Therapy of Diffuse Large B-cell Lymphoma
(DLBCL)
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RCHOP has been the “standard” therapy of DLBCL

Progression-free survival after R-CHOP
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Polatuzumab vedotin is an ADC targeting CD79b

CD79b is ubiquitously expressed on DLBCL cells PFS after Pola+R/G-CHP in first-line DLBCL
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POLARIX: A randomized double-blinded study

Pola-R-CHP
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Polatuzumab vedotin (1.8mg/kg)*
R-CHP + vincristine placebo

Patients

* Previously untreated DLBCL

. . Cycles 1-6 | Rituximab
Age 18-80 years (1 cycle=21 days) i 375mg/m?

+ IPI2-5
+ ECOG PS 0-2

Cycles 7 & 8
R-CHOP
Stratification factors

. —
» |PI score (2 vs 3-5) R-CHOP" +

 Bulky disease (<7.5 vs 27.5cm) polatuzumab vedotin placebo

—

» Geographic region (Western Europe,
530 US, Canada, & Australia vs Asia vs rest
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POLARIX Primary endpoint: Progression-free survival
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Overall survival: POLARIX trial
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Common adverse events: POLARIX trial

Peripheral neuropathy -
Nausea =

Diarrhea =
Neutropenia -
Anemia =
Constipation =
Fatigue =

Alopecia =
Decreased appetite =
Pyrexia =

Vomiting =

Febrile neutropenia =
Cough =

Headache =
Decreased weight =
Asthenia =
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Pola-R-CHP R-CHOP

(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 Ratlo Cl Better Better
Age group
=3 7w Wi DI 79 08 (ewis - T
>60 0B 300 779 308 695 07 (05t009) i
Sex
Male 473 239 759 234 659 07 io-s to 0-8) ——
Female 406 201 777 205 752 09 (06to14) —
ECOG PS
0-1 737 374 784 363 712 08 (0610 10) — -
2 141 66 672 75 650 08 (05to14) I
1P| score
P12 34 167 793 167 785 1-0 ioe to 1-8)
IP13-5 545 273 752 272 651 07 (05t009) —a—
Bulky disease
Absent 494 247 827 247 707 06 (041008) ——
Present 385 193 690 192 697 10 (07 to 15) ——i
Geographic region
Westarn Eurbos, United Stales, 603 302 786 301 720 08 (060 11) —H
Canada, and Australia
Asia 160 81 743 79 8656 06 (041015) T g
Rest of worla 116 57 708 59 67.3 09 (061lo15) —_——
Ann Arbor stage
- 99 47 891 52 855 06 02to1-8) * - i
n 232 124 807 108 736 08 }u 510 1:3) —a——
[\ 548 269 726 279 661 08  (06to11) ——
Baseline LDH
<ULN 300 146 789 154 758 08 (051t013) —=_Fr
>ULN 575 291 754 284 B7-2 07 (05to10) —
No. of extrancdal siles
0-1 453 227 802 226 745 08 (05to11) —a—1-
22 426 213 730 213 658 07  (05to10) —a—f
Cell-of-origin
GC8 352 184 751 168 769 10 (071015)
ABC 221 102 839 119 588 04 (02t006) +—=—i
Unclassified 95 44 730 51 862 19 08 1o 4'5) i i
Unknown 211 110 738 101 643 07  (041012) e B
Dauble expressor by IHC
DEL 290 139 755 151 631 06  (0-41t010) ]
Non DEL a3 223 717 215 757 09 (0610 13) —
Unknown 151 78 760 73 698 08  (041015) I o K
Double- or triple-hit lymphoma
e R N
(s} - - ( u ) .
Unknown 214 109 785 105 664 06 (0410 1-1; T\l T|||y et al. , New Engl J Med
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Cost effectiveness of R-Pola-CHP depends upon long-term outcomes

. _ One Way Sensitivity Analysis of the Cost of Pola-R-CHP (Pola-R-
* Routine use of R-Pola-CHP will add CHP compared to R-CHOF)

Signiﬁcantly tO health expenditures. HARRIG. $180,210 $228,261 $276,312

:

 Markov Model
— Threshold 150K/QALY
— If 5 year PFS > 66%, then cost-effective

:

WTP: 150,000

Incremental Cost-Effectiveness Ratio
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Should R-Pola-CHP replace RCHOP?

Strengths: Concerns:

 Enhanced PFS with median follow-up of
more than two years: likely cures.

* No toxicity differences; double-blind design

* Higher risk patients appeared to
disproportionately benefit

« Borderline cost-effective when considering
costs (financial and physical) of salvage
therapy .
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Relatively small (6%) PFS difference at
two year benchmark

Certain subsets (GCB, double hit)
appear to not benefit

Expensive

Uncertain impact on outcome of
salvage treatments

No overall survival benefit (yet)



Rational agents targeting ABC DLBCL have single agent activity,
but do not improve outcome when added to RCHOP
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Sequencing reveals further heterogeneity of DLBCL.:
Analysis of phase Ill PHOENIX trial
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Ongoing trials

Tafasitamab/Lenalidomide + RCHOP vs. RCHOP (high int and high risk)

Acalabrutinib + RCHOP vs. RCHOP (nonGCB; < age 70)

Epcoritamab + RCHOP vs. RCHOP (pending; IPI 2-5)

Elderly studies:
« Azacitidine + RminiCHOP vs. RminiCHOP (SWOG S1918; > age 75)
* Mosunetuzumab +/- polatuzumab
« Loncastuximab + rituximab
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The future: ECOG trial concept
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Relapsed/Refractory Diffuse Large B-cell
Lymphoma (DLBCL)
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Tafasitamab (anti-CD19) + Lenalidomide pivotal trial

Progression-free survival

1.0 ~
= 12 months combined therapy, 3 o9 %
>
S5 08- @
then tafasitamab alone g 2 weeks g . ‘
5 0.6 -
= ORR 57%; CR 40%
st 0.5
2
* Median OS 33 months e PR (n=14)
> 0.3
= Key adverse events 2 021 gD/PD Median: PFS
Na]
e o014 — CR: NR (95% Cl: 45.7-NR)
o Neutropenia, infections - o (n—34) .SD/PD/NE.: 2.1 (95%}0:1.9-3:[7)7 | | O‘ACensored
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* 42 deaths; 31 from PD
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Loncastuximab (CD19 ADC) pivotal trial

= 12 months g 3 weeks

" ORR 46%; CR 19%

= Key adverse events
* Neutropenia, infections
* Increased GGT
* Edema/effusions

* Dose delays common
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Selinexor (exportin-1) pivotal trial

Progression-free survival (n=127)

: 1007
= Oral therapy twice weekly $
‘g 0.75-
" ORR 28%; CR 12% =
’ g Median PFS = 2.6 months (95% Cl: 1.9, 4.0)
8 050 '
= Key adverse events g LH\A
-]
* Neutropenia, thrombocytopenia § 0257 .
. a
¢ Fatlgue S | | | | | | | | | | | | | | | | I | | | | | | | | |
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* Dose delays common
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Bendamustine/rituximab +/- polatuzumab (CD79b ADC)

" 6 cycles of therapy
" ORR and CRs
—BR: 18%;
—BR/pola: 42%
= Key adverse events
* Neutropenia, anemia,
thrombocytopenia

° Increased GGT
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Trial design

Pola+BR (n=6)
Safety run-in — e
BR (n=40) :
a |
Randomized Qrms e Pola+BR (v=40) ' - .
R R
Pola+BR (n=1086) !
Extension cohort meed

In the extension cohort: IRC-assessed Significant survival benefit with pola+BR versus BR persisted in
clinical response rates were consistent with  the randomized arms
those seen in the randomized cohort:

m Pola+BR (extension) W Pola+BR (randomazed) M BR (randomuzed)
Randomized Exti

6.6 (95% CL 5.1-9.2) months
9.2 (95% CI: 6.0-13.9) months (HR vs BR: 0.30)
3.7 (95% Cl: 2.1-4.5) months

§ orR ¥ ORR PFS
Na2snfl) P> Qais

125 (95% CI: 8.3-23.1) months
12.4 (95% Cl: 9.0-32.0) months
4.7 (95% Cl: 3.7-8.3) months (HR vs BR: 0.42)

0 5 10 15
Median (months)

_ 0Ss
CR
| 42.5% =S

Sehn et al., Blood Adv 6:533-43, 2022
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Redirected tumour lysis

i 0.‘."0 : ° ‘.0 : L °.°.
e 0, o0,
L Perforin/ °
granzymes

IgG-like bispecific antibody

CD3 bispeciflc T-cell redirection mechanism
of action in cancer immunotherapy




Mosunetuzumab experience

= 82 patients with DLBCL; additional
patients with transformed and

mantle cell lymphoma.
" ORR 35%; CR 19%

= Key adverse events

Progression-free survival (n=129)
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Glofitamab experience

Progression-free survival (n=127)

= 73 patients with DLBCL; additional 100 A

patients with transformed and "

mantle cell lymphoma.
60 —

" ORR 48%; CR 39%

PES (%)

= Key adverse events 40 -

* Neutropenia ”

* CRS (low grade; cycle 1)

. . I I 1 | I |
* 2 cases of neurotoxicity 012345678 91011121314151617 1819202122233

. Time From First Dose (months)
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Epcoritamab experience

Progression-free survival (n=22)

= Subcutaneous administration

2 00 . —— Diffuse large B-cell lymphoma 212 mg
o/ . (o) 5 —— Diffuse large B-cell ymphoma 248 m
" ORR 68%; CR 45% I I T 9
8 07 A
= Key adverse events : oso-
c : - d :
S 0.254 Median follow-up: Median progression-free survival:
e Feve r & =12 mg (n=22): 9-3 months =12 mg (n=22): 9-1 months
g 248 mg (n=11): 8-8 months 248 mg (n=11): not reached
[+ W
0 1 I I I I I
° C RS 0 25 50 75 10-0 12:5 150

Time (months)

* Injection site reactions
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Odronextamab experience

Progression-free survival (n=45)

100 -
" ORR: 53% no CAR-T; 33% post CAR-T ~ 90 -
= 80 A
= Key adverse events E 70
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. % 30 o T— 4 ++
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Some key ASH abstracts on bispecifics in DLBCL

« 737 Glofitamab + RCHOP
* 441 Glofitamab relapses rare after CR

« 443 Epcoritamab + RDAX/C as salvage therapy

» 444 Odronextamab in relapsed/refractory DLBCL

« 738 Mosunetuzumab monotherapy for elderly patients with DLBCL
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APPENDIX




Frontmind: A Phase Ill, Multicenter, Randomized,
Double-Blind Study of Tafasitamab + Lenalidomide + R-
CHOP Versus R-CHOP Alone for Newly Diagnosed High-
Intermediate and High-Risk Diffuse Large B-Cell

Lymphoma

Vitolo U et. al.
ASH 2022; Poster Abstract 2947.
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