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Rituximab Improves Outcome for CD20+ (>20% blasts) ALL

Rituximab + Hyper-CVAD
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GRAALL: Rituximab Improves Outcome for CD20+ ALL

Rituximab + BFM-like Regimen
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MRD Status Pre-HCT Predicts RFS and OS in B-ALL
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Blinatumomab BLAST Trial: Preemption of ALL Relapse Using MRD-
Directed Treatment

o-CD19 mAb Blinatumomab o-CD3 mAb
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Blinatumomab BLAST Trial: Preemption of ALL Relapse Using MRD-
Directed Treatment
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Treatment of Relapsed/Refractory ALL — Blinatumomab

Overall Survival
Median Overall Survival (mo)

Blinatumomab 7.7 (95% Cl, 5.6-9.6)
Lo Chemotherapy 4.0 (95% Cl, 2.9-5.3)
0.9- Hazard ratio, 0.71 (95% CI, 0.55-0.93)

P=0.01
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Blinatumomab as Bridge to Allo-HCT in R/R ALL

Blin SOC
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Inotuzumab Treatment for Relapsed/Refractory ALL

B Progression-free Survival
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Inotuzumab as Bridge to Allo-HCT in R/R ALL

b 100

% + Censored

\"; ‘ CRICRI & n Events mOS (35% CI), mo
£ 80+ ~ MRD-SCT 50 31 19.2 (8.6-43.6)
B, ] e MRD-n0 SCT 26 21 9.4 (5.3-20.7)
= e MRD+SCT 21 16 11.1 (6.0-13.4)
% 60 : s MRD= N0 SCT 24 23 63 (4.4-7.7)
_g .
= ]
& 40
g |

20
c
=
w 0- *

. g P g T T ———— Ty v T - L amn pan oy |

0 5 10 15 20 25 30 35 40 45 50
Time (months)

No. at risk

MRD-SCT 50 e 30 27 25 23 17 10 6 1 0
MRD-no SCT 286 20 12 H 8 5 3 1 0 0 0
MRD+ SCT 21 19 1 5 5 5 1 1 1 0 0
MRD+ no SCT 24 16 8 1 1 1 0 0 0 0 0

Jabbour et al. Leukemia Res 2020:; 88:106283



Sequencing of Novel Agents in R/R B-ALL: Blin and Ino have
comparable efficacy as first/second salvage therapy

Overall survival after first novel agent therapy and

Study Objective
second novel agent therapy

Analyze clinical outcomes for adult patients 218 years of
age with R/R B-cell ALL treated with blinatumomab, InQ, or

both outside of clinical trials between 2013 and 2019
A First Drug B Second Drug

Analyses Performed

Response rate, duration of response, discontinuation rates
due to adverse events, and survival outcomes were
evaluated for a 276-patient cohort
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Frontline Blinatumomab + Dasatinib for Ph+ ALL — D-ALBA study

A Overall Survival
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ECOG 1910: Blinatumomab in Front-Line Therapy for Newly

Diagnosed Ph-neg B-ALL (Age 30-70)

= Phase Ill, randomized trial

Blinatumomab
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Consolidation
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*Pts can proceed to BMT if recommended
and suitable donor found




Low-intensity chemo + Blin vs GMALL or hCVAD in Age 55+

=  Phase Ill, randomized trial
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Initial-1: Inotuzumab for Induction Therapy Followed by
Conventional Chemo, Age 55+, Phase Il
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Immunotherapy Targets in AML: CD33 and CD123

B 77.9% CD123+
[]22.1% CD123-

Bl 87.7% CD33+
] 12.2% CD33-

Total=319 Total=298

e
Bl 69.55%: CD33+ CD123+

[ 16.8% CD33+ CD123-
9.4% CD33- CD123+
[J4.3% CD33- CD123-

CD33/CD123
GeoMean Ratio (-)

Total=298

Ehninger et al. Blood Cancer J 2014, 4:e218.



Gemtuzumab Ozogamicin (anti-CD33 ADC) Treatment in AML
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Gemtuzumab Ozogamicin (anti-CD33 ADC) Treatment in AML

ALFA-0701 Trial — Ph3 RCT 7+3 +/- GO
b Overall survival

CR 75% (control) vs 81% (with GO), p=0.25 Qad Ratit Gats Raky
dom, 95% Cl 1V, Random, 95% CI
0S 19.2 vs 34 mos, HR 0.69, p=0.0368 1.3.1 Favorable
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RFS H R 058I p_00003 NCRI AML 16 -0.2274 0.3777 4.8% 0.80[0.38, 1.67] D T
SWOG S0106 -0.6145 0.5338 2.7% 0.54 [0.19, 1.54
Subtotal (95% Cl) 142% 050 [[o.zs, 0.89]] ——
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100 —
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0 6 12 18 24 30 36 42 48 Heterogeneity: Tau? = 0.04; Chi2 = 17.88, df = 8 (P = 0.02); I = 55% ’ ‘ ' ; *
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Castaigne et al. Lancet 2012; 379:1508-1516. Guo et al. Hematol 2022: 27:53-64.



AMG330 — CD33:CD3 BITE

Recruitment of Cytotoxic T-cell
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AMG330 — CD33:CD3 BIiTE — Phase | results
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In vitro coculture of T cells with AML + AMG 330 — Upregulation of
checkpoint receptors

Tim-3 LAG-3 PD-1

control AMG 330 control AMG 330 control AMG 330

AU KA A
UL LA A
A UL WL

Krupka et al Blood 2014;123:356-365




Flotetuzumab — CD123 x CD3 DART
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Uy et al. Blood 2021; 137(6):751-762.




Flotetuzumab — CD123 x CD3 DART
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IMGNG632 (anti-CD123 ADC) in RR AML

Phase Ib/ll

IMG N632 + AzaCItldlne + VenetOCIaX Efficacy evaluable population® N ORR CCR CR CRh CRp CRi
(All doses and schedules) N N N (%) N (%) N (%) N (%)

46 22 (48%) 14(30%) 4(9) 8(17) 1(2) 1(2)

IMGN632 15 mcg/kg IV 2

Higher intensity cohorts* N OER CgR NCB r::'?,h :Iip NC|3'
IMGN632 on Day 1 l IMGN632 on Day 7 (%) N (%) (%) N (%)

17 (59%) 11(38%) 4(14) 6(21) 1(3) 0

‘ ‘ 29

AZA 50 mglmz AZA 50 mg,mz AZA 50 mglm’ AZA 75 mglm’ Median duration on study: 9.1 weeks (Range 3-52.4 weeks)
VEN 14 days VEN 8 days VEN 14 days VEN 21 days
N=7 N=8 N=6 N=12

Previous Treatments N ORR CCR

VEN naive 15 73% 53%
IMGN632 45 mcg/kg IV .
Prior VEN 14 43% 21%
IMGNB32 on Day 1 IMGN632 on Day 7

— T 1 Prior HMA + VEN 12 42% 25%

AZA 50 mgim? AZA 50 mg/m? AZA 50 mg/m? AZA 75 mg/m? Prior Stem Cell Transplant 7 71% 71%
e e Sl il | [ e s High Risk Cytogenetics N ORR CCR
ELN Adverse Risk 14 64% 36%

Currently enrolling
FLT-ITD 9 89% 78%

Daver et al., ASH 2021, Abstract 372



Magrolimab (anti-CD47) in Untreated AML

Monoclonal antibody
Anti-CD47 (e.g., magrolimab)

SIRPa-IgG Fc
(e.g., TT-621)
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Cytotoxic chemotherapy Q" « Hypomethylating agent
(e.g., anthracycline) (e.g., azacitidine)

Wang and Sallman. Curr Opin Hematol 2022; 29(1): 44-52.

Phase Ib

Newly diagnosed AML, ineligible for induction chemo
Magrolimab 1mg/kg priming, the 30mg/kg QW
Azacitidine 75mg/m2 Days 1-7

All AML pts TP53-mutant

Outcome (n=43) (n=29)
ORR, n (%) 27 (63) 20 (69)
* CR 18 (42) 13 (45)
* CRi 5(12) 4 (14)
= PR 1(2) 1(3)
= MLFS 3(7) 2(7)
*SD 14 (33) 8 (28)
= PD 2 (5) 1(3)

Median time to response, mos (range) i NR
PONSE, & (0.95-5.6)

Median duration of response, mos 9.6 7.6

Complete cytogenic response, n/N (%) 9/20 (45) 7/16 (44)

MRD negativity in CR/CRi, n/N (%) 8/23 (35) 5/17 (29)

Sallman et al, ASH 2020, Abstract 330



Magrolimab (anti-CD47) in Untreated and RR AML

Phase /Il

c1D1 C1iD21BM C2D1 C3D1

Azacitidine 75 mg/m2 once daily D1-7 ‘
Venetoclax 400 mg once daily D1-21/28

Magrolimab RP2D

Frontline Cohort (n=25 R/R Cohort
Outcomes TP53 mutated TP53 wild type VEN-naive Prior VEN
n=14 n=11 n=8 n=15
ORR 12 (86) 11 (100) 6 (75) 3 (20)
CRI/CRI 9 (64) 10 (91) 5 (63) 3 (20)
CR 9 (64) 7 (64) 3 (38) 0
CRi 0 3 (27) 2 (25) 3 (20)

MLFS / PR1 3 (21) 1(9) 1(13) 0
MRD neg FCM 5/9* (55) 4/9 (45) 2/6 (33) 0
CCyR 4/9* (44) 5/6 (83) 3/5 (60) 1/2 (50)
No response 2(14) 0 2 (25) 12 (80)

TT 1%t response 0.7 [0.6-1.9]
TT Best response 1.5 [0.7-3.2]

Daver et al., ASH 2021, Abstract 371

0.7 [0.7-1.5]
1.1 [0.7-2.9]

0.7 [0.6-4.1] 2.2 [1.8-2.6]
1.5 [1.0-4.1] 2.0 [1.2-3.9]



Magrolimab (anti-CD47) in Untreated and RR AML

TP53 mutated (n=14) TP53 wild-type (n=11)

® A < &
® a < - A ¢ ->
A @ X Progressive disease Del17pA . x Progressive disease
Orm—a ¢ ad o A -
— - o 4 o -
A & i
A X COVID19 death in CR
-> A CR/CRI
3 - A ag A MLFS/PR
A a s} ® MRD neg
A —> @ A -> A Refractory
o |
- s . A ® X Died from postSCT complications . SR g: e
_— o A — X Death
2 P— X Pneumonia , neutropenic infection in MLFS ~+ Ongoing
response
0 3 6 9 12 15 0 3 6 9 12 15
Months Months

Daver et al., ASH 2021, Abstract 371



Checkpoint Inhibitors in AML

Table 1. Selected completed trials of inmune checkpoint blockade monotherapy in AML/MDS. (Table view)

Drug Target/mechanism Phase M Patient characteristics Outcomes
[ref]
Pidilizumab Anti-PD-1 I[57] 17 (8  Advanced hematologic 1 AML patient with reduction
antibody AML, 1 malignancies, age <65 in peripheral blasts
MDS)
Mivolumab Anti-PD-1 [79] 15 MDS frontline and HMA 0% CR/CRp; 25% 1-year
antibody failure survival
[1[B5] 14 HR-AML in CR ineligible 71% 1-year CR rate
for HSCT
Pembrolizumab  Anti-PD-1 I[58] 28 MDS after HMA failure ORR: 4% (1 PR); 49% 24-
antibody week survival
Ipilimumab Anti-CTLA-4 I[13] 28 (12 Hematologic malignancies Mo response with 3 mg/kg
antibody pts with relapse after HSCT Response with 10 mg/kg
wiAML) CR 23%, PR 9%
23% decrease in tumor
burden

CRin 1 AML patient
secondary to MDS

I[16] 29 MDS patients who failed CR 3.4%, PSD for >46
HMAS weeks 27%, >54 weeks 10%
Median OS 294 days
(censoring at allogeneic

HSCT),
7e) 20 MDS frontline and HMA 15% CR/CRp; 45% 1-year
failure survival

Brewersdorf et al., Exp Rev Anticancer Ther 2019; 19(5):393-404.



Checkpoint Inhibitors in AML

Table 2. Selected completed clinical trials of immune checkpoint blockade as part of combination therapy in

AML/MDS. (Table view)

Drug Target/mechanism Phase N Patient Intervention Cutcomes
[ref] characteristics
Mivolumab Anti-PD-1 I[79] 20 MDS frontline  Mivolumab + 5- 75% CR/CRp; 50% 1-year
antibody and HMA ALA survival
failure
[75] 70 RR-AML Mivolumab + 5- ORR: 33% (22% CR/CRI);
AZA median OS5 6.3 months

[I[83] 41 Frontline AML  Idarubicin +
or high-risk cytarabine =
MDS; age<65 nivolumab

Pembrolizumab  Anti-PD-1 I[77] 17 HR-AML Pembrolizumab
antibody + decitabine
Ipilimurmab Anti-CTLA-4 IN[7e] 21 MDS frontline  Ipilimumab +
antibody and HMA 5-ALA
failure

77% CR/CRi: median OS 18.54
(nivolumab group) vs 13.2
months (| + A alone), p = 0.2

1 MRD-negative CR; median
OS5 7 months

71% CR/CRp; 68% 1-year
survival

Brewersdorf et al., Exp Rev Anticancer Ther 2019; 19(5):393-404.
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Front-Line DLBCL Therapy

0.4

0.2

Probability of Event-free Survival

P<0.001

CHOP plus rituximab

0.0

0.5

|| I I
1.0 1.5 2.0
Years after Randomization

Coiffier et al. NEJM 2002; 346:235-242.

(1) GELA
HR 0.96
p=0.749
(2) BNUI
HR 0.90
p=0.376

LNHO03-

DA-EPOCH-R

RCHOP-14

28

(age <60/ip1 1) R-ABCVP
HR 0.44
p=0.0071

SWO0G-9704
,0=0.32 ASCT

*explorats

HR 1.24

05 beael

RCHOP +

sty dnalyss suggests
Lin high-risk IP

(1) NHL13

HR 0,81, p=0.415
(2) ECOGA4494

HR 1.28, P=0.48
(3) Hovon-Nordic
S-year OS 85% vs. 83%

RCHOP+ R
maintenance

Alliance 50303 O-CHOp  GOYA
HR 1.09 HR 0.99
p=0.65 p=0.99
RCHOP
RCHOP + RCHOP +
everolimus enzastaurin
maintenance maintenance
PILLAR-2 (IP1 3-5) PRELUDE (IP1 3-5)
HR 0.75 HR 1.04
p=NS p=0.8307

Hazard Ratios for OS

RCHOP +
enzastaurin  pending

ENGINE (DGM1+ genotype)

RCHP + POLARIX (IPI 2-5)
polatuzumab  HR = 0.94, p=0.75

RCHOP + (non-GCB and <65)
acalabrutinib  pending

PHOENIX
RCHOPY  10n.GCB by IHC)
ibrutinib 15 - .95, p=0.96
Yexploratosy analysis suggests

08 benelit in <60 subset

ROBUST
R2CHOP (ABC by Lymph2Cx)
(lenalidomide)  2.year 05 79% vs. B0%

REMoDL-B
RCHOPY (00 by DASL)
bortezomib .z 55 0397
RCHOP+
lenalidomide
maintenance
REMARC
HR 1.22
p=0.264

Twitter: @MattCheungMD



Polatuzumab Vedotin (anti-CD79a ADC) in Front-Line DLBCL
(POLARIX Trial)

1063 Patients were assessed for eligibility

= 184 Were not eligible

\

879 Underwent randomization

Y

l

440 Were assigned to receive pola-R-CHP

439 Were assigned to receive R-CHOP

treatment
drugs

early
20 Had adverse event
12 Had progressive
disease
17 Had other reason

53 Did not complete all planned
4 Did not receive any trial

49 Discontinued treatment

i

Table 1. Demographic and Clinical Characteristics at Baseline (Intention-to-Treat Population).*

62 Did not complete all planned
treatment
2 Did not receive any trial
drugs
60 Discontinued treatment
early
21 Had adverse event
17 Had progressive
disease
22 Had other reason

/

387 Completed treatment

377 Completed treatment

Y

l

374 Remain in trial follow-up
66 Discontinued trial

76 Discontinued trial

363 Remain in trial follow-up

Tilly et al. NEJM 2022; 386:351-363.

Characteristic
Median age (range) — yr
Age category — no. (%)
=60 yr
=60 yr
Female sex — no. (%)
Geographic region — no. (%) 7
Western Europe, United States, Canada, and Australia
Asia
Rest of world
Ann Arbor stage — no. (%) i
lorll
I or IV
No. of extranodal sites — no. (%)
Oorl
=2
Bulky disease — no. (%)1§
ECOG performance status score — no. (%)
Qorl
2
Lactate dehydrogenase level — no. (%) |
Normal
Elevated
IPI score — no. (%) 7%*
2
3to5
Median time from initial diagnosis to treatment initiation (IQR) — days
Cell of origin — no.total no. (%6)11
Germinal-center B-cell-like subtype
Activated B-cell-like subtype
Unclassified
Double-expressor lymphoma — no.total no. (%) 11
Double-hit or triple-hit lymphoma — no./total no. (%) 1

Pola-R-CHP
(N=440)

65 (19-80)

140 (31.8)
300 (68.2)
201 (45.7)

302 (68.6)
81 (18.4)
57 (13.0)

47 (10.7)
393 (89.3)

227 (51.6)
213 (48.4)
193 (43.9)

374 (85.0)
66 (15.0)

146 (33.2)
291 (66.1)

167 (38.0)
273 (62.0)
26 (16.0-37.5)

184/330 (55.8)
102/330 (30.9)
44330 (13.3)
139/362 (38.4)
26/331 (7.9)

R-CHOP
(N=439)

66 (19-80)

131 (29.8)
308 (70.2)
205 (46.7)

301 (68.6)
79 (18.0)
59 (13.4)

52 (11.8)
387 (88.2)

226 (51.5)
213 (48.5)
192 (43.7)

363 (82.7)
75 (17.1)

154 (35.1)
284 (64.7)

167 (38.0)
272 (62.0)
27 (19.0-41.0)

168/338 (49.7)

119/338 (35.2)
51/338 (15.1)
151/366 (41.3)
19/334 (5.7)




Polatuzumab Vedotin in Front-Line DLBCL (POLARIX Trial)

Table 2. Efficacy (Intention-to-Treat Population).

Variable

Progression-free survival*

Patients who died or had progression or relapse — no. (%)

Earliest event — no.

Death

Progression or relapse
Estimate at 1 year (95% Cl) — %
Estimate at 2 years (95% Cl) — %

Event-free survival*

Patients who died, had progression or relapse, or had

other events — no. (%) T

Earliest event — no.

Death

Progression or relapse

Otherf
Estimate at 2 years (95% Cl) — %
Response status at treatment completiong:
Overall response — no. (%)

Complete response

Partial response
Stable disease — no. (%)
Progressive disease — no. (%)
Not evaluated or data missing — no. (%)
Overall survival
Patients who died — no. (%)
Estimate at 2 years (95% Cl) — %
Disease-free survival{
No. of patients who could be evaluatedf|
Patients who died or had relapse — no. (%)
Earliest event— no.

Death

Relapse

Pola-R-CHP
(N=440)

107 (24.3)

19

83
33.9 (80.4-87.4)
76.7 (72.7-80.8)

112 (25.5)

18
%6
8

75.6 (71.5-79.7)

376 (85.5)
343 (78.0)
33 (7.5)
8 (L8)
22 (5.0)
34 (7.7)

53 (12.0)
88.7 (85.7-91.6)

381
62 (16.3)

54

R-CHOP
(N=439)

134 (30.5)

20

114
79.8 (75.9-83.6)
70.2 (65.8-74.6)

138 (31.4)

20
106
12

69.4 (65.0-73.8)

368 (83.8)
325 (74.0)
43(9.3)
6(14)
28 (6.4)
37 (8.4)

57 (13.0)
88.6 (85.6-91.6)

363
79 (21.8)

13
66

Hazard Ratio
(95% C1)

0.73 (0.57-0.95)

0.75 (0.58-0.96)

0.94 (0.65-137)

0.70 (0.50-0.98)

P Value

0.02

0.02

0.75

A Investigator-Assessed Progression-free Survival

100
90
804
704
60+
50+
40+
304
204
10+

Percentage of Patients

Pola-R-CHP

R-CHOP

Hazard ratio for progression, relapse, or death,
0.73 (95% ClI, 0.57-0.95)

P=0.02

No. at Risk

Pola-R-CHP 440 404 353

Months

327 246 78 NE NE

B Investigator-Assessed Event-free Survival

Percentage of Patients

100+
50
30+
704
60
50
40

304
204 Hazard ratio for event or death,
0.75 (95% Cl, 0.58-0.96)
109 p_0.02

Pola-R-CHP

R-CHOP

0 T T T T
0 <] 12 18 24

Months

No. at Risk
Pola-R-CHP 440 402 348 323 243

30 36 42

78 NE NE

Tilly et al. NEJM 2022; 386:351-363.

No safety signals

R-CHOP 439 389 330 296 220 78 3 NE R-CHOP 439 386 327 294 218 78 3 MNE
C Investigator-Assessed Disease-free Survival D Overall Survival
100+ 100+
e Pola-R-CHP
907 Pola-R-CHP 90
E 80 ‘E 80
5 70 R-CHOP 3 70 R-CHOP
- L=
% 60~ % 60-
S 50- o 504
? 404 E‘ 40
£ =
g 30+ g 30
[ 20- Hazard ratio for relapse or death, & 20 Hazard ratio for death,
0.70 (95% CI, 0.50-0.98) 0.94 (95% CI, 0.65-1.37)
10+ 10+
P=0.75
c 1 I I I | I 1 G I I | I I I 1
0 ] 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months Months
No. at Risk No. at Risk
Pola-R-CHP 381 342 322 266 106 2 NE NE Pola-R-CHP 440 423 397 384 362 140 15 1
R-CHOP 363 326 282 238 96 5 NE NE R-CHOP 439 414 401 376 355 132 20 1




Polatuzumab Vedotin in Front-Line DLBCL (POLARIX Trial)

Pola-R-CHP R-CHOP P FS
(N=440) (N=439)
Total 2-year 2-year Hazard 95% Wald Pola-R-CHP R-CHOP
Baseline Risk Factors N n Rate n Rate Ratio Cl Better Better
Age group |
<60 271 140 741 131 719 09 (0-6 to 1-5)
>60 608 300 779 308 695 07 (0'5 to 0:9) ——
Sex
Male 473 239 759 234 659 07 (0:51t009) ——
Female 406 201 777 205 752 09 (06to 14) >—lr—<
ECOG PS
0-1 737 374 784 363 712 0-8 (0:6 to 1:0) [
2 141 66 672 75 650 0-8 (0-5t0 14) a1
IPI score
P12 334 167 793 167 785 1-0 (06 to 1-6) ——
IPI 3-5 545 273 752 272 651 07 (0:5t0 0:9) ——
Bulky disease
Absent 494 247 827 247 707 06 (041008) - D
Present 385 193 690 192 697 10 (0-7 to 1:5) —a—
Geographic region
Western Europe, United States, 603 302 786 301 720 08 (06to11) —-
Canada, and Australia
Asia 160 81 743 79 656 0.6 (04 to 1:5) —a—
Rest of world 116 57 708 59 67.3 0.9 (06 to 1:5) —a——
Ann Arbor stage
-1 99 47 891 52 855 06 (02t018) * - i
In 232 124 807 108 736 08  (0:5t013) a1
v 548 269 726 279 661 08 io 610 1:1) —l—
Baseline LDH
sSULN 300 146 789 154 756 08 0:5to 1:3) —a—1—
>ULN 575 291 754 284 672 07 io 5to 10) —l—]
No. of extranodal sites
- 453 227 802 226 745 08  (05t011) .
22 426 213 730 213 658 07 (05 to 1-0) —a—f
Cecl;l-ggorigin 352 184 751 168 769 10 07t015 —a—
: ; i 710
ABC 221 102 839 119 588 04 0-2to 0 s) -—a— 4—
Unclassified 95 44 730 51 862 19 081to45 ' {
Unknown 211 110 738 101 643 07 04 to 12 w1
Double expressor by IHC
DEL 290 139 755 151 631 06  (0-4t010) —. —
Non DEL 438 223 777 215 757 09 06 to 1:3) 5
Unknown 151 78 760 73 698 08 04 to 1:5) o B
Double- or triple-hit lymphoma
Yes 45 26 690 19 889 38 (08to17:6) b
No 620 305 768 315 703 07 50'5 to 1:0 +—l—]
Unknown 214 109 7856 105 664 06 041011 e _——m 1
I L}
025 1 5

Tilly et al. NEJM 2022; 386:351-363.



Tafasitamab in R/R DLBCL — Phase 2 L-MIND Study

1.0 4

0.9 __ Tafa+LEN Median OS (mo):
0.8 - 33.5 (95%Cl: 18.3-NR)
0.7 -

06 -
05
0.4 -
0.3 4
0.2+
0.1 4

Natural
killer cell

Probability of OS

Number of patients still at risk
8077 69 64 54 45 41 37 28 21 10 1

ADCP Direct cytotoxicity
Tafasitamab plus lenalidomide (N=80)* Clinically relevant subgroups (follow-up analysis)
i Follow-up analysis mary ory s -
(data cut-off: disease disease refractory
Oct 30, 2020) (n=15) (n=33) (n=35)
Best objective response, n (%)
Complete response 34 (42.5) 32 (40.0) 5(33.3) 13 (394) 14 (40.0)
Partial response 14 (17.5) 14 (17.5) 3(20.0) 5(15.2) 7(20.0)
Stable disease 11 (13.8) 13 (163) 2(13.3) 4(12.1) 3(86)
Progressive disease 13 (163) 13 (163) 3 (20.0) 7(212) 7(20.0)
Not evaluable* 8 (10.0) 8 (10.0) 2(133) 4(12.1) 4(114)
ORR (CR +PR), n (%) [95%CI]* 48 (60.0) 46 (57.5) 8 (53.3) 18 (54.5) 21 (60.0)
[48.4-70.9] [45.9-68.5] [26.6-78.7] [36.4-71.9] [42.1-76.1]
Median DoR (IRC), months (95% CI)  21.7 (21.7-NR) 439 (26.1-NR) NR (1.8-NR) NR (5.8-NR) NR (5.8-NR)
Median PFS (IRC), months (95%CI)  12.1 (5.7-NR) 11.6 (6.345.7) 5.3 (0.9-NR) 76 (2.7-NR) 7.6 (27-NR)
Median OS, months (95% CI) NR (18.3-NR) 33.5 (18.3-NR) 13.8 (13-NR) 155 (8.6-NR) 15,5 (8.6-NR)

monjuvihcp.com Salles et al. Lancet Oncol 2020; 21:978-988; Duell et al. Haematologica 2021; 106(9):2417-2426.



Tafasitamab in R/R DLBCL — Phase 2 L-MIND Study

Probability of progression-free survival

Number of patients still at rick

CR 32
SD/PD/NE 34

Probability of overall survival

0.0

Median: 0S

CR: NR (5% CI: 45.7-NR
SD/PD/NE: 10.1 (95% CI: 3.6-14.9)

4 8 12 16

Number of patients still at risk

CR 2
SD/PD/NE 34

Duell et al. Haematologica 2021; 106(9):2417-2426.

32 n n 3

20 16 14 7

Median: PFS

R: NR (95
SD/POINE: 2

Cl. 45.7~MR

S 955 CE1.9-3.7)

16 20 24 28
Time (months)

20 24 28 32

Time (months)
7 -7 .5 5

36

36

44

¥ © A Cemsored
48 52
0 0

W @ A Cersored
52 56
4 0
0 0

Characteristics

IPI score

Intermediate - High Risk and High Risk
Low Risk and Low~Intermediate Risk
Gender

Female

Male

Rituximab refractoriness

Yes

No

Refractoriness to last prior treatment line
Yes

No

Primary refractoriness
Yes

No

stem cell transp
Yes

No

Number of prior treatment lines
1

22

Age group

<70 years

>70 years

Prior

Characteristics

IPl score

Intermediate - High Risk and High Risk

Low Risk and Low-Intermediate Risk
Gender

Female

Male

Rituximab refractoriness

Yes

No

Refractoriness to last prior treatment line
Yes

No

Primary refractoriness
Yes

No

stem cell transpl,
Yes

No

Number of prior treatment lines
1

22

Age group

<70 years

>70 years

Prior 1
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20 40 60 80
30 month OS rate (%) (95% Cl)

nR/nE/
nC/N#

4/26/10140
16/15/9/40

9/17/11/37
11/24/8/43

8/19/6/33
12/21/13/46

8/21/6/35
12/20/13/45

4/9/2115
16/32/17/65

3/4/219
1713717171

13/18/9140
7/23/10/40

9/18/8/35
11/23/11/45

nR/nE/
nC/N#

10/25/5140
27/11/2140

19/15/3137
18/21/4/43

14/18/1(33
23/18/5/46

15/18/2135
22/18/5/45

5/9/1/15
32/2716/65

5/3/119
32/33/6/71

22/15/3/40
15/21/4140

18/13/4135
19/23/3145

30 month
PFS rate (%)
(95% Cl)

20.8 (8.5-36.8)
59.5 (41.7-73.5)

45.4 (26.9-62.1)
38.1(22.7-53.4)

40.0 (23.0-56.5)
42.6 (25.8-58.3)

37.2 (20.9-53.6)
44.2 (27.2-60.0)

33.9 (11.0-58.8)
42.3 (28.8-55.3)

51.9 (16.4-78.8)
39.6 (26.9-52.0)

47.8 (30.2-63.4)
34.3(18.6-50.7)

41.3 (23.2-58.5)
41.2 (25.5-56.3)

30 month
0S rate (%)
(95% Cl)

30.4 (16.2-45.9)
71.2 (54.0-82.9)

57.5(39.6-71.9)
46.6 (30.5-61.1)

44.1 (26.8-60.2)
56.7 (40.4-70.2)

46.6 (29.2-62.2)
55.6 (39.1-69.3)

38.1 (14.6-61.6)
54.9 (41.5-66.5)

62.5 (22.9-86.1)
50.2 (37.6-61.5)

59.7 (42.3-73.5)
43.4 (27.2-58.6)

59.5 (40.6-74.2)
45.4 (30.1-59.5)



Tafasitamab in R/R DLBCL —RWE RE-MIND2 Study

Probabliity of OS

Tatas EN (n=
ALnsk
Emntiy
_ersored
R-GamOs (=
Al s
Evertys

arnored

Probability of OS

Taturl EN
At rma
Cvants
Cormored

PR
[
]

RE-MIND2 primary analysis

10
09 KM Median (mo)
081 w—= Tafa+LEN 316" (95% C1L 18.3-NR)
074 — RGemOx 11.0" (95% CL. 7.9-16.8)
06
05 ]
04
03
02
01 HR (95% Cl). 0467 (0 305-0.714). p 0.0003
0T T T T T T
01 3 6 12 18 24 30 36 44
Time (months)
T4
TAT2 88 63 ) 44 3 M 14
1 4 1 '] r ) 4 -, »
) 1 3 € " M »
T4)
- X ¢ 4 '™ 49 5 s
. 1 - -
10
KM Median (mo)
09 — TafasLEN  20.1 (95% Cl: B.6-NR)
0.8 4 — Pola-BR  7.2(95% CL 4.9-116)
07 ]
06
05
04
03
0.2
0.1 1 HR (95% ClI): 0.4 (0.20-0.96); p = 0.0340
OtrT—T—"T T T T
013 & 12 18 24 30 36 44
Time (months)
2 M »n " " LA 2 ] 4 14
2 LS 3 o ” 4 ] 9 19
] 0 1 3 ] 7 "

i 3 2 1 0 [}
] s s L} " 1.
o ‘ “ ' ’ ’ . .

Nowakowski et al. ASH 2021, Abstract 183

Probability of OS

TatasLEN el

Al rma
Cvmrain)
T wrasrwa

Probability of OS

Tafu+LEN (m=37)
Al rse

Everty
Carsored

AL e
Evertis
eracred

10 1
\ KM Median (mo)
09 - i ~— Tafa+LEN  24.6 (95% CI, 12.1-NR)
08 - R2 7.4(95% CL 42-11.1)
07 -
06
05
04
03
02
017 HR (95% C1): 0.44 (0.22-0.85); p = 0.0122
0 e ———— 1
013 6 12 18 24 30 36 a4
: Time (months)
= nn o n o " ] s
02 ¢ ] " ) " ” " "
00 ¢ ) 3 2 ] L ] " $
VDU » " s ] ) (4 0 N
00 & “ n d D n n n
0 ) i L] ] L J AL w v
10 4
09 KM Median (mo)
3 —— Tata+LEN 22.5 (95% Cl: 8 6-NR)
ks — CAR-T 15.0 (5% CI: 10.1-NR)
07
06
04
03
02
0.1
HR(95% CI). 095 (047-191), p= 08829
0.1 ‘ T

01 3 6 12
37 35 3 28 2
2 6 - 4
w W )
[ ) 3
( 4 -

18 24 30 3%
Time (months)

8 15 9 P

7 19

2 3 " 1

12 3 “ 4

9 i L



Mosunetuzumab in R/R NHL —

T-cell activation
e

Granzyme & o
Perforin l I

CD20 -

Target+ :
mor cel

Best Objective Response®

Immune synapse
formation

|

~ Tumorcelldeath

Probability of PFS

Mo. at risk:
iMHL
aMHL

Aggressive NHL®
(n = 129)

Median progression-free survival (95% CI)

iMHL: 11.8 (8.4 to NE) months
aMHL: 1.4 (1.4 to 2.8) months

— iNHL in = 68)
— aMHL {n = 129)
+ (Censored

[

=
B3
B

I | | I | | | | | |
6 8 10 12 14 16 18 20 22 24 26 28 30 32

Time Since the First Dose (months)

68 59 51 42 40 29 22 177 10 &8 7 3 2 1 1 1

129 58 36 28 20 1M

Indolent NHL®
(n = 68)

11T 9 7 4 3 3 3 2 2 2 0

Post-CAR-T Therapy
(n=19)

ORR, No. (%) [95% Cl]

45 (34.9) [26.7 to 43.8]

45 (66.2) [63.7 to 77.2]

77 (36.8) [16.3 to 61.6]

Complete response, No. (%) [95% Cl]

25 (19.4) [13.0 to 27.3]

33 (48.5) [36.2 to 61.0]

5(26.3)[9.2to0 51.2]

Partial response, No. (%) [95% ClI]

20 (15.5) [9.7 to 22.9]

12 (17.6) [9.5 to 28.8]

2(105)[1.3t0 33.1]

Stable disease, No. (%) [95% Cl]

9 (7.0) [3.2t0 12.8]

13 (19.1) [10.6 to 30.5]

0(0) [0.0to 17.7]

Progressive disease, No. (%) [95% CI]

70 (54.3) [45.3 to 63.1]

9 (13.2) [62 10 23.6]

12 (63.2) [38.4 to 83.7]

Duration of response, median [95% Cl], months

76 [0.6to 228]

16.8 [11.7 to NE]

Mot reported due to small sample
size (n = 7§

Duration of response in patients with complete response,
median [95% Cl], months

Budde et al. J Clin Oncol 2021; epub

228 [7.6 to NE]

20.4[16.0 to NE]

Mot reported due to small sample
size (n = B)

34

0



Mosunetuzumab + Polatuzumab in R/R NHL —

M: 1

N (%) unless stated
Median age, years (range)
Male

ECOG PS at entry
0-1
2

Histology
DLBCL
de novo DLBCL
transformed FL
Grade 3b FL
FL Grade 1-3a

Bulky disease (210 cm)

Budde et al. ASH 2021, Abstract 533

D

1/|D8| D15 D1
M: 60mg
mg

All patients
N=63

68 (20-83)
39 (61.9)

59 (93.7)
4 (6.3)

60 (95.2)

44 (69.8)"

12 (19.0)t
4 (6.3)
3 (4.8)

6 (9.5)

DLBCL
patients
N=60

68 (20-83)
37 (61.7)

56 (93.3)
4(6.7)

60 (100)
44 (73.3)
12 (20.0)
4(6.7)
0

6 (10.0)

D1

:

21 day cycles

DLBCL
All patients patients
N (%) unless stated N=63 N=60
Ann Arbor stage at entry
=l 13 (20.6) 12 (20.0)
=1V 50 (79.4) 48 (80.0)
Number of prior lines of
therapy
1-2 24 (38.1) 24 (40.0)
3+ 39 (61.9) 36 (60.0)
Median prior lines of therapy,
range 3(1-10) 3(1-8)
Prior CAR-T therapy 25 (39.7) 24 (40.0)
Refractory to last prior 48 (76.2) 46 (76.7)

therapy




Mosunetuzumab + Polatuzumab in R/R NHL —

CRS: Grade 1 15.9%, Grade 2 1.6%, no Grade 3+
ICANS-like: Any grade 7.9%, Grade 3+ 3.2%

» Median duration of response in all DLBCL patients: NR (95% CI: 6.3, NE)
Response in all DLBCL patients

Response in all DLBCL patients receiving mosunetuzumab
at 1/2/9mg to 1/2/60/30mg (N=60) receiving mosunetuzumab at the RP2D (1/2/60/30mg) (N=46)

100 100
uCR PR mCR »PR
80 80
. ORR: 65.0% ORR: 62.5% . ORR: 65.2% ORR: 65.0%
£ 60 £ 60
- 16.7 -
£ 20.8 £
2 e
5 40 5 40
20 20
0 0
All Prior CAR-T All Prior CAR-T
N=60 N=24 N=46 N=20
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Mosunetuzumab in R/R iNHL —

* FL (Grade 1-3a) « Q3W intravenous administration 21-day cycles
60mg § 60mg

« ECOG PS 0-1 « C1 step-up dosing (CRS mitigation)
+ 22 prior regimens, + Fixed-duration treatment
including — 8cycles if CR after C8
- 21 anti-CD20 Ab ~ 17 cycles if PR/SD after C8 - |

— 21alkylating agent ||. No mandatory hospitalization

ORR (95% CI) by IRF

CR rate (95% CI) by IRF

All patients 60% (49%, 70%) —— 80% (70%, 88%) - e
Age

<65 years (n=60) 55% (42%, 68%) —i 77% (64%, 87%) —t—

265 years (n=30) 70% (51%, 85%) L an ay) 87% (69%, 96%) L I
Number of prior therapies

2 (n=34) 74% (56%, 87%) —_—— 85% (69%, 95%) ——

23 (n=56) 52% (38%, 65%) ——1 77% (64%, 87%) —t—
R/R to last prior therapy

Yes (n=62) 52% (39%, 65%) e 77% (65%, 87%) -

No (n=28) 79% (59%, 92%) - 86% (67%, 96%) bt
Double refractory

Yes (n=48) 50% (35%, 65%) —— 71% (56%, 83%) ——t

No (n=42) 71% (55%, 84%) i 90% (77%, 97%) —e—
POD24

Yes (n=47) 57% (42%, 72%) —— 85% (72%, 94%) —te—

No (n=43) 63% (47%, 77%) e 74% (59%, 86%) —_—

000 025 050 075 1.00 000 025 050 075 1.00

Budde et al. ASH 2021, Abstract 127



(ﬁt,c) Advances in Cancer Immunotherapy™
Society for Immun;nherapy of Cancer

Hodgkin Lymphoma

#LearnACI

© 2021-2022 Scciety for Immunotherapy of Cancer



Brentuximab Vedotin in HL — Echelon-1 Study

Phase lll

Brentuximab + Doxorubicin + Vinblastine + Dacarbazine
VS

Doxorubicin + Bleomycin + Vinblastine + Dacarabizine

A+AVD, ABVD, Total,

Characteristic n = 664 n =670 N = 1334
Male sex 378 (57) 398 (59) 776 (58)
Age, y 35 (18-82) 37 (18-83) 36 (18-83)

<60 580 (87) 568 (85) 1148 (86)

=60 84 (13) 102 (15) 186 (4)
Regions

Americas 261 (39) 262 (39) 523 (39)

Europe 333 (50) 336 (50) 669 (50)

Asia 70 (11) 72 (11) 142 (11)
IPS

0or 1 141 (21) 141 (21) 282 (21)

2or3 354 (53) 351 (52) 705 (53)

4dto7 169 (25) 178 (27) 347 (26)
ECOG performance

status

0 376 (57) 378 (57) 754 (57)

1 260 (39) 263 (39) 523 (39)

2 28 (4) 27 (4) 55 (4)
PET2 status

Positive 47 (7) 58 (9) 105 (8)

Negative 588 (89) 577 (86) 1165 (87)

Unknown/unavailable | 29 (4) 35(5) 64 (5)

1.0 1
o5 \%‘
A+AVD
T

0.8 1

0.7 4 ABVD

0.6 1

Probability of progression-free survival

leg-rank
N Events Hazard Ratio (95% CI) p-value

019  —— A+ 664 109

ABVD &70 151 0.704 {0.550, 0.901) p=0.005

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52

Time from randomization (months)
N at Risk (Events)
A+AVD 664 640 626 607 563 547 536 517 503 497 484 478 471 449 444 439 376 365 360 247 237 226 145 139 133 71 67
ABVD 670 636 628 603 545 513 497 485 472 467 456 450 440 410 403 399 342 332 325 222 218 210 130 119 113 39 37

Straus et al. Blood 2020, 135(10):735-742.




Pembrolizumab in HL —

Sequential Pembrolizumab and AVD in classical Hodgkin lymphoma, Phase 2 study

1.00 =
©
=
S 075 -
wv
h
L PFS and OS= 100%
N 0.50 —
=
=3
a
L 25 - Median follow-up (range)
b= ' 22.5 months (14.2, 30.6)
a
0.00 =~

r T &
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Nurmbei at risk Months since registration
AII-I30 30 30 30 30 30 30 30 27 22 20 16 13 11 8 3

r T 1 1T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Months since registration

End of
Treatment PET

Response to single-agent pembrolizumab

Allen et al. Blood 2021, 137(10):1318-1326.



Nivolumab in HL —

IE Efficacy of concomitant and sequential therapy

Remission status
[l Complete remission

Partial remission [ | Nochange  [IJ] Progressive disease

Frequency, %

100+

80

60

40+

204
0

IConcomitant Sequential| IConcomitant SequentialI IConcomitant Sequentiall

After nivolumab

[E] Progression-free survival (PFS)
1.0

After systemic therapy Final remission status

Concomitant therapy group

0.8+

0.6+

0.4+

PFS rate (95% Cl)

N e
Sequential therapy group

Median 12 mo
follow-up | estimate

Concomitant therapy group | 14 mo 100%

0.24

Sequential therapy group 13 mo 98% (95-100)

No. at risk (No. censored)
Concomitant therapy group 55(0)
Sequential therapy group 54 (0)

Brockelmann et al. JAMA Oncol 2020, 6(6):872-880.

6 12 18 24
Time, mo
54 (1) 34(21) 18 (37)
53(0) 32(21) 9 (44)



» Advances in Cancer Immunotherapy™

Monoclonal antibodies in Leukemia/Lymphoma:

« ALL: monoclonal antibodies play an essential role in all lines of therapy,
including, uniquely, MRD+ disease. No role for checkpoint inhibitors thus far.

« AML: monoclonal antibodies to CD33 and CD123 have been applied to enhance
responses to chemotherapy, or serve as targets for T cell engagers. Other
targets are emerging. Limited role for checkpoint inhibitors thus far.

« NHL: monoclonal antibodies have been essential for treatment for over 20yrs,
but improving on R-CHOP outcomes has been difficult. Pola-R-CHP is a
modest, but real improvement over R-CHOP. Additional ADC and bispecifics are
on the horizon.

« HL: only blood cancer in which there is compelling evidence supporting for use
of checkpoint inhibitors in front-line therapy. ADC may help

#LearnACI
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