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U.S. NHL Cancer Stats

Total mature NHL = 112’380 Marginal zone lymphoma, 7460 (7%) US cancer StatS for
lymphoid malignancies by
WHO subtypes

i £ [+)
Follicular Peripheral T-cell lymphoma, 3950 (4%)

\ lymphoma Mantle cell lymphoma, 3320 (3%)
\ 13960 /

CLUSLL  \ (12%) /
20,980 Lymphoplasmacytic lymphoma*

{1 ey 2330 (2%) Most common form of NHL

Hairy cell leukemia,

1910 (2%) Aggressive NHL
Plasma cell neoplasms I . = iycosin ihgeiiee, 1920 1.5 Pe a kS | n t h e 6th d eca d e

25,980 (23%) | Burkitt lymphoma/leukemia,
' DLBCL 1480 (1%)
27,650 (25%) Others

1710 (1%)

Ca Cancer J Clin 2016;66:443-459.
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CHOP: formalizing a backbone

PATIENTS 3-YEAR Phase ”l, SWOG 8516 trial
100 - aT Risk DeEATHS ESTIMATE o

. —G*g::m i-:: 2 :*; Initiated 1986; N=1138
= o .
£ - T Overall survival

P = 0.90 .
E CHOP best available therapy
5§ ©7 o
= S =
S 40 - T E
g . CHOP | m-BACOD | ProMACE-CytaBOM | MACOP-B
g 20 - Death 1% 5% 3% 6%
=k
o G4 31% 54% 29% 43%

0 T
0 > 4 6

Years after Randomization

NEJM 1993;328:1002-1006
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R-CHOP

CHOP vs R-CHOP

S 1.00

- —— CHOP

< —— CHOP + Rituximab
t 0.757

.‘g 0.50 1

=

= 0.257

@ 0.007

PFS (years)

N Engl J Med 2002;346:235-242.
Blood 2010;116 (12): 2040-2045.
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Evolution of DLBCL therapy

;g 100 Biologic diversity?

LE 0. 75 - Intensity of treatment?
% 0.50"

f 0.257

:.;. 0.007

PFS (years)
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Cell of Origin - IHC

Hans algorithm - IHC based decision tree to classify GCB and non-GCB tumors
* ~70% concordance with GEP

* Does not recognize the 10-15% of tumors unclassified by GEP
* Some indeterminate cases seen clinically

-

Non-GCB
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DLBCL: A Heterogeneous Disease

Cell of Origin

GCB
favorable prognosis
as compared to ABC.

Double-hit
lymphomas

Double-ex

lymphomas

ABC

poor prognosis as
compared to GCB. CNS
involvement could be
more likely

Double HIT

(FISH MYC & BCL2 Double Expresser
rearrangements) (High MYC and BCL2
Very poor prognosis protein expression).

CNS involvement likely

Poor prognosis

Curr. Treat. Options in Oncol.;2015,16: 58
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Gene Expression Profiling

a2ne

l-ﬂ = .
-."'\h"\:._h“ Gerrminal-canter B-cell-like= i
L

10
0.6 ‘x"\.,_. 16

0.4~ Activated B-cell-like

Probability of Overall
Survival [

yclin D2
F-4
0.2 b
1 p<0.001 44
0.0 ] | | | ]
] 1 2 i | 5
Yearg

Relative Level of Expression (¥ median value)

NEJM 2002; 346:1937-1947.
NEJM 2008;359:2313-2323.
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Attempts to improve the backbone

Maintenenace therapy R-CHOP plus anather drug regimen <
I |
2003 2006 2009 2013
MinT DLCLOY REMARC PHOEMIX
LNH-03-2B PRELUDE PILLAR-2 ECOG-ACRIN1412
LNH-03-6B PYREAMID
2000 >
2005
Intergroup 2011
Trial Alliance/ 2007 REMoDL-B 2014
CALGE 50303 | HOVON GOYA ROBUST

Dose-dense and dose-intense regimens

Lancet Haematol 2020; 7: e838-50
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Novel therapy strategies

Monoclonal Antibodies Bispecific Antibodies (BITE)

Antigen A Binding Site Antigen B Binding Site

.

Antibody drug conjugate (ADC)

—— cytotoxic agent
(payload)

/

Targeted agents

|
. HMA
Azacitidine
Decitabine
( /" Pelabresib
RO6870810
I

SIS

Everolimus idelalis_Bupariisi

Vistusertib Copanlisib Umbralisib
Duvelisib  Parsaclisib

(@ oa) <

Ibrutini
J Acalabrutinib

Zanubrutinib
Pirtobrutinib

LY PD-L1
y / Atezolizumab
Durvalumab

PD-1
Pembrolizumab

—_— IKAROS
antibody
AKT e D19
5 Lendh:om;g: Tafasitamab
Ava lomil Safimaltib
Iberdomide ABBV-525
Golcadomide
ONO-7018
KTF413 XL114
¢
MALT1 m

k{» Y Zovertamab viamm

0o . = [t
S Rituximab
“\__Proteasome =~ Obinutuzumab
Bortezomib

linker o e
Selinexo 560) ‘Magrolimab
) ;i Lemzoparlimab
N £ Evorpacept  SIRPQ
Venetociax TTH621 MACROPHAGE
TT-622

https://oncobites.blog/2023/09/27/antibody-drug-conjugate-revolution-in-cancer-treatment,
https://www.researchgate.net/figure/Monoclonal-and-bispecific-antibodies-for-targeted-treatment-Created-with-BioRendercom_figh_364484166

Hematological Oncology, Volume: 41, Issue: S1, Pages: 92-106, First published: 09 June 2023, DOI: (10.1002/hon.3143)
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Cytotoxic agent

Anti-CD79b mAb————o (MMAE)

Polatuzumab Vedotin

+ MIMAL 15 an anti-mitolic agent
- Exprassed in >25% of rapidly proliferaling covalently attached to the
B cells, inciuding DLBGL tumor cells® antibody via a protease-

Cleavable linker

* Antibody Drug Conjugate (ADC)
* Humanized anti-CD79b monoclonal antibody

* Conjugated with a monomethyl auristatin E (MMAE) payload
« MMAE - Microtubule inhibitor

* Phase 1 study, Dose >1.8 mg/m2
* Main AEs

* Neutropenia (G3-4)

* Peripheral neuropathy (G1-2)

Linker

B mecL
190

100+

om base line (5]

ORR CR _ mDOR Wﬁﬁ

~100-

h:
L]
]

it

Lancet Oncol 2015; 16: 704-15
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POLARIX Trial
Randomized, double blind, phase Il study

Pola-R-CHP

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

Patients
= Previously untreated DLECL
- Age 18-80years (1 .-ﬁ?é?é‘ié? Egys; — 2?3:1:;;5
« IPI2-5
+ ECOGPSO0-2
Cycles 7 & 8
Stratification factors R-CHOP
+ IPl score (2 vs 3-5)
+ Bulky disease (<7.5 vs 27.5cm) R-CHOPT +
- Geographic region (Westem Europe, US, peolatuzumab vedotin placebo

Canada, & Australia vs Asia vs rest of world)

1V on Day 1; TR-CHOP: IV rituximab 375mg/n, cyclophosphamide 750maim?, doxorubizin S0rain, and vineristine 1 dmghn® (nze. 2g) on Day 1, plus oral prednizone 100mg once daily on Days 1-5.
IPI1. Intemational oroanostic index: ECOG P5. Eastern Cooperative Oncoloav Group performance status: R. randomized.

N Engl J Med 2022;386:351-363
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Polarix Trial: PFS and OS

100
90- e Pola-R-CHP showed 27%
g 807 Pola-R-CHP reduction in relative risk
g 70-
5 of disease progression,
‘-lu- R-CHOP
o 50- relapse, or death
8 40
=
dEJ 30— o 24_month PFS 100
& 90 Hazard ratio for event or death, gg_w
0.75 (95% CI, 0.58-0.96) °® 0)
O =
0 T T T T T T | = L R-CHOP
0 6 12 18 24 30 6 42 e: 60
o
Months 8o ol
E 40
No. at Risk S 10
Pola-R-CHP 440 402 348 323 243 78 NE  NE & 2ol Hazard ratio for death,
R-CHOP 439 336 327 294 218 78 3 ME & 0.94 (95% Cl, 0.65-1.37)
P=0.75
0
0 6 12 13 24 30 36 2
Months
Mo. at Risk
Pola-R-CHP 440 423 397 384 362 140 15 1
R-CHOP 439 414 401 376 355 132 20 1

N Engl J Med 2022;386:351-363
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POLARIX 5-yr update: PFS

PFS in the global ITT population

Sustained PFS benefit — confirmation of 2-yr primary analysis

100 - — Pola-R-CHP (n=440)
— R-CHOP (n=439)
80 - + Censored
g 60 -
(2]
L.
% 40-
Event-free rate, % Primary analysis ; t } ;
(95% Cl) at 2 years* 3-year update 5-year update
20 4 Pola-R-CHP 76.7 (72.7-80.8) | 71.8 (67.1-76.5) | 64.9 (59.8-70.0)
R-CHOP 70.2 (65.8-74.6) | 64.1(59.1-69.1) | 59.1 (54.0-64.3)
0 HR (95% ClI) 0.73 (0.57-0.95) | 0.76 (0.60-0.97) | 0.77 (0.62—-0.97)

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

Time (months)
Patients remaining at risk

Pola-R-CHP 440 407 357 335 318 303 292 280 258 213 100 56 NE
R-CHOP 439 391 332 302 287 274 258 251 240 192 95 54 NE

ASH 66" Annual meeting, oral presentation
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Table 3. Adverse Events during the Treatment Period (Safety Population).®
Pola-R-CHP R-CHOP
Adverse Event (N =435) (N=438)
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4
Pola-R-CHP R-CHOP
number of
Peripheral neuropathy* = i ] Grade
Peripheral neuropathyy 230 (52.9) 7 (1.8) Nausea = | | )
Nausea 181 (41.6) 5 (1.1) Diarthea = [ | B | omm
. Neutropenia IS k] N |
MNeutropenia 124 (30.8 123 (28.3
— sl ==l Anemia -  m T
Diarrhea 134 (30.8) 17 (3.9) Constipation = 1 I
Anemia 125 (28.7) 52(12.0) Fatigue = I 1
Constipation 125 (28.7) 5 (1.1) Alopecia = - L
. Decreased appetite = I ||
Fatigue 112 (25.7) 4 (0.9) Pyrexia = | 0
Alopecia 106 (24.4) 0 Vomiting = [ L
Decreased appetite 71 (16.3) 5 (1.1) Febrile neutropenia. = g0
i Cough = [ |
Pyrexia 68 (15.6) 6 (1.4) Headache = [ 1
Yomiting 65 (14.9) 5(1.1) Decreased weight = I |
. . Asthenia = 1 L
Febril t 62 (14.3 60 (13.8
ebrile neutropenia {14.3) (13.8) Dysgeusia = i 7
Headache 56(12.9) 1(0.2) ¥ ¥ T ¥ T y ¥ ¥ 1
100 75 50 25 0 25 50 75 100
Cough 56 (12.9) 0 . . Frequency (%)
Decreased weight 55 (12.6) 4 (0.9) 52 (11.9) 1{0.2)
Asthenia 53(12.2) 7 (1.6) 53 (12.1) 2 (0.5)
Dysgeusia 49 (11.3) 0 57 (13.00 0

N Engl J Med 2022;386:351-363
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Evolution of DLBCL therapy

1993 CHOP

2006 R-CHOP
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Figure 51. Subgroup Analysis of Investigator-assessed PF5 (ITT Population).

Pala-R-CHP R-CHOP

{N=440) {N=439)
Total 2-year 2-year Hazard 95% Wald Fola-R-CHP R-CHOP
Baseline Risk Factors N n  Rata n  Rate Ratia Cl Baottar
Age group l
Sen 271 140 741 131 19 08 (0615 ' -
=0 B0 300 77O 308 685 07 {06 o 0@ ——
Sex
Male 473 238 T5B 234 659 o7 {EI-E o 03 i
Female 406 201 77T 206 752 09 06 to 1:4) —a—
ECOG PS5
01 TiT 374 TBA 63 T2 08 {0-6 1o 1-0) —i
2 141 66 &7-2 75 650 08 10-5 to 1-4) a1
1Pl score
P12 334 187 TB3 167 785 10 (0-6 to 1-6) ——
1Pl 3-5 545 273 Th2 272 &b o7 10-5 1o 0-9) ——
Bulky dizease
Absani 484 247 B2T 247 70T 06 (0-4 o 0-8) ——
Prasant 385 193 680 182 @47 10 (07 to 1:5) i
Geographic region
‘Wastorn Eurbpe, United Stales, 603 302 786 301 720 08  (0fla 1) —l-
Canada, and Australia
Asia 160 81 743 79 B5E 0E {0-4 to 1-5) —a—
Rest of worlg 116 57 708 59 09 (06l 15) I
Ann Arbor stage
-1l ag 47 8BS 52 855 06 02ta18 = = !
i 232 124 807 108 736 L] 05 to 1-35. —a—
1" 548 260 T26 279 861 [ F:] (06 to 1-1) ——
Basalina LDH
=ULN 300 146 TBE 154 756 08  (05te13) —
=ULN 575 291 754 284 672 07 (051010 ——
Mo, of extrancdal sites
-1 453 227 BD-2 226 T4-5 08 (0-5 ta 1-1) -
=2 426 M3 T30 23 _BLE 07  feis .08 —
Call-of-origin
GCB 352 184 751 168 7649 10 07 1o 1:5) —p—
ABC Z21 102 8348 118 588 04  (D2to0E) ——m—i
Unclassifind 95 44 7340 51 BG2 19 DB lg 4:5) _—ft
Unknown 211 110 73 101 643 07 (04 o 1-2) =
Dauble expressor by [HC
DEL 280 133 755 151 631 06 04 to 1) — -
Hon DEL 438 223 717 215 757 09 06113 —
Unknown 151 78 T&0 73 698 08 (04 o 1-5) = - —i
Dauble- or triple-hit lymphoma
Yes 45 25 630 19 EB9 35 (DB 1TE) —_—
No 620 305 768 M5 TO4a Ll 0-5 o 1-09 ——
Unknawn 214 109 785 105 GA4 06 0-4 to 1:1) . [
r 1
025 1 5

NEJM, 2022; 386: 351-363.
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Polarix COO outcomes

Outcomes in COO subgroups

+ COO status was determined in 689 patients in POLARIX (ABC, n=235; GCB, n=357; unclassified, n=97)

« Based on a data cutoff of June 15, 2022, with a median follow-up of 39.7 months, a PFS difference between
treatment groups was observed in ABC-DLBCL, but not in GCB or the unclassified subgroups

ABC
1.00 -
Z 0.75- "
-1
E 0504 — Pola-R-CHP
= = R-CHOP
= + Censored
£
@ 025+ 2-year PFS:
Pola-R-CHP: 85% (95% CI: 78-92)
R-CHOP; 56% (29% CI. 48-686)
HR 0.34 (95% CI: 0.21-0.56)
ﬂ-m T I ) T I 1
0 E 12 132433364248
No. at risk Time (menths)
106 100 94 91 B6 70 26 14 0O
R-CHOP 126 115 @) 75 68 56 23 17 0

GCB
1.00 -
& 0.754
=
g. 050 - Pola-R-CHP
= = R-CHOP
= + Censored
<
& 0.25- 2-year PFS:
Pola-R-CHP: 75% (95% CI: 6B—81)
R-CHOP: 77% (95% CI: 71-84)
HR 1.03 H%CI 0.69-1.53
0.00 T { T T |I
0 5 12 18 24 30 38 42
Me. at risk HEma fmoming)
187 171 148 135 127 95 45 3
R-CHOP 170 150 132 124 120 88 43 2

Unclassified

1.00 =
=
. PR
2 075 -
= ————
g 050 — Pola-R-CHP
= —R-CHOP
= + Censored
Z
@ 0259 2.year PFS:
Pola-R-CHP: T4% (95% Cl: 62-88)
R-CHOP: 87% (25% CI: 78-96)
HR: 1.92 (95% CI: 0.82-4.51)
0.00 T T T T T T T 1
0 6 12 18 24 30 3B 42 48
Ne. at risk Thma gmondns)
44 41 34 32 29 22 12 § o
R-CHOP D3 52 48 44 43 37 W0 T 2

ABC, activated B cell; Cl, confidence interval;, COO, cell of onigin; DLBCL, diffuse large B-cell ymphoma GCB, germinal center B cell, HR, hazard ratio; PFS, progression-free survival,
Pola-R-CHP, polatuzumab vedotin in combination with rituximab plus cyclophosphamide, doxorubicin, and prednisone; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine,

and prednisone.

Morschhauser, ASH 2023, Poster 3000. As presented in Postercast.
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Other Molecular Signhatures

1. DHITsig expression extends beyond HGBCL-DH-BCL?2 to identify dark zone lymphomas, and was thus

Follicular renamed the “dark zone signature” (DZsig)

Memory
dendritic cell B cell —
Antigen Dark zone G I )
O B cell i
Light zone 100 - _(iermmal wantar T
B cell 100% T \\\\
E!ﬂi? —b-Light zone i [/ / \ )
@ : ) 75 77% { l-' Dark Zone \ Light Zone |
& : | & ) @
\/ Light )< g 50 4 A f
zone = =
B cell Tcell azell g —=
25 4
0 m DHITsig = DZsig
Burkitt  HGBCL-  GCB- ELItlE: HGBCL-
Lymphoma DH-BCL2
Burkitt Follicular GC B cell-like Activated B cell-like Lymphoma DH-BCL2 DLBCL,NOS .
lymphoma lymphoma DLBCL DLBCL

Nature Reviews Immunology, 2015;15: 172-184
Blood, 2023; 141 (20): 2493-2507.
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https://www.nature.com/nri

Other Molecular Signhatures

WHO by
DLBCL90 Diagnosis % = - o
B B ETRY s s
n = 804 n=288 E 80 4 S # 80 - e ——
100 - = DLBCL90/COO s E
g & &0 = &0 -
M ABC a =
UNC £ . . o
) ™1 : GCB = 40 1 Z-Your FFP (%) = 40 + 2. ¥ear O5 (%)
= o = — GCB 879, e GCB m]_
-+ . DHlTSlgp b= 20 A N 7d 1"' — L= ] 2'} ] — UHC Ty ]++-|
T 50 - T — a8C &7, — ABC 7
= = O - DZsig™ 51 o | — Dlsig™ 57
o WHO Diagnosis ] T L L L] L] T T T T T L] L] L]
25 4 B HGBCL-DH-BCL2 c 1 2 3 4 5 & 7 0 1 2 3 4 5 & 7
W DLBCL, NOS Time {years) Time (years)
Mo, at rsk: Mo, at risk:
0 4 GCB 279 % 239 232 X5 216 203 192 GCB 2M% 25% A MY 233 2 M3 X2
! ' ' LINC &7 56 49 48 48 43 41 37 UNC &7 A2 S50 48 46 43 47 M
All tumors of DHITsigP® DHITsigP® with ABC 213 157 140 127 123 14 097 100 ABC 213 178 152 143 136 1@ 1 N3
DLBCL morphology available FISH ;

DiFgigras 70O 37 35 33 W 3 o S DZsigF® o 84 & 37 7 36 34 i1

Blood, 2023; 141 (20): 2493-2507.
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DZs

In DZsigP°s DLBCL, a trend of higher 2-year PFS
was observed with Pola-R-CHP vs R-CHOP

* GEP d:
- DZsigPos GCB-DZsigNes/ind
1.00 1 1,00 =
- = 0.75 1 = 0.75 1
2 g
& 1504 & 050
z 2
g [
[ 3 ~ Pola-R-CHP a ~ Pola-R-CHP
' = R-CHOP R-CHOP
0.25 | * Censored 0.25 { * Censored
2-year PFS: 2-year PFS:
Pala-R-CHP: T5% (95% Cl: 62-91) Pola-R-CHP: 75% (95% CI: 68-83)
R«CHOP" 64% (95% CI: 51-81) R=CHOP: 81% (95% CI: 75-89)
0.00 HR:‘B.-t? fﬂr\:!":'b Cl EI.HI—L;I'D] . . . . 0.00 HR: 1.27 [95% CI| 0.78-2.05)
ABC "0 8 12 18 24 30 3B 42 48 "o 8 12 18 24 3 3 42 48
Number at risk Time In months MNumbser at risk Time in months
U ar 34 29 27 23 21 7 6 o 141 129 1M1 100 as 68 34 24 4]
nc R-CHOP 40 31 27 23 23 14 10 8 0 R-CHOP 8 110 oF @3 83 68 30 16 O
* In the R-CHOP arm, patients with DZsig”°* DLBCL experienced poorer PFS vs those with DZsighe9"d GCB-DLBCL
GCI (HR 2.04 [95% CI: 1.08-3.86]; 2-year PFS, 64% [95% Cl: 51-81] vs 81% [95% CI: 75-89])
* The 2-year PFS trended in favour of patients with DZsig”* DLBCL treated with Pola-R-CHP vs R-CHOP, but not in those
DZs with DZsighe9'nd GCB-DLBCL

CI, confidence interval;, DLBCL; diffuse large B-cell lymphoma; DZsig, dark zone signature; HR, hazard rato; PFS, progression-free survival, Pola-R-CHP, polatuzumab vedotin in

combination with rituximab plus cyclophosphamide, doxorubicin, and prednisone; DZsig™®, dark zone signature positive; DZsigh®?"9 dark zone signature positive negativefindeterminate;

R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristi

ABC, activated B cell; BN2, BCLE fusions and NOTCHZ mutations; CDD c&ll of origin; DZSIQ"'“ dark zZone s:gnature positive; GCB, germinal center B cell; GEP, gene expression

programming; Pola-R-CHP, polatuzumab vedotin in combination with
vincristine, and prednisone.

Morschhauser, ASH 2023, Poster 3000. As
presented in Postercast.
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Evolution of DLBCL therapy

1993 CHOP

2006 R-CHOP
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Front line DLBCL

Future Directions
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The current landscape of frontline large B-cell ymphoma trials

Timeline of Ongoing Frontline Trials in Large

B Cell Lymphoma (LBCL)

ENGINE1: R-CHOP + enzastaurin
RCHOP + tcidinostat

POLAR BEAR: Pola-R-mini-CHP
ESCALADE: R-CHOP + acalabrutinib
frontMIND: R-CHOP + Tafa/Len

SWOG 1918: R-mini-CHOP + oral azacitidine
ZR2 in elderly

GUIDANCE-02: R-CHCOP + X

BELIEVE-01: R-CHOP + orelabrutinib
EPCORE DLBCL-2: R-CHOP + epcoritamab
ZUMA.-23: axicabtagene ciloleucel
ARCHED: R-mini-CHOP + acalabrutinib
SKYGLO: R-Pola-CHP + glofitamab
OLYMPIA-3: R-CHOP + odronextamab
GOLSEEK-1: R-CHOP + golcadomide

2017 2018 2019 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029 2030 2031
Year
B General [l Targeted [l Elderly W Bispecific CART

Blood, 2025; 145 (2): 176-189.
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