SD/PD/NE

- Response rates for sCR and >CR were greater for D-RVd versus RVd at all time points, with the deepest responses
occurring after 2 years of maintenance therapy
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GRIFFIN: MRD Negativity (10) After 2 Years of Maintenance Therapy

D-RVd (ITT, n = 104)

MRD negative
64%

MRD negative and >CR
62%

2CR (n = 82)

MRD negative
78%

MRD evaluabled (n = 83)

MRD negative
81%

P <0.0001¢

P <0.0001¢

P <0.0001¢

A

v

+ Similarly, MRD-negativity (10-°) rates favored D-RVd versus RVd in the ITT population (36% vs 15%, respectively; P = 0.0007),
as well as among patients who achieved >CR (43% vs 22%; P = 0.0121)

MRD = minimal residual disease

Laubach JP et al. ASH 2021;Abstract 79.
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GRIFFIN: D-RVd Improved Rates of Durable MRD Negativity
(10-°) Lasting 26 Months or 212 Months versus RVd

Sustained MRD negativity Sustained MRD negativity
lasting 26 months lasting 212 months

P <0.0001> — P <0.0001> —

Patients with MRD negativity, %
Patients with MRD negativity, %
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GRIFFIN: Infections and SPMs with First Onset During
Maintenance Therapy (Cycles 7+)

D-RVd Rvd
(DR maintenance, § (R maintenance,
n=89) n=71)

_ . D-Rvd Rvd Patients with >1 SPM in
Patients with (DR maintenance, § (R maintenance, maintenance, n (%)

>1 infections in n = 89) n=71)

maintenance, n (%) Any Grade Any Grade Total number of
grade 3/4 grade 3/4 patients with SPMs in

Overall infections in maintenance
32 (36) 16 (18) 23(32) 15(21)

maintenance Squamous cell

Most common (25%) infections? carcinoma of skin

Upper respiratory

Basal cell carcinoma
tract infection ol B Nasal cavity cancer
Pneumonia 14 (16) Squamous cell
Urinary tract infection 10 (11) carcinoma
Sinusitis Breast cancer
Influenza Malignant melanoma
Nasopharyngitis in situ
Bronchitis Nodular melanoma
Cellulitis Uterine cancer

- Similar rates of any grade and grade 3/4 infections occurred for the D-RVd and RVd groups

SPM = second primary malignancy

RESEARCH
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Addition of Isatuximab to Lenalidomide, Bortezomib
and Dexamethasone as Induction Therapy for
UNIVERSITATS  Newly-Diagnosed, Transplant-Eligible Multiple Myeloma:

EEI:\[J)IéEé\/ERG The Phase Il GMMG-HD7 Trial
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Roland Schroers’, lvana von Metzler®, Mathias Hanel®, Christoph Mann'®, Anne Marie Asemissen’!, Bernhard Heilmeier'?, Stefanie Huhn?,
Katharina Kriegsmann?, Niels Weinhold?, Steffen Luntz'?, Tobias A. W. Holderried'*, Karolin Trautmann-Grill'5, Deniz Gezer's,
Maika Klaiber-Hakimi'’, Martin Miiller'®, Cyrus Khandanpour®®, Wolfgang Knauf?*°, Markus Munder®, Thomas Geer®,

Hendrik Riesenberg??, J6rg Thomalla®®, Martin Hoffmann?®, Marc-Steffen Raab’, Hans J. Salwender?®, Katja C. Weisel for the
German-speaking Myeloma Multicenter Group (GMMG)

Department of Internal Medicine V, University Hospital Heidelberg, Heidelberg, Germany; National Center for Tumor Diseases Heidelberg, Heldelbarg, Germany;

‘Department of Homatology, Oncology and Clinical immunciogy, University Hospital Disseldorf, Dilsseldorf, Germany; ‘Division of Biostatistics, German Cancer Research Center (DKFZ] Heidelberg, Neidelberg, Germany;
‘Department of Internal Medicine |1, University Hospital Thbingen, TObingen, Germany; *Department for Hematology and Stem Cell Transplantation, University Hospital Essen, Essen, Germany;
"Medical Clinic, University Hospital Bochum, Bochum, Germany; *Department of Medicine, Hematology/Oncology, University Hospital Frankfurt, Goethe University, Frankfurt am Maln, Germany;
pepartment of Internal Medicine Ill, Clinic Chemnitz, Chemnitz, Germany; *Department for Hematology, Oncology and mmunology, University Hospital GleBen and Marburg, Marburg, Germany;

Y Department of Oncology, Hematology and BMT, University Medical Center Hamburg-Eppendord, Hamburg, Germany; “Oinic for Oncology and Hematology, Hospital Barmberzige Brueder Regensburg, Regensburg, Germany;
“Coordination Centre for Clinical Trails (KXS) Heldelberg, Heldelberg, Germany; '‘Department of Oncology, Hematology, Immuno-Oncology and Rheumatology, University Hospital Bonn, Bonn, Germany;
Spepartment of Intarnal Medicine 1, University Hospital Dresden, Dresden, Germany; "*Department of Hematology, Oncology, Hemostaseology, and Stem Cell Transplantation, Faculty of Medicine,
RWTH Aachen University, Aachen, Germany; 'Clinic for Hematology, Oncology and Palliative Care, Marien Hospital Disseldorf, DUsseldor!, Germany; *Clinic for Hematology, Oncology and immunology,
Klinkkum Siloah Hannover, Hannover, Germany; ""Medical Clinkc A, University Hospital Mnster, Minster, Germany; “"Center for Hematology and Oncology Bethanien, Frankfurt am Main, Germany;
"Department of internal Medicine Ill, University Hospital Mainz, Mainz, Germany; "Department of internal Medicine 11l, Diakoneo Clinic Schwibisch-Hall, Schwiibisch-Hall, Germany;
Unematology/Oncology Center, Bislefeld, Germany; *Hematology / Oncology Center, Koblenz, Germany; Medical Clinic A, Clinic Ludwigshafen, Ludwigshafen, Germany,

MAskieplos Turmorzentrum Hamburg, AK Altona and AX St. Georg, Hamburg, Germany UK

HD

ASH 2021; Final Abstract Code: 463

RESEARCH
TO PRACTICE




GMMG-HD7 Phase lll Trial Design

NDMM
N=662 Induction phase (3 x 6-week cycles) Maintenance phase (4-week cycles)
e 0
c
= -
S S 3 years
s £ or PD
Key eligibility criteria’: 5 o
v Age 18-70 years & <
v NDMM and eligible for - x
HDT and ASCT
Week 1 Week 2 Week3 Weekd Week5 Week6 Week 1 Week2 Week3 Weekd
| 1 | 1 1 1 > | 1 1 | .
T T N A ~ ~ . -~ T
) 10 mgikg | | bh! DR L J29 isa (IV) 10 mg/kg: Cycle 1 D1 D8
™ ~ RN S .
Cycie 2-3 D1 D15 029 Cycle 2
~ A ~r A ~ 4 ~ A ~
Bor(SC)13mg/m* D1 D4 D8 D11 D22D25 D29D32 Cyt + D1
Len (Fo ' ] .4 ' (PO) 1
o M e 14 . ~ A 1 1 sl TS O™ 4N N N t
Dex (PO)20mg - an 12 18 o 2630 Dex (PO) 20 mg: first cycle D1 D8 D15 D22
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GMMG-HD7: MRD Negativity at End of Induction Therapy

Patients with MRD negativily al the end of induction therapy

OR 1.83 (95% CI 1.34-2.51)

P<0.001* ® Isa-Rvd
[ |
50.1%

Low number of not assessable/missing’ MRD status: Isa-RVd (10.6%) and RVd (15.2%)

Isa-RVd is the first regimen to demonstrate a rapid and statistically

significant benefit from treatment by reaching a MRD negativity of 50.1% at
the end of induction and to show superiority vs. RVd in a Phase 3 trial

RT
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GMMG-HD7: Response Rates After Induction Therapy

. “JH‘RM’d ‘

— ® RVd
100%

- e Y WS VU VIS W TSNS .

Although the rates of CR after induction therapy did not differ between the Isa-RVd

and RVd arms, there was a significant increase in 2VGPR rates and ORR with Isa-RVd

RTP
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GMMG-HD7: Safety Profile

Isa-RVd Rvd Isa-Rvd Rvd

Any AE

Any serious AE (any grade)

Deaths

Investigations™ (SOC)

Blood and lymphalic system disorders (SOC)
Infections and infestalions (SOC)

Nervous system disorders (SOC)
Gastrointestinal disorders (SOC)

Metabolism and nutrition disorders (SOC)

210 (63.6)
115 (34.8)
4(12)
79 (23.9)
85 (25.8)
43 (13.0)
28 (8.5)
27 (8.2)

12(3.6)

201 (61.3)
119 (36.3)
8 (2.4)
77 (23.5)
55 (16.8)
34 (10.4)
33 (10.1)
31 (9.5)

26 (7.9)

Specific hematologic AE (PT)

Leukocytopenia/Neutropeniat

Lymphopenia

Anemia

Thrombocytopenia
Specific non-hematologic AE (PT)

Peripheral neuropathy

Thromboembolic events

Infusion-related reactions®

87 (26.4)
48 (14.5)
13 (3.9)

21 (6.4)

25 (7.6)

A comparable number of patients discontinued induction therapy due to AEs in the

AE = adverse event

Goldschmidt H et al. ASH 2021;Abstract 463.

Isa-RVd arm vs. RVd arm

30 (9.1)
65 (19.8)
20 (6.1)

15 (4.8)

22 (6.7)
9(2.7)

NA
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Oral ixazomib maintenance following autologous stem cell
transplantation (TOURMALINE-MM3): a double-blind,
randomised, placebo-controlled phase 3 trial

Meletios A Dimopoulos, Francesca Gay, Fredrik Schjesvold, Meral Beksac, Roman Hajek, Katja Christina Weisel, Hartmut Goldschmidt,
Vladimir Maisnar, Philippe Moreau, Chang Ki Min, Agnieszka Pluta, Wee-Joo Chng, Martin Kaiser, Sonja Zweegman, Maria-Victoria Mateos,
Andrew Spencer, Shinsuke lida, Gareth Morgan, Kaveri Suryanarayan, Zhaoyang Teng, Tomas Skacel, Antonio Palumbo, Ajeeta B Dash,
Neeraj Gupta, Richard Labotka, S Vincent Rajkumar, on behalf of the TOURMALINE-MM 3 study group*

Lancet 2019;393(10168):253-64.
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TOURMALINE-MM3 Primary Endpoint:
Progression-Free Survival (ITT)

Months from randomisation

Dimopoulos MA et al. Lancet 2019;393(10168):253-64.

Ixazomib Placebo
(n=395) (n=261) HR | p-value

S 10 Median PFS 26.5 mo 21.3mo | 0.72 | 0.0023
'S
2
o 0.8-
o
o
2 0.6
o
oo
S 044
Q.
©
>
£ 0.2 Ixazomib
- Placebo
o)
2 o
a [ [ I I I I I I I [ [ [ [ |

0 6 9 12 15 18 21 24 27 30 33 36 39 42

45
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Measurable Residual Disease (MRD) Evaluation
During Ixazomib (Ixa) Maintenance in Newly
Diagnosed Multiple Myeloma (NDMM): A Large
Analysis of 1280 Patients (Pts) Enrolled in
TOURMALINE-MM3 and -MM4

Paiva B et al.
ESMO 2021;Abstract S184.




Pooled Analysis of TOURMALINE-MM3 and MMA4: PFS for

Patients with MRD at Screening

Median PFS,
months

Events 24-month

101'; T ] © Censored MRD+ =
\'9. = \ patients PFS, %
084 Q’?"\ ‘ ; Ixazomib 606 351 40.7 18.8
‘~.“:‘.,\ = YN Placebo 412 298 24.3 11.6
s i g g, S —— HR 0.651, 95% Cl 0.554-0.764, p<0.001
3 .\’ \\\ T e
£ . o -
2 " ., 2 P |
0.4 B, - - z G . .
. \ * There was no significant difference in
< S RO PFS between ixazomib and placebo
0.2 4 "*---...,__‘u_ xazomib, MRD+ among patients who were MRD- at
. SE screening
Placebo, MRD+
00 L) L) L 1 L) L 1 L 1 I L] I L) ] )
3 6 9 12 15 18 21 24 27 30 i3 36 39 42 a5
Months since randomization

Paiva B et al. ESMO 2021;Abstract S184.



Pooled Analysis of TOURMALINE-MM3 and MM4
Conclusions

This large dataset demonstrated that the prognostic value of MRD status at the start of
maintenance can be enhanced by measuring MRD kinetics during treatment

Our results support the achievement and sustainability of MRD negativity as a treatment endpoint
in the maintenance setting

We demonstrated poor outcomes in patients converting from MRD— to MRD+ status and those

who had persistent MRD+ status, underscoring the value of serial MRD assessments to anticipate
relapse and guide treatment decisions

Accordingly, ixazomib showed significant PFS benefit versus placebo in patients who were MRD+
at screening and in patients with persistent MRD+ status, highlighting the value of maintenance
treatment with ixazomib in NDMM patients with MRD+ status
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Agenda

Module 1: Treatment of MM in Transplant-Ineligible Patients

Module 2: Treatment of MM in Transplant-Eligible Patients

Module 3: Management of Relapsed/Refractory MM

Module 4: BCMA CAR T-Cell Therapy

Module 5: Other Novel Agents and Strategies
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Apollo: Phase 3 Randomized Study of Subcutaneous
Daratumumab plus Pomalidomide and

Dexamethasone (D-Pd) versus Pomalidomide and
Dexamethasone (Pd) Alone in Patients (Pts) with
Relapsed/Refractory Multiple Myeloma (RRMM)

Dimopoulos MA et al.
ASH 2020;Abstract 412.




PFS at a Median Follow-up of 16.9 Months?

100 —gu, 12-month PFS rate®

S 4 D-Pd median: 12.4 months

‘.

80 -

I - ———————————————————— -

40 —

% surviving without progression

HR, 0.63; 95% CI, 0.47-0.85;
P=0.0018
o | | 1 ] | | 1 1 L] 1 | | | 1 1 L 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Months
Pd 153 121 93 79 61 52 46 36 27 17 12 5 5 1 0 0 0 0 0
DPd 151 135 111 100 87 80 74 66 48 30 20 12 8 S 3 2 2 2 1

Pd median: 6.9 months

S
1

* Median PFS among patients refractory to lenalidomide was 9.9 months for D-Pd and 6.5 months for Pd

Addition of DARA SC to Pd improved PFS, with a 37% reduction

in the risk of progression or death

HR, hazaed o, C1 confidences interval Tnteni-o-Seal populabon. Yaplan-hMeser eshimale

"9 American Society of Hematology 7
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Depth of Response?

Hematologic response MRD negativity
Odds ratio, 2.68 (95% CI, 1.65-4.35); P <0.0001° P =0.0102¢
80 - | ’ 16 E%R 12 - 4.3-fold increase’
ORR = 69%* ES
70 - VGPR o 10 - 9%
= 60 PR ‘é
¥ .80 4 ORR = 46% > 8-
2 ‘ " | 2VGPR: 2CR: {1 = — £
€ 40 - 51% 4% L3 2VGPR: £ 61
% 30 26 16 20% & 4
* 20 Z -
10 | ’ 27 g 2- °
18 =
0 0
D-Pd Pd D-Pd
(n=151) (n = 153) (n=151) (n = 153)

ORR, 2VGPR rate, 2CR rate, and MRD-negativity rate

were significantly higher with D-Pd versus Pd

PR, partial response; INWG, Intlematonal Mysloma Working Group; ITT, nlent-1o-breal. "Responses were assessed by compuler gigorithm n scoordance with IMWG recommendations and induded patents in the ITT populaton
bP value was calculated from the 2-sided Cochran-Mante! - Haenszel chi-square test, stratfied for ISS stage (1, 11, Ill) and number of ines of prior therapy (1, 2-3, >4). “Values may not add to tolal due to rounding. *P <0.0001
P value (2-sded) was calculated using the Fisher's exact lest. 'Non-rounded values are 8.6% and 2.0%

‘.9 \merican Society of Hematology 9
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FDA Approves Daratumumab and Hyaluronidase-fihj

with Pomalidomide and Dexamethasone for R/R MM
Press Release — July 9, 2021

“The Food and Drug Administration approved daratumumab and hyaluronidase-fihj in combination with
pomalidomide and dexamethasone for adult patients with multiple myeloma who have received at least
one prior line of therapy including lenalidomide and a proteasome inhibitor.

Efficacy was evaluated in APOLLO (NCT03180736), an open-label, active-controlled trial with 304 patients
randomized (1:1) to daratumumab and hyaluronidase-fihj with pomalidomide and dexamethasone (Pd) vs
Pd alone. Patients received daratumumab and hyaluronidase-fihj 1,800 mg/30,000 units (1,800 mg
daratumumab and 30,000 units hyaluronidase) administered subcutaneously once weekly from Weeks 1 to
8, once every 2 weeks from Weeks 9 to 24 and once every 4 weeks starting with Week 25 until disease
progression or unacceptable toxicity with pomalidomide 4 mg once daily orally on days 1-21 of each 28-day
cycle; and dexamethasone 40 mg per week (or a reduced dose of 20 mg per week for patients >75 years).

The main efficacy outcome measure was progression-free survival (PFS). The median PFS was 12.4 months

in the daratumumab and hyaluronidase-fihj-Pd treatment group and 6.9 months in the Pd treatment group
(HR 0.63; 95% Cl: 0.47, 0.85; p=0.0018), representing a 37% reduction in the risk of disease progression or

death for patients treated with daratumumab and hyaluronidase-fihj-Pd versus Pd.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-daratumumab-and-hyaluronidase-fihj- nes@ncn
TO PRACTICE
pomalidomide-and-dexamethasone-multiple-myeloma




FDA Approves Daratumumab and Hyaluronidase-fihj
with Carfilzomib and Dexamethasone for R/R MM

Press Release — November 30, 2021

“The Food and Drug Administration approved daratumumab + hyaluronidase-fihj and carfilzomib
plus dexamethasone for adult patients with relapsed or refractory multiple myeloma who have
received 1 to 3 prior lines of therapy.

Efficacy was evaluated in a single-arm cohort of PLEIADES (NCT03412565), a multi-cohort, open-
label trial. This cohort enrolled 66 patients with relapsed or refractory multiple myeloma who
received at least one prior line of therapy. Patients received daratumumab + hyaluronidase-fihj
1,800 mg/30,000 units (1,800 mg daratumumab and 30,000 units hyaluronidase) administered
subcutaneously in combination with carfilzomib (20/70 mg/m? once weekly regimen) and
dexamethasone.

The main efficacy outcome measure was overall response rate (ORR). The ORR was 84.8%. At a
median follow-up of 9.2 months, the median duration of response had not been reached and an
estimated 85.2% maintained response for at least 6 months and 82.5% maintained response for
at least 9 months.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-darzalex-faspro-kyprolis-and-dexamethasone- RES:;A'RCH
multiple-myeloma 70 PRACTICE




Selinexor Mechanism of Action

Tumor:
Suppressors

,;} ; <
LN

S

Bahlis N et al. EHA 2016;Abstract P277.

N\
Tumor
Suppressors

Exportin 1 (XPO1) is the major
nuclear export protein for tumor
suppressor proteins (TSPs), the
glucocorticoid receptor (GR) and
elF4E-bound oncoprotein mRNAs
(c-myc, Bcl-2, Bcl-xL and cyclins)

XPOL1 is overexpressed in MM and
its levels often correlate with poor
prognosis

Selinexor is a first-in-class XPO1
inhibitor that induces nuclear
retention and activation of TSPs
and the GR in the presence of
steroids and suppresses
oncoprotein expression
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Lancet 2020;396:1563-73
Articles

Once-per-week selinexor, bortezomib, and dexamethasone
versus twice-per-week bortezomib and dexamethasone in
patients with multiple myeloma (BOSTON): a randomised,

open-label, phase 3 trial

Sebastian Grosicki, Maryana Simonova, lvan Spicka, Ludek Pour, Iryrna Kriachok, Maria Gavriatopoulou, Halyna Pylypenko, Holger W Auner,
Xavier Leleu, Vadim Doronin, Ganna Usenko, Nizar | Bahlis, Roman Hajek, Reuben Benjamin, Tuphan K Dolai, Dinesh K Sinha,

Christopher P Venner, Mamta Garg, Mercedes Gironella, Artur Jurczyszyn, Pawel Robak, Monica Galli, Craig Wallington-Beddoe, Atanas Radinoff,
Galina Salogub, Don A Stevens, Supratik Basu, Anna M Liberati, Hang Quach, Vesselina S Goranova-Marinova, Jelena Bila, Eirini Katodritou,
Hanna Oliynyk, Sybiryna Korenkova, Jeevan Kumar, Sundar Jagannath, Phillipe Moreau, Moshe Levy, Darrell White, Moshe E Gatt, Thierry Facon,
Maria V Mateos, Michele Cavo, Donna Reece, Larry D Anderson Jr, Jean-Richard Saint-Martin, Jacqueline Jeha, Anita A Joshi, Yi Chai, Lingling Li,
Vishnuvardhan Peddagali, Melina Arazy, Jatin Shah, Sharon Shacham, Michael G Kauffman, Meletios A Dimopoulos, Paul G Richardson*,
Sosana Delimpasi*
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BOSTON: Progression-Free Survival (ITT)

1-00 —e —— Selinexor, bortezomib, and dexamethasone
—6- Bortezomib and dexamethasone

B

&
Y D
o 0
29
_
25
O R
a g

g 0-25 —a =

o

0.70 (0.0075)
0 T | T I T I | T I T I T T T |

0 | 2 3 4 5 6 7 8 9 10 11 12 1I3 1I4 15 1I6 1I7 1I8 1I9 ZIO 2I1 22 23 2I4 2I5 2I6
Number at risk L el
(number censored)
Selinexor, bortezomib, 195 187 175 152 135 117 106 89 79 76 69 64 57 51 45 41 35 27 26 22 19 14 9 7 6 4 2
and dexamethasone (0) (5) (12) (21) (31) (37) (42) (50) (57) (59) (63) (66) (71) (73) (76) (80) (83) (89) (90) (94) (97) (102)(106)(108)(109)(111) (113)
Bortezomib and dexamethasone 207 187 175 152 138 127 111 100 90 81 66 59 56 53 49 42 35 26 20 16 10 8 5 4 3 3 2
(0) (8) (10) (15) (20) (22) (29) (32) (37) (37) (41) (43) (44) (45) (47) (52) (55) (60) (65) (69) (73) (75) (78) (79) (80) (80) (81)
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BOSTON: Select Adverse Events

Selinexor + Bort/dex Bort/dex
(n=195) (n=204)
Adverse event Grade 3/4
Thrombocytopenia 60% 39% 27% 17%
Fatigue 42% 13% 18% 1%
Anemia 36% 16% 23% 10%
Peripheral neuropathy 32% 5% 47% 9%
Neutropenia 15% 9% 6% 3%

AN l | I
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Updates from ICARIA-MM, a Phase 3 Study of
Isatuximab (Isa) plus Pomalidomide and Low-Dose
Dexamethasone (Pd) versus Pd in Relapsed and
Refractory Multiple Myeloma (RRMM)

Richardson PD et al.
ASCO 2021;Abstract 8017.




ICARIA-MM: Progression-Free Survival and Time to Next Treatment

With prolonged follow-up, Isa-Pd continues to improve PFS?:

mPFS 11.1 months vs 5.8 months with Pd alone (HR 0.599, p<0.0001)

Time to next treatment

;Z e Patients who proceeded to

el » ey subsequent therapy:

0.7 - Isa-Pd: 60%
Z 061 Pd: 72%
g °° Patients who went on to receive subsequent
a 04-

s daratumumab:

0.2 Isa-Pd: 23.9% (n=22/92)

0.1 HR 0.555 (95% CI 0.418-0.737), Pd: 58.2% (n=64/110)

G+ one-sided log-rank p<0.0001

0 2 4 6 8 1'0 12 14 16 18 20 22 24
N L 15.5 months (Isa-Pd) vs 8.9 months (Pd)

Isa-Pd 154 142 127 113 101 85 77 67 61 53 48 45 42
Pd 153 1256 107 79 66 57 48 39 34 30 27 26 24

Median Time to next treatment:
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ICARIA-MM: Effect of Subsequent Daratumumab Therapy

Isa-Pd
(n=82)

Firstsubsequent therapy

4.2 months

Non-daratumumab

First subsequent therapy I(S::;;’
Daratumumab 2.2 months

Pd
(n=64)

5.0 months

Pd
(n=46)

5.1 months

ORR in patients who received subsequent

daratumumab therapy

. Isa-Pd
Daratumumab regimen (n=22)
Monqtherapy or combined with 14 3%
steroids
Combl_ned with a PI, IMiD, or 30.8%
alkylating agent

Richardson PD et al. ASCO 2021;Abstract 8017.

Pd
(n=64)

37.9%

31.8%

PFS on first subsequent therapy

1.0 - = = = |sa-Pd (Subsequent therapy with Dara)

0.9 ~ = = Pd (Subsequent therapy with Dara)
o ’ Isa-Pd (Subsequent therapy non-Dara)
§ 0.8 - Pd (Subsequent therapy non-Dara)
'§ 0.7= + Censor
2 c
c 0.6 -
S5
7] M
% % 0.5
c O 0.4 -
S a
€ 034
Q
< 0.2+
o
0.1-
0.0 T T T =T T T T T
0 2 - 6 8 10 12 14 16
Time (months)
Patients at risk
Isa-Pd (subseq Dara) 9 1 0 0
Pd (subseq Dara) 46 18 10 6
Isa-Pd (subseq non-Dara) 82 22 8 7
Pd (subseq non-Dara) 64 19 8 5
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FDA Approves Isatuximab-irfc in Combination with

Carfilzomib and Dexamethasone for R/R MM
Press Release — March 31, 2021

“The Food and Drug Administration approved isatuximab-irfc in combination with carfilzomib and
dexamethasone, for the treatment of adult patients with relapsed or refractory multiple myeloma who have

received one to three prior lines of therapy.

The efficacy and safety of isatuximab-irfc in combination with carfilzomib and dexamethasone was
evaluated in IKEMA (NCT03275285), a multicenter, multinational, randomized, open-label, two-arm, phase
3 trial in patients with relapsed and/or refractory multiple myeloma who had received one to three prior
lines of therapy. The trial randomized 302 patients (3:2) to receive isatuximab-irfc with carfilzomib and
dexamethasone (Isa-Kd) or carfilzomib and dexamethasone (Kd).

The main efficacy outcome measure was progression-free survival (PFS), assessed by an independent
response committee based on central laboratory data for M-protein and central radiologic imaging review
using International Myeloma Working Group criteria. Median PFS was not reached in the Isa-Kd arm and
was 20.27 months (95% Cl: 15.77-NR) in the Kd arm (HR 0.548; p=0.0032), representing a 45% reduction in
the risk of disease progression or death in patients treated with Isa-Kd compared to those treated with Kd.”
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IKEMA: Isatuximab + Kd
Depth of Response

Best overall response MRD rate (NGS, 10™)
© Isa-Kd
w Isa-Kd
100 - o Kd 50 - _ u Kd
90 - 86.6 82.9 41.4
40 - _
S S
= @ 30 -
(] b
(8] c
< o
)
T S 20 -
£ 13.0
10 -
0 -
ORR VGPR or better  CR or better MRD neg ITT MRD neg in VGPR
or better patients
p=0.19 p =0.0011 p = 0.0004

RTP
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IKEMA: PFS

1.0 -
e
g 0.8 -
i
L T Ve TN
S
tén S 0.6 -
2 ﬁ ------------------------------------------------------------------------------
S
S g
2
c E 0.4 -
.g = HR 0.531 (99% CI: 0.318-0.889)
o p =0.0007
o
(o] 0.2 A
t
o
00 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27
Months since randomization
No. at risk
Isa-Kd 179 164 151 136 124 110 100 36 5 0
Kd 123 108 99 85 72 61 50 19 6 0

Moreau P et al. EHA 2020;Abstract LBA2603.

One-sided p-value, level of significance <0.005
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Belantamab Mafodotin: Anti-BCMA Antibody-Drug Conjugate

* B-cell maturation factor (BCMA)
expression is restricted to B cells at later
stages of differentiation and is required
for survival of plasma cells

* BCMA is broadly expressed at variable
levels on malignant plasma cells

Fc region of the * Target specific
Malignant antibody * Enhanced ADCC
Plasma
Cell

* Belantamab mafodotin is a humanized,
afucosylated IgG1 anti-BCMA antibody
conjugated to microtubule disrupting

agent MMAF via a stable, protease- MMAF (non cell
. .. ) Cell death permeable, highly
resistant maleimidocaproyl linker potent auristatin)

Stable in circulation

Mechanisms of action:

* ADC mechanism

* ADCC mechanism

* Immunogenic cell death

* BCMA receptor signaling inhibition

Setgstatiis

TO PRACTICE

Tai YT et al. Blood 2014;123(20):3128-38.



Longer Term Outcomes With Single-Agent Belantamab
Mafodotin in Patients With Relapsed or Refractory Multiple
Myeloma: 13-Month Follow-Up From the Pivotal DREAMM-2

Study

Sagar Lonial, MD "2’ - Hans C. Lee, MD?; Ashraf Badros, MD "2 3: Suzanne Trudel, MD*; Ajay K. Nooka, MD "' -
Ajai Chari, MD ' ®: Al-Ola Abdallah, MD®: Natalie Callander, MD’; Douglas Sborov, MD®: Attaya Suvannasankha, MD?;
Katja Weisel, MD'®; Peter M. Voorhees, MD"; Lynsey Womersley, MSc'?; January Baron, MS'; Trisha Piontek, BSN'™:
Eric Lewis, MD'; Joanna Opalinska, MD": Ira Gupta, MD'*; and Adam D. Cohen, MD"

Cancer 2021;127(22):4198-212.




DREAMM-2: Single-Agent Belantamab Mafodotin
Efficacy Outcomes

Patients with Patients with
3-6 prior therapies (n = 47) >7 prior therapies (n = 50)

ORR, % (97.5% Cl) 32 (21.7-43.6) 30 (16.5-46.6)
Median DoR (95% Cl estimates), months 11.0 (4.2-NR) 13.1 (4.0-NR)
Probability of DoR =26 months, %
(95% Cl estimates) o2 ples) e
Median PFS (95% Cl estimates), months 2.8 (1.6-3.6) 2.2 (1.2-3.6)

N 0
Probability of PFS at 6 months, % 35 (20-50) 30 (17-43)

(95% Cl estimates)

ORR = overall response rate; Cl = confidence interval; DoR = duration of response; NR = not reached; PFS = progression-free survival

AL
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Lonial S et al. Cancer 2021;127(22):4198-212; ASH 2020;Abstract 1417.



DREAMM-2: Longitudinal Outcomes

Progression-Free Survival

A
o
]

= Overall population

o
(o0]
1

o
(o))
1

o
~
1

o
N
1

Median (95% CI), mo.
2.8 (1.6—3.6)

Proportion alive and progression free

o
o
1

1 1 1 1
01 2 3 456 7 8 9 10 1 12 13 14 15 16 17
Time from randomization (months)
Number at risk (Number of events)

97 64 54 34 29 27 25 23 21 20 17 16 14 12 8 4 2 0
(0) (26) (36) (51) (55) (57) (59) (60) (62) (63) (65) (65) (66) (67) (69) (69) (68) (69)

Overall Survival

1.0 — Overall population
0.84
g
T 0.6
=
b =
g 0.4 - 50% probability HH
>
O
O2-
Median (95% CI), mo.
B 13.7 (9.9—NR)

0123 45 67 8 9 1011 1213 141516 17 18
Time from randomization (months)
Number at risk (Number of events)

97 91 81 77 71 67 66 64 62 59 55 55 49 43 31 22 13 6 0
(0) (3 (13)(16)(21) (25) (26) (28) (30) (33) (37)(37) (39) (42) (45) (46) (46) (47) (47)

Expected median OS in triple-class refractory myeloma: 8.6 months

Lonial S et al. Cancer 2021;127(22):4198-212.
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DREAMM-2: Frequency of Corneal and Vision-Related Events

100 -
90 -
80 -
70 -
60 - 53/95 (56%)
50 —
40 -

30 -
ey 17/95 (18%)

10 + - 3/95 (3%)
0

Keratopathy Symptoms (blurred BCVA change to  Discontinuation due to
vision, dry eye) and/or 20/50 or worse? corneal event®
22-line BCVA decline
(in better-seeing eye)

68/95 (72%)

Patients (%)

BCVA = best corrected visual acuity RTP
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Lonial S et al. Cancer 2021;127(22):4198-212.



Corneal Events: Mitigation Strategy

* Corticosteroid eye drops are not beneficial for prophylaxis or
treatment

e Lubricating eye drops 24 times per day throughout duration of the
treatment period

* No contact lens use during treatment period

* Eye examination with BCVA assessment and slit lamp examination
with fluorescein staining prior to each planned dose

* Dose delays and dose reductions per recommendations

Lonial S et al. Blood Cancer J 2021;11:103.



Belantamab Mafodotin Dose Modifications for Corneal Toxicity

Grade 1 Corneal Exam Finding(s) Continue treatment at the current dose
*  Mild superficial keratopathy
Change in BCVA
* Decline from baseline of 1 line on the Snellen Visual Acuity

Grade 2 Corneal Exam Finding(s) Withhold treatment until improvement in both corneal

S e e e examination findings and changes in BCVA to Grade 1 or
better and resume at same dose

Change in BCVA

* Decline from baseline of 2 or 3 lines (and Snellen Visual Acuity not worse than 20/200)

Grade 3 Corneal Exam Finding(s) Withhold treatment until improvement in both corneal

. Severe superficial keratopath examination findings and changes in BCVA to Grade 1 or
P pathy better and resume at a reduced dose

Change in BCVA

*  Decline from baseline by more than 3 lines (and Snellen Visual Acuity not worse than 20/200)

Grade 4 Corneal Exam Finding(s) Consider treatment discontinuation for a Grade 4 event.
Based on a benefit:risk assessment, if continuing
treatment with belantamab mafodotin is being

Change in BCVA considered, treatment may be resumed at a reduced dose
after the event has improved to Grade 1 or better

*  Corneal epithelial defect

* Snellen Visual Acuity worse than 20/200

* Mild keratopathy: Nonconfluent microcyst-like epithelial changes (MECs), 280% involving the cornea periphery
* Moderate keratopathy: Semiconfluent MECs, 280% in the paracentral cornea
* Severe keratopathy: Confluent MECs, 280% in the corneal center

Farooq, AV et al. Ophthalmol Ther 2020;9:889-911; Lonial, S et al. Blood Cancer J 2021;11:103.
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DREAMM-6: Investigator-Assessed Best Confirmed Response
with Belantamab Mafodotin + Vd

Figure 3. Investigator-assessed*

best confirmed response
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Popat R et al. ASH 2020;Abstract 1419.

sCR 6%, n=1

VGPR
61%
n=11

PR 11%
n=2
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Figure 4. Investigator-assessed™
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DREAMM-6: Adverse Events of Special Interest
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FDA Approves Idecabtagene Vicleucel for R/R MM
Press Release — March 26, 2021

“The Food and Drug Administration approved idecabtagene vicleucel for the treatment of adult patients with
relapsed or refractory multiple myeloma after four or more prior lines of therapy, including an immunomodulatory
agent, a proteasome inhibitor, and an anti-CD38 monoclonal antibody. This is the first FDA-approved cell-based
gene therapy for multiple myeloma.

Idecabtagene vicleucel is a B-cell maturation antigen (BCMA)-directed genetically modified autologous chimeric
antigen receptor (CAR) T-cell therapy. Each dose is customized using a patient’s own T-cells, which are collected
and genetically modified, and infused back into the patient.

Safety and efficacy were evaluated in a multicenter study of 127 patients with relapsed and refractory multiple
myeloma who received at least three prior lines of antimyeloma therapies; 88% had received four or more prior
lines of therapies. Efficacy was evaluated in 100 patients who received idecabtagene vicleucel in the dose range of
300 to 460 x 106 CAR-positive T cells. Efficacy was established based on overall response rate (ORR), complete
response (CR) rate, and duration of response (DOR), as evaluated by an Independent Response committee using
the International Myeloma Working Group Uniform Response Criteria for Multiple Myeloma.

The ORR was 72% (95% Cl: 62%, 81%) and CR rate was 28% (95% Cl 19%, 38%). An estimated 65% of patients who
achieved CR remained in CR for at least 12 months.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-idecabtagene-vicleucel-multiple-myeloma 16 PRACIICE




Idecabtagene Vicleucel (Ide-Cel, bb2121), a BCMA
CAR T Cell Therapy, in Relapsed and Refractory

Multiple Myeloma: Updated KarMMa Results

Anderson LD et al.
ASCO 2021;Abstract 8016.
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KarMMa: Best Overall Response

B CR/sCR
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ORR =73%

CRR
53%

ORR =73%

30 CRR
30%

3 prior lines of therapy

(n = 15)

Anderson LD et al. ASCO 2021;Abstract 8016.

2 4 prior lines of therapy
(n=113)

ORR =73%

33

CRR
33%

All ide-cel treated
(N =128)

RTP
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KarMMa: Incidence of CRS and Neurotoxicity

Prior line of therapy All1de-cel
3 > 4 treated
(n = 15) (n=113) | (N=128)
> 1 CRS event, n (%) 13 (87) 94 (83) 107 (84)
Max. grade (Lee criteria), n (%)?
1/2 12 (80) 88 (78) 100 (78)
3 1(7) 4 (4) 5 (4)
4 0 1(<1) 1(<1)
5 0 1(<1) 1(<1)
Median onset (range), d 1(1-2) 1(1-12) 1(1-12)
Median duration (range), d 4 (1-63) 6 (2-28) 5 (1-63)
>1 NT event, n (%) Z 13} 21 (19) 23 (18)
Max. grade (CTCAE), n (%)
1 1147) 10 (9) 11 (9)
2 0 7 (6) 7 (3)
3 1(7) 4 (4) 5 (4)°
Median onset (range), d 3 (1-5) 2 (1-10) 2 (1-10)
Median duration (range), d 3 (2-5) 3 (1-26) 3 (1-26)

Anderson LD et al. ASCO 2021;Abstract 8016.

RTP

RESEARCH
TO PRACTICE



Ciltacabtagene Autoleucel, a B-Cell Maturation
Antigen (BCMA)-Directed Chimeric Antigen
Receptor T-Cell (CAR-T) Therapy, in

Relapsed/Refractory Multiple Myeloma (R/R MM):
Updated Results from CARTITUDE-1

Usmani SZ et al.
ASCO 2021;Abstract 8005.




CARTITUDE-1: Overall Response Rate

N=97
ORR: 97.9%

=
»
e
=
Q2
e
C
o

3.1%
Best response mPR mVGPR msCR

Usmani SZ et al. ASCO 2021;Abstract 8005.

With longer follow-up, responses deepened with
increasing rate of sCR

Median time to first response: 1 month (range, 0.9-10.7)
Median time to best response: 2.6 months (range, 0.9-15.2)
Median time to 2CR: 2.6 months (range, 0.9-15.2)

Median duration of response: 21.8 months (95% CI, 21.8—NE)

— Estimated 73% of responders have not progressed or died at
12 months

— Median duration of response not reached in patients with sCR

Response rates were comparable (range, 95-100%) across
different subgroups (eg, number of prior lines of therapy, refractoriness,
extramedullary plasmacytomas, and cytogenetic risk)?

RESEARCH
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CARTITUDE-2: Efficacy and Safety of Ciltacabtagene
Autoleucel (Cilta-Cel), a BCMA-Directed CAR T-Cell
Therapy, in Patients with Progressive Multiple
Myeloma (MM) After One to Three Prior Lines of

Therapy

Agha ME et al.
ASCO 2021;Abstract 8013.




CARTITUDE-2: Ciltacabtagene Autoleucel
After 1 to 3 Prior Lines of Therapy

Efficacy ORR: 95%

= Median time to first response: (1920}
1.0 month

Median time to best response:
1.9 months

Median duration of response:
not reached

(@)}
(@)
S

50%

All patients (n=4) with MRD-
evaluable samples at the 10-°

Patients (%)

40%
threshold were MRD negative at
data cut-off

Safety

= Cilta-cel safety profile was
manageable, including in the patient 0% -
treated in an outpatient setting CR. et cymnae ORR vl ey P prel s
= No movement and neurocognitve
treatment-emergent AEs were
observed in patients of Cohort A

30%
20%

10%
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ASH 2021;Abstract 84

Final Overall Survival Results from BELLINI,
a Phase 3 Study of Venetoclax or Placebo
in Combination With Bortezomib and

Dexamethasone in Relapsed/Refractory
Multiple Myeloma

Shaji K. Kumar,! Simon J. Harrison,2 Michele Cavo,? Javier de la Rubia,* Rakesh Popat,> Cristina Gasparetto,® Vania Hungria,’
Hans Salwender,? Kenshi Suzuki,® Inho Kim,© Maika Onishi,’ Grace Ku,'" Rajvineeth Pothacamury,’?2 Vasudha Sehgal,'?
Abdullah Masud,'2 Jeremy A. Ross, 2 Edyta Dobkowska,® and Philippe Moreau




BELLINI: Updated Survival Results

Investigator-Assessed PFS in All Patients

PFS Ven+Bd Pbo+Bd
Median, months 234 114
HR (95% CI) 0.58 (0.43-0.78)
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Kumar SK et al. ASH 2021;Abstract 84.
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BELLINI: Updated Survival Results for Patients with t(11;14)

Investigator-Assessed PFS in

Patients With t(11;14)

PFS Ven+Bd Pbo+Bd
Median, months 36.8 93
HR (95% CI) 0.12(0.03-0.44)
100 4+ P value 0014
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Kumar SK et al. ASH 2021;Abstract 84.
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BELLINI: Updated Survival Results for Patients with High Bcl-2 Expression

Progression-Free Survival, %
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Bispecific Antibodies for R/R MM

TALQUETAMAB

GPRCS5D x CD3 Bispecific Antibody

TECLISTAMAB

BCMA x CD3 Bispecific Antibody

+ GPRCS5D is a highly expressed receptor in MM, with N

limited expression in healthy human tissue’-2 rceslagiivation 1

Cytokine release
(CD25)

+ Standard treatments and newly approved therapies for N e

RRMM have limitations'-3

+ Agents with new MOAs, including BCMA-targeted
immunotherapies, offer considerable promise for RRMM

* Teclistamab (JNJ-64007957) is an off-the-shelf, full-size, 7Ty, 003 orm
BCMA x CD3, T-cell redirecting, bispecific antibody Cell Kill \ | e

=

« Talquetamab is a first-in-class antibody that binds to 35 st

CD3 and GPRC5D to redirect T cells to kill MM cells?3

In the ongoing, phase 1, first-in-human study of
talquetamab in patients with RRMM, the RP2D was
identified as a QW SC dose of 400 pg/kg?

Cytokine release

T-cell activation I
(IFN-y, TNF-a, IL-10, etc)

(CD25)
| 'CD3* T cell

Cell kill Talquetamab

\‘-\co:\ arm
JNJ-64407564

GPRC5DxCD3 antibody

* In the phase 1, first-in-human study in patients with
RRMM (MajesTEC-1; NCT03145181), teclistamab was
administered IV or SC in different dosing cohorts*

- BCMA x CD3
y’ antibody
. s
e N /‘ BCMA arm

Perforin ':’: ( BCM,A’

(MonumenTAL-1; NCT03399799)*

Here we present updated results of safety and efficacy
of talquetamab at the RP2D, with additional patients
and longer follow-up

Perforin

Granzymes

GPRCSD arm

-The RP2D was identified as a QW SC dose of =
teclistamab 1500 pg/kg with step-up doses of 60 pg/kg Gfanzw".es ,:3,
and 300 pg/kg %

—~We present updated RP2D results with additional
patients and longer follow-up

um gell 4

Cevostamab:
FcRH5xCD3 bispecific antibody

Anti-CD3 Fab Anti-FcRH5 Fab
region region
* Fc receptor-homolog 5 (FcRH5) Y
— Expressed on myeloma cells with near 100% prevalence! ( :
— Expression on myeloma and plasma cells > normal B cells’ e
T cell
+ Cevostamab Activation Q
— Humanized IgG-based T-cell-engaging bispecific antibody’
»
— Targets FcRH5 on myeloma cells and CD3 on T cells! p \;;.ACD:’ Apoptosis
. 5 - - 2 : 5 3 - FcRH5 = Synapse
* Ongoing Phase | dose-escalation and expansion trial o ] N | -
(NCT03275103) is evaluating the safety and activity of = \\\ \\\ @
. - - £ N\ ]L-“ NG
Krishnan AY et al. ASCO 2021;Abstract 8007;  cevostamab monotherapy in patients with RRMM? .l;;b- ,, .l,
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Berdeja JG et al. ASCO 2021;Abstract 8008; cell
Cohen AD et al. ASH 2020;Abstract 292.




Teclistamab, a B-cell maturation antigen x CD3 bispecific
antibody, in patients with relapsed or refractory multiple
myeloma (MajesTEC-1): a multicentre, open-label, single-
arm, phase 1 study

Saad Z Usmani, Alfred L Garfall, Niels W CJ van de Donk, Hareth Nahi, Jesus F San-Miguel, Albert Oriol, Laura Rosinol, Ajai Chari,
Manisha Bhutani, Lionel Karlin, Lotfi Benboubker, Lixia Pei, Raluca Verona, Suzette Girgis, Tara Stephenson, Yusri Elsayed, Jeffrey Infante,
Jenna D Goldberg, Arnob Banerjee, Maria-Victoria Mateos, Amrita Krishnan

Lancet 2021; 398: 665-74




MajesTEC-1: A Phase | Study of Teclistamab in R/R MM

Teclistamab: A BCMA-targeted bispecific IgG4 mAb
Baseline characteristics: median prior regimens, 5 (4-6); high-risk cytogenetics, 37%; extramedullary disease, 20%;
triple refractory, 83%.

Response
[ Stringent complete response [l Complete response Il Very good partial response [ Partial response
= Minimal response [ Stable disease [ Progressive disease

Response at Recommended phase 2 dose level: 1500 pg/kg
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* CRS at RP2D (recommended Phase Il dose): 70% (0% Grade >3)
e 1 patient with Grade 1 neurotoxicity at the RP2D
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Updated Phase 1 Results from MonumenTAL-1: First-
in-Human Study of Talquetamab, a G Protein-Coupled
Receptor Family C Group 5 Member D x CD3 Bispecific
Antibody, in Patients with Relapsed/Refractory
Multiple Myeloma

Krishnan AY et al.
ASH 2021;Abstract 158.




MonumenTAL-1: Duration of Response with
Talquetamab for R/R MM

SC Talquetamab (405 pg/kg weekly) (n=21)
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R
TR+
TR+
TR
TR
™
TR+
TR
TR
TR+

Response: lisCR MICR MIVGPR MIPR '\ MR  SD W PD
@ Schedule Change =P On Treatment as of July 19, 2021
» PD by new bone lesion; appraved 1o continue treatment
End of Treatment Status. & D/C - PD
Intra-patient dose reduction: W 408

Krishnan AY et al. ASH 2021;Abstract 158.
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ASH 2021;Abstract 161

Phase 1b Results for Subcutaneous
Talqguetamab Plus Daratumumab in

Patients With Relapsed/Refractory
Multiple Myeloma

Ajai Chari'", Parameswaran Hari?, Nizar Bahlis?, Maria-Victoria Mateos*, Niels WCJ] van de Donk?,
Bhagirathbhai Dholaria®, Alfred L Garfall’, Hartmut Goldschmidt®, K Martin Kortiim®, Amrita Krishnan'®,
Thomas Martin'!, Daniel Morillo'?, Albert Oriol'3, Donna Reece', Cesar Rodriguez's, Paula Rodriguez-Otero's,
Jesus F San-Miguel'®, Saad Z Usmani'’, Raluca Verona'®, Shun Xin Wang Lin'®, Thomas ] Prior'3, Mark Wade'3,

Brendan Weiss'é, Jenna D Goldberg'®, Elham Askari'2




Rationale for Combining Talguetamab and Daratumumab

« Daratumumab (dara) is a human IgGT1k mAb
targeting CD38 with a direct on-tumor and
immunomodulatory mechanism of action’

- Dara monotherapy leads to T cell expansion
and enhanced T cell cytotoxic potential?

- Talquetamab (tal; JNJ-64407564) is a novel, :
first-in-class antibody that binds to GPRC5D S ' i

and CD3 receptors, mediating T cell A Pl

Y a - = J 27 BELIO] (AN ZYMEes)
recruitment, activation, and subsequent lysis faapoed, 2
of GPRC5D+ MM cells?

« The combination of tal and dara has the
potential to yield synergistic clinical efficacy

- Preclinical studies showed the addition of s ke
Jdrtaadae gy iozodd fussiion

=

dara enhanced tal-mediated lysis of MM cells* | luprouad tumuneaurilhng
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TRIMM-2: Overall Response

Dara 1800 mg SC:

« Median time to first confirmed
Cycle 1-2: QW, Cycles 3-6: Q2W; Cycles 7+: monthly

Ti0ueks 1 Tola00saries | 1a1500 porke response: 1.0 month (range: 0.9-2.4)

SC Q2W SC QW SC Q2W
Response ~
Categories (n=5) (n=7) (n=9) ORR across all dose levels was

ORRD 4(80.0) 6 (85.7) 7 (77.8) improved compared to RP2Ds for tal

SCR/CR 1(20.0) 2 (28.6) 1(11.1) monotherapy
VGPR 2 (40.0) 3 (42.9) 5 (55.6)

PR 1(20.0) 1(14.3) 1(11.1)

MR 0 (0) 0 (0) 0 (0)

SD 0 (0) 1(14.3) 2(22.2)

PD 1(20.0) 0 (0) 0 (0)

RESEARCH
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TRIMM-2: Duration of Response

Tal + Dara SC? (n=17)

400 QW Penta Ref

400 QW

400 QW Penta Ref

400 Q2W (CD38 Ex

400 Q2W (CD38 Ref

400 Q2W Penta Ref

800 Q2W Penta Ref

800 Q2W Trip Ref

800 Q2W Trip Ref Trip Ref: Triple-class refractory

800 Q2W Penta Ref Penta Ref: Penta-drug refractory
CD38 Ex: CD38 exposed

800 Q2w CD38 Ref: CD38 refractory
800 Q2W Penta Ref

800 Q2W (D38 Ex
400 QW Trip Ref MsCR ECREVGPREPR I MRITSD HPD

400 Q2w =) On treatment as of September 7, 2021
400 QW (D38 Ref End of treatment status: & D/C-AE @ D/C-Otherc 4 Death
400 QW Intrapatient dose reduction: ¥ 135

Dose level (pg/kg)

Months

« Responses were observed in heavily pretreated patients, including those who were either CD38 exposed or refractory

» Responses were durable and deepened over time

« At a median follow-up of 4.7 months (range 1.8-12.6) for responders, 15/17 responders (88%) were continuing on treatment

RTP
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TRIMM-2: Hematologic Safety Profile

Tal + Dara SC?2
(n=29)

AE (>20%), n (%) Any Grade

Grade 3/4

Hematologic
Neutropenia 12 (41.4)

Thrombocytopenia 10 (34.5)
Anemia 9(31.0)
Lymphopenia 8 (27.6)

Chari A et al. ASH 2021;Abstract 161.

Tal + dara was tolerable with no new AEs
observed compared to single agents

» The majority of AEs were grade 1 or 2
* No overlapping toxicities were observed
* 1 patient (3.4%) discontinued due to an AE

« Cytopenias were mostly confined to step-up
and cycle 1/2 doses

- Cytopenias resolved in the majority of
patients

- Neutropenias generally resolved within
1 week and were limited to cycles 1/2
RTP
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TRIMM-2: Cytokine Release Syndrome (CRS)

Tal + Dara SC?

Patients with CRS, n (%) 16 (55.2)

Time to onset (days)?, median
(range) 24¥ =)

Duration (days), median (range) 2 (1-6)

Patients who received supportive
measures<, n (%) 15(51.7)

Tocilizumabd 10 (34.5)
Steroids 1(3.4)
Oxygen 0

Chari A et al. ASH 2021;Abstract 161.

Maximum CRS Grade€

8

All Grade:
55.2%f

Grade 2 -5 (17.2%)

Patients (%)
8 8

N
o

Grade 1-11(37.9%)

0

* No grade 3/4 CRS events were observed
- All but 1 event of CRS occurred with step-up doses
* CRS resolved in all patients, with no d/c due to CRS

- Only 1 patient received 2 doses of tocilizumab for a
single CRS events
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CC-92480/Dexamethasone Combined with Bortezomib
or Daratumumab or Carfilzomib

Multiple Myeloma
Erythema Nodosum Diffuse Large B-Cell Lymphoma
Thalidomide | Erythema Leprosum CNS Lymphoma CC-122
Multiple Myeloma | Glioblastoma
Hepatocellular Carcinoma
DBB1 UEB2G1 Rocl Chronic Lymphocytic Leukemia
Mantle Cell Lymphoma
Lenalidomide | Multiple Myeloma Multiple Myeloma CC-220
Myelodysplastic Systemic Lupus Erythematosus
Syndrome (5qg-)
Acute Myeloid Leukemia CC-90009
_ . Multiple Myeloma - CC-92480
Pomalidomide Kaposi Sarcoma ‘ : ‘ Multiple Myeloma e
Acute Myeloid Leukemia?
(in vitro) cc-885
Abbreviation: CK1a: casein kinase 1a; . X
’ Thal
CELMods: Cereblon E3 Ligase Modulation Drugs; Le:all?:i)t:nnl:je
CRL4: cullin-4 RING E3 ligase; | ‘ Pomalidomide
CRBN: Cereblon; CNS: Central Nervous System; Lenalidomide CC-885 Iberdomide
CUL4: Cullin-4; DDB1: DNA damage-binding protein 1;
GSPT1: G1 To S Phase Transition ?; i A\cl-agd?n?\ide (cc-220) Holstein et al, Next-Generation Drugs. Targeting
IKZF1: Ikaros zinc-finger protein 1; Activity (CC-122) €C-92480 the Cereblon Ubiquitin Ligase. JCO 2018.
IKZF3: Aiolos zonc-finger protein 3; . €C-885 Lu G et al eLife 2018
IMiDs: Immunomodulatory Drugs; MDS del 5q Anti-Tumor Anti-Myeloma Gandhi AK et al Br Haem 2014
MDS: Myelodysplastic Syndrome; Anti-AML, -Lymphoma Krénke J et al Science 2014
Roc1: Ring finger protein; Hansen JD et al ] Med Chem 2020
UB: Ubiquitination Uehara T et al Nat Chem Biol 2017

UBE2G1/2D3: Ubiquitin-conjugating enzymes

McCarthy P. ASCO 2020 Discussant
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First-in-Human Phase | Study of the Novel
CELMoD Agent CC-92480 Combined with
Dexamethasone (DEX) in Patients (pts) with
Relapsed/Refractory Multiple Myeloma (RRMM)

Richardson PG et al.
ASCO 2020;Abstract 8500.




CC-92480 with Dexamethasone: Response

ORR? 21.1%
100 -
CBR{ e A0)
— 80 - 9 (11.8)
9 26.3% :
S 60 -
()
4 37 (48.7)
2 40 -
Q
© 20 -
15 (19.7)

All evaluable
(n = 76¢)

1(1.3)

_ DCR
75.0%

3 (3.9)

CBR _
50.0%

ORR® 40.0%

2 (20.0)

2 (20.0)
1 (10.0)

5 (50.0)

| DCR
100%

10/14 days x 2
1.0 mg QD
(n=10)
MTD

CBR
63.6%

ORR® 54.5%

1(9.1)
2 (18.2)

3 (27.3) DCR

100%
1(9.1)

4 (36.4)

21/28 days
1.0 mg QD
(n=11)
RP2D

« At the RP2D 1.0 mg QD 21/28 days, 7 out of 11 patients were triple-class-refractory’
— 1 patient had CR, 1 VGPR, 2 PR, and 1 MR

Richardson PG et al. ASCO 2020;Abstract 8500.

mCR

m VGPR®

® PRe
MR

= SD

m PD¢

m NE

RTP
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Iberdomide (IBER) in Combination with
Dexamethasone (DEX) in Patients (pts) with
Relapsed/Refractory Multiple Myeloma
(RRMM): Results from the Dose-Expansion
Phase of the CC-220-MM-001 Trial

Lonial S et al.
ASH 2021;Abstract 162.




CC-220-MM-001: Responses with IBER + DEX for R/R MM

IBER + DEX IBER + DEX
post anti-
BCMA therapy
(N=107) (N = 24)
Response, n (%)
ORRa 28 (26.2) 6 (25.0)
sCR 1(0.9) 0
CR 0 1(4.2)
VGPR 8 (7.5) 1(4.2)
PR 9(17.8) 4 (16.7)
MR 11 (10.3) 4 (16.7)
SD 46 (43.0) 8 (33.3)
PD 5(14.0) 4 (16.7)
NE 7 (6.5) 2 (8.3)
Median DoR (95% CI), months 7.0 (4.5-11.3) NA

aDefined as PR or better.

BCMA, B-cell maturation antigen; ClI, confidence interval; CR, complete response; DEX, dexamethasone; DoR,
duration of response; IBER, iberdomide; MR, minimal response; NA not available; NE, not evaluable; ORR, overall
response rate; PD, progressive disease; PR, partial response; sCR, stringent complete response; SD, stable
disease; VGPR, very good partial response.

RTP
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Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.




Recent Advances and Real-World Implications
in Medical Oncology: A Daylong Multitumor
Educational Symposium in Partnership with

the North Carolina Oncology Association and

the South Carolina Oncology Society

A CME/MOC- and NCPD-Accredited Event

Saturday, February 12, 2022
8:30 AM —-4:00 PM ET




Agenda

Module 1 — Chronic Lymphocytic Leukemia and Lymphomas:
Drs Flinn and LaCasce

Module 2 — Multiple Myeloma: Drs Callander and Rajkumar
Module 3 — Genitourinary Cancers: Drs Dreicer and Heath

Module 4 — Breast Cancer: Drs Borges and Jhaveri

Module 5 — Gastrointestinal Cancers: Drs Hochster and Messersmith

Module 6 — Lung Cancer: Drs Govindan and Johnson




Genitourinary Cancers Faculty

Robert Dreicer, MD, MS

Section Head, Medical Oncology

Deputy Director, University of Virginia
Comprehensive Cancer Center
Associate Director for Clinical Research
Professor of Medicine and Urology
University of Virginia School of Medicine
Charlottesville, Virginia

Elisabeth | Heath, MD

Associate Center Director, Translational Sciences
Chair, Genitourinary Oncology Multidisciplinary Team
Professor of Oncology and Medicine

Hartmann Endowed Chair for Prostate Cancer
Research

Director, Prostate Cancer Research

Karmanos Cancer Institute

Wayne State University School of Medicine

Detroit, Michigan
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MODULE 3: Genitourinary Cancers

Co-Moderator

Justin Peter Favaro, MD, PhD
Oncology Specialists of Charlotte
Charlotte, North Carolina




Contributing General Medical Oncologists

Jennifer L Dallas, MD
Novant Health Cancer Institute
Charlotte, North Carolina

Justin Peter Favaro, MD, PhD
Oncology Specialists of Charlotte
Charlotte, North Carolina

Joanna Metzner-Sadurski, MD
Self Regional Healthcare Cancer Center
Greenwood, South Carolina

William R Mitchell, MD
Southern Oncology Specialists
Charlotte, North Carolina
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Contributing General Medical Oncologists

Niyati A Nathwani, MD
Carolina Blood and Cancer
Care Associates

Charlotte, North Carolina

Nasfat Shehadeh, MD
Oncology Specialists of

| Charlotte, PA

Charlotte, North Carolina

Julia Saylors, MD
Charleston Oncology
North Charleston, South Carolina
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Agenda

Module 1: Urothelial Bladder Carcinoma
Module 2: Prostate Cancer

Module 3: Renal Cell Carcinoma (RCC)




Agenda

Module 1: Urothelial Bladder Carcinoma

Module 2: Prostate Cancer

Module 3: Renal Cell Carcinoma (RCC)




Pembrolizumab monotherapy for the treatment of high-risk
non-muscle-invasive bladder cancer unresponsive to BCG
(KEYNOTE-057): an open-label, single-arm, multicentre,
phase 2 study

ArjunV Balar, Ashish M Kamat, Girish S Kulkarni, Edward M Uchio, Joost L Boormans, Mathieu Roumiquié, Laurence E M Krieger, Eric A Singer,
Dean F Bajorin, Petros Grivas, Ho Kyung Seo, Hiroyuki Nishiyama, Badrinath R Konety, Haojie Li, Kijoeng Nam, Ekta Kapadia, Tara Frenkl,

Ronald de Wit

Lancet Oncol 2021;22:919-30.
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KEYNOTE-057: Response, Duration of Response and Summary of
Adverse Events

A
A ] —»
—>
—>
A 1—»
A ]—>
A ] —»
—>
—>
A |
= I—P o
A 1 H .
> Serious AEs: 8%

= AEs leading to treatment interruption: 13%
— al IRAESs: 22%
Grade 3/4 IRAEs: 3%

IS 3 T
= > CR at 3 months: 41%
A ® - -
) Median duration of CR: 16.2 mo
7'y )
2 D
— - — Ongoing response
= = A Complete response
— — ® Recurrent non-muscle-invasive bladder cancer*
= ® Deatht
_=i 1 1 1

T T T T T I I I T T
6 9 12 15 18 21 24 27 30 33 36 39 42

Time since first dose of pembrolizumab (months)
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FDA Approves Nivolumab for Adjuvant Treatment of Urothelial

Carcinoma
Press Release — August 19, 2021

“The Food and Drug Administration approved nivolumab for the adjuvant treatment of
patients with urothelial carcinoma (UC) who are at high risk of recurrence after
undergoing radical resection.

This is the first FDA approval for adjuvant treatment of patients with high-risk UC. The
results supporting this approval also supported the conversion of nivolumab’s accelerated
approval for advanced/metastatic UC to a regular approval.

Nivolumab was investigated in CHECKMATE-274 (NCT02632409), a randomized, double-
blind, placebo-controlled trial in patients who were within 120 days of radical resection of
UC of the bladder or upper urinary tract (renal pelvis or ureter) at high risk of recurrence.
Patients were randomized (1:1) to receive nivolumab 240 mg or placebo by intravenous
infusion every 2 weeks until recurrence or until unacceptable toxicity for a maximum
treatment duration of 1 year.”

www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-nivolumab-adjuvant-treatment-urothelial-carcinoma



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adjuvant Nivolumab versus Placebo
in Muscle-Invasive Urothelial Carcinoma

D.F. Bajorin, J.A. Witjes, J.E. Gschwend, M. Schenker, B.P. Valderrama, Y. Tomita,
A. Bamias, T. Lebret, S.F. Shariat, S.H. Park, D. Ye, M. Agerbaek, D. Enting,
R. McDermott, P. Gajate, A. Peer, M.I. Milowsky, A. Nosov, J. Neif Antonio, Jr.,
K. Tupikowski, L. Toms, B.S. Fischer, A. Qureshi, S. Collette, K. Unsal-Kacmaz,
E. Broughton, D. Zardavas, H.B. Koon, and M.D. Galsky

N Engl J Med 2021;384:2102-14.
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CheckMate 274: Disease-Free Survival in the ITT Population

Disease-free Disease-free
No. of Events/ Survival Survival
@ 100'-\ No. of Patients at 6 Mo (95% Cl) at 12 Mo (95% Cl)
:o)
m —
§ 70 Nivolumab 170/353 74.9 (69.9-79.2) 62.8 (57.3-67.8)
a ] Placebo  204/356 60.3 (54.9-65.3)  46.6 (41.1-51.9)
b= < 504 R N|volumab Hazard ratio for disease recurrence or death,
¢ 0.70 (98.22% Cl, 0.55-0.90)
2 et P<0.001
ﬁ 304 Placebo
g 20-
E 104
O | | | | I

| | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months

RTP
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CheckMate 274: Disease-Free Survival in the PD-L1 21% Population

Disease-free Disease-free
No. of Events/ Survival Survival
@ 100 No. of Patients at 6 Mo (95% ClI) at 12 Mo (95% Cl)
& 90- .
2 80- %
g S _ Nivolumab  55/140 74.5 (66.2-81.1)  67.2 (58.4-74.5)
a i Nivolurab Placebo  81/142 55.7 (46.8-63.6)  45.9 (37.1-54.2)
oy ! Hazard ratio for disease recurrence or death,
o 40- 0.55 (98.72% Cl, 0.35-0.85)
-<_§ 50 i " P<0.001
v ] Placebo
g 20+
& 10-
0 I | | |

Bajorin DF et al. N Engl J Med 2021;384:2102-14.

Months

T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 151
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SunRISe-1: Ongoing Phase llb Trial of TAR-200 Alone,
Cetrelimab Alone, or the Combination for BCG-Unresponsive,
High-Risk Non-Muscle-Invasive Bladder Cancer

Clinical Trial Identifier: NCT04640623

Population: TAR-200 + cetrelimab
Histologically confirmed HR NMIBC CIS 211 Cohort 1(N=100)

(with or without papillary disease) N=200

unresponsive to BCG and not receiving RC - TAR-200 alone
Cohort 2 (N=50)
Stratification:
Presence or absence of concomitant papillary Cetrelimab alone
disease

Cohort 3 (N=50)

TAR-200 dosing: Q3W (indwelling) for first
24 weeks; then Q12W through Year 2

Primary Endpoint: Overall clinical response rate

RTP
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Van der Heijden SB et al. ESMO 2021;Abstract 719TiP.



Articles I

Atezolizumab with or without chemotherapy in metastatic " (M)
urothelial cancer (IMvigor130): a multicentre, randomised, |
placebo-controlled phase 3 trial

Matthew D Galsky, José AngeIArranz Arija, Aristotelis Bamias, lan D Davis, Maria De Santis, Eiji Kikuchi*, Xavier Garcia-del-Muro,
Ugo De Giorgi, Marina Mencinger, Kouji Izumi, Stefano Panni, Mahmut Gumus, Mustafa Ozqiroglu, Arash Rezazadeh Kalebasty,
Se Hoon Park, Boris Alekseev, Fabio A Schutz, Jian-RiLi, Dingwei Ye, Nicholas | Vogelzang, Sandrine Bernhard, Darren Tayama,
Sanjeev Mariathasan, Almut Mecke, AnnChristine Thastrom, Enrique Grande, for the IMvigor130 Study Groupt

Lancet 2020;395:1547-57.
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IMvigor130: Overall Survival (OS) with Monotherapy (Arm B vs Arm C)

100+
90 -
80 -
701
60 -
501
40 -
30 -
20
101

0S (%)

OS events, n (%)
Stratified HR (95%

ArmB

Atezo
(n = 360)
191 (53)

Arm C

Placebo + plt/gem

n = 359)2
198 (55)

1.02 (0.83, 1.24)

13.1 mo 15.7 mo
(11.7,15.1) | (13.1, 17.8)
6 9 12 15 18 21 24 27 30 33
Months

Galsky MD et al. Lancet 2020;395(10236):1547-57.
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IMvigorl30: OS by PD-L1 Status

100
90 A
80 A
70 - PD-L11C0/1
60 |

40 | '
30 |

< 120 mo |1135mo L : 178mo | NE

| (11.3,15.0) | ;(11.1,16.4) T (10.0, NE) (17.7, NE)

PD-L11C2/3

0S (%)

0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 130 33
No. at Risk Months Months
Atezo 272 210 175 152 124 85 48 28 11 NE NE NE  gg 75 70 64 49 35 24 14 5 NE NE NE

Placebo+ 274 246 212 173 116 73 41 21 10 2 NENE g5 76 62 5 42 30 21 14 5 1 NE NE

Arm B Am C Arm B Arm C
Atezo Placebo + pit/gem Atezo Placebo + plt/gem
n=272 n=274 n=88 n=85
OS events, n (%) 158 (58) 156 (57) OS events, n (%) 33 (38) 42 (49)
Unstratified HR (95% CI) 1.07 (0.86, 1.33) Stratified HR (95% Cl) 0.68 (0.43, 1.08)

RESEARCH
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Articles I

Pembrolizumab alone or combined with chemotherapy = ™
versus chemotherapy as first-line therapy for advanced )
urothelial carcinoma (KEYNOTE-361): a randomised,

open-label, phase 3 trial

Thomas Powles, Tibor CsGszi, Mustafa Ozgiiroglu, Nobuaki Matsubara, Lajos Géczi, Susanna Y-S Cheng, Yves Fradet, Stephane Oudard,

Christof Vulsteke, Rafael Morales Barrera, Aude Fléchon, Seyda Gunduz, Yohann Loriot, Alejo Rodriquez-Vida, Ronac Mamtani, EvanY Yu,
Kijoeng Nam, Kentaro Imai, Blanca Homet Moreno, Ajjai Alva, for the KEYNOTE-361 Investigators*

Lancet Oncol 2021;22:931-45.

RTP

RESEARCH
TO PRACTICE



KEYNOTE-361: PFS and OS with Pembrolizumab and Chemotherapy

PFS

OS

Powles T et al. Lancet Oncol 2021;22:931-45.

Progression-free survival (%)

Overall survival (%)

—— Pembrolizumab plus chemotherapy
—— Chemotherapy
HR 078 (95% Cl 0-65-0-93); p=0-0033

I i W
11 11 | J

w
o
w
=
N
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(o]
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T T T T T T T T T T T 1

30 33 36 39 42

HR 0-86 (95% Cl 0-72-1-02); p=0-0407
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Time since randomisation (months)
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KEYNOTE-361: OS with Pembrolizumab Alone

100+
90
80
70
60
50-
40-
30
20

—— Pembrolizumab
—— Chemotherapy
HR 1-01 (95% Cl 0-77-1-32)

PD-L1 CPS 210

Overall survival (%)

10—

100+ HR 0-92 (95% C1 0-77-1-11)

ITT

Overall survival (%)
(%2
T

o

—
-
—

T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 RT P
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N Engl J Med 2020;383:1218-30.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Avelumab Maintenance Therapy for Advanced
or Metastatic Urothelial Carcinoma

T. Powles, S.H. Park, E. Voog, C. Caserta, B.P. Valderrama, H. Gurney,
H. Kalofonos, S. Radulovi¢, W. Demey, A. Ullén, Y. Loriot, S.S. Sridhar,
N. Tsuchiya, E. Kopyltsov, C.N. Sternberg, J. Bellmunt, J.B. Aragon-Ching,
D.P. Petrylak, R. Laliberte, J. Wang, B. Huang, C. Davis, C. Fowst, N. Costa,
J.A. Blake-Haskins, A. di Pietro, and P. Grivas

RTP
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JAVELIN Bladder 100 Primary Endpoint: Overall Survival

Overall PD-L1-positive

100-
90~ Avelumab 21.4 mo NE
30 Control 14.3 mo 17.1 mo
70- Hazard ratio 0.69 0.56
g o (p-value) (p=0.001) | (p<0.001)
g
% 50
= Avelumab
S 40-
a —
30+ Control
20-
10-
O I | | I I I I I I I I | | | I I I | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months

350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3
350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1

o O
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Avelumab First-Line (1L) Maintenance for Advanced
Urothelial Carcinoma (UC): Long-Term Follow-Up
Results from the JAVELIN Bladder 100 Trial

Powles T et al.
Genitourinary Cancers Symposium 2022;Abstract 487.

Poster Session B: Urothelial Carcinoma
Level 1, West Hall

Friday, Feb 18, 2022
8:15 PM —9:15 PM EST




FDA Grants Regular Approval to Enfortumab Vedotin-ejfv for
Locally Advanced or Metastatic Urothelial Cancer
Press Release — July 9, 2021
“The Food and Drug Administration approved enfortumab vedotin-ejfv, a Nectin-4-directed
antibody and microtubule inhibitor conjugate, for adult patients with locally advanced or
metastatic urothelial cancer who
* have previously received a programmed death receptor-1 (PD-1) or programmed death-ligand
(PD-L1) inhibitor and platinum-containing chemotherapy, or

e are ineligible for cisplatin-containing chemotherapy and have previously received one or more
prior lines of therapy.

Trial EV-301 (NCT03474107) was an open-label, randomized, multicenter trial required to confirm
the clinical benefit of the 2019 accelerated approval. This trial enrolled 608 patients with locally
advanced or metastatic urothelial cancer who received a prior PD-1 or PD-L1 inhibitor and
platinum-based chemotherapy. Patients were randomized (1:1) to receive either enfortumab
vedotin-ejfv (EV) 1.25 mg/kg on days 1, 8 and 15 of a 28-day cycle or investigator’s choice of
single-agent chemotherapy (docetaxel, paclitaxel, or vinflunine).”

www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-regular-approval-enfortumab-vedotin-ejfv-locally-
advanced-or-metastatic-urothelial-cancer
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EV-301: Survival and Response Analyses

Overall Survival According to Treatment Group

Incidence of events of Grade 3 or higher
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Study EV-103: Update on Durability Results and
Long Term Outcome of Enfortumab Vedotin +
Pembrolizumab in First Line Locally Advanced or
Metastatic Urothelial Carcinoma (la/mUC)

Friedlander TW et al.
ASCO 2021:Abstract 4528.




EV-103: Enfortumab Vedotin with Pembrolizumab as First-Line
Therapy for Locally Advanced or Metastatic Urothelial Carcinoma
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Friedlander TW et al. ASCO 2021;Abstract 4528.
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Rationale for Targeting FGFR in Urothelial Carcinoma (UC)'2
*  FGFRiis altered in 15%-20% of advanced UC*

FGF rer ) T . o

FGFR alterations: Amplification —_— (1) 5

FGF (receptor overexpression) or Mutated FGFR3 IS prese nt In 37/0 Of upper-tra ct Uc
FGF mutation/translocation (ligand-

FGF ligand: independent signaling)

FGF ligand:
Amplification
(autocrine), or

ECM/stromal cell
release

Extracellular

FGFR

Cancer Type Frequency of FGFR Alterations!

o Metastatic UC 15%-20%
NMIBC 40%-70%
Cholangiocarcinoma 14%-22%
NSCLC 4%
| HCC (FGF19 amp by FISH) 21%
? Glioblastoma 23%
m’:‘c‘:'p“f —@D Breast cancer 3%-5%
S Ovarian cancer 7%
grn;"gl;;m n?;.‘i.n?‘sémag& Neoang.tgemis Head and neck cancer 9%-17%

1. The Cancer Genome Atlas (TCGA) genomic alteration database: https://tcga-data.nci.nih.gov/docs/publications/tcga/. Accessed February 6, 2020.
2. Genomics Evidence Neoplasia Information Exchange (GENIE) genomic alteration database: https://www.aacr.org/Research/Research/pages/aacr-project-
genie.aspx. Accessed February 6, 2020. 3. Touat M et al. Clin Cancer Res. 2015;21:2684-2694. 4. Rodriguez-Vida A et al. J Hematol Oncol. 2015;8:119. 5. Li Q et al.

Curr Urol Rep. 2016;17:12. _
Courtesy of Arjun Balar, MD



ERDAFITINIB in Locally Advanced or Metastatic
Urothelial Carcinoma (mUC): Long-Term
Outcomes in BLC2001

Siefker-Radtke AO et al.
ASCO 2020:Abstract 5015.




Long-Term Outcomes from the Phase Il BLC2001 Study: Erdafitinib
for Locally Advanced or Metastatic Urothelial Carcinoma

Erdafitinib
Clinical endpoint (N =101)
Objective response rate 39%
Median duration of response 6.0 months
Median progression-free survival 5.5 months
Median overall survival 11.3 months
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Siefker-Radtke AO et al. ASCO 2020;Abstract 5015.



Long-Term Outcomes from the Phase Il BLC2001 Study: Central
Serous Retinopathy
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FDA Grants Accelerated Approval to Sacituzumab Govitecan for

Advanced Urothelial Cancer
Press Release — April 13, 2021

“The Food and Drug Administration granted accelerated approval to sacituzumab
govitecan for patients with locally advanced or metastatic urothelial cancer (mUC) who
previously received a platinum-containing chemotherapy and either a programmed death
receptor-1 (PD-1) or a programmed death-ligand 1 (PD-L1) inhibitor.

Efficacy and safety were evaluated in TROPHY (IMMU-132-06; NCT03547973), a single-
arm, multicenter trial that enrolled 112 patients with locally advanced or mUC who
received prior treatment with a platinum-containing chemotherapy and either a PD-1 or

PD-L1 inhibitor. Patients received sacituzumab govitecan, 10 mg/kg intravenously, on days
1 and 8 of a 21-day treatment cycle.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-sacituzumab-govitecan-advanced-

urothelial-cancer 7O PRACTICE




TROPHY-U-01: A Phase Il Open-Label Study of
Sacituzumab Govitecan in Patients With
Metastatic Urothelial Carcinoma Progressing
After Platinum-Based Chemotherapy and
Checkpoint Inhibitors

Scott T. Tagawa, MD, MS?; Arjun V. Balar, MD?; Daniel P. Petrylak, MD?; Arash Rezazadeh Kalebasty, MD%; Yohann Loriot, MD, PhD5;
Aude Fléchon, MD, PhD®; Rohit K. Jain, MD’; Neeraj Agarwal, MD3; Manojkumar Bupathi, MD, MS®; Philippe Barthelemy, MD, PhD'%
Philippe Beuzeboc, MD, PhD!?; Phillip Palmbos, MD, PhD!?; Christos E. Kyriakopoulos, MD*3; Damien Pouessel, MD, PhD#4;

Cora N. Sternberg, MD'; Quan Hong, MD'; Trishna Goswami, MD'%; Loretta M. Itri, MD'®; and Petros Grivas, MD, PhD'¢

J Clin Oncol 2021;[Online ahead of print].




TROPHY U-01 (Cohort 1): ORR, Duration of Response and Survival

Median DOR: 7.2 mo
Median time to onset of response: 1.6 mo
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Tagawa ST et al. J Clin Oncol 2021;[Online ahead of print]; Loriot Y et al. ESMO 2020;Abstract LBA24.



CLINICAL CANCER RESEARCH | CLINICAL TRIALS: TARGETED THERAPY

Open-label, Multicenter, Phase Il Study of RC48-ADC, a
HER2-Targeting Antibody-Drug Conjugate, in Patients
with Locally Advanced or Metastatic Urothelial
Carcinoma me

Xinan Sheng', Xiegiao Yan', Lin Wang?, Yanxia Shi®, Xin Yao?, Hong Luo®, Benkang Shi®, Jiyan Liu’,
Zhisong He®, Guohua Yu®, Jianming Ying'®, Weiging Han', Changlu Hu", Yun Ling'®, Zhihong Chi',
Chuanliang Cui', Lu Si', Jianmin Fang™'?, Aiping Zhou?, and Jun Guo'

Clin Cancer Res 2021;27:43-51.
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Phase Il Study of Disitamab Vedotin (RC48) for HER2-Positive
Locally Advanced or Metastatic Urothelial Carcinoma

Percent change from baseline (%)

Sheng X et al. Clin Cancer Res 2021;27:43-51.
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Agenda

Module 1: Urothelial Bladder Carcinoma

Module 2: Prostate Cancer

Module 3: Renal Cell Carcinoma (RCC)




FDA Approves Relugolix for Advanced Prostate Cancer

Press Release — December 18, 2020

“On December 18, 2020, the US Food and Drug Administration approved the first
oral gonadotropin-releasing hormone (GnRH) receptor antagonist, relugolix, for
adult patients with advanced prostate cancer.

Efficacy was evaluated in HERO (NCT03085095), a randomized, open label trial in
men requiring at least one year of androgen deprivation therapy with either
prostate cancer recurrence following radiation or surgery or newly diagnosed
castration-sensitive advanced prostate cancer.

Patients (N = 934) were randomized (2:1) to receive relugolix 360 mg oral loading
dose on the first day, followed by daily oral doses of 120 mg, or leuprolide acetate
22.5 mg injection subcutaneously every 3 months for 48 weeks.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-relugolix-advanced-prostate-cancer



HERO Phase lll Trial: Results Comparing Relugolix, an
Oral GnRH Receptor Antagonist, versus Leuprolide
Acetate for Advanced Prostate Cancer?

Oral Relugolix for Androgen-Deprivation Therapy
in Advanced Prostate Cancer?

1Shore ND et al.
ASCO 2020;Abstract 5602.

2Shore ND et al.
N Engl J Med 2020;382(23):2187-96.




HERO Study: Oral Relugolix versus Leuprolide Acetate
for Androgen-Deprivation Therapy
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Next-Generation Androgen Receptor Inhibitors

J Enzalutamide
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* Apalutamide and enzalutamide have similar structures
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Darolutamide

* Darolutamide is structurally distinct from apalutamide and enzalutamide, characterized by low

blood-brain barrier penetration, and may have improved tolerability

Zurth C et al. Genitourinary Cancers Symposium 2018;Abstract 345; Sandmann S et al. Genitourinary Cancers Symposium 2019;Abstract 156.
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FDA Approvals of Next-Generation Antiandrogens for
Nonmetastatic Castration-Resistant Prostate Cancer (CRPC)

Agent Approval date Pivotal study
Darolutamide July 30, 2020 ARAMIS
Enzalutamide July 12, 2018 PROSPER
Apalutamide February 14, 2018 SPARTAN

RESEARCH
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https://www.fda.gov/drugs/resources-information-approved-drugs/




Primary Endpoint: Metastasis-Free Survival (MFS)

in Nonmetastatic CRPC
~
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1. Smith MR et al. NEJM 2018;378:1408-18. 2. Hussain M et al. NEJM 2018;378:2465-74. 3. Fizazi K et al. NEJM 2019;380:1235-46.



Secondary Endpoint: Overall Survival in Nonmetastatic CRPC
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1. Smith MR et al. Eur Urol 2020;79:150-8. 2. Sternberg CN et al. NEJM 2020;382:2197-206. 3. Fizazi K et al. NEJM 2020;383:1040-9.



Comparison of Toxicities: Darolutamide, Enzalutamide,
Apalutamide for Nonmetastatic CRPC

ARAMIS PROSPER SPARTAN
Toxicity Darolutamide Placebo Enzalutamide Placebo Apalutamide Placebo
Fatigue/asthenia 16% 11% 33% 14% 30% 21%
Falling 4% 5% 11% 4% 16% 9%
Dizziness 5% 4% 10% 4% 9% 6%
Mental impairment 1% 2% 5% 2% 5% 3%

Sternberg CN et al; PROSPER Investigators. N Engl J Med 2020;382(23):2197-206.
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Fizazi K et al; ARAMIS Investigators. N Engl J Med 2020;383:1040-9.
Small EJ et al; SPARTAN Investigators. ASCO 2020;Abstract 5516.




Abiraterone acetate plus prednisolone with
or without enzalutamide added to androgen
deprivation therapy compared to ADT alone
for men with high-risk nonmetastatic
prostate cancer: primary combined analysis
from two comparisons in the STAMPEDE
platform protocol

Gerhardt Attard, Louise Brown, Noel Clarke, Laura Murphy, William
Cross, Rob Jones, Silke Gillessen, J.Martin Russell, Adrian Cook, Jo
Bowen, Anna Lydon, Ian Pedley, Omi Parikh, Simon Chowdhury, Zafar
Malik, David Matheson, Chris Parker, Matthew Sydes, Mahesh Parmar,
Nicholas James on behalf of the STAMPEDE investigators*

Conducted by Medical Research Council Trials Unit at University College London, U.K.
ClinicalTrials.gov number, NCT00268476 & Current Controlled Trials number, ISRCTN78818544

*113 U.K. and Swiss sites: list of investigators and collaborators at www.stampedetrial.org Mongress

www.stampedetrial.org
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ESMO 2021;Abstract LBA4_PR.



Metastasis-Free Survival with the Addition of Abiraterone
Acetate and Prednisolone with or without Enzalutamide to ADT

for High-Risk MO Prostate Cancer
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Attard G et al. ESMO 2021;Abstract LBA4_PR.



Overall Survival with the Addition of Abiraterone Acetate
and Prednisolone with or without Enzalutamide to ADT for
High-Risk MO Prostate Cancer

Overall survival
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Attard G et al. ESMO 2021;Abstract LBA4_PR.
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STAMPEDE: Long-Term Overall Survival Results with the Addition
of Docetaxel to Hormone Therapy for Metastatic Hormone-
Sensitive Prostate Cancer (mHSPC)

Overall survival - all M1

1.00 +
Control
— Docetaxel

0.80 + .

Median OS:

0.60 Docetaxel 59.1 mo
2 Control 43.1 mo
5 Se
2 0.40 + -

0.20 ~
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Decetaxel 362 (27) 328 (53) 273 (39) 229 (30) 192 (26) 147 (20) 90 (11) 55 (12) 28 (4) O
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Final OS Analyses: Enzalutamide, Abiraterone and Apalutamide for mHSPC
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1. Armstrong AJ et al. ESMO 2021;Abstract LBA25. 2. Fizazi K et al. GU Cancers Symposium 2019;Abstract 141. 3. Chi KN et al. GU Cancers Symposium

2021;Abstract 11.

34% reduction in risk of death
Median follow-up of 44.6 mo
Median OS was significantly longer for
enzalutamide + ADT vs placebo + ADT
— 40.2 mo vs 13.8 mo
— HR =0.66; p = <0.0001

34% reduction in risk of death
Median follow-up of 51.8 mo
Median OS was significantly longer for
abiraterone + ADT vs placebo + ADT
— 53.3 movs 36.5 mo
— HR =0.66; p = <0.0001

35% reduction in risk of death
Median follow-up of 44.0 mo
Median OS was significantly longer for apalutamide
+ ADT vs placebo + ADT

— Not reached vs 52.2 mo

— HR =0.65; p = <0.0001
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The future of cancer therapy

A phase 3 trial with a 2x2 factorial design in men with de
novo metastatic castration-sensitive prostate cancer

(MCSPC): Overall survival with abiraterone acetate plus
prednisone in PEACE-1

Karim Fizazi, Joan Carles, Stéphanie Foulon, Guilhem
Roubaud, Ray McDermott, Aude Fléchon, Bertrand Tombal,
Stéphane Supiot, Dominik Berthold, Philippe Ronchin, Gabriel
Kacso, Gwenaélle Gravis, Fabio Calabro, Jean-Frangois
Berdah, Ali Hasbini, Marlon Silva, Antoine Thiery-Vuillemin, Igor
Latorzeff, Isabelle Rieger, Alberto Bossi

Abstract LBAS
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PEACE-1: Radiographic PFS by Metastatic Burden
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PEACE-1: Grade 3-5 Adverse Events
(ADT + Docetaxel Safety Population)

Toxicity, SOC (+/- RXT) SOC (+/- RXT)
n (%) + Abiraterone (n=350)
(n=346)

Neutropenia 34 (10) 32 (9)
Febrile neutropenia 18 (9) 19 (5)
Liver 20 (6) 2 (1)
Hypertension 76 (22) 45 (13)
Hypokalemia 11 (3) 1 (0)
Cardiac 6 (2) o (1)
Fatigue 10 (3) 15 (4)
Gastro-intestinal 14 (4) 18 (9)
Grade 5 7 (2) 3 (1)
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Phase Ill ARASENS Trial of Darolutamide in Combination with
Docetaxel and ADT Meets Primary Overall Survival Endpoint in
MCRPC

Press Release — December 3, 2021

“The Phase Il ARASENS trial investigating the use of the oral androgen receptor inhibitor
darolutamide in metastatic hormone-sensitive prostate cancer (mHSPC) has met its
primary endpoint. In the ARASENS trial, darolutamide in combination with docetaxel and
androgen deprivation therapy (ADT) significantly increased overall survival (OS) compared
to docetaxel and ADT. The overall incidence of reported adverse events was similar
between treatment arms. Detailed results of the study are planned to be presented at an
upcoming scientific congress.”
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https://media.bayer.com/baynews/baynews.nsf/id/6AA96A64B2A1105DC125879F002A70DD?open&ref=irrefndcd



Overall Survival with Darolutamide versus Placebo in
Combination with Androgen-Deprivation Therapy and
Docetaxel for Metastatic Hormone-Sensitive Prostate
Cancer in the Phase 3 ARASENS Trial

Smith MR et al.
Genitourinary Cancers Symposium 2022;Abstract 13.

Oral Abstract Session A: Prostate Cancer
Level 3, Ballroom

Thursday, Feb 17, 2022

4:00 PM —5:30 PM EST




Inherited DNA Repair Gene Mutations in Men with

Metastatic Prostate Cancer

RADS1C, 1%

MRE11A, 1%

BRIP1, 1%
FAM175A, 1%

MSHG6, 1%
MSH2, 1%

GEN1, 2%
PMS2, 2%

NBN, 2%
ATR, 2%

RADS51D, 4%

PALB2, 4%
s s BRCA2, 44%

e Multicenter study of 692 men

* Deleterious mutations were found
in 82 men (11.8%) in 16 genes

* Observed rate exceeded that
associated with localized prostate

cancer (4.6%) and general
population without cancer (2.7%)

Courtesy of Matthew Smith, MD, PhD



Recent FDA Approvals of PARP Inhibitors for mCRPC

PARP inhibitor Approval date Pivotal study
Olaparib May 19, 2020 PROfound
Rucaparib May 15, 2020 TRITON2
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https://www.fda.gov/drugs/resources-information-approved-drugs/



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Olaparib for Metastatic Castration-Resistant
Prostate Cancer

J. de Bono, J. Mateo, K. Fizazi, F. Saad, N. Shore, S. Sandhu, K.N. Chi, O. Sartor,
N. Agarwal, D. Olmos, A. Thiery-Vuillemin, P. Twardowski, N. Mehra, C. Goessl,
J. Kang, J. Burgents, W. Wu, A. Kohlmann, C.A. Adelman, and M. Hussain

N Engl J Med 2020;382:2091-102.
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PROfound Primary Endpoint: Imaging-Based PFS with Olaparib
for Patients with mCRPC and at Least 1 Alteration in BRCA1,
BRCA2 or ATM (Cohort A)
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Survival with Olaparib in Metastatic
Castration-Resistant Prostate Cancer

M. Hussain, J. Mateo, K. Fizazi, F. Saad, N. Shore, S. Sandhu, K.N. Chi, O. Sartor,
N. Agarwal, D. Olmos, A. Thiery-Vuillemin, P. Twardowski, G. Roubaud,
M. Ozgiiroglu, J. Kang, J. Burgents, C. Gresty, C. Corcoran, C.A. Adelman,
and J. de Bono, for the PROfound Trial Investigators*

N Engl J Med 2020;383(24):2345-57.




PROfound: OS with Olaparib for Patients with mCRPC and at
Least 1 Alteration in BRCA1, BRCA2 or ATM (Cohort A)

Overall survival Crossover-adjusted overall survival
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Positive Results Announced for the PROpel Phase lll Trial of

Olaparib with Abiraterone as First-Line Treatment for mCRPC
Press Release — September 24, 2021

“Positive high-level results from the PROpel Phase Il trial showed that olaparib in
combination with abiraterone demonstrated a statistically significant and clinically
meaningful improvement in radiographic progression-free survival (rPFS) versus standard-
of-care abiraterone as a 1st-line treatment for men with metastatic castration-resistant
prostate cancer (MCRPC) with or without homologous recombination repair (HRR) gene
mutations.

At a planned interim analysis, the Independent Data Monitoring Committee concluded
that the trial met the primary endpoint of rPFS in men with mCRPC who had not received
treatment in the 1st-line setting including with new hormonal agents or chemotherapy.

The data will be presented at an upcoming medical meeting.”

TO PRACTICE

https://www.astrazeneca.com/media-centre/press-releases/2021/lynparza-propel-trial-meets-primary-endpoint.html



PROpel: Phase lll Trial of Olaparib (ola) and Abiraterone
(abi) versus Placebo (pbo) and Abi as First-Line (1L)
Therapy for Patients (pts) with Metastatic Castration-
Resistant Prostate Cancer (mCRPC)

Saad F et al.
Genitourinary Cancers Symposium 2022;Abstract 11.

Oral Abstract Session A: Prostate Cancer
Level 3, Ballroom

Thursday, Feb 17, 2022

4:00 PM —5:30 PM EST




Phase 3 MAGNITUDE Study: First Results of Niraparib
(NIRA) with Abiraterone Acetate and Prednisone
(AAP) as First-Line Therapy in Patients (pts) with
Metastatic Castration-Resistant Prostate Cancer
(mMCRPC) with and without Homologous
Recombination Repair (HRR) Gene Alterations

Chi KN et al.
Genitourinary Cancers Symposium;Abstract 12.

Oral Abstract Session A: Prostate Cancer
Level 3, Ballroom

Thursday, Feb 17, 2022

4:00 PM - 5:30 PM EST
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Rucaparib in Men With Metastatic
Castration-Resistant Prostate Cancer Harboring
a BRCA1 or BRCAZ2 Gene Alteration

Wassim Abida, MD, PhD?; Akash Patnaik, MD, PhD, MMSc?; David Campbell, MBBS?3; Jeremy Shapiro, MBBS?; Alan H. Bryce, MD>;
Ray McDermott, MD, PhD, MBAS®; Brieuc Sautois, MD, PhD’; Nicholas J. Vogelzang, MD?; Richard M. Bambury, MD?®; Eric Voog, MD?;
Jingsong Zhang, MD, PhD'!; Josep M. Piulats, MD'?; Charles J. Ryan, MD3; Axel S. Merseburger, PhD'%; Gedske Daugaard, DMSc!>;
Axel Heidenreich, MD'®; Karim Fizazi, MD, PhD’; Celestia S. Higano, MD%; Laurence E. Krieger, MBChB'%; Cora N. Sternberg, MD?°;
Simon P. Watkins, PhD??; Darrin Despain, MStat??; Andrew D. Simmons, PhD?*; Andrea Loehr, PhD?3; Melanie Dowson, BA?%;

Tony Golsorkhi, MD?*; and Simon Chowdhury, MD, PhD?®?7; on behalf of the TRITON2 investigators

J Clin Oncol 2020;38(22):3763-72.
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TRITON2: Response to Rucaparib in Patients with mCRPC
Harboring a BRCA1 or BRCA2 Gene Alteration

ORR per independent radiology review: 43.5% Confirmed PSA response rate: 54.8%
1:2 : (-; Sﬁggznmged radiographic response 1:2 : ;: 8cr>1rgufci)|i'nmged Fafreeponse
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ORR = objective response rate
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Talazoparib monotherapy in metastatic castration-resistant
prostate cancer with DNA repair alterations (TALAPRO-1):
an open-label, phase 2 trial

Johann S de Bono, Niven Mehra, Giorgio V Scagliotti, Elena Castro, Tanya Dorff, Adam Stirling, Arnulf Stenzl, Mark T Fleming, Celestia S Higano,
Fred Saad, Consuelo Buttigliero, Inge M van Oort, A Douglas Laird, Marielena Mata, Hsiang-Chun Chen, Cynthia G Healy, Akos Czibere, Karim Fizazi

Lancet Oncol 2021;22(9):1250-64.
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TALAPRO-1: A Phase Il Trial of Talazoparib for mCRPC

Figure 4. Best Change From Baseline in A. PSA and B. RECIST®

>

DDR alteration:
O BRCAT (n=5) B BRCAZ (n = 40) W PALB2(n=3) @ ATM (n=16) @ Other(n=15)

300
250

Best change from baseline in PSA (%)

Patients

w

DDR alteration:
50 = O BRCAT (n=4) B BRCAZ (n=32) l PALB2(n=2) I ATM (n=14) [l Other(n=10)

o
1

diameters for target lesions (%)
0
o

Best change from baseline in sum of

-100 -

Patients

°DDR deficlient population Iincludes DDR patients who received treatment for =16 weeks: for panel A (n = 79) and for panel B (n = 62).
Abbreviations: DDR. DNA damage repair; PSA, prostate-specific antigen; RECIST. Response Evaluation Criteria in Solid Tumors version 1.1.
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FDA Grants Breakthrough Therapy Designation to ’/Lu-PSMA-617

for the Treatment of mMCRPC
Press Release —June 16, 2021

“The US Food and Drug Administration has granted Breakthrough Therapy designation

to /Lu-PSMA-617, an investigational radioligand therapy for the treatment of metastatic
castration-resistant prostate cancer (MCRPC). Breakthrough Therapy designation is
granted to medicines being evaluated for serious conditions where early clinical evidence
indicates the potential for substantial improvement over available therapy.

Breakthrough therapy designation was granted based on positive data from the pivotal,
Phase 11l VISION study evaluating //Lu-PSMA-617, a targeted radioligand therapy, plus
standard of care (SOC), compared to SOC alone, in patients with progressive PSMA-
positive mCRPC.”

https://www.novartis.com/news/novartis-receives-fda-breakthrough-therapy-designation-investigational-177lu-psma-617-patients-

metastatic-castration-resistant-prostate-cancer-mcrpc ST




177Lu-PSMA-617: Mechanism of Action

77| u-PSMA-617 binds to PSMA
on the cell membrane with high affinity

b B particle emission

.,_(j:_

VA ~

—

=

"Lu-PSMA-617
PSMA

)

Endocytosis

DNA damage

‘2Reduced binding in the kidneys, spleen, liver,
- salivary glands, lacrimal glands, submandibular
glands, and bone marrow is expected.

TARGETED TO PSMA

Prostate cancer cell
and neighbouring
cell death

Morris MJ et al. ASCO 2021;Abstract LBA4.
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N Engl J Med 2021;385:1091-103

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Lutetium-177-PSMA-617 for Metastatic
Castration-Resistant Prostate Cancer

O. Sartor, J. de Bono, K.N. Chi, K. Fizazi, K. Herrmann, K. Rahbar, S.T. Tagawa,
L.T. Nordquist, N. Vaishampayan, G. El-Haddad, C.H. Park, T.M. Beer,
A. Armour, W.J. Pérez-Contreras, M. DeSilvio, E. Kpamegan, G. Gericke,
R.A. Messmann, M.J. Morris, and B.). Krause, for the VISION Investigators*




VISION: Efficacy Summary

Imaging—based PFS

100 No. of Events/
90— No. of Patients Median
80- mo
70- 177 u-PSMA-617 + 254/385 8.7
Standard Care
60 177 u-PSMA-617+standard care Standard Care 93/196 34

Percent of Patients without
Disease Progression
(W]
o
|

Alone
40— Hazard ratio for progression or death,
0.40 (99.2% Cl, 0.29-0.57)
el P<0.001
204
104
0 T T T T T T T T T T 1

Months since Randomization

* Median OS (Y7Lu-PSMA-617 vs standard therapy): 15.3 mo vs 11.3 mo (HR 0.62, p < 0.001)
* Time to first symptomatic skeletal event OS (}’/Lu-PSMA-617 vs standard therapy): 11.5 mo vs 6.8 mo
(HR 0.50, p < 0.001)
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VISION: Selected Adverse Events

177 u-PSMA-617 plus Standard Care Standard Care Alone
Event (N=529) (N=205)
All Grades Grade =3 All Grades Grade =3
number of patients (percent)
Any adverse event 519 (98.1) 279 (52.7) 170 (82.9) 78 (38.0)
Adverse event that occurred in >12%
of patients
Fatigue 228 (43.1) 31 (5.9) 47 (22.9) 3 (1.5)
Dry mouth 205 (38.8) 0 1 (0.5) 0
Thrombocytopenia 91 (17.2) 42 (7.9) 9 (4.4) 2 (1.0)
Lymphopenia 5 (14.2) 4] (7.8) 8 (3.9) 1 (0.5)
Leukopenia 66 (12.5) 13 (2.5) 4 (2.0) 1 (0.5)
Adverse event that led to reduction in 0(5.7) 10 (1.9) NA NA
177 u-PSMA-617 dose
Adverse event that led to interruption of 85 (16.1) 42 (7.9) NA NA
177 u-PSMA-6177
Adverse event that led to discontinuation 63 (11.9) 37 (7.0) NA NA
of 77Lu-PSMA-6177
Adverse event that led to death: 19 (3.6) 19 (3.6) 6 (2.9) 6 (2.9)

RTP

Sartor O et al. N Engl J Med 2021;385:1091-103. 6 PRACTCE



PRINCE: Interim Analysis of the
Phase Ib Study of "7’Lu-PSMA-617 in
Combination with Pembrolizumab for

Metastatic Castration Resistant

Prostate Cancer (MCRPC)

Shahneen Sandhu, Anthony M. Joshua, Louise Emmett, Lavinia Spain, Lisa G.
Horvath, Megan Crumbaker, Arsha Anton, Roslyn Wallace, Anupama Pasam, Mathias
Bressel, Erin Cassidy, Patricia Banks, Aravind Ravi Kumar, Ramin Alipour, Tim
Akhurst, Grace Kong, lan D. Davis, Scott Williams, Rod Hicks, Michael S. Hofman

Abstract 5770
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PRINCE: PSA Response Rate (Primary Endpoint)

80

Sandhu S et al. ESMO 2021;Abstract 5770.
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Immune Checkpoint Inhibitors in mCRPC

Therapy Disease state Disease response

ORR 9%

Pembrolizumab monotherapy? Postchemotherapy PSA RR 14%
(o]

Prechemotherapy progressing on ORR 12%

: ideb
Pembrolizumab + enzalutamide enzalutamid