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e immiinokemoterapi: FOLL12 calismasi alt grup analizi
e OB-VEN: PrECOG 0403 calismasi
e R2: Relevance calismasi 6-yil takip

FolikUler

Relaps refrakter FL tedavisi

Le nmea e R2: Magnify ¢alismasi

e Bispesifik antikorlar: Mosunetuzumab, Glofitamab

e CAR-T hicre tedavisi: Elara ¢alismasi altgrup analizi,
Standart tedaviler ile karsilastirma

idame tedavisi




* Birinci basamak FL tedauvisi
* Immiinokemoterapi: FOLL12 calismasi alt grup analizi
 OB-VEN: PrECOG 0403 calismasi
e R2: Relevance calismasi 6-yil takip

FOIIkUIer e Relaps refrakter FL tedavisi
Lenmea e R2: Magnify calismasi

* Bispesifik antikorlar: Mosunetuzumab, Glofitamab

* CAR-T hucre tedavisi: Elara calismasi altgrup analizi,
Standart tedaviler ile karsilastirma

e idame tedavisi
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Study Background and hypothesis ﬂ
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e Standard approach for Advanced stage high tumor-burden FL requires
induction immunochemotherapy followed by antiCD20 maintenance for
all responding patients.

» e CHOP and bendamustine are identified as the main alternative options '
with discordant data about their relative efficacy (Stil and Bright trial)

e Rituximab maintenance improves PFS after R-CHOP (PRIMA trial) but no
prospective data are available for R-Bendamustine
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'Response-Adapted Postinduction Strategy
in Patients With Advanced-Stage Follicular
Lymphoma: The FOLL12 Study EUDRACT N° : 2012-003170-60
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Response-Adapted Postinduction Strategy i
in Patients With Advanced-Stage Follicular
Lymphoma: The FCLL12 Study

N= 722 PFS
Median F-up 56 months (1-97),

Events 183/342 (53%) Z07s Z o5
Non Inferiority design (7% NI margin) e S
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Patients disposition in the FOLL12 trial ﬂw

MTALINE

Treatment choice was allowed after amend#1 (N> 227) and was done on a patient basis e

Randomized: 807 | |Not in analysis: 21|

R-CHOP In analysis: 786

Amendment 1 227 (51%)
. R-Bendamustine
218 [49%) 341

R SO Exit before 4 cycle, n=12

IEW 2PD

1 Lost after 3 cycles 1w

[R-CHOP: n = 441
Exit 4 cycle n=7

Exit cycle 4 n=8 ! 3IPD
BEW ! 4 EW
Exit cycle 5 n=4 Exit cycle 5 n=7
1EW (CR) ; 3EW (1 CR)
1EW i 2PD
1 PR | 2CR
1CR |

'
Full cycles, n = 429 N=744 Full cycles, n = 315
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To assess the role of induction therapy (R-CHOP or R-Bendamustine)
in terms of:

- Response rates

- PFS

« OS

- Safety



Patients Characteristic (n=786)

Treatment choice was allowed after amend#1 (N> 227) and was done on a patient basis :TW
Factor R-CHOP RB Total
(N=445) (N=341) (N=786)
n (%) n (%) n(%)| P-value* OR (95%CI) Missing
Age >60 189 (42) 391 (50) <0.001| 1.97(1.48-2.62) -
Female sex 212 (48) | 414 (53) 0.002| 1.60(1.20-2.12) -
Grade 3a 123 (28) 68 (20) 191 (24) 0.015| 0.65 (0.46-0.91) -
B-symptoms 116 (26) 41(12) 157 (20) <0.001| 0.39(0.27-0.58) 6
Bone Marrow+ 256 (58) 181 (53) 437 (56) 0.219| 0.84(0.63-1.11) -
Stage IlI-IV 402 (91) 295 (87) 697 (89) 0.134| 0.70(0.45-1.10) 3
Hb <12 g/dL 69 (16) 58 (17) 127 (16) 0.625| 1.12(0.76-1.64) -
LodLIN >6 cm 266 (60) 169 (50) 435 (55) 0.005| 0.66 (0.50-0.88) -
B2M >ULN 240 (54) 187 (55) 427 (54) 0.829| 1.04 (0.78-1.38) -
Nodal sites >4 190 (43) 129 (39) 319 (41) 0.239| 0.83(0.62-1.12) 10
LDH >ULN 106 (24) 67 (20) | 173 (23) 0.256| 0.81(0.57-1.14) 20
FLIPI-2 3/5 172 (39) 144 (42) 316 (40) 0.340| 1.16 (0.87-1.55) -
Experim. arm 232 (52) 161 (47) 393 (50) 0.195| 0.82 (0.62-1.09) -

* Fisher's exact test
OR:odds ratio, association with RB vs RCHOP



Response to Treatment ﬂ

Factor (n=786) R-CHOP RB Total | P-value * OR (95%C1)
n (%) n (%) n (%)

Full Cycles 413 (93) 299 (88) 712 (91) 0.019| 0.55(0.34-0.89)
CR Eol 341(77), 265(78)| 606 (77) 0.733 | 1.06 (0.76-1.49)
ORR Eol 416 (93) 302(89)| 718(91) 0.021| 0.54 (0.33-0.89)
With full therapy and CR/PR (n=712)
MRD + with marker at BS (n=393) 37 (16) 21 (13) 58 (15) 0.564 | 0.83(0.47-1.48)
Revised PET+ at Eol 42 (10) 23 (8) 65 (9) 0.294| 0.74 (0.44-1.27)
 Maintenance, yes 212(51)|  163(55)| 375(53) 0.404 | 1.14 (0.84-1.53)

* Fisher's exact test

BS baseline; Eol: end of induction; CR: Complete Response; ORR: overall response rate (CR+PR);

OR:odds ratio, association with factor (outcome) RB vs RCHOP, univariable

JLIHTCE
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Hematological Adverse Events during Induction ﬂ'

MhLieNg

CTCA E } 2 L i
Ane Ane
o im o RR 0.30, p=0.128
FebrileNeut | 10 FebrileNeut | 06 RR 0.21, p=0.031
|

Leukopenia 64 Leukopenia 52 RR 0.82, p=0.537
Neutropenia 419  Neutropenia 13 RRO0.78, p=0.009
Thrombocy | 1.4 Thrombocy | 12 RR 1.07, p=0.915

| 4 . + + ! + v - .

0 10 20 30 40 0 10 20 30 40

R-CHOP (%) R-B (%)
RR: risk ratio R-B vs R-CHOP; p: Fisher’s exact test.



Cardiac RR 0.45, p=0.477
Ear
Endocrine
Eye
Gastrointest RR 0.67, p=0477

RR 2.95, p=0.041

RR 2.01, p=0.194

RR 0.54, p=0.705
RR 9.40, p=0.024

T T T ™

0 1 2 3 4 0
R-CHOP (%)

RR: risk ratio R-B vs R-CHOP; p: Fisher's exact test.




Progression Free Survival (n=786)

(T 1]
Non randomized comparison o
1-
i
=
E
@ 5
S
o
" N S-yr PFS% (95%CI) HR (95%C1) p
. Overall 786 65 (61-69)
e | R-CHOP 445 65 (60-69) 1.00
e | R-B 341 66 (59-72) | 1.05(0.82-1.36) | 0.685
u — — _I - L] | I L] I 1
0 12 24 36 48 60 72 84
Time, months
At risk
RCHOP 445 417 360 316 235 159 76 21
RB 341 306 257 203 119 57 10 0



PFS - Forest Plot
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Adverse Events Post-induction. Full doses
Hematological CTCAE >2

Maintenance (Excluded zevalin)
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Adverse Events Post-induction. Full doses

Extra-hematological CTCAE >2

Maintenance (Exluded zevalin)
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PFS - by randomization arm (n=786) ﬂ

[L L
R-CHOP RB
1 17
754
LT
! S-yr PFS% HA ] S-yr PF5% HR 1]
25 | (95%C1) (95%C1) 251 (95%C1) (95%C1)
. Arm A 71 (64-77) 1.00 - Arm A 73 (64-80) 1.00
e | Arm B 59(52-66) | 160(1.15-2.23)| 0.005 | —|ArmB |  58(48-66) | 1.90(1.28-2.83) | 0.002
0+ v 7 T T 7 | ' 04 . . 7 Y T v '
0 12 24 36 48 80 72 84 0 12 24 38 a8 &0 72 &4
Time, months Time, months

Arm A: standard maintenance
Arm B: response adapted therapy



Overall Survival (n=786) ﬂ

Median follow-up: 56 months (95%Cl 54-58) range 1-97 months

Deaths n= 54 [7%)
1.ﬂﬁ-m‘_
0.75 1
Cause of death R-CHOP R-B
Progrestson 14 10
Second cances 3 3
Other causes 14 10
0.50 - -
786 93 (90-95)
445 94 (91-96) 1.00
341 91 (87-94)| 1.43 (0.82-2.52)
0.00 T T T
0 24 36 48
At risk
RCHOP 445 423 391 318
RB 341 302 255 159




Type|  R-CHOP R-B Total

Hematological 11 12 23

MDS . 2 2

DLBCL (tFL) 9 g 18

HL
CLL |
MZL

Solid 12 14 26
Lung 2 2|

Neuroendocrine 2 - 2
Gastrointestinal | 2 3 51

Prostate 1 1 2

Bladder | 4 1 5

Mesenchymal 1 1

Breast 3 3

Thyroid 1 1

Pancreas 2 2

Kidney 1 1

Parotid 1 1

NA 1 1

Total 23 26 49

Second malignancies after Eol (n=712) ﬂm

Excluded 6 basal cell epithelioma



Second malignancies after Eol (n=712)

16
95CI
— Cum. InC.

RLE el
§ 12
B
S
E 5-yr CIF% (95%C1) sHR (95%C1) p
¢ Overall 8.1 (6.0-10.6
§ R-CHOP, raw 6.2(3.9-9.3) 1.00 .
P R-B, raw 10.2 (6.7-14.5)| 2.06(1.18-3.60)| 0.011
= R-CHOP 6.7 (4.5-10.0) 1.00
z R-B Adj. (1) 10.6(7.2-15.7) | 1.83(1.03-3.24) | 0.039
=
o

CIF: cumulative incidence function by Gooley
sHR: subdistributional HR, Fine-Gray
Adj (1): sex, Age>60 binary covariate
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« The FOLL12 trial allowed a non randomized comparison between R-CHOP
and R-Bendamustine for TN High tumor burden FL

« Bendamustine is favourite option for females and old patients, CHOP is
preferred in young high risk subjects

« CHOP and bendamustine showed similar activity and efficacy with
different safety profile during induction and maintenance therapy

« Proven efficacy of rituximab maintenance after CHOP and Bendamustine

+ Slight increase of non lethal second malignancies after Bendamustine
(vs CHOP)



Phase |l study of Venetoclax in Combination with Obinutuzumab and
Bendamustine in Patients with High Tumor Burden Follicular Lymphoma as
Front Line Therapy

Pre0403

Craig A. Portell, MD
3 University of Virginia
| on behalf of all authors

NCT03113422




Background m

Standard treatment for High Tumor Burden (HTB) Follicular lymphoma (FL)
includes obinutuzumab and bendamustine (OB)?
Venetoclax (VEN) an oral, BCL-2 inhibitor, is an attractive drug in FL.

— BCL-2 upregulation through translocation with IGH is pathognomonic for FL

— Single agent VEN had an ORR of 38% (11/29) with median PFS of 10.8 mo in a
phase | study’.

— Pre-clinical studies have suggested VEN may be synergistic with chemotherapy
We evaluated the combination of OB-VEN in frontline HTB-FL

— Patients accrued between 12/2017 to 11/2020 at 10 US Sites
Presenting End of Induction response and safety

'Marcus R, Davies A, Ando K et al. N Engl J Med 2017,
Z Davids MS et al, CCR 2021

& American Society of Hematology




Study Objectives m

Primary Objective
* To estimate the proportion of patients given the combination OB-VEN
achieving a complete remission (CR) at the end of induction

Secondary Objectives

* To determine the ORR of treated patients

* To determine the proportion of patients who achieve a PR with induction
therapy and later convert to CR with maintenance

* To evaluate PFS and OS in the intent to treat (ITT) population

* To evaluate the compliance and toxicities of patients receiving induction
and maintenance therapy

0 American Society of Hematology



Key Eligibility

« Age 218 years with biopsy-proven follicular B-cell NHL
— WHO classification: grades 1, 2, and 3a
— No evidence of transformation to large cell histology

* Meet criteria for High Tumor Burden as defined by:
— One GELF criteria OR
— FLIPI-1 score 23

« Stage ll, lll or IV disease (Modified Ann Arbor Staging)

* At least one parameter of measurable disease by PET/CT
* Adequate organ and hematologic function

« ECOGPS0-2

@ American Society of Hematology
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. Induction®

E

2 Cycle 1-6:

| Obinutuzumab' 1000 mg IV d1 +
. Bendamustine 90 mg/m?1Iv dl, 2
Y m— eVery 28 days

R

A Cycle 1-6:

Y Venetoclax® 800 mg PO daily

: days 1-10 of each

28 day cycle
o
N

PR or SD

e ——
L ——

Complete

Response

Study Schema f

Maintenance?

Obinutuzumab 1000 mg IV
every 2 months x 12 cycles

Venetoclax 800 mg PO daily
days 1-28
every 28 days x 24 cycles

Obinutuzumab 1000 mg IV
every 2 months x 12 cycles

'Cycle 1 only: obinutuzumab 100 mg IV day 1 and 900 mg on day 2 followed by day 8 and day 15, 1000 mg IV.

‘ Due to high rate of laboratory TLS in first 21 patients, study was amended to start venetoclax at Cycle 2 through 6 only

' Growth Factor was required during induction cycles

4 Patients move on to the maintenance phase begins 8-12 weeks after induction. Maintenance for 2 years after induction.

& American Society of Hematology




median years (range) 62 (33-79)

Male| 35 (63%)
Female| 21 (38%)

Grade
/m| 42  (75%)
Ila 9 (16%)
Missin 5 (9%)

Stage
| 2 (4%)
m|{ 16 (29%)
iv| 38 (68%)

Risk Profile

High Tumor Burden by GELF | 54 (96%)
High Risk FLIPI-1 | 32  (57%)
*HTB GELF AND High risk FLIPI-1 30 (54%)

€ American Society of Hematology

Baseline
Characteristics




Patient Flow m

Eligible & Enrolled (n=57)
> Withdrew after registration (n=1)
L
Discontinued induction treatment
h Started Induction Therapy (n=56) J_ before 6 cycles (n=11)
> * Adverse events (8)
* Investigator discretion (2)
v . * Patient withdrawal (1) &y
Completed 6 cycles induction (n=45)
,  Completed induction and no maintenance (n=11)
* Adverse events (4)
. . Death (1)
I Completed induction Investigator discretion (3)

Patient withdrawal (1)
Disease progression (1)
Treatment interruption >28 days (1)

and started maintenance (n=34)

o

‘ American Society of Hematology
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Response

End of Induction Response*

Complete
Response

Overall Response 92.9% 52/56

*3 pts unevaluable due to no post-baseline scans (considered non-responders)

73.2% 41/56

Pre-Planned Primary endpoint of 230 CRs was met, thus study positive

*Response based on Lugano Criteria with PET/CT and BM assessment

G American Society of Hematology



Response Median Follow up 20.9 months*

Overall Survival Progression Free Survival
. - . - h-*-‘-'------u -
— gew OF GO% CO = BAN B2 4,907 } PFE G0N OO« BE0% 800, 13
Estimated 2-yr OS Estimated 2-yr PFS
94.4% (82.4-98.3%) 85.8% (68.8-93.9%)

*At time of data cut-off

@ American Society of Hematology




Adverse Events' (>10%) During Indum

Event All Grades Grade 23
Nausea 46 (82.1%) 3 (5.4%)
Fatigue 34 (60.7%) 3 (5.4%)
Vomiting 26 (46.4%) 2 (3.6%)
Diarrhea 24 (42.9%) 2 (3.6%)
Thrombocytopenia 23 (41.1%) 8 (14.3%)
Neutropenia 21 (37.5%) 9 (16.1%)
Headache 16 (28.6%) 0 (0%)
Decreased Appetite 15 (26.8%) 1 (1.8%)
Anemia 12 (21.4%) 1 (1.8%)
Infusion related reaction 11 (19.6%) 3 (5.4%)
Hyperuricemia 10 (17.9%) 3 (5.4%)
AST/ALT increase 10 (17.9%) 0 (0%)
Constipation 10 (17.9%) 0 (0%)

' Adverse Events collected using CTCAE V5.0

€& American Society of Hematology



Adverse Events (>10%) Durinc Inducm
Event All Grades Grade 2 3

Upper respiratory infection 9(16.1%) 0 (0%)
Tumor lysis syndrome? 8 (14.3%) 8 (14.3%)
Abdominal Pain 8 (14.3%) 1 (1.8%)
Alkaline Phosphatase increase 7 (12.5%) 0 (0%)
Dysgeusia 7 (12.5%) 0 (0%)
Dyspepsia 7 (12.5%) 0 (0%)
Pyrexia 7 (12.5%) 0 (0%)
Overall Adverse Events Gr 2 3 47 (83.9%)
Serious Adverse Events 31 (55.4%)

2 TLS was closely monitored in C1: 8/21 participants developed [laboratory] TLS when VEN was administered
in C1; no clinical TLS was seen; 0/35 when VEN began in C2, although reporting criteria were also revised

& American Society of Hematology



Adverse Events (>10%) During Induc’m
Event All Grades Grade 23

Upper respiratory infection 9(16.1%) 0 (0%)
Tumor lysis syndrome? 8 (14.3%) 8 (14.3%)
Abdominal Pain 8 (14.3%) 1 (1.8%)
Alkaline Phosphatase increase 7 (12.5%) 0 (0%)
Dysgeusia 7 (12.5%) 0 (0%)
Dyspepsia 7 (12.5%) 0 (0%)
Pyrexia 7 (12.5%) 0 (0%)
Overall Adverse Events Gr 2 3 47 (83.9%)
| Serious Adverse Events I 31 (55.4%)

2 TS was closely monitored in C1: 8/21 participants developed [laboratory] TLS when VEN was administered
in C1; no clinical TLS was seen; 0/35 when VEN began in C2, although reporting criteria were also revised

@& American Society of Hematology




Treatment Emergent AEs of Interest (Induction th

Grade 5 CMV encephalitis as well as PJP pneumonia after C6 of
induction

* Study amended as a result
— Prophylaxis for PJP within 2 weeks of OB and continued through induction
— Anti-viral prophylaxis for simple viral infections and continued for at least
6 months after induction

— Monitored for CMV reactivation using Quantitative PCR assay for CMV
DNA

— Induction Phase: once a month
— Maintenance Phase: once every 2 months

* No additional cases of CMV reactivation to date

@ American Society of Hematology




Treatment Emergent AEs of Interest (Maintenancm

* Grade 3 PJP pneumonia
— PJP pneumonia: post 3™ dose of obinutuzumab
— On Bactrim prophylaxis for 6 months
* Grade 4 BK virus nephropathy leading to ESRD and chronic
hemodialysis
— Post 6 doses of obinutuzumab
* Grade 5 myocarditis
— Suspected—not proven—to be viral in etiology
— Post 8 doses of obinutuzumab and 18 months of venetoclax

& American Society of Hematology




Treatment modifications

* At the time of the 4" AE of interest (myocarditis):
— All patients had finished induction
— Only 7 patients remained on maintenance

— All other patients had either completed maintenance or discontinued
early due to COVID considerations

* After discussion with investigators of those 7 patients, it was
decided to stop additional maintenance therapy

@ American Society of Hematology
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Conclusions

L]

* This single arm, multi-center Phase |l study of OB-VEN in untreated
HTB FL showed high CR rate (73%) and met its primary endpoint

* Estimated 2-year PFS of 86% appears promising

* No clinical TLS observed but laboratory TLS was identified. Unclear
if attributed solely to VEN 800, as baseline laboratory TLS rate for
OB is unknown.

* The rate of Grade 23 AE of 83.9% (when viewed with 69% for OB in
GALLIUM?), and emerging opportunistic infections suggests this

combination may be too toxic for this patient population
'Hiddeman, JCO 2018

@ American Society of Hematology
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Conclusions cont. y 3

* While study met the primary endpoint, and the combination appears highly

efficacious, we believe the risk/benefit profile of the combination of OB-

VEN with maintenance O js not appropriate for a frontline FL population

— Study design attempted to protect against hypogammaglobulinmia related
complications with careful monitoring prior to and during maintenance
obinutuzumab and strict rules for discontinuation

— CMV reactivation/PJP/BK virus nephropathy suggest T-cell defects from the OB
plus Ven combination

* T-cell populations were not measured during the trial. Plans to evaluate
exploratory objectives are also ongoing

* Participants will continue to be followed for safety, progression, and survival

@& American Society of Hematology




Six-Year Results from the Phase 3 Randomized
Study RELEVANCE Show Similar Outcomes for
Previously Untreated Follicular Lymphoma
Patients Receiving Lenalidomide Plus Rituximab
(R?) versus Rituximab-Chemotherapy Followed by
Rituximab Maintenance

Franck Morschhauser, MD, PhD;' Loretta Nastoupil, MD;? Pierre Feugier, MD, PhD;? Jean-Marc Schiano de Colella, MD;* Hervé Tilly, MD,® Maria Lia Palomba, MD;®* Emmanuel Bachy,
MD, PhDy;" Christophe Fruchart, MD;* Edward N Libby, MD;* Rene-Olivier Casasnovas, MD;"® lan W Flinn, MD, PhD;'! Corinne Haioun, MD;"? Hervé Maisonneuve, MD;'? Loic Ysebaert,
MD, PhD;™ Nancy L Bartlett, MD;'* Kamal Bouabdallah, MD'® Pauline Brice, MD;'” Vincent Ribrag, MD;"* Steven Le Gouill, MD, PhD; Nicolas Daguindau, MD;* Vincet Delwail, MD;2!
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RELEVANCE study design

Treatment period 1 Treatment period 2 Treatment period 3
(~6 months) (~1 year) (~1 year)
| | | 1
[ ) n=513 - -
Previously untreated thUleab
patients with advanced FL
requiring treatment per 141
GELF'€ (N = 1030) :
R-chemo ey
Stratification
* FLIPI score (0-1 vs 2 vs 3-5) n=517 (R-CHOP, R-B, R-CVP) thux'mab
* Age (> 60 vs < 60 years)
* Lesion size (> 6 vs <6 cm) |L J|

|
Total treatment duration: 120 weeks

» Co-primary endpoints: CR/CRu at 120 weeks and PFS by IRC based on 1999 IWG criteria
* The prespecified second interim analysis was done after 75% of total PFS events were reached




Progression-free survival by IRC, FDA censoring rules
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517 446 390 333 277 243 146 56 3
R* 513 412 370 328 281 242 157 51 5
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. Median PFS by IRC assessment (co-primary endpoint) was not reached in either group (hazard ratio [HR]=1.03, P = 0.78)
6-year PFS rates in the R? and R-chemo groups were 60% (95% Cl, 55%-64%) and 59% (95% ClI, 54%-64%), respectively

Similar 6-year PFS rates in the R2 vs R-chemo groups were observed by investigator analysis (64% vs 63%), and by IRC using EMA



Overall survival

E feememmemeemmeeeemeeeeaoooLOOTE - ------ M
E 0.8 6-yr 0S=89% in both groups R2
S 06-
o I
= 0.4- |
2 |
g 02- i
@ o | Median follow up: 72 mo i

0 12 24 36 48 60 72 84 96 108

: : Time From First Dose, mo
Patients at Risk

517 487 471 451 435 424 330 130 13 0
R? 513 490 479 461 447 425 343 137 13 0

. Median OS was not reached in either group (HR=1.00)

6-year OS was the same in both groups at 89%



Time to next lymphoma treatment
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Median time to next antilymphoma treatment (TTNLT) was not reached in either group (HR=1.19, P=0.14)
6-year TTNLT in the RZ and R-chemo groups were 70% (95% ClI, 65%-73%) and 73% (95% ClI, 68%-76%), respectively



Response after progression

Treatment after

progression/relapse,  R? (n=107)  R-chemo (n=99) i ORR=61% ORR=59%
n (%) 60~

Immunotherapy and 50

diamotharspy 86 (80) 62 (63) a;_ e

Chemotherapy 14 (13) 12 (12) g ol

Immunotherapy alone 4(4) 18 (18) & .

Conditioning regimen?® 12 (11) 19 (19)

Radiotherapy 2(2) 14 (14) od

Radio-immunotherapy 1(1) 1(1) g R? ki
Other treatment 9 (8) 14 (14) (n=107) (n=99)

*  Asimilar number of patients went on to receive additional treatment after progression in the R? (n=107) and R-chemo (n=99) groups

«  Overall response rate (ORR) to subsequent treatment was similar in both groups, 61% and 59%, respectively



Survival after progression
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Survival after progression was similar in both groups (HR=1.17, P=0.51)

6-year survival after progression in the R? and R-chemo groups were 66% (95% CI, 55%-75%) and 68% (95% CI, 56%-78%),
respectively



Safety

« The overall safety profile in both groups was consistent with the first interim analysis in

2017, and no new safety signals were detected

« The similar incidence of histologic transformation in R? group vs R-chemo groups was

maintained after longer follow-up reported here (R?=13, R-chemo=11)

« The total number of patients with a second primary malignancy (SPM) was 57 (11%) in

the R? group and 67 (13%) in the R-chemo group



Conclusions

With a median follow-up time of 72 months:

« 6-year PFS rate was similar in both groups (60% R? vs 59% R-chemo).

Both groups had similar, excellent 6-year OS rates of 89%

« ORR to subsequent treatment and survival after progression were similar in both groups, indicating
that chances of responding to subsequent therapy are not compromised by either treatment

» Rate of transformation over the course of 72 months was less than 1% per year in both groups, which
is well within the historical rate of 2%-3%,! demonstrating that R does not increase risk for histologic
transformation compared with R-chemo

 No new safety signals were detected

« R? continues to demonstrate comparable efficacy and safety vs R-chemo and provides an acceptable
chemo-free alternative to R-chemo based on immunotherapy/immunomodulation



* Birinci basamak FL tedauvisi
e immiinokemoterapi: FOLL12 calismasi alt grup analizi

* OB-VEN: PrECOG 0403 calismasi
* R2: Relevance calismasi 6-yil takip

FOIIkUIer * Relaps refrakter FL tedavisi
Lenmea * R2: Magnify calismasi

 Bispesifik antikorlar: Mosunetuzumab, Glofitamab

* CAR-T hucre tedavisi: Elara calismasi altgrup analizi,
Standart tedaviler ile karsilastirma

e [dame tedavisi




Completed Induction Phase Analysis of
MAGNIFY: Phase 3b Study of Lenalidomide +
Rituximab (R?) Followed By Maintenance in
Relapsed/Refractory Indolent Non-Hodgkin
Lymphoma
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MAGNIFY Study Design

R? Induction Phase Maintenance Phase
12 x 28-day cycles

18 = 28-day cycles up to PD

* Primary end point: PFS
(extended treatment; 2-

Arm A
|
Lenalidomide s Optional
20 mg/d®, d1-21/28 CR/CRu - " Lenalidomide
+ PR Rituximab . A + Secondary end points:
ituxima sD 378 mated 41 avery ather cvele a1-21i2e 0S, IOR, ORR, CR, DOR
ITIR:I‘“L“:w R $ c13 1” 73 2 DOCR, TTHLT, TTHT
c1(d1, 8, 15, 22), 1:1 Aren B
Hlll'lﬂ;;\;lr; mw Stratified by . Rituximab + Exploratory end point:
PRI * Histology 375 mgimy' 1 every oifer cycle Subgroup analysis of
(c13, 19, 1.. 49 2 and safety by

« Lines of therapy
* Age

stology and QOL

« Data presented here are the complete analysis from the induction phase in
patients with FL grades 1-3a or MZL (FL grade 3b, tFL, and MCL not included)©

» The focus of this current interim analysis was ORR, DOR, PFS, and safety
* Response was assessed by 1999 IWG criteria

HCTD19968565.

ECOG PS5, Eastern Cooperative Oncology Group performance status; MCL, mantle cell lymphoma; tFL, transformed FL.

‘Lenalidomide is administered at 10 mg if creatinine clearance s ¢ 30 to < 60 mL/min. "Assessed per computed tomography/magnetic resonance imaging and 1999 international
Working Group criteria with modifications to include sxtranodal disease. "Data cutoff 05Mar2021.

Lansigan F, et al. ASH 2021 [Abstract #812)



Baseline Characteristics and Treatment History

Characteristic, n (%) Total (n = 394) Characteristic, n (%) Total (n = 394)

Age, median (range), y 66 (35-91) FL 318 (81)
265y 221 (56) Grade 1 116 (29)
Male 210 (53) Grade 2 147 (37)
ECOG PS at enrolment Grade 3a 55 (14)
0 193 (49) MZL 76 (19)
1 192 (49) MALT® 15 (4)
2 9 (2) Nodal 44 (11)
Positive bone marrow involvement 123 (31) Splenic 17 (4)
Ann Arbor disease stage at Prior lines of antilymphoma 2(1-8
enroliment 66 (17) treatment, median (range) (1-8)
Il 99 (25) Prior therapies
n 229 (58) Rituximab containing 372 (94)
v Rituximab + chemotherapy 289 (73)
Bulky disease (> 7cmor > 3 cm x 3) 161 (41) Rituximab monotherapy 159 (40)
Rituximab refractory® 140 (36)
Double refractory* 85 (22)
Early relapse? 133 (34)

MALT, extranodal marginal zone lymphoma of mucosa-associated lymphoid tissue,
‘Three patients had gastric MALT. "Defined as expeniencing a best response af PD or 5D to rituximab or rituximab-containing regimen or a response lasting < & months after last ntuximab dose.
‘Dehined as bewng refractory to both ntusnomab and an alkylating agent. “Defined as progressing or relapsmg within  years of mital diagnoss

5
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Patient Disposition

| All FL grade 1-3a and MZL patients (n = 394) |

ﬂm&tu‘uly discontinued lenalidomide and rituximab = 141 (36%) \
«  Adverse event = 54 (14%)
Progressive disease = 42 (11%)

«  Withdrawal of consent = 23 (6%)
* Death = 6 (2%)
«  Other = 16 (4%)
| Completed 12 c of lenalidomide but discontinued rituximab = 1 (<1%)
*  Adverse event = 1 (<1%)

Completed 12 c of rituximab but discontinued lenalidomide = 19 (5%)

+  Adverse event = 15 (4%)

»  Progressive disease = 4 (1%)
Qatient did not receive any study treatment = 1 (<1%) /

[ Completed all 12 c of R? (n = 232, 59%) ] Did not enter maintenance but in follow-up = 7 (2%)
_| Discontinued study = B (2%)

| = Death =6 (2%)

| Entered maintenance (n = 217, 55%) | | - Withdrawal of consent = 2 (<1%)

Lansigan F, et al. ASH 2021 [Abstract #812]



Best Overall Response in R? Induction Treatment Phase

PR mCR/CRu
e ORR ORR
ORR
80% 1  ORR ?;“,'2 77% 76% 74%
! % ORR ORR
64% ‘:g: 65%
60% 4 " ORR E 8%
A il e - 51%
] 50% - 26% %
- .
0% -
20% 4
10% 4
0% -
Tatal Histology: Histology: R-refractory: R.refractory: Double refractory: Double refractory: Early relapse: Early relapse:
N = 394) FL MIL Yo Ho Yos Mo Yei Ho
in= 318) in=Té) i = 140 {n = 254) in = 85) fm = 309) in=133) in = 261)

* R?showed clinical activity in patients with R/R iNHL, including those with FL or MZL histology and those refractory to
rituximab, double refractory, or early relapse

*0ORR may not equal PR + CR due to rounding
CR, complete response; CRu, CR unconfirmed; ORR, overall response rate; PR, partial response. e

Lansigan F, ot al. ASH 2021 [Abstract #E12)



Duration of Response?

Histology

Early Relapse Status
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* Median duration of follow-up; 40.6 months (range, 0.6-79.6)
*  Median time to response in all patients was 2.8 mo (range, 0.5-17.2)
DOR, duration of response; HR, not reached.
‘induction treatment ITT population. If patients were already in maintenance at data cutoff, then response assessments alsa contributed to DOR.
9
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Duration of Response?

Rituximab Refractory Status
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“Induction treatment ITT population. If patients were already in maintenance at data cutoff, then response assessments also contributed to DOR.

Lansigan F, et al. ASH 2021 [Abstract #812]
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Progression-Free Survival2

PFS by Best Overall Response
10 ——— All patients
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“induction treatment ITT population. If patients were already in maintenance at data cutoff, then response assessments also contributed to PFS.
Lansigan F, et al. ASH 2021 [Abstract #812]



Treatment Emergent Adverse Events

any AE . 313 -

Any-Grade and Grade 3/4 TEAEs®* With = 5% Grade 3/4 Occurrence
(Induction Treatment Safety Population, n = 393)

Neutropenia [N - - —

W Grade 3/4
Leukopenia [JEH & 1«

Thrombocytopenia EZE 9  15%
Anemia - 1% 16%

Fatigue - 2% a7%
0% 10% 20% 30%  40% 50%  60% 70% BO%  90%  100%
Incidence, %

Other any-grade and grade 3/4 TEAEs of interest included rash maculopapular (17% and 1%), infusion-related reaction (12% and 1%),
tumor flare reaction (4% and 1%), febrile neutropenia (3% and 3%), and tumor lysis syndrome (1% and < 1%)
Concomitant growth factors (G-CSF/GM-CSF) were administered in 63 patients (16%)

‘Assessed per National Cancer Institute Common Terminology Criteria for Adverse Events version 4.03. TEAEs include any AEs occurming on or after first dose date of induction

treatment through 28 days after the last dosing date of study treatment 12
Lansigan F, et al. ASH 2021 [Abstract #8112]



Dose Modifications Due to TEAEs

: o .
Patients with 2 1 TEAE leading to dose Total (n = 393)

modification in induction period, n (%)

Early lenalidomide discontinuation 75 (19)
Early rituximab discontinuation 46 (12)
Lenalidomide dose reduction/interruption 252 (64)
Rituximab dose interruption 116 (30)

» Neutropenia was the most common TEAE leading to lenalidomide discontinuation
(n = 22, 6%) and reduction/interruption (n = 125, 32%), and rituximab
discontinuation (n = 10, 3%)

» Infusion-related reaction was the most common TEAE leading to rituximab
interruption (n = 32, 8%)

Lansigan F, et al. ASH 2021 [Abstract #812]



Conclusions

» These data represent complete analysis of patients with FL grade 1-3a and MZL in the
induction phase of MAGNIFY

* R?is active with deep and durable responses in patients with R/R FL grade 1-3a and MZL,
including rituximab-refractory, double-refractory, and early relapse patients

» R? has a tolerable safety profile in patients with R/R FL grade 1-3a and MZL

* The MAGNIFY trial is ongoing to compare R? vs rituximab maintenance treatment in
patients with R/R FL and MZL

— 232 Patients have completed 12 cycles of induction treatment, and 217 have proceeded to
maintenance treatment

Results shown here from MAGNIFY align with those previously shown in AUGMENT of R?
activity in R/R patients with iNHL

14
Lansigan F, et al. ASH 2021 [Abstract #812]



Mosunetuzumab Monotherapy is an

Effective and Well-Tolerated Treatment

Option for Patients with Relapsed/
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Background

« FL is characterized by recurrent relapses

— response rate and duration decrease with successive
treatment lines (conventional agents)’

Mosunetuzumab:
CD20xCDa3 bispecific antibody?

High affinity binding

— POD24 and refractory disease associated with poor prognosis®> o CO20 on B colls

« Mosunetuzumab
~ engages and redirects T cells to eliminate malignant B cells*
— off-the-shelf and fixed-duration treatment*>

- Phase | experience (NCT02500407)%¢

— encouraging efficacy and manageable safety in patients with R/R
FL and 22 prior therapies, including POD24 and double refractory” “

— effective CRS mitigation with C1 step-up dosing®”’

CD3 T-cell
engagament

Aim: Share first pivotal Phase |l results - mosunetuzumab in R/R FL and 22 prior therapies

C, Cycle; CRS, cytokine release syndrome:; 1. Rivas-Deigado el al. Br J Haemalol 2019184 . 753-9; 2. Bachy el al. Blood Adv 20215 1729-32
POD24, progression of disease within 24 months 3. Seymour el al Heemalologica 2019;104:1202-8; 4. Sun & al, Sci Trans! Med 2015.7.28Tra70
from the start of initial therapy 5. NCT02500407. Available at: hitps://clinicalirials gov; 6. Budde et al. J Clin Oncol 2021 [in press]; 7. Assouline el al. ASH 2020




Study overview

« Single-arm, pivotal Phase |l expansion in patients with R/R FL and 22 prior therapies

Key inclusion criteria Mosunetuzumab administration

« FL (Grade 1-3a) + Q3W intravenous administration 21-day cycles
- ECOG PS 0-1 = C1 step-up dosing (CRS mitigation) ,
» 22 prior regimens, + Fixed-duration treatment 2mg
including ~ 8 cycles if CR after C8 D1
- 21 anti-CD20 Ab - 17cyclesif PRISD aftercg W0 | | |
— 21alkylating agent ||. No mandatory hospitalization | c3 2 cs/ci7 |

« Primary: CR (best response) rate by IRF* — assessed vs 14% historical control CR rate’
» Secondary: ORR, DoR, PFS, safety and tolerability

*assessed by CT and PET-CT using Cheson 2007 criteria’; Ab, antibody; CR, compiete response; CT, computed tomography;
D, Day; DoR, duration of response; IRF, independent review lacility, ORR, objective response rate; PET, positron emission 1. Dreyling et al. J Clin Oncol 2017;35:3898-005
lomography; PFS, progression-free survival, PR, partial response; Q3W, once every 3 weeks; SD, slable disease 2. Cheson et al. J Clin Oncol 2007,25.579-86



Baseline characteristics

Median age, years (range)
Male

ECOG PS 0

—k

Ann Arbor stage |
-V

60 (29-90)
55 (61.1%)

53 (58.9%)
37 (41.1%)

21 (23.3%)
69 (76.7%)

| Median number of prior lines, n (range) 3 (2-10)

Prior systemic Anti-CD20 therapy
therapy Alkylator therapy
PI3K inhibitor
IMID
CAR-T

Prior ASCT
Refractory to last prior therapy
Refractory to any prior aCD20 therapy

90 (100%)
90 (100%)
17 (18.9%)
13 (14.4%)
3 (3.3%)

19 (21.1%)
62 (68.9%)
71 (78.9%)

Refractory to any prior aCD20 therapy
and alkylator therapy (double refractory)

POD24

48 (53.3%)
47 (52.2%)

Cut-off date: August 27, 2021; ASCT, autologous stem cell transplant; CAR-T, chimeric antigen receplor T-cell; IMID, immunomodulatory drug; PI3K, phosphoinosilide 3-kinase




Exposure and patient disposition

Median duration of follow-up, months
(range)

18.3 (2.0-27.5)

Patient disposition
Completed treatment
Discontinued treatment

Active on retreatment
In follow-up
Discontinued study

Cut-off dale: August 27, 2021

54 (60.0%)
36 (40.0%)
2 (2.2%)
76 (84.4%)
12 (13.3%)

N=90
Number of cycles received*
<8 cycles 21 (23.3%)
8 cycles 53 (58.9%)
>8 cycles and <17 cycles 5 (5.6%)

17 cycles

11 (12.2%)

*patients receive 8 cycles if in CR after C8, or 17 cycles if in

PR/SD after C8




Primary endpoint met: CR rate
greater than historical control

Efficacy IRF Investigator Concordance
endpoint’ N (%) [95% CI] N (%) [95% CI] IRF vs investigator
CR 54 (60%) [49%, 70%] |54 (60%) [49%, 70%] |93%

ORR 72 (80%) [70%, 88%] |70 (78%) [68%, 86%] |96%

* 60% CR rate significantly greater (p<0.0001)* than 14% historical control CR rate?

1. Cheson el al. J Clin Oncol 2007.25.579-86
*exacl binomial lest with two-sided alpha level of 5%; Cl, confidence interval 2. Dreyling &t al. J Clin Oncol 2017;35:3898-905



Comparable response rates
in high-risk subgroups

CR rate (95% CI) by IRF

ORR (95% CI) by IRF

All patients 60% (49%, 70%) —— 80% (70%, 88%) .
Age i
<65 years (n=60) 55% (42%, 68%) Coe 77% (64%, 87%) e
265 years (n=30) 70% (51%, 85%) e 87% (69%, 96%) —to—s
Number of prior therapies %
2 (n=34) 74% (56%, 87%) e 85% (69%, 95%) e
23 (n=56) 52% (38%, 65%) 77% (64%, 87%) ..t
R/R to last prior therapy 5
Yes (n=62) 52% (39%, 65%) 77% (65%, 87%) —a—
No (n=28) 79% (59%, 92%) —— 86% (67%, 96%)
Double refractory
Yes (n=48) 50% (35%, 65%) 71% (56%, 83%)
No (n=42) 71% (55%, 84%) 90% (77%, 97%)
POD24
Yes (n=47) 57% (42%, 72%) —— 85% (72%, 94%)
No (n=43) 63% (47%, 77%) 74% (59%, 86%)
0.00




Duration of response

Duration of response in responders

Duration of response in complete responders

1{."_‘-H
08 \1_\4_, 0.8
* ‘_LH‘
2 e g
a 04 1 £ 04
02 Median DoR: 02 Median DoRC:
22.8 months (95% CI: 9.7, NE) 22.8 months (95% CI: 18.7, NE)
00 00
0 2 4 8 ] 10 12 14 16 18 20 22 0 2 4 [ B 10 12 14 16 18 20 22
Patients Time from flirst response (months) Palents Time from first response (months)
alrisk 72 67 57 51 44 36 33 25 16 12 10 4 atrisk 54 53 50 48 43 36 33 25 16 12 10 4

14 (1.1, 8.9)
62% (50%, 74%)

Median time to first response, mo (range)
12-month event-free rate, % (95% CI)

57% (44%, 70%)

DaoRC, duration of response in compiete responders: mo, month: NE, not eslimable

18-month event-free rate, % (95% Cl)

Median time to first CR, mo (range) 3.0(1.1, 18.9)
12-month event-free rate, % (95% Cl) 76% (65%, 88%)
18-month event-free rate, % (95% CI) 70% (57%, 84%)



Progression-free survival

Progression-free survival (N=90)

1.0 « Median PFS:
17.9 months (95% CI: 10.1, NE)
0.8
£ 06 :
=]
£
a 04
0.2
0.0
0 2 4 6 8 10 12 14 16 18 20 22 24
Patients Time from the first response (months)
atrisk 90 80 66 56 55 46 39 35 26 15 12 10 3




Mosunetuzumab has a
manageable safety profile

AEs (215%) by Gr and relat hip with mo atuzumab
AE QD {100?&1 S| ) DY oI and rejationsnip wi sunetuzZuma
Mosunetuzumab related* 83 (92.2%) Any AE IQMEQE?:?T\%I:
CRS
Grade 3-4 AE 63 (70.0%) Fatigue L
Mosunetuzumab related* 46 (51.1%) HE;"“".'“ :
yrexia i
: Hypophosphatemia [ ]
Serious AE 42 (46.7%) Pruritus ] i
Mosunetuzumab related* 30 (33.3%) Neutropenia [
Hypokalemia [ B
Constipati
Grade 5 (fatal) AE 2 (2.2%)" s - Grade 1
Mosunetuzumab related* 0 Diarrhea [ » Grade 2
Nausea | B Grade 3
AE leading to discontinuation of urst;:: '. II i
st & (TANF 100 80 60 40 20 00 20 40 60 80 100|
Mosunetuzumab related* 2(2.2%) Rate (%) Rate (%)

*AE considered related 1o reatment by the inveatgator, 'mosunetuzumab unrelated. malignant neoplasm progression and unexplained death (1 patient each),
Imosunetuzumab related: CRS (2 pathents); mosuneluzumab unrelated: Esplein-Barm virermia and Hodglun's disease (1 patient each), AE, adverse event, Gr, Grade



Cytokine release syndrome

N (%) N=90
Grade 1 23 (25.6%) Grade 1 wGrade2 wGrade3 =Grade 4
Grade 2 15 (16.7%) 50
Grade 3 1(1.1%) : g \
Grade 4 1(1.1%)" 40 36.4%
Median time to CRS onset, hours % ~
(range) 3 23.3%
C1D1 5.2(1.2-23.7) e 5 TN
C1D15 26.6 (0.1-390.9)
10.3%
Median CRS duration, days (range) 3 (1-29) i 5.6% e S
. . 0
Corticosteroids for CRS management 10 (11.1%) Mﬂsummurgab C1D1-7 C1D8-14 C1D15-21 G2 C34
Tocilizumab for CRS management 7 (7.8%) dose 1mg 2mg 60mg  60mg 30mg

- CRS was predominately low Grade and in Cycle 1. All events resolved.

*assessed using ASTCT criteria’; 'patient with leukemic phase FL 1. Lee et al. Biol Blood Marrow Transplant 20192019,25:625-38



Other adverse events of interest

90 Additional details

« Confusional state (3.3%; all Grade 1-21), disturbance in attention

ICANS SARAR) and cognitive disorder (1.1% each; all Grade 17), all resolved
Grade 3 0 » No cases of aphasia, seizures, encephalopathy, or cerebral edema
Neutropenia® 26 (28.9%) |+ 98.1% resolved
Grade 34 24 (26.7%) |« Serious AE of infection concurrent with Grade 3—4 neutropenia in 2
Febrile neutropenia 0 patients
Serious AE of infection - : ; S T .
(any Grade)’ 18 (20.0%) | * UTI (3.3%), pneumonia, COVID-19, Epstein-Barr viremia, septic
shock (2.2% each)
Grade 3-4 13 (14.4%)

* ICANS events were infrequent and all Grade 1-2

‘mosuneturumab-related neurclogical ACs potentially consistent with ICANS; "graded per CTCAE V4, "grouped term including Preferred Term ‘neutropenia’ and ‘neutrophil count decreased
"System Organ Class infactions and infestations’, ICANS, immune affactor cell-associated neurctoxicty syndroma; LTI, unnary tract infection



Conclusions

+ Pivotal Phase |l study of mosunetuzumab, a CD20xCD3 T-cell-engaging bispecific
antibody, met primary efficacy endpoint (CR rate: 60%, p<0.0001; ORR: 80%)

* Deep and durable responses achieved in heavily pre-treated/high-risk R/R FL with fixed-
duration treatment

+ Favorable tolerability profile, with most CRS confined to Cycle 1 and low Grade; treatment
administration without mandatory hospitalization

« First T-cell-engaging bispecific antibody to demonstrate clinically meaningful outcomes for
patients with R/R FL in pivotal Phase || setting

— potentially promising off-the-shelf, outpatient therapy
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Background

* FL is characterized by recurrent relapses

- response rate and duration decrease with successive Glofitamab: CD20xCD3 bispecific antibody with 2:1
lines of therapy (conventional agents)’ configuration for increased potency vs 1.1 configuration®

- POD24 and refractory disease associated with worse prognosis?~?

» Glofitamab
- engages and redirects T cells to eliminate malignant B cells*

- off-the-shelf and fixed duration of treatment®*

» Phase /Il experience (NCT03075696)°

- promising efficacy and manageable safety as monotherapy and in
combination with obinutuzumab in heavily pre-treated R/R B-NHL%7

- effective CRS mitigation with obinutuzumab pre-treatment and/or
C1 step-up dosing®’

Aim: share updated phase l/ll results - glofitamab monotherapy and in combination with obinutuzumab in R/R FL

*Obimiturumab bends to the same CD20 epiope as glofitamab B-NHL, B-osll 1 Rwas-Delgado el al Br J Hasmaiol 2019, 2 Bachy el al Biood Adv 2021, J Seymour of al Haematologca 2019,
non-Hodghin lyrmphoma. C oycls. CRS. cytoline relpase syndroma. POD24, 4 Bacac. ot @l Chn Cancer Res 20185 M.TDMHHH Avalabie al biips Schricalinals ooy
progresson of dissase within 24 months from the siart of mibsl tharagy & Hulchings, ot al JCO 2021; 7. Mornchhauser, of sl ASH 2019



Glofitamab regimens investigated
Motisn R

Glofitamab monotherapy

ltm-l:pm
(SUD} urmab
2.5/1001 ‘N=3 Glofitamab Gilofitarmab Giofitamab 16 or 30mg
Phase |l

251 ﬂiMﬂmﬂ wm Obinutuzumab 1000mg
N=19 f e zamg mng Giotitamab 30mg

Population characteristics: R/R FL Gr 1-3A; 21 prior systemic therapy; age 218 years;, ECOG PS s1

Chirecal cut-off dale May 18 2021 “Glofiamab v Gr Grade ECOG PS Eastem Cooperative Oncology Group Perdormancs Status, IV, intravenous. QIW. svery Tires wieas

\




Baseline characteristics

N ml of p.“'ﬂtl unless stated Glofitamab monotherapy cohorts Glofitamab + obinutuzumah
cohort (N=19)
Median age. years (range) 64 (33-8]3) 61 (41-78)
Male 29 (54.7) 11 (57.9)
FLIPI 1 score 3-5 28 (528) 11(57.9)
Median number of prior lines, n (range) 3(1-12) 2(1-5)
Chemotherapy 51(96.2) 19 (100)
Anb-CD20 monocional antibody 52 (98.1) 19 (100)
Prior systemic therapy Autologous stem-cell transplant 70(13.2) 3(158)
PI3K nhibitor 8(17.0) 3(15.8)
CAR-T 1(1.9) 0
Refractory o any prior therapy 36 (67 9) 13 (684)
Refractory status Refractory lo mosi recent iherapy line 28 (52.8) 8(42.1)
Refraclory lo any prior anti-CD20 31 (58.5) 10 (52.6)
Double-refractory” l 16 (30.2) 7 (36.8)
POD24 19 (35.8) 10 (52.6)
Migh-risk subgroupe PI3K Inhibitor-refractory 7(13.2) 2 (10.5)
Bulky disease »86cm 10 (18.9) 5(26.3)

* Most patients had heavily pretreated R/R FL and/or characteristics commonly associated with a poor prognosis

‘Refractory to pror anti-CD20 anbibodses ang atytating agents, CAR-T, chumenc antigen recepior T call, FLIPY, Follicular Lymphoma Internasonal Prognostic ingex, Mono, monotheragy. PILIK
phosphonostide -unase POD2E, progresson of desase within 24 months of fronting reatment, PO sum of the product of the dusmelers




Response rates in R/R FL

Glofitamab monotherapy”

BruvR

100%

100 WCMR
80 81% 81%
F 80
= 70
8 60
® 50
40
=
@ 20
10
0

All patients 052.51030mg 2.510/16mg 2.510/30mg
(N=53) (n=29) (n=3) (n=21)

* Glofitamab as monotherapy and in combination with obinutuzumab resulted in high response rates

*‘Data cut-off May 18 2021 Bes! overall response Secondary eficacy population includes o patients who had o responses assessmen performad
(irrveabgator sssessed) of who wem slill on ireatmen! ot the tme of ther frsl schedulsd response assessment (Lugano 2074 ortera’)

CMR complete melabobc resporee PMA partssl melabolc /espones

Response rate (%)

100
80

70
60
30
40
30
20

10
0

100%

Glofitamab in combination with obinutuzumab*
PMR

M CMR

2. 510/30mg
(N=19)

1 Cheson. ot sl J Cin Onool 2014




Response rates in
high-risk subgroups

Glofitamab as monotherapy or in combination with ebinutuzumab

100% 100% 100% 100%

n=16 n=7 n=19 n=10 n=7 n=2 n=10 n=5

Double-refractory’ POD24 Pl3Ki-refractory Bulky disease >6cm

* High and consistent response rates in high-risk patient population

“Patents refmciory 1o ant-CD20 antbodies and alinylatng agents



Adverse event overview

Adverse evenls,
n(%)°

Any AE
Glofitamab related

Serious AE
Glofitamab related

Grade 3-4 AE
Glofitamab related

Grade 5 (fatal) AE
Glofitamab related

AE leading to treatment discontinuation
Glofitamab related

Glofitamab

monotherapy cohorts

N=51
50 (94.3)
47 (88.7)

26 (49.1)
23 (43.4)

20 (37.7)
17 (32.1)

2(3.8)
0(0.0)

0
0

Glofitamab +
obinutuzumab cohon

(N=19)

19 (100)
18 (94.7)
8(421)
6(31.6)
8421)
0(474)

1(5.3)
0 (0.0)

1(53)
0

« Grade 5 (fatal) AEs monotherapy:
Cardio-respiratory arrest
COVID-19 pneumonia

« Grade 5 (fatal) AEs glofitamab + obinutuzumab:
- COVID-19 pneumonia

« AE leading 1o glofitamab discontinuation in
glofitamab + obinutuzumab:

- COVID-19 pneumonia

* No glofitamab-related AEs leading to treatment discontinuation were observed

‘Oine patient had 8 Grade 5 AE thal was nol releted to gioftamab, however they had a Grade 3 AE (neutropenia) thal was retsted o plofitamab most

axtrema rade B shown AE sdverie evenl




Common adverse events
of clinical interest*

Glofitamab as monotherapy or in combination with obinutuzumab

Giofitamab monotherapy  Glofitamab in combination
(r=53) with obinutuzumab (n=19)
Grade 1 Grade 1

B Grade 2 W Grade 2

79%
B Grade 3 W Grade 3
W Grade 4 W Grade 4
I 58% B Grade & M Grade 5
3I7%
=l -8 i:*
11%
. - % 6%
0%

CRS' Neutropenia Ansemia Thrombocytopenia Pyrexial® Tumor flare Upper respirstory COVID-19  Bacterasemia COVID-1% Tumaor hysis
wract infection pResumonis syndromes

—

Patients (%)
oo 3888883888

* Myelosuppression was more common in patients who received glofitamab in combination with obinutuzumab

*MNo febrile nevtropenia AE s were ocbserved "By ASTCT criera Pyrewa events separate hom CRS
CRS cylohne rolpass syndromae



Cytokine release syndrome*

Glofitamab monotherapy cohorts

Glofitamab SUD cohorts Glofitamab extended SUD Glofitamab +
N (%) of patients with 21 2.5/10/16mg and 2.5/10/30mg cohort, 0.5/2.5/10/30mg obinutuzumab cohort
(N=24)¢ N=29) (N=19)

Any CRS 19(79.2) 16 (55.2) 15(78.9)
Grade 1 15 (62.5) 10 (34.5) 10 (52.6)
Grade 2 3(12.5) 6(20.7) 5(26.3)

Grade 3 1(4.2)" 0 0
Grade 24 0 0 0
;r“:.ﬁ "wene 12 (50) 9 (31.0) 5(26.3)
Lu.“"""'m condgrodog 2(83) 6(20.7) 5 (26.3)

* Most CRS events were low grade and no meaningful difference in CRS was observed across glofitamab dosing regimens

"By ASTCT criteria’. 'One patiend n the 2 5/10/18 mg cobort had a Grade 3 CRS event 'One pl had nol received gioMamab 2 Smg st CCOD

SUD. step-up dosing

1 Live sl o Bl Blocd Mladvora Timnigland 2019




CRS onset by glofitamab dose

Glofitamab SUD cohorts, Glofitamab extended SUD cohort,
fgiﬂ'lm and 2.5/10/30mg (N=24)' 0.5/2.5/10/30mg (N=29)
90 Gr1 aGr2 uGrl 1: Gr1 uGr2
gn £ 70
60
§ o Wax §
40 41.4%
a o 40 B 35
0 23.8% 30 "
20 tar 2 7% 192
10 . q1q.5%
10 —
O cib1 C108 c2p1 C3  Cas O c101 c108 c2D1 €3 Cas
n=23 n=23 n=23 n=21 n=21 n=29 n=29 n=29 n=26 n=26

* No clear benefit in CRS mitigation was observed with extended step-up dosing

*fiy ASTCT criteria’, "One patient had not recened glofitamab 2 Smg at CCOD 1 Lew el o Biol Biood Marros: Transgles 2019




Other adverse events of interest

Monotherapy cohorts Glofitamab + obinutuzumab cohort
(N=53) (N=19)
ICANS* 0 0
Tumor flare 5(94) 0
Grade 23 0 0
Serious 1(1.9) 0
Neutropenia 14 (26.4) 11(57.9)
Grade 23 11 (20.8) 8 (42.1)
Serious 0 1(5.3)
Febrile neutropenia 0 0
Infections 19 (35.8) 2(10.3)
Grade 23 7(13.2) 1(53)
Serious 8(15.1) 1(5.3)

* No ICANS or febrile neutropenia AEs were observed. Tumor flare occurred infrequently

‘Gloftamab-related neurclogic AEs potentially conssten! with immune eflector cell-associated neurcloucty syndrome [ICANS)




Conclusions

* Glofitamab demonstrated high response rates as monotherapy or in combination with
obinutuzumab in patients with heavily pre-treated R/R FL, including in high-risk subgroups (dose-
escalation data)

* Glofitamab monotherapy and in combination with obinutuzumab
— CR rates were high and comparable, conclusions on durability are limited by short follow-up

-~ Increased myelosuppression in glofitamab in combination with obinutuzumab cohort, although clinical
consequences were not different

* No clear benefit in CRS mitigation was observed with extended versus standard step-up dosing
of glofitamab

* Phase Il expansion cohort with glofitamab monotherapy (2.5mg/10mg/30mg) is being prioritised
based on these data
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Introduction

» FL is an indolent disease with a continuous relapsing pattern’
— Patients with high-risk disease such as POD24, high tumor burden, and high Ann Arbor stage, have poor
prognosis with current treatment options'2
— Novel therapies such as tisagenlecleucel are being investigated to improve outcomes
* Tisagenlecleucel is an autologous anti-CD19 CAR-T cell therapy>*

» Primary analysis of the ELARA trial in patients with r/r FL with a median follow-up of 11 months for

efficacy reported high rates of durable response®
~ High ORR (86.2%) and CRR (66.0%)
~ 6-month PFS rate was 76%

* Here, we report:
- Updated efficacy results from the overall population in the extended follow-up analysis (N=97 for safety;
N=94 for efficacy)
« Data cutoff: When 90 patients received tisagenlecleucel and completed at least 12 months of follow-up post infusion
~ Subgroup analysis of patients with high-risk disease including high TMTV

CAR, chimeric antigen receptor; CD, duster of differentiation; CRR, complete response rate; FL. follicular iymphoma; ORR. overall response rate; PFS, progression-free survival, POD24, progression of

disaase within 24 months rom firsl mmunochemotheragy, rr, relapsed or refraciory. TMTV lolal metabolic fumor volume

1. Casulo C, Barr PM. Blood 2019:133{14):1540-1547; 2. Leonard JP. et al. J Clin Oncol. 20183714 1188-1199; 3. Maude SL. et al. N Engl J Med. 2018 3T8(51:430-448; 4. Schuster SJ. el al. N Engl J

Med 2019 380{1)145 56 § Schuster S, of al Presented al ASCO 2021. Oral presentation T508 4



ELARA Study Design

Sereening, apheresis, Optional

and cryopreservation """ Lidging chemotherapy* i
b Tisagenlecleucel J
manufacturing Restaging,

mmm Study treatment
218 years of age * Lymphodepleting chemotherapy options:
« FLgrade 1, 2, or 3A *  Fludarabine (25 mg/m? IV daily for 3 days) +
. cyclophosphamide

+ Relapsed/refractory disease: i ‘25”":"“ “"::“""“"“’
+ No evidence of histological transformation/FL3B MW g ey A

. 3 + Tisagenlecleucel dose range (single IV infusion) was
* No prior anti-CD19 therapy or allogeneic HSCT 0.6-6x10® CAR-positive viable T cells

First efficacy assessment

End points
Primary: CRR by IRC

Secondary: ORR, DOR,
PFS, OS, safety, cellular
kinetics

+ Bridging therapy was allowed and was followed by disease re-evaluation before tisagenlecleucel infusion

« Timing of planned analyses Planned analyses Minimum follow-up from Infusion
Interim analysis =50 patients with 26 months follow-up
Primary analysis 90 patients with 26 months follow-up
Extended follow-up analysis 90 patients with 212 months follow-up

Disease was reassessed prior 1o infusion for all patients requinng brdging therapy . “Infusion was conducisd on an in- or outpalent bass at mvestigalor dscrelion. “Rafraciory to 22nd ine of systemic therapy (inciuding

an anti-CD20 antibody and alkylaling agent) or relapsed within 6 months after 22nd line of therapy or after an sulologous HSCT

CAR, chemernc antigen receptor. CD, cluster of dfferentiation, CRR. complete response rale; DOR, duration of responsa; EAS, efficacy analysis set; FL, follicular lymphoma;, HSCT, hematoposetic stem cell transplant

IRC, independant review commitlea; IV, infrevenous, ORR, overall response rate. 0S5 overall survival, PFS. progression-free survival

Median follow-up
10 months
11 months
17 months

Long-term safety and efficacy
follow-up
every 3 months untd Month 12,
every & months until end of study




ELARA: Extended Follow-up Analysis

Consistent Tisagenlecleucel Safety Profile

Patients (N=97)

+ Median follow-up was 17 Adverse Events of Special Interest within Grade 23
months 8 Weeks* n (%) n (%)
(range, 10-26 months) All adverse events 94 (96.9) 69 (71.1)

) CRSPe 47 (48.5) 0
’ :r;ftzttlie:tfhg i?ﬁl)):tlrﬁt All nervous system disorders® 36 (37.1) 3(3.1)
setting ICANS 4(4.1) 1(1.0)
Infections 18 (18.6) 5(5.2)
Tumor lysis syndrome 1(1.0) 1(1.0)
Hypogammaglobulinemia 9(9.3) 0
Hematologic disorders including cytopenias
Neutropenia®’ 32(33.0) 31(32.0)
Anemia® 24 (24.7) 13(13.4)
Thrombocytopenia® 16 (16.5) 9(9.3)

‘AES|s within § weeks post-infusion. *CRS was graded using Lee scale 2014, "Hefers to first CRS episode ondy  *Nervous system disorders include headache, dezineas, ICANS, encephalopathy, parsesthesia. remor

dysgeusia, dyslonesa, migraine, panpheral sensory neuropathy, syncope. *One of multiple prefermed terms evaluated under the AES] "Hemalologee disorders includgng cytopenas.” Median durabon of grade 344

neutropenia was 52 days (based on laboratory data)

AESI, adverse even! of spacial interest. CRS, oytokine release syndrome; ICANS, immune effecior cell assocated naurotoxicity syndrome &
Frrmniiad ol e WU AR Arvrs sl bdsibvivy afid Foaoresieie DMes aiebes 15,14 701 ASwrde (ol sl Wbl



ELARA: Extended Follow-up Analysis
CRS Events within 8 Weeks Were Grade 1/2

All Patients
Events Within 8 Weeks of Infusion,®* % (N=97)

Patients with CRS (Lee scale)’ 48.5
Maximum CRS grade
Grade 1 27.8
Grade 2 20.6
Grade 3/4 0
Median onset of CRS, days 4.0
Min-Max 1-14
Median duration of CRS, days 4.0
Min-Max 1-24

Only the first CRS episode is summarized for each patient.

*Occurring within 8 weeks of tisageniecleucel infusion
CRS, cylokine release syndrome
1, Lee DW, ei al. Biood. 2014;124(2):188-185 T



ELARA: Extended Follow-up Analysis
Shows Compelling Efficacy Outcomes

» As of March 29, 2021, 97 patients received Efficacy Results of Extended Follow-up Analysis
:sﬁ_?cgar;:acieucal and 94 were evaluable for Endpoint % (95% Cl)

* CR rates are consistent and durable for the i R4 N
interim, primary analyses, and this extended CRR® 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)

— Among patients who achieved CR, 12- _
month PFS was 85.5% (95% CI, 74-92) O T AR e SRy S TR

and estimated DOR rate at 9 months
was 86.5% (95% CI, 75-93)

BOR. best overadl response; Cl. confidence interval; CR, complete response; CRR, complete response rate. DOR. duration of responss; ORR, overad response rate;, PFS, progression-free sunvival o



ELARA: Durable Response and Promising
12-mo PFS Confirmed with Longer Follow-up

Kaplan-Meier C f PF IRC t
« With a longer median follow-up of 21 plan-Meier Curve of PFS per IRC Assessmen

months (August 3, 2021 data cutoff) 100
~ Median PFS was 29.5 months 80
(95% CI, 17.9-NE)* ]

o0 - Censoring times [

1 Al patients (N=34) __o
40 {  Number of events (n)
1 Al patients: 37
20 .| Kaplan-Meier medians
All patients: 29.5 months, 95% CI [17.9-NE]

Probability (%) of event free

r — - Tr T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Number of subjects still at risk
All subjects 94 a 7 &7 63 59 52 41 a1 28 13 13 -] 1 1 0 0

‘Modian PFS should bo nterpreted with caubon due 0 tha low number of patients ot rak allor Month 24

Cl, confidence imterval; IRC, ndependent review commitiee; NE. not estimable; PFS, progression-free sunvival 10

Pragbriad & tha T ASH Anrassl Mesiing and Exposton December 11-14 200N Azents GA and Vitual



ELARA: High-Risk Subgroups

: e
+  Descriptive efficacy subanalyses ' 9n-Risk Group Patients (N=94), %

wa;e performed for 9 high-risk 25 lines of prior therapy 28.7
e e High FLIPI score at study entry 60.6
* Multivariate analysis was Prior HSCT therapy 37.2

performed to identify factors POD24

predictive of worse PFS 64.9

Bulky disease at baseline (GELF criteria)’ 64.9
LDH prior to infusion > ULN 32.2
CRP prior to infusion > ULN 52.2

Double refractory?® 69.1
High TMTV >510 ml at baseline®2 21.3

‘Double refractory is defined as fadure 1o respond o relapsed within § months following therapy with ant-CD20 and allkyiating agents, any regimen. *Cuantitative lumor bunden is assessed by FDG-PETICT. TMTV was

measured using the 41% thresholding method, and the 510 mil cut point, determingd by X Gile and feceiver operaling charactenstic analysis

CRP, C-muactve protesn, FLIP1, Follicular Lymphoma Inlematonal Progrosic index, GELF, Groupe d'Elude des Lymphomes Folliculames, HSCT, hematoposstic stem coll transplant; LDH, loctate dehydrogenase, POD24

progression of diipase withen 24 monihs from firsl immanochemotherapy, TMTV, lotal metabolic tumor vouurne, LILN, upper bmd of normal

1. Brica P, Bastion ¥, Lepage E. el & J Chn Oncod, 1997 15(311110-111T; 2. Coteraau AS. Versan A, Luminan S, et al. Blood 2018:131(22).2440-2453 n
Prosected ai the 2021 ASH Anrual Meeting and Exposton, Decsmber 11-14, 2031 Agarda. GA. and Vitusl




ELARA: High-Risk Subgroups
High Rates of Durable Responses in High-Risk Subgroups

Descriptive Subgroup Analysis
« There was a decrease in CRR (%) for these high-risk subgroups compared with corresponding low-risk subgroups

n CRR%
Overall 94 69.1 : ——
Prior therapy <5lines 67  73.1 ; —t—
>5lines 27 593 E e
High TMTV (>510 mi)*® No 72 76.4 : - -
Yes 20 40.0 : .
POD24 No 33 87.9 : S —
]
Yes 61 59.0 ] ' _——t |
0 20 4 60 80 100
Mbecion TMTY 15832 cs anga, 0. 1-3470:4 cv?. varbicsl dmaad v reprasonts ha sl ypothesi of CRR 15% or lees, Viricel CRR (95% Cl)

solc bre represants the CRR in the overall populaton
Cl, confidencs inerval, CRR, compiete responss rate, PODM, progression of disease withen 24 montha from first 12

immunochemotherapy. TMTV., total metabolic tumor volume Prasected ol P JUZ ASH Anvssl Mewiing and Expoubon, Decamber 11-14 7021, Ajarts, CiA, and Virtuel



ELARA: High-Risk Subgroups
High Rates of Durable Responses in High-Risk Subgroups (cont)

Descriptive Subgroup Analysis
« There was a decrease in 12-month PFS (%) for these high-risk subgroups compared with corresponding low-risk subgroups

n PFS %
Overall 94 67.0 —d
Prior therapy <5 lines 67 69.7 —_——
25 lines 27 59.6 -~
High TMTV (>510 ml)*® No 72 68.5 —_——
Yes 20 54.5 -
POD24 No 33 77.9 R S —
Yes 61 60.8 at—
20 100
“Anatysis for the high TMTV subgroup wars kmited by smal sample size “Al baseline 12-month PFS, % (95% Cl)
Gl conddemns bievet PF, progreasin-te sinive PODIN, praorueeion Of Gesens Wik 24 miw b Bt 1

e T TMTV, tokal metabokic | vl
ETHTIN FERETY e LITTIOR VORI Proserviad ot e 2001 ASH Annusl Mesting and Expostion. Decermber 1114 2001 Aderta. G4, and Viriusl



ELARA: High-Risk Subgroups
POD24 and High TMTV Demonstrated Efficacy

+ Although POD24 and high TMTV (>510 ml) were associated with less favorable PFS in the multivariate
analysis of high-risk factors, efficacy in these high-risk subgroups was still superior to the current non-
CAR-T standards of care'*

Multivariate
Descriptive Analysis Analysis

Disease High-Risk Low-Risk Hazard Ratio
Characteristic 12-Month PFS (%) | 12-Month PFS (%) (95% CI)

POD24 60.8 77.9 2.3 (1.0-5.3)
TMT\2 54.5 68.5 2.5 (1.3-5.6)

"TMTV madian 155632 cm™, mange, 0.1-24T0.4 am

Cl, confidence nterval, HR, hazard ratio, PFS, progression-free survival, POD24, progresson ol dsease within 24 months from firsl immunochematherapy. TMTV, lotal metabolc tumor volume
1. Leonard JP, el al. J Cin Onood. 20183714 1188-1188. 2. Gopal AK. ol al. N Engl J Mod. 2014 37141 1188-1188; 3 Drayling M., el al. Am J Hormalol. 20008504 382-371; 4. Flinn I'W, ot al J
Clin Onecol. 2018 3T(11)912-822, 5 Fowler N, et al. J Clin Oneod. 2021.38(15):1609-1618; 6. Momschhauser F, ol al. Lancel Oneol. 2020.21(11):1433-1442 16

Prosevied ol Tha X021 ASH Anrual Mesling and Espositon, Decersber 11-14 5021 Afaria GA end Vilual



Conclusions

Overall patient population

« At a median follow-up of 17 months in patients with r/r FL and 22 prior lines of therapy, tisagenlecleucel demonstrated

- High ORR (86.2%) and CRR (69.1%)
~ Durable responses and promising 12-month PFS (67.0%)
« Safety data are consistent with the established favorable tisagenlecleucel safety profile

High-risk subgroups
+ Tisagenlecleucel induced high rates of durable responses among patients with high-risk disease

* In multivariate analyses, POD24 and TMTV appeared to impact PFS vs the low-risk group, but is still superior to the

current non-CAR-T cell therapy standards of care for patients with r/r FL'-"!
~ POD24: 12-month PFS 60.8%
-~ High TMTV: 12-month PFS 54.5%

« Further exploration of the prognostic value of high TMTV in the CAR-T cell therapy setting is warranted

ELARA and FL-related presentations also at ASH 2021:

Fowler NH, et al. Poster 3533.
Salles G, et al. Posters 3528 and 1349,
Hao Y, et al. Poster 2419,
Bollu V, et al. Poster 1360.
CAR cherstc anligen eosplo CRA compiets responis rale FL . Soliculer ympPoema ORI pversll responss male PFS progression- fes survval PO progressson of dissase asdfin M eondba o firs? iresonooks caleragry

or refraciory. TUMTY iotn! metabohc Samor woiems
| Leonerd JP. ot al J Cn Onood 20168 371411881198, 2 'Witng of ol J G Oncod 2007 20(151.3262.8 1 Mult-gscipinary Rewew snd Evaivation for Tarmenkll (laremetmsiat) FOA J030
hitps Mwrava accemadate i govidregeatida docs/nde 20200 1 1TI0mg 1 sDO0MUSdsoiplineR pdf, 4 Safes G et ol Heemadoiogica. 2017 10214 e 1880158, § Fydelgh FDA Clrecal Review (014)

ntips Vwha accessdals a. povdrugsatiie_docs'nda/ 201 4500 5858 0rg 1 sDO0MedR pof B Dewyling M. of 08 Am J freenaind. 2000 8504 2371, T Dmgpling M. et & Ann Oneod 2017 I8(E2168-2178. B Fiesn W, of 8l J Cln Oneo

JOYRAT V22 B Mormckhauier F el 8 Latced Onosd 2000 2001114301447 10, Fowled NH, of @ J Oy Oacod 2027 3015 1609- 1818 1. Andaisky DJ of @ B J Heamahnd T019 18402218222
Prowsied of e MIJ ASH Anvuasl Mesthing ind Espouton, Deoerbes 11-04 2031 Aferda OA, ard 'virtual
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Introduction

SCHOLAR-5 ZUMA-5
Real-world dat DELTA trial

In the pivotal ZUMA-5 single-arm trial,? |_.rﬁ.$.53ﬂf. nal |
axi-cel demonstrated high rates of durable Noteostes [ N=72 | | Ewoledf [ N=fed
response in r/r FL patients, including those [42 excluded F—]{ [ 47 exciuded -— 1 36 excludod
with high-risk disease.

[N=118 | [ N=25 | [ZUMASS VE fulfilled N=86 |
The international SCHOLAR-5 external cohort e
was constructed to allow the comparison of .
ZUMA-S to alternative available therapies | 1 Fropensly seom weighing l '
for r/r FL. [(N=85 | [ Common support dataset | | N=86 |

A previous weighted analysis including 18 -month ZUMA-5 data, compared to SCHOLAR-5 data,
showed a substantial clinical benefit of axi-cel in overall response rate (ORR), complete response
(CR), progression-free survival (PFS), and overall survival (0S).2

E=
d—
—-|.-|

Jacobson C el al. Lancet Oncology 2021, accepted.
2Ghicne, P. Et al. A comparison of clinical outcomes from ZUMA-S (axicabtagense ciledeucel) and the intemational SCHOLAR-5 external control cohort in relapsedirefractory follicular lymghoma (rir FL) 202

—J
Here, we present an updated comparative analysis using 24-month ZUMA-5. J (=]
-
I



Methods

The international SCHOLAR-5 cohort data were extracted for patients who initiated a 23rd line of
therapy (LoT) on or after July 2014. Lines that were eligible for inclusion in the analysis were
entered into a random selection. A single LoT for each patient was included.

The SCHOLAR-5 and ZUMA-5

A Two patients from real-world data

cohorts were balanced for patient [ 3 [
characteristics through propensity § Randomly selected IS f— —r L L —4
scoring on prespecified prognostic ~ ¥"*** NOEX OATE
factors and standardized mortality 1] X 1 L]

ratio we ighting3. L!Ti LETE L!ra Lnl'l'4 L-ol'lﬁ Lr.\lTﬁ LanT '

CENSORED ON DATE
INELIGIBLE il INDEX DATE | OF TRANSFORMATION
(ECOG = 2)

ORR and CR were compared using B Patient from DELTA trial

odds ratios. OS, PFS and next o o |
treatment-free survival (NTFS) [ Pk ] " INOEX DATE |

were evaluated using
Kaplan-Meier analysis.

YBrockharl MA, Schrnesweiss 5. Rothman KJ, Glynn RJ, Avorn J, Stimmer T. Variable selection for propensity score models. Am J Epidemiol 2006; 163(12): 1149-586.



Results: Patient characteristics

143 patients were
identified in SCHOLAR-5,
reducing to a weighted
sum of 85 after applying

propensity score weights,

versus 86 patients in
ZUMA-5

Median follow-up time
for ZUMA-5 and
SCHOLAR-5 were 29.4
and 26.2 months
respectively.

Patient characteristics before and after propensity weighting

SCHOLAR-5

before weighting
(n=143)

SCHOLAR-5
after weighting
(n = 85)

SMD
(p-value)

Median age (range), years 64 (36 — 89) 62 (34 - 79) 61 (36 — 89) 0.036 (.85)
Male, n (%) 81 (56.6%) 48 (55.8%) 53 (61.9%) 0.123 (.46)
POD24, n (%) 51 (35.7%) 49 (57.0%) 47 (55.9%) 0.022 (.90)
Prior lines of therapy, median (range) 2(2-8) 3(2-9) 3(2-8) 0.047 (.81)
Refractory to prior line, n (%) 87 (60.6%) 63 (73.3%) 65 (76.6%) 0.077 (.61)
Prior SCT, n (%) 31 (21.7%) 21 (24.4%) 24 (28.0%) 0.080 (.64)
Size of largest nodal mass (cm)* 4.16(2.75-6.50) | 4.35(3.27-6.43) | 4.02(2.90-6.25) | 0.094 (.59)
Time since last therapy (months)* 6.76 (1.16-22.66) | 3.53(1.77-9.01) 2.30(0.69-7.99) 0.056 (.67)
Time since diagnosis (months)* 84.79 (52.99- 59.86 (35.10- 64.55 (40.96 - 0.100 (.52)
130.47) 96.62) 115.79)
ECOG, n (%): |0 39 (33.1%) 51 (59.3%) 21 (29.0%) 0.640 (.002)
1 79 (66.9%) 35 (40.7%) -

* Median and inter-quartile range ; ECOG, Eastern Co-operative Oncology Group performance; POD:
24 months of first-line anti-CD20 monoclonal antibody and chemotherapy combination; SCT, stem-c

= J E




Results: Response outcomes

ORR and CR were higher in ZUMA-5 compared to SCHOLAR-5.

In the sub-group analysis of 24" LoT patients, which compared 60 patients from ZUMA-5 to 59
patients from SCHOLAR-5, these differences were more pronounced

RESDDHSE outcomes

SCHOLAR-5 ZUMA-5 Odds ratio P value
Primary ORR 42/85 (49.9%) | 81/86(94.2%) | 16.2(5.6,46.9) | <.001
analysis:
>3rdLoT  |CR 25/85 (29.9%)* |68/86 (79.1%)** | 8.85(4.3,18.25) | <.001
Sub-group 28.14
24/59 (40.3%) | 57/60 (95% .
analysis:  |°RR 29 ) B0 135%) (7.38, 107.33) S0
> 4th LoT 15.42
%
CR 12/59 (20.6%)* | 48/60 (80%) o e < .001

* Response assessment includes CT-based and PET-Based scans with limited confirmatory bone marrow biopsy;
**13 patients with imaging CRs did not receive confirmatory bone marrow biopsy
CR. comolaete resnonse’ |aT. line of treatment: ORR. overall resnnnse rate




Results: Time-to-event outcomes

A. Overall Survival

The hazard ratios for OS and PFS were

both clinically and statistically significant

Time-to-event outcomes

24 months % (95% Cl) Median months (95% Cl) Hazard ratio p-value
SCHOLAR- ZUMA-5 SCHOLAR- ZUMA-5 (95% Cl1)
5 5
Primary |OS 63.4 81.2 59.8 NR 0.52 .033
analysis: (50.3, 76.4)1(71.2, 88.1)| (21.9, -) (39.6, -) (0.28, 0.95)
23rd LoT  |pps 15.0 63.4 12.7 39.6 0.28 <0.001
(4.8,25.2) |(51.6, 73.0)| (6.2, 14.7) | (25.7,-) | (0.17,0.45)
NTFS 49,5 63.8 14.4 39.6 0.58 031
(36.3, 62.7)|(52.7, 73.0)| (6.2, 25.8) (28.0, -) (0.36, 0.95)
Sub-group |OS 51.5 79.8 28.4 NR 0.43 010
analysis: (36.2, 66.8)|(67.1, 88.0)| (12.3,-) | (39.6,-) | (0.23,0.81)
2 4th LoT  |pps 5.7 59.0 35 28.0 0.20 <.001
(0,12.2) |(44.5,71.0)| (1.8, 129)| (205,-) | (0.12,0.33)
NTFS 43.3 29.8 14.2 39.6 0.58 051
(28.0, 58.6)|(46.2, 70.9)| (5.8,-) (22.8,-) | (0.33, 1.00)

LaT, line of treatment; NTFS, next treatment-free survival; OS, overall survival; PFS, progression-free survival.

Proportion

T5% 1

50% 1

25% 1

0% 1

=+ SCHOLAR-5 <+ ZUMA-5

Hazard ratio: 0.52
(95% CI: 0.28, 0.95)
p=.033

0 6 12 18 24 30 36 42 48 54 60 66 72 78

B. Progression Free Survival

Proportion

100% 1

75%

50% 1

25% 1

] p=< 001

=+ SCHOLAR-5 -+ ZUMA-5

Hazard ratio: 0.28
(95 % CI: 0.17, 0.45)

0 £ 12 18 24
Time (months)



SCHOLAR-5 Outcomes by LoT

* Quality and duration of clinical response decreased with increasing LoTs.

Response outcomes

ORR N responders 59/89 26/49 13/35
% (95% Cl) 66.3% (55.5, 76.0) 53.1% (38.3, 67.5) 37.4% (22.1, 55.7)
CR N responders 38/89 16/49 6/35
% (95% Cl) 42.7% (32.3, 53.6) 32.7% (19.9, 47.5) 17.1% (7.9, 33.3)
N=98 N=52 N =27
0s Median months (95% CI) NR (53.2 — NE) 30.4 (22.3 - NE) 13.1 (12.0 - NE)
24 months % (95% Cl) 79.6 (71.5-88.5) 57.3 (44.4-73.8) 36.1 (21.7, 60.1)
PFS Median months (95% Cl) 11.0(8.6,17.1) 7.4 (5.3, 15.1) 4.0(3.1,11.4)
24 months % (95% Cl) 20.4 (11.9-35.2) 11.5 (4.6 - 28.5) 3.5 (0.6, 22.6)
NTFS Median months (95% Cl) 21.2 (16.3-41.9) 22.9 (9.1 - NE) 8.7 (43-16.7)
24 months % (95% Cl) 48.3 (38.7-60.3) 46.2 (33.7-63.3) 22.38 (12.6 — 39.8)

CR, complete response; LoT, line of treatment; NTFS, next treatment-free survival; ORR, overall response rate;
0S, overall survival; PFS, progression-free survival.




Conclusions

Compared to currently available therapies in r/r FL patients, axi-cel
demonstrated a clinically and statistically significant improvement in overall
response rate and complete response.

Similarly, axi-cel demonstrated a clinically and statistically significant
improvement PFS, NTFS and OS, highlighting the durable treatment effect of
axi-cel.

Analysis of real-world outcomes show poor clinical outcomes that worsen
with increasing LoT.

These findings suggest that axi-cel addresses an important unmet
need for r/r FL patients.




* Birinci basamak FL tedavisi
* Immiinokemoterapi: FOLL12 calismasi alt grup analizi
* OB-VEN: PrECOG 0403 calismasi
e R2: Relevance calismasi 6-yil takip

Folikiiler

e Relaps refrakter FL tedavisi

Lenmea e R2: Magnify calismasi

* Bispesifik antikorlar: Mosunetuzumab, Glofitamab

* CAR-T hucre tedavisi: Elara calismasi altgrup analizi,
Standart tedaviler ile karsilastirma

e [dame tedavisi




Rituximab Maintenance Benefits Less for Follicular
Lymphoma Patients with Low Risk of the FLIPI
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Background

Follicular lymphoma (FL) is an incurable indolent disease with a
heterogeneous course.

Rituximab-based immunochemotherapy is now the standard choice for
the first-line therapy of FL.

Rituximab maintenance (RM) in patients with response prolongs PFS.

The Follicular Lymphoma International Prognostic Index (FLIPI) is the most
commonly used prognostic system to predict survival.

The impact of RM on patients in different FLIPI risks remains not clear.



Baseline characteristics

Total (n=192) Control (n=96) RM (n=96) P value
Agez 65y 5.2 (10/192) 6.3 (6/96) 4.2 (4/96) 0.747
Gender (Male) 45.8 (88/192) 48.9 (47/96) 42.7 (41/96) 0.385
B symptoms 21.7 (44/203) 26.0 (25/96) 19.8 (19/96) 0.303
Ann Arbor stage ll-IV 84.7 (161/190) 78.7 (74/94) 90.6 (87/96) 0.027
B2-MG > UNL 40.5 (62/153) 40.0 (30/75) 41.0 (32/78) 0.897
LDH > UNL 15.8 (30/190) 17.7 (17/96) 13.8 (13/94) 0.552
Bulk 20.9 (24/115) 20.4 (11/54) 21.3 (13/61) 1
SUVmax210 60.0 (45/75) 60.0 (24/40) 60.0 (21/35) 1
FLIPI low risk 27.8 (47/169) 30.1 (25/83) 25.6 (22/86) 0.766
FLIPI intermediate risk 47.3 (80/169) 47.0 (39/83) 47.7 (41/86)
FLIPI high risk 24.9 (42/169) 22.9 (19/83) 26.7 (23/86)
Grade 1-2 63.5 (106/167) 54.9 (45/82) 71.8 (61/85) 0.042
Grade 3A 25.7 (43/167) 29.3 (24/82) 22.4 (19/85)
Grade 3B 10.8 (18/167) 15.9 (13/82) 5.9 (5/85)
Ki67230% 63.0 (102/162) 69.5 (57/82) 56.3 (45/80) 0.081
Leukemic phase 23.4 (26/111) 24.1 (14/58) 22.6 (12/53) 0.736
Intensive induction 19.8 (38/192) 20.8 (20/96) 18.8 (18/96) 0.422

Patients in the RM

group were
characterized by
advanced stage and

low degree of
histological grade
compared to those
in the control group.




Outcomes of patients with FL at our center

100 : — 08
mj — PFS

M.LL_]..- il

: 5-year OS 95.1%
: 5-year PFS 83%

Probability of Survival
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Figure 1. Overall survival and Progression-free survival

Median follow-up was 36.4 months.
Median overall survival (OS) and
progression-free survival (PFS) were

not reached.

The 5-year OS rate was 95%.
The 5-year PFS rate was 83%.




PFS of patients responding to induction

PFS

100 : - RM

L“t L.I_LL log-rank test
50 p =0.0003

| 5-year PFS
: RM 92.2%
: Control 70.3%

Probability of Survival

0

0 50 100 150
Time (months)

Figure 2. Progression-free survival by RM

Regular RM treatment prolonged

PFS of patients who responded to
induction therapy.

PFS

_ 100 ~~ low risk
S —— intermediate risk
- ~= high risk
@ log-rank test
° 50
> p= 0.0068
8
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Figure 3. Progression-free survival by FLIPI

The FLIPI was still a significant

predictor for PFS in the
Rituximab era.




FL patients with low risk of the FLIPI
benefited less from RM treatment

PFS

100 Low risk_RM

- Low risk_Control
Intermediate risk_RM

+ Intermediate risk_Control
High risk_RM

- =+ High risk_Control
log-rank test

p< 0.0001

50

Probability of Survival
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Figure 4. Progression-free survival by FLIPI and RM

Patients with low risk of the
FLIPI had long PFS regardless
of RM treatment.

Patients with intermediate

risk and high risk of the FLIPI
had longer PFS in the RM
group than those in the
control group.




Conclusion

Standard rituximab maintenance significantly prolonged PFS in the
FLIPI intermediate-risk and high-risk patients with FL.

e Patients in the low risk of the FLIPI did not benefit from RM
treatment.



Tesekkdurler
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