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SINTOMA26 -
(} DLBCL: curable since 1990’s

No benefit of intensifying CHOP Rituximab increases cure rate
PATIENTS HELAPSES 3-YEAR
AT Risk  OR DEATHS ESTIMATE 100
— 225 114 41% |
100 5 ?nﬁ;zoo 203 109 46% 90 Chemotherapy and rituximab
=3 S - — ProMACE-CytaBOM 233 115 46% —~ 807
3 \L - - MACOP-B 218 119 41% £ o _"‘—|_
G 801 % P =035 IS
a— ‘. = 60_
S c
% 60 2 50 Chemotherapy alone
o & 0
= & 40
S 404 n— - £ 30~ log-rank p<0-0001
@ EEEEr. T T T T T R =
g w204
|
g 20 4 10
@ ] 0 i | | | |
. 0 12 24 36 48 60
0 L [ I I T l
0 2 4 6 .
o Numbers at risk
Years after Randomization Chemotherapy and rituximab 413 296 256 145 37 0
Figure 1. Time to Treatment Failure in the Treatment Groups. Chemotherapy alone 410 229 194 101 28 1
The three-year estimate is of survival without disease.

Fisher RI, et al: N Engl J Med. 1993; Pfreundschuh M, et al: Lancet Oncol. 2006
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But 30-40% of patients relapse

100 + 1.0 4
90 - Alliance 50303 GOYA
80 - 0.8 4
70 ~ " — A 1
PFS at 3 years: = 0.6 PFS at 3 years:
— 60+ ~70% = ~70%
= o
o 50 © 0.4 — R-CHOP (n=712)
% .0 o G-CHOP (n = 706)
30 4 Events/Total HR (95% CI) | Time Point (years) KM Est (95% ClI) 0.2 4 + Censored
= DA-EPOCH-R 76/241 0.93 {0.68 to 1.27) 2 78.9 (73.8% to 84.2%) x gra . _
20 4 5 88,0 (62.1% to 74.5%) Stratified HR, 0.92 (95% CI, 0.76 to 1.11): F= .3E68
— R-CHOP 83/250 Reference 2 75.5(70.2% to 81.1%) T T T T T T T T T T
10 < 5 66.0 (60.2% to 72.5%) U E 12 13 24 3[] 36 42 d-a 54 ED
Log-rank P= .6519 v + Censor ]
0 ] 2 3 2 ; Time (months)
Time (years) No. at risk:
No. at riskc R-CHOP 712 616 527 488 413 227 142 96 41
DA-EPOCH-R 241 193 181 168 146 88
R-CHOP 250 196 179 165 137 80 G-CHOP 7068 622 &40 502 425 240 158 102 39 2

Bartlett et al., JCO 2019; Vitolo et al., JCO 2017
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Low risk DLBCL: abbreviated RCHOP

FLYER LYSA LNH 09-1B T ()
_ RCHOPx2
* Age<=60 - Stage 1o0r2 RCHOP | o8 <
-« IPI=0, . aalPl=0 X « () RCHOPx4
» <7.5cm (non-bulky) « Bulky >10cm: 4.2%
100 == 1.0 + Cansorad
90+
= 804 0.8 PFS at 3 years:
(] — —
£ 70 =
-
E 60 - % 0.
u a
£ 50+ =
[ 2 04
S 401 Z
%‘,1 30 3-years progression-free survival difference: 3% o .
E 50 Lower limit of 95% Cl: 0%>-5-5% — non-inferiority 0.2 HR 0.72 (95% CI0.47-1.12) P = 0.070
— Six cycles of R-CHOP (n=295) PET-adapied
104 — Four cycles of R-CHOP plus two cycles of rituximab (n=293) 0.0 Starwdard
0 T T T T | T T T T T | T T T 1 PET-adapted, 2@ 3 288 2*5. 195 142 82 56 | 2 q
. 0 10 20 30 40 50 60 70 B0 90 100 110 120 130 140 150 Standard] 33 06 =4 28 1413 145 102 55 1 2 a
Number at risk
number censored) 0 1 e 3 4 5 B 7 8 8 10
Six cycles 284 274 245 222 197 165 125 99 77 59 47 37 15 4 0 PFS {'_I,I'E‘BI'B:I
(3) (8:‘ (26:‘ (19} (24) {32) [39) (24:‘ {2]-) [1?) (11} (9:‘ [21} (11) (4:‘ Mo, of subjects Event Censored Median survival (95%C1)
Four r;yclcs 286 274 244 215 186 163 124 105 89 71 g 36 18 3 0 FPET-adapted 3149 11 % (35) BO % (284 ) Mot reachead
(2) (8) (30) (27) (25) (22) (34) (18) (16) (18) (11) (23) (17) (15) (3) Standard 33 15.7% (52)  84.3%(279) Mot reached

Poeschel et al., Lancet 2019; Michot et al., Ann Oncol. 2026
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Current NCCN guidelines

WO Cancer
Network”

Printed by Adam Olszewski on 5/11/2026 7:35:49 PM. Copyright © 2026 Mational Comprehensive Cancer Matwork, Inc. All Rights Reserved.

ggﬂﬂnpnrilhenswe NCCN Guidelines Version 3.2026
Diffuse Large B-Cell Lymphoma

NCCN Guidelines Index
Table of Contents
Discussion

SUGGESTED TREATMENT REGIMENS2.P

FIRST-LINE THERAPY

1

ul-l-l._"_ =

(excluding stage Il with

Stage Il (with extensive
mesenteric disease)

Patients with Poor 1 *

B e e Cuncrion +d

Patients Who are Very Frail 7 -
r i L - -] ng W|Lll

Comorbidities®9

Doxorubicin/Prednisone] +
Polatuzumab vedotin- puq
+ Rituximab) (smlPI }1}
(category 1)

Other recammended

* LUQL- o il | e e TR

(Etoposide/Prednisone/Vincristine/
Cyclophosphamide/Doxorubicin) +
Rituximab

» CDOP (Cyclophosphamide/Liposomal
Doxorubicin/Vincristine/Prednisone) +
Rituximab

* CEOP (Cyclophosphamide/Etoposide/
Vincristine/Prednisone) + Rituximab

* GCVP (Gemcitabine/Cyclophosphamide/
Vincristine/Prednisone) + Rituximab

extensive mesenteric or (all stages)
dlsease} SieEatiadY (all stages)
T o Preferred Other recommended Other recommended
* HalSailabeil (CHP + BHESaE Scategor}r 1) |(in alphabetical order by category) (in alphabetical order by category)
[Cyclophosphamide/ - BonmielEa (IPI 22 (category 1) |+ DA- EPOCH" + Rituximab + CDOP + Rituximab

* Mini-CHOP + Rituximab
* GCVP + Rituximab

NCCN Guildeines Version 3.2026: Diffuse large B-cell lymphoma; www.nccn.org
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= ARE YOU SURE YOU KNOW WHAT IT IS?




NN DLBCL: multiple entities

e DLBCL, NOS _ o
o Germinal B-cell-like, International Consensus Classification
o Non-GCB-like

Morphol Burki Hi f'afoe Bool
e Other forms of LBCL i GLusce oo

o T-cell/histiocyte-rich LBCL (THRLBCL) )

o ALK+ LBCL, W &

o LBL with IRF4 rearrangement L

o EBV-positive DLBCL, NOS sl

o Primary LBCL of immune-privileged sites FISH testing - | :::::; ] ﬂ:f:n";effﬁf,

o Primary cutaneous DLBCL, leg type aberration

o Intravascular LBCL | & l /

o DLBCL associated with chronic inflammation | , Y . S :
o Lymphomatoid granulomatosis Classification BL LeeL-11q (HaBCL Nos|  AEBCL | MEDCL ﬁi‘

o Primary mediastinal B-cell lymphoma
e High-grade B-cell lymphoma
o with MYC and BCL2 rearrangements

o with 11q aberration
o NOS

WHO classification of haematolymphoid tumors, 5th Ed, 2023; 1. Campo E, et al. Blood. 2022;140:1229-1253. PMID: 35653592.
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Better prognosis ]

BCL2-IGH t1(14;18)

Epigenetic lesions
EZH2, KMT2D

No specific treatment

MY C rearrangement
Double-hit lymphoma

DLBCL: cell-of-origin-based classification

[ Worse prognosis

NF«B

Dependent on BTK,

J
Response to: A
 Lenalidomide
 Bortezomib
* |brutinib

MYC + BCL2 IHC [t 5

b1 - (
“Dual expresser ¢ f‘; é
y.
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COO: 20 year of therapeutic failure of the concept

No clinical trial has shown

Improved outcomes with
COOQO-directed therapy

2022: Pola-R-CHP
superior to R-CHOP

2002: R-CHOP superior
to CHOP

R-CHOP [ 399 Patients
R-CHOP+RTX maintenance [N 632 Patients
R-CHOP+ASCT [ 397 Patients
R-mini-CECP N 224 Patients
R-CHOP-14 [N 602 Patients
R-CHOP-14 [ 1080 Patients
R-CHOP+ASCT [ 249 Patients
Dose-adjusted EPOCH-R [ 524 Patients
R-CHOP+enzastaurin maintenance [ 758 Patients
R-CHOP+RTX maintenance [N 633 Patients

COIUPSValue R-CHOP +bevacizumab [ 787 Patients
R-CHOP+everolimus maintenance [N 742 Patients
R-CHOP+lenalidomide maintenance [N 650 Patients
R-CHOP+bortezomib [N 1132 Patients
G-CHOP I 1418 Patients
>0.20 R-CHOP+ibritumomab tiuxetan [ 81 Patients
RTX+chemotherapy vs. obinutuzumab+chemotherapy [N 670 Patients
R-CHOP-+ibrutinib [ 238 Patients
R-CHOP+lenalidomide [N 570 Patient
Pola-R-CHP [ 879 Pati
T T T T T T
1995 2000 2005 2010 2015 2020 2

EFS by Investigator Assessment

riel:

(%)

100 4 .. 1.0 1 . .
Ibrutinib N Lenalidomide
80 Ibrutinib + R-CHOP z - R2-CHOP
70 % 0.6 -
60 Placebo + R-CHOP § -g ...................................................................
50 4 3_) 0.4 1 Placebo/R-CHOP
40 a
0.2 H R2-CHOP v Placebo/R-CHOP
30 4 HR (95% Cl) = 0.85 (0.63 to 1.14)
P=.29
20 : : : : : : : :
10 4 HR, 0.934 (95% CI, 0.726 to 1.200) o 6 12 18 24 30 36 42 48
P =.5906 Time (months)
0 4 8 12 16 20 24 28 32 36 40 44 48 52 humperatRisk
R2-CHOP 285 pral 178 162 119 57 10 0
Time Since Random Assignment(months) Placebo/R-CHOP 285 229 187 173 111 55 10 3 0
100 )
g + Bortezomib
= B804 e
= -
2 B
a 60— T = = = _—_ — =
Hg_ 40 12 months 30 months
E -~ R-CHOP (95% () 757% (66-9-82-4) 64-6% (55-2-72-4)
5 207 — RB-CHOP (95% Cl) 80-6% (72-3-867) 72-8% (63-8-79.9)
& Adjusted HR (95% Cl): 078 (0-51-1-21), p=0-27
0 I T T T T T T T T T T T
Number at risk 0 6 12 18 24 30 36 42 48 54 60 66 72
(number censored)
R-CHOP 121(15) 104(14) 80(7) 82(4) 77(2) 74(2) 62(0) 48(0) 36(1) 25(0) 13(0) 2(0) O
RB-CHOP 123(12) 106(11) 95(4) 88(4) 83(1) 75(2) 67(0) 53(1) 39(0) 28(3) 14(0) 0(0) O
Nowakowski GS, et al: J Clin Oncol. 2021; Davies A, et al: Lancet Oncol. 2019

Palmer AC, et al: N Engl J Med. 2023; Younes A, et al: J Clin Oncol. 2019;
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o6 M N DLBCL: Genomic classification

DLBCL
genetic

. MY D88gL-265P . MY D88gL265P

DLBCL SLbiypes Prevalence [ B CD79B + CD79B
Jone Qxplessal 1° Vitreo-retinal
SubQFDUpS (71 0/0, 350/0, 170/0) 10 CNS

(61%, 42%, 29%)

All nodal DLBCL

(11%, 11%, 4%) T — 1° Breast
MCDDLBCL ___—> ~ % (80%,29%, 17%)
(66%, 50%, 38%) | D dny 1° Adrenal
° 1 f " (240/0, 480/0, 10cyo)
1° Uterine

(50%, 25%, 13%)

1° Testicular
(67%, 16%, 16%)

: — | « 1°Cutaneous
Iy (59%, 43%, 38%)

4_ 1° Intravascular

ll (47%, 38%, 24%)

Wright GW, et al., Cancer Cell. 2020 Chapuy B, et al., Nat Med. 2018
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DLBc/ass

DLBclass n =646 COO

21?;:{-1133} Y

ABC

C2 47%(308)

24%(153)

C3
16%(103)
C4
14%(93)

35%(224)

C5

25%(164) unclass.

18%(114)

100 4
75 1
S
T 50
&
25 4
0

DLBCL90 ,WHD :
Diagnosis
n = 804

n =88

All tumors of
DLBCL morphology

DHITsigP®® with
available FISH

DHITsigP*

DLBCL%0/COO
W ABC

H UNC

[ GCE

M DHITsigP™

WHO Diagnosis

W HGBCL-DH-BCLZ
W CLBCL, NOS

ABC-enriched DLBCLs GCB-enriched DLBCLs C2 DLBCLs %r
100 4 100 k=
v
T 804" 80 >
= 604 gy 60 o
=2 e =]
ey 40 = 40 =1
& S 404
Logrank P = .040 * 7 Logrank P - e % £ Fear PP
O i s e o e ——— e — £ — e 87,
0 2 4 6 8 1012 14 16 0 2 4 6 8 1012 14 16 0 2 4 6 8 1012 14 16 % 20 1— fg:gg :3] j*“]"**
Time in years Time in years Time in years E 0 4= DiZsigr™ 51
Number at risk Number at risk Number at risk ! ' ! ' ! ! !
C1-59403221 6 5 3 1 1 C3-76 504532 15 6 1 C2 10671 60 43 17 4 oc 1 2 3 4 5 & 7
C5-95 45 37 23 10 3 61 41 33 22 12 6 3 Time (years)

Chapuy et al., Blood 2025; Alduajj et al., Blood 2023
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Wait! There is more!! Microenvironment matters!!!

Lymphoma Microenvironment
Archetype Profiles (LymphoMAPS)
Lymph Node (LN)

TRM . IL7,IL75,
{ o~ IL18 CCL21

CD4* T cell

MHC" Mac.

TGFB = 1., SA-Mac. :
PDGF - ;5 gj‘f// &l
CAF = | &, iiCodinh
PAS \u\\‘\
T cell exclusion IFNG -
Fibroblast/Macrophage T exhaust d(%gg(')rEx
(FMAC) exnaustie

FMAC
Enriched for DZsig+ mol. subtype

Enriched for high-risk features
More frequent in later LOT
Inferior outcomes to 1L R-chemo

LN
Enriched for GCB mol. subtype
Low SUVmax
More frequent in earlier LOT
Best outcomes post CAR T

TEX

Enriched for ABC mol. subtype
No assoc. with high-risk features
Consistent across LOT
No sig. benefit from CAR T

FMAC -

LN

TEX

1L R-chemo 24 month PFS

65.8%

77.8%

74.8%

FMAC -

LN 1

TEX:

02 04 06
Proportion of patients

0.0

CAR T 12 month EFS

41.2%

71.4%

38.7%

02 04 06
Proportion of patients

0.0

Li et al, Cancer Cell 2025; Harkins et al. ASCO 2026 (POLARIX)



LS Does this matter for treatment? PHOENIX trial

BN2 DLBCL N1 DLBCL
1.0F= 10% 1045
= = i B =
g DB g 0.8 . H = “""""""""'W"'—€ g g \\"—_
Event-free & Event-free & e | Event-free § S,
Survival @ 067 Survival @ 084 y T Survival @ 0.8
Younger 2 Younger 2 Younger ©
McD £ 04 BN2 2 044 Nt E 049
‘T p value = p value = p value
2 polmcD 0.0105 S 02]BN2 0.6094 2 p2d N 0.0161
£ non-MCD 0.0125 2 non-BN2  0.0022 £ non-N1  0.0079
o/ Interaction 0.0084 0] Interaction 0.8279 g/ Interaction 0.0268
0 1 2 , 3 4 5 0 1 2 , 3 4 5 0 1 2 " 3
No. At Risk ears No. At Risk ears No. Al Risk ears
MG Ibrutinib 11 10 2 2 0 0 BMN2 Ibrutinib 10 T 7 2 ] Q0 M1 lerutinib 9 7 7 5 1] QO
Mon-MCD Ibrutinib 147 117 108 43 2 0 Meon-BMN2 |brutinib 148 118 106 43 2 4] Mon-M1 lerutinib 148 118 107 41 2 Q
MGCD Placebo 20 14 12 4 0 0 BMN2 Placebo 11 9 8 4 4] ¢} M1 Placebo 4 2 2 2 ] 4]
MNon-MCD Placebo 157 114 100 41 4 0 Men-BN2 Placebo 168 121 105 43 4 0 Mon-M1 Flacebo 174 127 111 43 4 L]
1.0 — 1.0 fom 1.0 s
g 0.8 1 — Tau 0.8 - L S T g 0.8
Overall £ . Overall E Overall £
Survival E?E 0.6 Survival é 0.84 Survival @ 0.6+
Younger 2 Younger 2 Younger 2
MC% £ 044 Em|z'[1j £ 0.4+ N B 04
= p value S p value o p value
& p2{MCD 0.0319 2 02]BN2 0.5830 2 pa2] N1 0.0134
2 non-MCD  0.0031 2 non-BN2  0.0004 £ non-N1  0.0021
o Interaction 0.0568 0] Interaction 0.8774 o] Interaction 0.5000
0 1 ) 3 4 5 0 1 2 3 4 5 0 1 2 3 4 5
No. At Risk LL No. At Risk Years No. Al Risk TRES
MCD Ierutinib 11 10 10 9 3 0 BM2 Ibrutinib 10 8 B B 4 1 M1 lerutinib 9 B 7 T & 0
Non-MCD Ikrutinio 147 134 127 120 77 12 Man-BN2 Ibrutinib 146 134 127 118 75 11 Mon-M1 leruatinib 148 135 129 121 74 12
MGCD Placebo 20 16 18 13 =] 1 BM2 Placebo 11 L] a 9 5 0 M1 Placebo 4 2 2 2 2 4]
Mon-MCD Placebo 157 134 119 113 52 g Mon-BN2 Placebo 168 143 128 118 B5 10 Mon-M1 Placebo 174 149 134 125 &6 10
[l vco ibrutinic [ Non-MCD Ibrutinib [l 5n2 ibrutinib | Non-BN2 Ibrutinib B~ obrutinio ] Non-N1 tbrutinio
" MCD Placebo Non-MCD Placebo " BN2 Placebo Non-BN2 Placebo N1 Placebo Non-N1 Placebo

Wilson WH, et al., Cancer Cell. 2021
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Umbrella trials: GUIDANCE-01

Matching genomic subtype to targeted drug

DLBCL
genetic
S subtypes
gene expression
subgroups

Drug target

'BTK PI3K BCL2 JAK IRF4EZH2

Newly Diagnosed DLBCL
-18-80 years - IPl =2

1

Tumor Biopsy

W

Simplified 20-gene Algorithm

i TP53
Gene Mutation 7Gene Re-arrangement Wild-type
TP53
BCL? Mutation
= Output
plli g (TP53 Mutation)
. ® TP53™

CREBBP MTOR
TNFRSF14 TP53

MCDike @
[ B

Treatment Procedure

%
N=128

& R-CHOP x 1 cycle
Genetic Subtyping

Primary Endpoint

Complete Response Rate

100% -

R-CHOP-X

88%

80% +

60% -

40%

20% -

0%
Treatment Groups

Genetic Subtyping

N1-like

BN2-like

—— Output
(TP53 Wild-type)

Patient

Secondary Endpoints

Progression-free Survival

100% 4,
: ITENTET .
80% | . R-CHOP-X
60% :
R-CHOP
40%
20%
P<0.001
09 L_HR 028 (95%C1, 0.14-055) __months
12 24 36 48

Wright GW, et al., Cancer Cell

® MCD-like
BN2-like
® Ni-like
® EZB-like
® NOS
* 5 cycles
* 5 cycles
| R-CHOP |
R-CHOP + Lenalidomide
* 5 cycles
R-CHOP
: R-CHOP + Tucidinostat
x5 cycles
R-CHOP
4 R-CHOP + Decitabine
* 5 cycles
R-CHOP
* 5 cycles
| R-CHOP |
Overall Survival
100%
T TRT T
R-CHOP-X
80% aw
0% R cHop
40%
20%
P=0.001
0% HR 0.23 (95%CI, 0.10-0.50) months
12 24 36 48

. 2020; Zhang et all Cancer cell 2023
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(} s UJsing genomics and GEP in clinical practice

Do not order!

What to (unless you feel confident about interpreting)
order?

NRREDI® (G0

How to

interpret? Standard Experimental
o J
COO by FISH GEP NGS
IHC » Essential to * Nanostring * Currently
« CD10 detect HGBL « Confirm limited use
. BCL6 * MYC PMBCL * DOES NOT
HOW doeS « MUM1 * Optional: » Confirm $|;IQE'I9HIIIEELEF
it change ‘Not pororIGH. s in 2026
accurate! « Confirm C5:
treatment . Dooe NOT Confirm
in 20267 chanae PCLBCL (leg-

trl é iylt type),

Extranodal
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A meaningful advance - or not yet the standard? Q
THE CASE AGAINST

/5\

\t

' £ TERS N 3 | ." ! ) % : »’é“’l
THE KEY QUESTION W l' 0
COO CONTROVERSY e

PFS benefit Flrst positive

NO OS benefit No overall
frontline phase 3 survwal
Pola-R-CHP signal in 20 years . — PolaRCHP difference
Progression- ver.a1| — Rechop
freesuvival | @ 20 e e, 244444444 N g, B O R /EATRae | vV | H|gh.er. :
Improved PFS acqmsrtlon
R- CHOP cost
12 24 % 48 60
Unclear value

for all patients

2 24 3 4 6 Could change
Time (months) prachce

VERDICT' Important advance, but stlll controver3|al
PFS WIN ® NO OS GAIN ® COO UNCERTAINTY

~ Does benefit depend i)
on cell of origin?
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Pola-R-CHP

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

Patients

* Previously untreated DLBCL Cycles 1-6 Rituximab

+ Age 18-80 years (1 cycle=21 days) > 375mg/m?

P2 Cycles 7 &8

| eeereo . RCHOP o
Stratification factors R-CHOPT + S—

» |Pl score (2 vs 3-5) polatuzumab vedotin placebo

» Bulky disease (<7.5 vs 27.5cm)
« Geographic region (Western Europe, US,
Canada, & Australia vs Asia vs rest of world)

Primary endpoint: PFS by INV

Key secondary endpoints:
EFS.: by INV, PET CR at EOT by BICR, OS

Pola-R-CHP R-CHOP Median PFS Median OS

follow-up follow-up

ITT# 440 439 879
Global population 54.9 months 64.1 months

Safety evaluable$ 4351 4387 873

Salles G et al., ASH 2024; Morchhauser et al., NEJM 2022



SINTOMA26 POLARIX: 5 year follow up

NNT = 20 No difference in OS

— Pola-R-CHP (n = 500) — Pola-R-CHP (n = 500)

} — R-CHOP (n = 500) ; — R-CHOP (n = 500)
100 + Censored 100 + Censored
80 - 80 -
g:-: 0 | . W a—-é- 60 -
;; ~5% difference =
L 40 8 40
Event-free rate, % (95% CI) Event-free rate, % (95% CI)
20 - Pola-R-CHP: 63.9 (59.0 to 68.8) 20 A Pola-R-CHP: 82.4 (79.0 to 85.8)
R-CHOP: 59.2 (54.3 to 64.1) R-CHOP: 79.0 (75.3 to 82.7)
D = HR = 0.80 (0.65-0.98) | ] ] | ] 1 U HHI UBBI {95?:{] CLIUEEITD 1l1ﬂ} | I I L ] I I |
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time (months) Time (months)

Number at risk Number at risk

Pola-R-CHF 500 463 404 378 357 337 322 305 270 224 100 56 NE Pola-R-CHP 500 482 456 444 433 423 413 400 370 354 319 124 12 1 NE
R-CHOP 500 445 379 344 326 312 294 284 249 201 95 54 NE R-CHOP 500 473 458 433 419 408 401 390 364 343 311 128 13 1 NE

Morchhauser et al., JCO 2025; Morchhauser et al., NEJM 2022
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POLARIX: Toxicity

e Similar toxicity profiles
e SAE: 34% (Pola-RCHP) vs. 31% (RCHOP)

75+
Pola-R-CHP R-CHOP
o o Any grade Any grade
c)'\" c;b' Grade3 or4 ll || Grade 3 or4 H
50- ©

Percentage of Patients

Peripheral Nausea  Neutropenia Diarrhea Anemia
Neuropathy

Salles G et al., ASH 2024; Morchhauser et al., NEJM 2022
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Pola-R-CHP R-CHOP
(N=440) (N=439) ABC GCB
Total 2-year 2-year Hazard 95% Wald Pola-R-CHP R-CHOP 1.00 7 _ 1.00 =%
Baseline Risk Factors N n Rate n Rate Ratio Cl Better Better o "\_‘ \
Age gro -~
L 271 140 741 131 719 09 (060 15) »—L 2 0754 2 0754 "H__-
>60 608 300 779 308 695 07 (0510 09) —— £ U = 0
Sex ﬁ ﬁ
O N A . S $ :
Ecggapes — & 050- — Pola-R-CHP & 050 Pola-R-CHP
- BT g T B ey R ER o s | LRSen
7 75 65 8 (05t 1 —_— 2 2
< 2
IPI score =3 - :
IPI 2 334 167 793 167 785 10 (06016 e 0.25 2-year PFS: 2 0.25- 2-year PFS:
IP13-5 545 273 752 272 651 07 EO-Stg 0-93 —— * Pola-R-CHP: 85% (95% CI: 78-92) o Pola-R-CHP: 75% (95% CI: 68-81)
Bulky disease R-CHOP: 56% (95% CI: 48-66) R-CHOP: 77% (95% CI: 71-84)
Absent 494 247 827 247 707 06 (041008 —a—
puent OB OB ORIomT %3 paman L 0,00 | HR: 0:34 (95% C: 0.21-0.56) 0,00 |HR: 1:03 (85% CI: 0.69-1.63)
G hi i
TR yisse, a3 2 85 w1 w0 o8 pewrn ) 0 o 1z 18 2 30 % 42 48 0 5 12 8 2 20 % 4
T aema 160 81 743 79 656 06 | No. at risk No. at risk
Rest of world W6 57 708 59 673 08 (06ig1e) T ot 106 100 94 91 86 70 26 14 O 187 171 148 135 127 95 45 3
Ann Arbor stage R-CHOP 129 115 90 75 68 56 23 17 O R-CHOP 170 150 132 124 120 88 43 2
[ 99 47 891 52 855 06  (02t018) { Cell of Origin and Response to Polatuzumab Vedotin in DLBCL
1] 232 124 807 108 736 08 (0-5t0 1-3) ] .
Y 548 269 726 279 661 08  (06l011) —l— Type Sites
Baseline LDH Pfeifer et al.
<ULN 300 146 789 154 756 08 (05(013) —— I {es ponses tO (2015) I —— Phasel  US/CA/EU
>ULN 575 291 754 284 672 07  (05t010) ——
Nod qlf extranodal . . o " I t b Segmarizeglagll. e PostMkig Israel
Differential effect by COO* - poiatuzuma ———
Cell-of-origin Phase2  US/CA/EU
oce 352 184 751 168 769 10 (07t015) — - et al. (2019 s e
ABC 221 102 839 119 588 04 (021006 <~—— veqaolin are Tsai et al.
Unclassified 95 44 730 51 862 1-9 (08 to 45 I | ] PostMktg Taiwan
Unknown 211 110 738 101 643 07 (04to12 —a (2020)
Double expressor by IHC Terui et al. Ph
DEL 290 139 755 151 631 06 —a— l I l I I “ I l e — ase2  Japan
Non DEL 438 223 777 215 757 09 §8 é iz 1 23 —— O re CO O n (2021)
Unknown 151 78 760 73 698 08  (04to15) —a—— . Combined P<0.001
T e ( : N AB ( ;_ D L B ( : L Trials NIRRT JP<0.
i 45 26 690 19 889 38 (0810176 : >
No. 620 305 768 315 703 07 (051010) — Probability
Unknown 214 109 785 105 664 06 (0-4to11) e — .
Density
O-:‘ZS 1 t"; 0 25 50 75 100

Percentage of Patients with a Response

Tilly H, et al: N Engl J Med. 2022; Morschhauser F, et al: ASH. 2023; Palmer AC, et al: N Engl J Med. 2023



SINIDMEZE  15% of GCB-DLBCL share GEP with HGBL

HGBL
Burkitt-like lymphoma with 11q aberration
* Morphology and immunophenotype I 157 GCB Tumors With DLBCL Morphology

indistinguishable from Burkitt lymphoma 1 Mean z-score of
HGBL, Double / e MYC rearrangement absent 05 genes overexpressed
NOS triple-hit * |dentifiable by cytogenomic arrays 0 in HGBL-DH/TH-BCL2

lymphoma
ymp 05 Mean z-score of
=1 genes underexpressed
DLBCL, NOS 45% 100% 15 in HGBL-DH/TH-BCL2
| BLL-11 q |
)

| TT N Ui Iy | | MYC status
NN (N (IR mnr i BCL2status
I " I I II I I I I I I I I IIIIBCLlealus

"ﬂmﬂ"”m”" ” " " mm " " " HGBL-DH/TH-BCL2

Blastmd B-LBL
rare rare

Molecular HGBL: (not a WHO category)
e Up to 15% of DLBCL % MYC rearrangement BCCA

—
f==]

REMODL-B

e Defined by gene expression profiling §
* MYC rearrangement present in ~50% = 100 4 =
k=) .g 0.8
wv -
2 80 5
Germinal Center —_
100 1 S 601 © 064
o [=3
oy 75 4 Dark Zone Light Zone g 40 4 GCB g
-in — - 044
2 (DZ) (LZ) ~— 20 L
2 50 - g 1 — ABC DLBCL, NOS E @
_
= D 04 — DZsig"™ HGBCL-DH-BCL2 € 02 ——— GCB (n = 240; events = 50; HR, NA: P, NA]
25 Lf.’_: (I ——— ABC {n = 125 events = 42; HR, 1.7; P= 013)
1 T T 1 T 1 T T MHG [n = 42; events = 26; HR, 4.3; P<.001)
——— UNC (=62 =21 HR, 1.7; P = 053
0 DHITsig = DZsig 0 1 2 3 4 5 6 7 T T 1 tnl Clvclltsl T 1 'I
™ T T Burkitt HGBCL- Years 0 6 12 18 24 30 36 42 48 54 60 66
Burkitt HGBCL- GCB- Lymphoma DH-BCL2

Lymphoma DH-BCL2 DLBCL,NOS

Olszewski AJ, et al: Blood. 2022; Alduaij W, et al: Blood. 2023; Ennishi D, et al: J Clin Oncol. 2019; Sha C, et al: J Clin Oncol. 2019
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Dark-zone sig+ DLBCL in POLARIX

£ = MCD N1A53 BN2 Und ined GC ST2 EZB H
ABC Unclassified GCB DZsig+ broporion of reetermine Undetermined
LymphGen 69.6% 45.2% 35.7% 81.0% 1.00 i
subtypeina 3
COO subgroup 2
% 0.75
° Pola-R-CHP
* a 0504 —R-CHOP
0 [N A 1 ) 4 § + Censored
y | b 2-year PFS:
4 N
ST = E 0.25 9 pola-R-CHP: 76% (95% C: 69-84)
2 (7] R-CHOP: 63% (95% CI: 56-72)
HR: 0.69 (95% CI: 0.45-1.04
0.00 T tl /n T T } T T T 1
0 6 12 18 24 30 36 42 48
Time in months
H Proportion of No. at risk
ABC Unclassifi COOsubgroup el — 130 122 105 99 93 73 31 21 0
. . . in a LymphGen 0% 1% 0% 5% i
*Proportion of GCB re-ciissified to DZsig™s subtype ABC  Unclassified GeB Unknown R-CHOP 142 127 101 88 82 66 33 21 2
1.00- DZsigPes 1.00- GCB-DZsighea'nd EZB MCD
1.00 5 1.00 7=
oy T
0754 075 RCHOP 2 >
z z T 0.751 T 0.751
2 g 3 2
s RCHOP H o Pola-R-CHP o Pola-R-CHP
2 4504 2 0504 a 0504 —R-CHOP g 0509 —R-CHOP
% % = + Censored = + Censored
@ a E 2-year PFS: E 2-year PFS:
2-year PFS: 2.year PFS: £ 0.257 pola-R-CHP: 83% (95% CI: 75-92) S 0.25 Ppola-R-CHP: 83% (95% ClI: 69-100)
0.25- ;. _ 0254 £ . _ @ R-CHOP: 75% (95% Cl: 65-86) 7 R-CHOP: 75% (95% CI: 61-92)
Pola-R-C_HP.OTS% 0(95%_ Cl: 62-91) Pola-R-CHP: 75% (95% Cl: 68-83) HR: 0.57 (95% Cl: 0.30~1.10) HR: 0.62 (35% Cl: 0.19-2.01)
R-CHOP: 64% (95& Cl: 51—81) R-CHOP: 81% (95% Cl: 75—89) 0.00 T T T T T T T 1 0.00 T T T T T T T 1
HR: 0.47 (95% CI 0.20-1.10) HR: 1.27 (95% CIl 0.78-2.05) 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
oot 6 12 18 24 30 3 42 48 oot & 12 18 24 30 3 42 48 Time in months Time in months
Number at risk Time in months Number at risk Time in months No. at risk No. at risk
37 34 20 27 25 21 7 6 0 141 120 111 100 95 68 34 2 0 73 66 63 58 56 39 17 11 0 24 2 20 20 19 17 7 3 0
RCHOP 40 31 27 28 28 14 10 9 0 RCHOP 18 10 7 93 8 6 1 16 0 RCHOP 69 62 53 49 48 34 18 14 O RCHOP 32 31 26 26 24 17 3 2 0

Morschhauser F, et al: Blood. 2023
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(} Genomic subtypes in POLARIX

Benefit of Pola-R-CHP in Patients with Cluster 5 DLBCLs

Pola-R-CHP — R-CHOP =
C c4 cs

70%

=
:‘é P
o)
3

050 4 . 4 4 4
o
o 0
; 42 /0
w0254 ' ] ' - =
o

HR 0.62 (95%C1 0.22-1.70) HR 0.94 (95%C10.51-1.72) HR0.71 (95%C10.32-1.61) HR 1.09 (95%C1 0.46-2.56) HR 0.38 (95%C] 0.19-0.75)
Om ') 4 < 4 4

0 12 24 36 48 60 72 0 12 24 36 48 60 72 0 12 24 36 48 60 72 0 12 24 36 48 60 72 0 12 24 36 48 60 72
Time (months)

Number at sk Number at nsk Number at risk Number at nisk Number at risk

RCHOP{26 18 17 17 17 1 ) 148 38 33 28 25 1 0 ls0 34 30 24 22 11 O )y 33

0 12 24 36 48 60 72 0 12 24 36 48 60 72 0 12 24 36 48 60 72 0 12 24 36 48 60 72 0 12 24 36 48 60 72

Calabretta et al., ICML 2025
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Summary: COO in POLARIX

Pola-RCHP:

e High benefit in ABC-DLBCL - particularly in MCD-DLBCL, - ig"é‘(’)g?SPer QALY gained
- Potential benefit for DZSlg+ GCB DLECL POl RSPy 3122,525
e Potential benefit for DZSig RCHOP: $27,692
o Ultimately: “appears cost-effective”

o COO would need to be determined by GEP not IHC

o No evident harm of giving it to “everybody”, and no
survival detriment to giving RCHOP to everybody

o No overall survival benefit

o Possibly higher risk of febrile neutropenia and PJP
events in older patients — but deliverable as R-mini-
PolaRCHP ~ $84,308 per QALY gained

High cost vs. cost of 2nd-line CAR T-cell “cost effective, but highly
0 J dependent on cost of CAR T-

cell therapy”

~ $546,956 ICER for Pola-RCHP

~ $309,813 ICER for CAR-T
“not cost effective”

Matasar et al., J Med Econ 2023; Vijenthira et al., JCO 2023; Kambhampati et al., Blood 2022
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Special case: PMBCL

e Often young women DA-EPOCH-R:
e Large, life-threatening tumors ‘ 20 rfndolrglzed tdata .
° -Worida — n
e Non-GCB, CD30+, PD-L1/2+ SlRERIIE] =ML &' gfele
_ « Omits radiation therapy
e GEP resembles Hodgkin lymphoma
2] -—s - ™ TR
& 380 . -y -
PMBL / Years Time since dia;:nsis. mmﬁi ®
Hodgkin
Voenes ANHL1931

Choose backbone:
w_’- DA-EPOCH-R <
« R-CHOP

- R-CHOP +RT

Savage KJ: Blood. 2022; Dunleavy K, et al. N Engl J Med. 2013; Dunleavy K, Wilson WH: Blood. 2015;



Special case: HGBL

4, SINTOMAZ6

e Double-hit lymphoma: MYC-R and BCL2-R DA-EPOCH-R:
e HGBL, NOS: only 50% MYC-R « Effective in Burkitt lymphoma
e Essentially always GCB ' 3° rarr':dei:ZI:O:tdattah oolaR
e Shares GEP with Burkitt lymphoma (DZSig+) CHp e o
e This is NOT “double expressor”
(o z 8% DA-EPOCH-R  — smicnt
§ 60
g 40 48-month event-free survival
NG — 73-4% (95% C1 50-1-87-1)
@ 204 — 62:7% (95% C137-2-80-2)
w log-rank p=0-40
i '_!.r':'-i; ° 0 20 4|0 60 80
— =] el Number at risk
This s NOT HGBL i 4 oent 24 ke s

Dunleavy K, et al: Lancet Haematol. 2018



SINTOMA26
SSINTOMA2E b A EPOCH-R should NOT be used for DLBCL
- EFS Toxicities
N 0% 20% 40% 60% 80% 100%
80 - I
] . [
< 60 Hematologic (4% 08%
o HR: 1.14 (95% CI: ) . I 43%
E 40 - 0.82-1.61. P = 4386) Non-hematologic 72%
- Infection [ 11%}%
201 — R-CHOP B 3Y
DA-EPOCH-R Neuropathy W 19%
| | | | | o
0 0 1 5 3 A 5 G1/2 neuropathy W 4% 65%

Mucositis |2<y§%
FN T 18%

Yrs
m“ 3 Yrs (95% Cl) 5 Yrs (95% Cl)

R-CHOP 233  0.81(0.75-0.85)  0.69 (0.62-0.75)
DA-EPOCH-R 232 0.79(0.73-0.84)  0.66 (0.59-0.72) DA-EPOCH-R B R-CHOP

Bartlett NL, et al: J Clin Oncol. 2019

35%
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What do | do?

 Pola-RCHP

POLARIX criteria - Early-stage: R-CHOP x4
IPl =2 < - tFL / G3B FL: R-CHOP

« tCLL/MZL: Pola-RCHP

HGBL with
MYC/BCLZ2 rear. < « DA-EPOCH-R

PMBCL

 MCD: MATRIiX with ASCT or R-CHOP+HDMTX
 HGBL: R-CODOX-M/IVAC

CNS involvement

Unfit / frail

e
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Future directions and ongoing trials

Personalized Depersonalized Chemo-sparing
therapy iImmunotherapy strategies

Umbrella trials: RCHOP/PolaRCHP Bispecific
genomic subtypes + BsAbs combinations

5 _ Multi-targeted
Subtype-specific MRD escalation regimens

trials (MCD, HGBL) (CART cells) (SMART-Start/Stop)
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i e 2026: Chaotic era

POLARIX: SKYGLO: 2027

PFS benefit * Pola-R-CHP + glofitamab
No OS / QOL benefit
ESCALADE: 2027
frontMIND: « R-CHOP + acalabrutinib (non-GCB)
RCHOP + Tafasitamab + Len - .
HR = 0.75 for PFS (P=0.019) waveline-010: 2029

« R-CHP + zilovertamab vedotin

frontMIND: Phase 3 study of tafasitamab (Tafa) plus

lenalidomide (Len) and R-CHOP for patients (pts) with GOLSEEK-1 - OLYMPIA-3 EPCORE

newly diagnosed diffuse large B-cell lymphoma (DLBCL). R-CHOP + . CHOP + DLBC L'2
golcadomide odronextamab « RCHOP + Epco

® Georg Lenz

ZUMA-23: ALPHA3: GUIDANCE-02
Apstract R-CHOP - Axi-cel | R-CHOP - Cema-cel ) .
The full, final text of this abstract will be available on May 30 at 08:00 AM EST. NGS'd rrven
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Alternative approach: escalation/de-escalation

e PETAL: RCHOP x2 e HOVON-902: 250 1L patients on RCHOP/EPOCH
N=873

B EOT PET-CT C EOT ctDNA-MRD
o H-o—»—v - _m
ASUVmax + 75 75
) = =
o~ 50 o~ 50
(+) P i
a- o
25 —t— CMR 25 —t— MRD-—
Non-CMR MRD+
Intens'fled HR, 6.2 (95% C1. 3.2 10 119) HR. 9.3 (85% Cl, 4.8 t0 18.1)
RCHOP x4 0 0
ChemO X6 o 6 12 18 24 30 36 0 6 12 18 24 30 36
Time (months) Time (months)
]_u _ MNumber at risk (number censored} Number at risk {(number censored)
+ Censored = 103 (0) 103 (0) 99 (0) 95(0) 91(0) 73 (14) 56 (31) — 109 (0) 108 (0) 103 (0} 100 (1) 96 (1) 79 (14) 59 (34)
—— 1:2 x R-CHOP + & x Burkitt protocol (pos. interim PET) 28(0) 23(0) 13(0) 12(1) 12(1) 9(1) 6(4) 22(0) 18(0) 9(0) 7(0) 7(0) 3(1) 3(1)
0.8 4 2: 8 x R-CHOP (pos. intarim PET] "
P IPI2 { —m——
3. S h 0.68
= 0.6 1 2 I
= - .
P B
2 = P13 { - 0.55 CIonOSE ‘ % ﬂatera
E 0.4 4 w© I By Adaptive
o = IP14-5 | —a— 076
__________________________________ —
0.2 1 -I__, g :
9 EOTPET+| | —®—— 150004 ID: FFPE tumor ID: tumor (WES)
0.0 | HR. 2.117 (35% CI, 1.115 to 4.020); P = .0186 2 ! (clonotype) + germline
T T T ' T T T EOTMRD+ { ' - —— sample
Interim PET 1 2 3 4 5 i : '
Event-Free Survival (years) 0 25 5 75 10 125 MRD: plasma (select SNV)
= :'1"’“‘ , ] , 5 s , Multivariable MRD: plasma
0
A HR for PFS (95% CI)

Duhrsen, et al: J Clin Oncol. 2018; Wang et al., JCO 2025
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Do we need RCHOP?

Smart STOP

H ﬂ H H H H Doses of “Smart Start” portion of the clinical trial, cycle = 21 days
Dose Route Dosing per cycle Day of therapy
25mg PO Daily 1-10

H B B E E B 12mglkg IV Weekly 1,8, 15

0 I y ! I ! 375mg/m2 IV Once 1

. I l I I l Acalabrutinib (A) 100mg PO BID 1-21

J' j 'l { I % SmartStop Schema Conort 1

gl o-or croP

Patients (No.)

21 (36%)

29 (50%)

RLI 2
Response

No

0.8 +

0.6 1

0.4 -

0.2 +

2-year PFS: 91.3% (95% CI, 84.3 to 98.9)

+55

ctDNA monitoring

il |l B ]cror croricHopicHopIcHoPIcHOP
Progression Free Survival
|| Au(N=30) [

0

. at risk: 58

6 12 18 24 30 36 42 48 b4
Time {months)
56 54 51 46 31 19 16 12 4

CR 19 (63.3%)
(95% CIl: 50.0 ~ 75.2%)
PR 11 (36.7%)
SD 0 :
PD 0
ORR 30 (100%) *t & & 8 @& @

(95% CI: 92.6 ~ 100%).

Westin J, et al: J Clin Oncol. 2023; Westin J et al., ASH 2025

Time (Months)
#at risk (# censored)

30(0)  30(0) 24(8)  18(6)  11(7)  5(6) 1(4)
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PolaGloT
1L DLBCL: Mosunetuzumab + Pola Polatuzumab vedotin 8 Glofitamab

w i g N
PFS DOCR ( 101 patients treated with m r
mosunetuzumab + Pola .
L. 71% CRt . N . ‘o _— %o T-cell mediated
o e Direct cytotoxicity Q\

) | cytotoxicity
* Early debulking 0 e Cytokine-mediated

NK cell activation

+ Censored No lymphoma PD Death
0 . . . . , : ’ : ‘ and alive: w/o PD f H b
6 5 1 1 2 2 0 5 10 15 20 e 12%| Vo Taftasitama e ADCC/ADCP
N1l 77 26M°“th3 1 Months o o

N 66 27 8 3 1

75

50%

PFS (%)
3

25

Duration of CR (%)

Previously untreated , CR
DLBCL or HGBL

¥ ,

(ciemm) | c2 | e [ ca )
ittt teet e |
atlf 1 rer
ﬁ t t | ) Standard chemotherapy

(RCHOP, DA-EPOCH-R, RGCVP)

ce [ c7 | c8 | co cto [ et | c12 |

v

End of treatment
—> PETCT

-

-b-bgo
a

L A\
\

<
Study treatment schema. C=cycle, D=day. CR
T = tafasitamab; G = glofitamab;
O = obinutuzumab; P = polatuzumab vedotin

Olszewski et al., ASH 2023
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e DLBCL — multiple diseases but current 1L therapy still “depersonalized”

e Multiple new options beyond R-CHOP, no good selection criteria:
o Pola-RCHP
o Tafa-Len-RCHOP
o Imminently: BsAbs + (R)CHOP/Pola-(R)CHP

e \Which classification is predictive of treatment success?

o (Genomic - ongoing umbrella trials
o TME - ASCO 2026: LymphoMAP in POLARIX

e Alternatives to RCHOP+X:
o Escalation/de-escalation by MRD
o Multi-targeted therapies
o BsAb-based combinations
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