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#568 PET-Guided BrECADD in Older Patients with Advanced-Stage Classic

Hodgkin Lymphoma: Results of the Phase 2 Part of the GHSG HD21 Trial
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Older patients with advanced-stage Hodgkin Oal
Lymphoma (AS-cHL) have inferior outcomes 3
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#568 PET-Guided BrECADD in Older Patients — Teil der HD21-Studie

Treatment completion and d|"'r
Overall survival

Treatment completion rate mFU 24 months
100 _—— r— : ] L |
100% 94% 3DE J Ly T =t r T .
87% 90 . i TR
80% o 12 months: _
S ) ) ® 96.2% (91.9-100.0) ~ 24 months:
Progression-free survival £ 70 90.8% (83.7-98.0)
70% -
mFU 23 months & &0
80% =
50% 100 ”——iﬂ— % 30 Cause of death 8 (10)
90 : € 40 Hodgkin lymphoma 2(2)
40% {:5‘ Toxicity of study treatment 0 (0) {TL_:*_]
0% 80 &’ 30 Toxicity of secondary treatment 0 (0)
*2 Second malignancy 1(1)
20% % 70 20 Respiratory system, not related to treatment 2(2)
] - "
o g 10 Infelctlonlsepsm, not related to treatment 2(2)
10% 5 L Canear Brain, not related to treatment 1(1)
0% % 50 0
- 0 12 24
£ 40 .
O Overall Survival [months]
g 30 Patients at risk (censor)
20 . 83 (0) 69 (11) 36 (41)
5 2@: GHSG I

-+ Censor EON |t ShitiSlsh A 1]
. ' ' _J
0 TZ 24

Progression-free Survival [months]
Patients at risk (censor)

83 (1) 68 (11) 35 (42) &F

! £ GHSG I (5%




#569 Pembrolizumab Maintenance Instead of autoSCT for Patients with

Relapsed or Refractory Hodgkin Lymphoma in Complete Response after
Pembrolizumab, Gemcitabine, Vinorelbine, and Liposomal Doxorubicin

PET-2 Negative (Deauville 3)

Progressions-freies Uberleben
Cycle 1 | Cycle2 | Cycle3 | Cycle 4 | AsCT | E 4G s N
0y~
Pembrolizumab (200 mg IVPB) x x x x 0.8
Gemcitabine (1000 mg/m2 IVPB) X XX XX XX 0.7 = Med; ¢
Vinorelbine (20 mg/m2 IVPB) XX XX XX XX ..? 0.6 — edian t/u: T (range' 2_72)
Liposomal Doxorubicin (15 mg/m2 IVPB) -c.-; 0.5 - N . 0 0 . y
f’f T’f f’f f)r | 2 5-year PFS: 91% (95% Cl: 82-100)
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#569 Pembrolizumab Maintenance Instead of autoSCT

' Cycle 1 [ Cycle 2 | Cycle 3

Cycle

Pembrolizumab (200 mg IVPB)

Patients who received pembro maintenance
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E’atients with CR after

|

Freedom from third relapse

All 4o patients enrolled

1.0+ 1SR —
Gemcitabine (10
1.0+ 0.9+ 0.9
Vinorelbine (20 n 0.9 0.8 0.8 -
Liposomal Doxol 0.7 . . . 0.7 .
0.8 — >\ Median follow-up: 31 mo. (range: 15-41) Median follow-up: 33.5 mo. (range: 12.4-45.4)
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#1009 Fixed-Duration Acalabrutinib Plus Venetoclax with or without Obinutuzumab Versus
Chemoimmunotherapy for First-Line Treatment of Chronic Lymphocytic Leukemia:

Interim Analysis of the Multicenter, Open-Label, Randomized, Phase 3 AMPLIFY Trial

AMPLIFY: randomized, multicenter, open-label, Ph 3 trial

TN CLL (N=867)

Key inclusion criteria
*+ Age 218 years

1141 Screened

- .
ir i CONSORT Diagram > 274 Excluded
THCLL reqlsIng hE 867 Randomized
treatment per iwCLL 2018 i
Criteria’ g = : 290 Assigned to FCR/BR (ITT)
Without del(17p) or TP532 s 291 Assigned to AV (ITT) 286 Assigned to AVO (ITT) (FCR. n=143; BR, n=147)
ECOG PS =2 8 DR 2 Did Not Receive Study Treatment 31 Did Not Receive Study Treatment
ot Receive Study Treatment (28 withdrew consent, 3 investigator
y N . = (1 died, 1 Richter transformation) decision)
Key exclusion criteria §
« CIRS-Geriatric >8 291 Received Any Study Treatment 284 Received Any Study Treatment 259 Received Any Study Treatment
(Safety Population) (Safety Population) (Safety Population)

« Significant cardiovascular
disease

33 Discontinued Any Treatment* 71 Discontinued Any Treatment* 51 Discontinued Any Treatment*
23 AEs 59 AEs 30 AEs

3 Disease Progression

1 Disease Progression

3 Disease Progression

Stratification 3 Investigator Decision 5 :gvestiggtor Decision 12 Investigator Decision
A s T E o COE 2 Patient Decision 4 Patient Decision 3 Patient Decision
+ Age (>65 vs =65 years) 1 Death 2 Deaths 6 Deaths
« IGHV mutational status AV and A\ 1 Other 2 Loss to Follow-up 1 Other
h 4
. > g
* Rai stage (23 vs <3) dosing 258 Completed All Study Treatment 212 Completed All Study Treatment 208 Completed All Study Treatment
+ Geographic region schedule
22 Withdrawn From Study 41 Withdrawn From Study 79 Withdrawn From Study
18 Deaths 36 Deaths 40 Deaths
4 Consent Withdrawn — 1 Consent Withdrawn 33 Consent Withdrawn
- g | 3 :
e EpE—— Cycles (28 day 2 Investigator Decision S Investigator Decision

“Assayed by central lab

4

269 Remained on Study

1 Loss to Follow-up
1 Other

245 Remained on Study

1 Other

211 Remained on Study

*A reason for discontinuation was reported for each drug discontinued, and subjects are counted a maximum of once per disconfinuation reason and may be counted under multiple discontinuation reasons

AE, adverse evenl, AV, acalabrutinib-venetoclax, AVO, acalabrutinib-veneloclax-obinutuzumab, BR, bendamustine-rituximab, F(

CR, fludarabine-cyclophosphamide-rituximab, ITT, intent-lo-treal



#1000 AMPLIFY: AV vs AVO vs CIT

Acalabrutinib-venetf\f‘lﬂ\l 4+ Ohinimfrizinimah ve ECRPR Aadar RDR

Most Common AEs (Any Gratc

Preferred Term
Neutropenia

Diarrhea

Headache

Nausea

Infusion-related reaction
CcoVvID-19

Pyrexia

Contusion

Neutrophil count decreased
Thrombocytopenia
COVID-19 pneumonia
Febrile neutropenia

Anemia

COVID-19 AEs, Treatment Discontinuations, and Deaths

AV (n=291) AVO (n=284) FCR/BR (n=259)
AV (n=291) Any confirmed/suspected COVID-19 AE 64 (22.0) 69 (24.3) 10 (3.9)
Any Gradg Any confirmed/suspected COVID-19 AE
90 (30.9) , leading to discontinuation of any 7 (2.4) 23 (8.1) 3(1.2)
95 (32.6) Eve n treatment
102 (35.1) Deaths due to COVID-19* 10 (3.4) 25 (8.7) 21(7.2)
|
0 12023 |
Anv ECI 2022 Other
55(18.9) ;- 7 |y 2020 _ E. Europe, 47.3% az% in 2020
17 (5.8) Cardass N. America & : Vaccmated or 1H2021
40 (13.7) Atrial fib W. Europe ’ : .
18 (6.2) VessEn 2021 | Unvaccmnated « Vaccination timing did not
Hyperten: | seem to differ by region
13 (4.5) COVID-19 COVID-19 I % COVID-19
21(7.2) Hemorrhz Deaths by Year Deaths by Region 1 Vaccinated
5(17) Major hemorrhage 3(1.0) 3(1.09) 8 (2.8) 6(2.1) 2 (0.8) 1(0.4)
20 (6- 9) Neutropenia (any)® 108 (37.1) 94 (32.3) 143 (50.4) 131 (46.1) 132 (51.0) 112 (43.2)
' Infections (any) 148 (50.9) 36 (12.4) 153 (53.9) 67 (23.6) 82 (31.7) 26 (10.0)
Second primary malignancies 15 (5.2) 5(1.7) 12 (4.2) 5(1.8) 2(0.8) 0
Excl. non-melanoma skin 8(2.7) 5(1.7) 7 (2.5) 4(1.4) 1(0.4) 0
Tumor lysis syndrome 1(0.3) 1(0.3) 1(0.4) 1(0.4) 8(3.1) 8(3.1)

—
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PFS in the mIGHV Subgroup

100 '
m — . N die / 83.6%
80 + M
; AVO - mIGHV
? &0 HR (95% CI) Avo
; AV vs FCR/IBR (mIGHV) 0.67 (0.39 to 1.14) :
& AVO vs FCR/BR (mIGHV) 0.58 (0.32 to 1.02) 4 FCR/B T
40 [
Events/N  Medlan (mo)
| T avmow e e PFS in the ulGHV Subgroup
— AVO mIGHV 200117 NR
FCR/BR mIGHV 28/118 NR
0
0 I3 12 18 24 30
Months from ranc 100 o +ewnngagc- - i
Patients at risk ' T TR 2, '
AV mIGHY 124 119 114 110 108 105 e e _.__,_H.*:/
AVO miGHV 117 111 106 6 BY 86 80 4 MM+*_‘
FCR/BR miGMV 118 ¥ 86 81 76 72 ' - AVO - ulGHV
., ! T T S——
U ) 12 S 604 HR (95% Cl) :
- poy AV vs FCR/BR (ulGHV) 0.89 (0.48 to 0.97) i
i AVO vs FCR/BR (ulGHV)  0.35 (0.23 to 0.53) ;
- s 40 - i
Patients at risk :
Events/IN Median (mo) '
Av 291 262 269 j 20 AV uIGHV 61/167 515 E
AVO 286 272 258 . - = AVO ulGHV 36/169 NR '
FCR/BR 290 236 208 0 FCR/BR ulGHV 67/1172 43.3 !
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
Patients at risk
AV ulGHV 167 163 155 141 129 114 86 48 17 1 0
VO ulGHV 169 161 152 141 136 133 118 75 36 7 0
10 FCRBRuIGHV 172 137 122 108 94 82 62 38 19 4 0




OS Prolonged

With AV vs FCR/BR

10’0 9 . ;
—\._\“\. — L ]
'ﬂq‘_‘__a____
80 1 - l
36-mo 0S| AVO
2 60 :
- 87.7%
24 -
O 40 :
HR (95% CI) P value
20 -
AV vs FCR/BR 0.33 (0.18 to 0.56) P<0.0001
0 AVO vs FCR/BR 0.76 (0.49 to 1.18) =
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
Patients atrisk
AV 201 286 281 277 275 270 233 142 58 10 0
AVO 286 276 265 257 252 250 223 143 64 10 0
FCRBR 290 247 236 228 223 217 182 98 45 13 0

OS Prolonged With AV and AVO vs FCR/BR
(COVID-19 Deaths Censored)

L R R e ——— L

80 | : s AVO
J6-mo OS :
) ! :
& 60 96.2% |
24 :
O 40] |
HR (95% CI) '
20 1 :
AV vs FCRBR  0.27 (0.11 10 0.60)
" AVO vs FCRBR  0.47 (0.22t0 0.95) |
4 1

0 6 12 18 24 30 36 42 48 54 60

Months from randomization
Patients atrisk
AV 201 286 281 277 275 270 233 142 58 10 0
AVO 286 2786 265 257 252 250 223 143 64 10 0D
FCRBR 290 247 236 228 223 217 182 98 45 13 0

COVID-19 deaths: 10 (AV), 25 (AVO), 21 (FCR/BR)




1883 Epcoritamab Monotherapy in Patients (Pts) with Relapsed or Refractory

(R/R) Chronic Lymphocytic Leukemia (CLL):
Results from CLL Expansion and Optimization Cohorts of Epcore CLL-1

Epcoritamab in R/R CLL
W

Study Design: EPCORE® CLL-1 Expansion and C1 Optimization

CRS prophylaxis m

e + Prednisone | C1 OPT Mitigated Adverse Events of Interest Including
ICANS and Clinical TLS

Epcoritamab in R/R CLL

+ 22 prior lines of systemic

therapy Step-up dose 2.

. ECOG PS 0-2 (C1D8): 0.8 mg CRS Events by Dosing Period
+ Measurable disease with EXP
=25x10%L B lymphocytes 100 Grade 1
(expansion only) (it:g:)j?odf:‘:nl CRS, n (%) 22 (96) 14 (82) = & Grade 2
+ No prior allogeneic HSCT - Grade 1 2(9) 12(71) a8 60 _— S 1
(= .
Data cutoff: May 28, 2024 Grade 2 16 (70) 2(12) % 40 — 13.6%
Median follow-up: 22.8 montt Grade 3 4 (17) 0 = 22 33 0% s 18.2% 3(1,';3,: 6.3% MO0
Treated with tOCIlIZUI"nab, n (%) 20 (87) 6 (35) Step-up Step-up First full dose| Second full Third full
7 z i : dose 1 dose 2 n=22 dose dose+
« Primary endpoint (EXP): Overall response rate :e(il/d)mg to treatment discontinuation, 0 0 N=23 n=22 n=19 n=16
+ Primary endpoint (C1 OPT): Incidence and severity of CRS, ICANS, - ) = ~———————— Cycle1
and dlinical TLS CRS resolution, n/n (%) 22/22 (100)  14/14 (100)
- Key secondary endpoints (EXP): CR rate, time to response, MRD Median time to resolution, days (range) 3 (1-16) 3.5 (1-7) 100 1 C10PT Grade 1
(PBMCs using the clonoSEQ® assay), and safety/tolerability ICANS, n (%) 3(13) 0 g 80 1 Grade 2
@ 60 4
Grade 1 1(4) 0 b 13.3%
3 40 -
ClinicalTrials.gov: NCT04623541; EudraCT: 2023-504828-25. Grade 2 2(9) 0 B 20 4 6.3% 46.7% ey
— . £ 23.5% e | 1% 30.8% 33.3%
I o TS i : " Sepw  Sopup  Stepup | Fstul [Secondtul Tt
ep-up ep-up ep-up irst fu econd fu ird ful
Grade 2 1(4) 0 dose 1 dose 2 dose 3 dose dose dose+
N=17 n=16 n=16 n=15 n=13 n=12

Cycle 1
6




1883 Epcoritamab Monotherapie bei in R/R CLL

EXP C1 OPT
mFU: 22.8 months mFU: 2.9 months
-] - L. “MaTl= - . alan “Ts ale’ =) l - L

IGHV TP53
unmutated aberration

Overall response®

* L —
Complete respor y y *® * °
Partial response y Y x @
Stable disease Y * ® ¢
Progressive diseas y Y ® ® @
@ Y Y * o o
« With limited follc 5 * * o
not appear to at E Y ® *
| Y Y ¢ @ &
* uMRD4 in PBM Y ®
responders, incl Y * L%
were tested for y - %
Y Y &
Y Y
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
T T Time (weeks)
mTTR: mTTCR: Time on treatment Discontinued due to PD
2.0 months 5.6 months — Ongoing treatment # Discontinued due to AE
(range, 1.6-3.8) (range, 1.6-11.1) ®CR ©“PR ®SD @#PD 4 Discontinued due to patient
% UMRD4 withdrawal
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1883 Epcoritamab Monotherapie bei R/R CLL

Progression-Free Survival Overall Survival
22% 70%
100 : 100 :
BO:LLH_L_ E 80+ i
£ 60- | & 60- i —
N | |
W 40- ; 8 40- |
20- E 20- ;
0 I I I ; 1 1 I | 0 1 1 1 i 1 I I 1
0 3 6 9 12 15 18 2& 24 0 3 6 9 12 15 18 21 24
Time (months) Time (months)
Patients at risk Patients at risk
23 1B 1 9 6 4 2 2 0 23 18 18 16 16 15 10 8 4

» Median PFS was 12.8 months (95% CI, 5.4-17.1); median OS was not reached (95% CI, 8.6 months—NR)

&
et



Mantelzell-Lymphom

Universitatsklinikum
Tiibingen




#235 Ibrutinib-Rituximab Is Superior to Rituximab-Chemotherapy in Previously

Untreated Older Mantle Cell Lymphoma Patients: Results from the
International Randomised Controlled Trial, Enrich

Trial design

Inclusion criteria

*60 years or older

*Pathologically confirmed MCL, including either cyclin D1
overexpression or t(11;14)(q13;q932)

*Previously untreated, measurable (>1.5cm), stage II-IV MCL in
need of treatment

*ECOG 0-2

Exclusion criteria

*Considered fit for stem cell transplantation
*CNS involvement

*Known serological positivity for HBC/HCV/HIV

Rituximab 375mg/m?

Ibrutinib - 560mg od

Bendamustine 90mg/m? D1+D2 of 28 day cycle

CHOP - (Cyclophosphamide 750mg/m?, Doxorubicin 50mg/m?,
Vincristine 1.4mg/m?, Prednisolone 100mg *5 days) 21 day cycle
Maintenance rituximab - 1400mg sc every 56 days

days fol

ENRICH

Choice of
| immunochemotherapy (R-
Chemo) J

|

ENRI|CH
Patients

* Recruitment open December 2015 - June 2021

* Patients from 66 sites in UK, Sweden, Norway, Finland and Denmark

Consented
N=397

Choice of immunochemotherapy

Y

Bendamustine-R R-CHOP
N =290 N =107
73% 27%




#235 ENRICH: Erstlinie MCL, Ibrutinib+Rituximab vs CIT

=+ |Ibrutinib plus rituximab == Immunochemotherapy

2
5 1.00-
g HR (95% Cl): 0.69 (0.52 1 - =+ |brutinib plus rituximab == R-CHOP
g p=0.003 =
= 0.75- < 1.00-
2 2 HR (95% CI): 0.37 (0.22 to 0.62)
2 a
3 0.50 - = 0.75-
8 =
= =
= 0.25- @ . “-‘
S ® 0.50
g 3
o &=
(®)] 0.00- ' ' ' ' ' ' ' ' J
o 0 1 2 3 4 5 6 7 s 0.25-
& Years from randomisation a
o
5 ~~ Ibrutinib plus rituximab == Bendamustine-rituximab g’ 0.00- 3 : : : X i . B :
3 S - Years from randomisation
£ HR (95% CI); 0.91 (0.66 to 1.25 .
4 B e e e Number at risk (number censored)
= 0.75-
% lus rituximab 54 (0) 43 (0) 39 (0) 35 (3) 25 (8) 21(9) 14 (16) 4 (26) 1(29)
@ 0.50- R-CHOP 53(0) 38(2) 31(2) 18(2) 13(4) 7(6) 3(7) 1(9) 0(9)
()]
£ i 0 1 2 3 4 5 6 7 8
5 0.25- Years from randomisation
2
o
U) 0 OO - 1 ] 1 ] 1 1 ' ] ]
o 0 1 2 3 4 5 6 7 8
a

Years from randomisation
Number at risk (humber censored)

145(0) 115(2) 101(3) 85(6) 69(19) 37(42) 13(63) 1(75) 0(75)
Bendamustine-rituximab 145 (0) 119 (3) 102 (3) 85(6) 57 (21) 37(37) 9(59) 2(66) 0 (68)

0 1 2 3 4 5 6 7 8 ﬁ

Years from randomisation % @
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Lea-1 Tafasitamab Plus Lenalidomide and Rituximab for Relapsed or Refractory

Follicular Lymphoma: Results from a Phase 3 Study (inMIND)

Key Inclusion Criteria
* Age 218 years
* FL grades 1-3A (or MZL)*

® 21 prior line of therapy,
including an anti-CD20 mAb

* ECOGPS 0-2

* No prior treatment with Len
in combination with R

»
T
©
©
N
Vi
o
=
3
S
w

<

4-week treatment cycles >

Randomization 1:1

Tafasitamab Arm (Experimental Arm)

¢ Tafasitamab 12 mg/kg iv, 12 cycles (cycles 1-3: qw; cycles 4-12: q2w)
* Len 20 mg/day (days 1-21) po for 12 cycles

* R 375 mg/mZiv for 5 cycles (cycle 1: qw; cycles 2-5: g4w)

Placebo Arm (Control Arm)

* Placebo iv for 12 cycles (cycles 1-3: qw; cycles 4-12: g2w)
* Len 20 mg/day (days 1-21) po for 12 cycles

* R 375 mg/m? iv for 5 cycles (cycle 1: qw; cycles 2-5: q4w)

End of treatment

5-year follow-up

Stratification Factors (Patients With FL)

* POD24

* Refractoriness to prior anti-CD20 mAb therapy
* Number of prior lines of therapy (1 or 22)

Study Endpoints in FL Population (Investigator Assessed Unless Specified)
* Primary study endpoint:  PFS

* Key secondary: PET-CR rate in the FDG-avid population, OS
* Select other secondary:  PFS by IRC, ORR, DOR, safety, QoL, MRD
* Exploratory: TTNT, B-cell recovery, Ig levels, CD19 expression




LBA-1 iINMIND

R? + Tafasitamab bei R/R follikularem Lymphom

PFS by Independent Review Committee

100 4 "—’“"-‘qwoﬁ\
- \\\
%)
& 60
6 100
2 e
= W5 '
2 2 80
° =
o 20- = "“-.H.M
Median PFS (95% CI E 60 ik T
. HR (95% CIt 5 w
1 Pvaluet
_Pvalue J % o B
0 2 4 =
g 20 1 Tafasitamab + Len+ R Placebo + Len + R
No. at Risk Median TTNT (95% CI),* months  NR (NE, NE) 28.8 (20.7, NE)
Tafasitamab+ Len+R 273 260 246 HR (95% Cl)t 0.45 (0.31, 0.84)
Placebo + Len + R 215 260 230 04 Pvaluet <0.0001
T T 1 1 1 T T | | 1 T I 1 ¥ T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time, Months
No. at Risk
Tafasitamab+ Len +R 273 268 261 257 224 199 162 132 105 88 67 43 34 22 0 0
Placebo + Len + R 215 268 248 233 199 166 124 101 78 62 43 30 23 13 2 0




Large B cell lymphoma — LBCL
- DLBCL

Universitatsklinikum

Tiibingen



Substitute with different
CD20 antibody i

Increase
rituximab

* R intensification
(HOVOM-84)

" Add novel agent
(X-R-CHOP)

* Bevacizumab (MAIN)

* Bortezomib (REMoDL-B)
* [brutinib (PHOENIX)

* Lenalidomide (E1412°,

* Veneloclax (ADS1701)
+ Polatuzumab vedotin

T ——

Intensify |

* R-ACVBP (LNH03-2B8"#)

* R-CHOP14 (GELA, BNLI)

= R-CHOEP (DSHMNHL 2002-1)
* HOT-ASCT (SWOG 9704°,
NCTOO355199, DLCLO4)

* DA-EPOCH-R (A50303)

Add
maintenance

» Rituximab (E4494, NHL13,

HD2002, HOVON-B4)

« Lenalidomide (REMARC*)
+ Everolimus (PILLAR-2)

|
|
» Enzastaurin (PRELUDE) |
I
|

Asterisk (*): PFS benefit
Pound (#): OS benefit




#469 Five-year analysis of the POLARIX study: Prolonged follow-up confirms

positive impact of polatuzumab vedotin plus rituximab, cyclophosphamide,
doxorubicin, and prednisone (Pola-R-CHP) on outcomes

PFS in the global ITT population

— Pola-R-CHP (n=440)

1004
— R-CHOP (n=439)
804 + Censored
;..:_n"‘ 60
"
SR Primary analysi 0S in the global population*
f;:;t'-:lr)eerate,% rlr;lta;y y::ragms . IN the global population
20/ Pola-R-CHP 76.7 (72.7-80.8) | 71.8 (6717 100_“\“&%‘-
R-CHOP 70.2 (65.8-74.6) | 64.1 (59.1-6! — —
o[HR(S%C) | 073(057-0.95) | 0.76(0.60-0 80 = v—s——+
0 6 12 18 24 30
Patients remaining at risk Time g % Deaths, n§ PO(I::‘:;%;-I 7 ?;g:l:g;
Pola-R-CHP 440 407 357 335 318 303 8 . ;
R-CHOP 439 391 332 302 287 274 | 404 Pt".‘;“a'ya?a'ys's 53 57
Event-free rate, % Prima;yy::::gsis at 3-year update’ 5-year update* al<years
—— Pola-R-CHP (n=440) 5-year update* | 79 | 91
20{ Pola-R-CHP 88.7 (85.7-91.7) | 85.6(82.3-88.9) | 82.3 (78.7-85.9) — R-CHOP (n=439)
R-CHOP 88.6(85.6-91.6) | 85.6(82.2-88.9) | 79.5 (75.7-83.4) + Censored
0 HR(95"{¢ cl) . 0.I94(0.65:1.37) I0.94(0I.s7—1.33) 0.85[(0.63—1.I15) . . . . .

0 6 12 18 24 30 36 412 48 54 60 66 72 78 84
Time (months)

Patients remaining at risk

Pola-R-CHP 440 424 399 389 381 373 366 355 343 338 319 124 12 1 NE

R-CHOP 439 415 403 382 372 361 357 347 338 329 311 128 13 1 NE

—
e =



Newly diagnosed DLBCL or HGBL
Age 18-65
At least one H-R feature

« |PI23

* NCCN-IPIZ4

* MYC and BCL2 and/or BCL6

rearrangements

ECOG 0-3 prior to cycle 1 or 0-1
prior to cycle 2

CNS involvement
Prior treatment of indolent

lymphoma

Study Schema:

Enrolment

21 day cycles

e B

HD-MTX 182
(optional)

L
= | &8 88..88;

i R G

HD-MTX 182
(optional)

c2 c C4-6
N=40 Pola-RCHP %] Pola-RCHP Pola-RCHP

Induction

RCHOP, Rituximab, cyclophosphamide, doxorubicin, vincristine, prednisolone; Pola-RCHP, polatuzumab vedotin,
rituximab, cyclophosphamide, doxorubicin, prednisclone; HD-MTX, high-dose methotrexate

Consolidation




#582 Phase Il Glofitamab-R-CHOP or Glofitamab-Pola-R-CHP (COALITION)

EOI Response X i
Patients in PMR at EOI

— . - 2%
e
1 L 8
1 Fat :
.y
| -
60% a ﬂ-
-
¥a
" 80% A Responses: PRs may represent inflammatory response
o |
20% 5- - ﬁ
é? ; | . . . . Eventual
% "o 2 . i - g resolution of
i Arm A Arm B +—— ‘J/ -,q,l ‘ .1 ol FDG avidity
Glo-RCHOP Glo-Pola-RCHP Induction 3 2 L "
CMR mPMR = PD mNE s ' A 'L e K
- 2 el @
: - @
; - Pattern of gradual resolution at sites of
The rate of CR at EOl was 75% overall All e 1 - - = ey bulk

Where biopsies performed, they have
demonstrated inflammatory reactions

& ® . ® (3/18)

- : i
E ‘ﬁ.i": §2) 553 £=3 Biopsy demonstrated
e —4/ O I 8y histiocytic
4 * | -, - -, inflammatory
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#582 Phase |l Glofitamab-R-CHOP or Glofitamab-Pola-R-CHP (COALITION)

PFS all patients

PFS by study arm

PFS (%)
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Months from the start of study treatment

PFS (%)

501

401

301

201

101

w—  Am A Glo-R-CHOP
— A B Glo-Fola-R-CHP

6 12 18 24 30

Months from the start of study treatment

No. at risk (No. censored)

No. at risk (No. censored)

ARM A 40 (0) 38 (0 4 0 22013 14 (21 4
A 80 (0) 770) 65 (9) 42 (30) 23 (48 5 (65 ARMB 40 (0) 398 (0) 33(5 2017 8 (27) 1(34)

PFS estimate

12-month PFS, % (95% Cl) 90% (75%-96%) 95% (81%-99%) 92% (84%-97%)

24-month PFS, % (95% Cl) 86% (69%-94%) 86% (65%-95%) 86% (75%-93%)




#578 Waveline-007: Dose Escalation and Confirmation, and Efficacy Expansion

Trial of Zilovertamab Vedotin in Combination with R-CHP in Patients with
Diffuse Large B Cell Lymphoma

a PCP signalling b B-catenin-dependent signalling € WNT-Ca”* signalling

Plasma Wang et al., NEJM 2022
i - Phase |, Monotherapie
- R/R B-NHL
- MCL and DLBCL vielversprechend

Cytosol |

Dose escalation and confirmation

Key Eligibility Criteria 1.75 mg/kg ZV + R-CHP
Cohort A — B ) N
e (IV Q3W up to 8 cycles)

y’})@&"‘ -Confirmed DLBCL by o 3 gt T Efficacy and
> Cell polarity PET by BICR per Lugano . grkg Survival
* Cell migration (IV Q3w up to 8 Cyc’eS)

Follow-up

*No prior line of therapy

2.25 mg/kg ZV + R-CHP
LRP5,6 (IV Q3W up to 8 cycles) Bam

+ECOG-PS 0-1

¥
‘ PCP, Ca** | ‘ B-catenin ‘ ‘ B-catenin | |PCP, Ca“| | B-catenin ‘ p-cat

Endpoints:

o Q Q » Primary: Safety (number of patients with DLT, AEs, discontinuation due to AEs), establish RP2D, and CR per Lugano criteria by INV
ZIIO"e rtamab-VEdOtlnl anti-ROR1-ADC « Secondary: ORR and DOR per Lugano criteria by INV

R
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#578 Waveline-007: Zilovertamab-Vedotin-R-CHP

Best Percentage Change From Baseline in Target Lesion Size

Summary of Adverse Events —
- 2 o 80 =
Zilovertamab vedotl. = ZV 1.75 mg/kg
0, o
R ik
N=15 N=15 o HZv225
a .25 mg/k
All cause 15 (100) 15 (100) € m 20 =8
Drug-related adverse events 15 (100) 15 (100) € E 0
Serious 1(7) 1(7) | 2 .20
Grade 3-4 5 (33) 11 (73) S 40 -
Drug-discontinued? 0 1(7) e B e LT e e P e P PR e P PP e P PR TP PP e rEr
finsils 0 0 g -60 = 50% tumor reduction
50 - Treatment-Related Adverse Events With Incidence -804
I I -100 = ,
I-£ 3-0
S 7175 man~ i

w
(=]

Incidence, %
N
(=]
AL

==

Best Response and Duration of Response

Zilovertamab vedotin + R-CHP

ZV 1.75 mglkg ZV 2.0 mg/kg ZV 2.25 mg/kg
“Neutropenia  Nause N =15 N=15 N=6 N=36
15 6 35

b
Objective Response?, % (95% Cl) 14

-l
o
L

o

100% (78.2-100.0)  93.3% (68.1-99.8) 100% (54.1-100.0) 97.2% (85.5-99.9)
Partial response 0 0 0 0
Complete response 15 (100%) 14 (93.3%) 6 (100%) 35 (97.2%)
Median DOR (range), months NR (2.4+-20.2+) NR (1.3+-19.7+) NR (13.8-16.9+) NR (1.3+-20.2+) ﬁ .

12-month DOR rate 91.7% 92.3% 100% 93.5% %ﬁ




#957 BMS-986458 a Potential First-in-Class, Highly Selective, Potent and Well

Tolerated BCL6 Ligand Directed Degrader (LDD) Demonstrates Multi-Modal
Anti-Tumor Efficacy for the Treatment of B-Cell Non-Hodgkin’s Lymphoma

Using ligand directed degraders (LDDs) to target the “undruggable”

sharts ulangdived « BCL6 is a transcriptional repressor required for tolerance of Ig hypermutation
AR ) and normal B-cell maturation’

« Along with BCL2 and c-Myc, BCL6 is one of the most frequent genetically

f - misregulated proteins in DLBCL (-20%)’
i « As a sequence-specific transcription factor, BCL6 was once considered
. Germinal Center l s “undruggable™
B cell
£y Lymphoma BMS-986458
c-Myc r :c ements "'-‘ g BCL6
BCL2 transiocat ( \ BTB

Proteasome
A
y Q
1 Q .
&
P ©
]

” Cell cycle arrest
) ¢® — DNA damage
Apoptosis

ngh BCL6 'f 4

o~ L
CRBN oﬁrm

Q,0

> o
(74

b g

9 &

Ub-mediated
target degradation

RBX1

CUL4A

PROTACs
BTK-degrader

- #884 NX-5948 BTKi-degrader
Phase 1b expansion

- #885 BGB-16673 BTK-degrader,
CaDANnCe-101

R
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#957 BMS-986458, BCL6-degrader

- immunomodulatory effects

Enhancement of CD20 expression following BMS-986458 treatment
leads to synergy with standard of care agents

BMS-986458 exhibits immunomodulatory properties that may drive an antitumor
response independent from tumor-intrinsic BCL6 expression

Transcript induction

O N DMSO
5 207 B3 10nM BMS-986458 - In follicular diseases such as GCB-DLBCL and FL, Tfh are believed to provide critical proliferative support to
[*4 o v .
Syt M IR RRERSNONA z malignant B cells
=
B 10
=
S s CXCRa In vitro Tfh differentiation In vivo Tfh assessment in
N O,J-_Ij % & syngeneic models
24 hrs 72 hrs % Folcalar “ Donor 301 C. 3
< Lymphoma/
2 ocB DLaCL BMS-986458 (NM) 0 0 1.3 4.1 12.3 37 A20 (NHL)
= L
. = - - - +
Cell surface CD20 protein T e s el A Ak R =
25 induction - BCL6| — e — | O
. b~ 4
20 . T ——— © 2 ~
re 0 —
c 15 3 Donor 1001€
ey ;3 -4 ¢ Donor 701C .‘_
E 104 é i 100 . 100-J8is - Donor 301C E
% = 2 i - e o 1 i i
5 = T Follicular IL-6 tn } { gy | S5
o | mm [T - e st § ¢ i, = 5 o8 . O *
24 hrs 72 hrs BCL6/FOXP3 O 2 L 6 ' s g
i ..
IFN-y r;‘
CXCRS 0 T 0 E‘n
4 3 2 I 0 4 3 2 1 0 :
*P<0.5 “P<0.01. BMS-986458 Log; o kM BMS-986450 Log, UM Vehicle BMS-986458

ADCC, antibody-dependent cellular cytotoxicity; DMSO, dimethyl sulfoxide; FC, fold change; MFIl; median
Groocock L, et al. ASH 202
*P 5 0.5.
ActA, Activin A; BAFFR, B-cell activating factor receptor; BCL6, B-cell lymphoma 6; BCR, B-cell receptor; CD40, cluster of differentiation 40; CD40L, CD40 ligand; CXCR, C-X-C chemokine
receptor; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; GCB, germinal center B-cell; ICOS(L), inducible T-cell costimulator (ligand); IFN, interferon; IL, interleukin; MHCII,
major histocompatibility complex II; NHL, non-Hodgkin lymphoma; PD-1, programmed cell death protein 1; PD-L1, programmed death ligand 1; TCR, T-cell receptor; Tfh, T-follicular helper cell

Groocock L, et al. ASH 2024 [Abstract #957]




Klassisches Hodgkin-Lymphom

BrECADD bei alteren Pat mit sehr guter Wirksamkeit. Himatologische Toxizitat relevant. Vergleich zu Nivo-AVD?
Im Rezidiv: Pembro-GVD mit Pembro-Erhaltung bei erreichter CR eine Alternative zu autoSCT — spatere Salvage gut moglich

Chronische lymphatische Leukamie

Erstlinientherapie mit 2"d-Generation BTKi in Kombination mit Venetoclax +/- Obinutuzumab, fixed-duration
Vorteil PFS, relevante COVID-Infektionen — anti-CD20-assoziiert
Bispezifischer CD20-CD3-Antikorper, Epcoritamab bei R/R CLL wirksam und durchfiihrbar — bisher kurzes PFS

Mantelzell-Lymphom
Ibrutinib + Rituximab gegentliber R-CHOP Uiberlegen und gleichwertig zu BR, Subgruppen?

Follikulares Lymphom

Im Rezidiv ist Tafasitamab — Rituximab — Lenalidomid ein neuer Standard

Large B cell ymphoma - LBCL

Pola-R-CHP im 5-Jahres follow-up weiterhin im PFS Gberlegen

CD20-CD3-bispezifischer Antikorper, Glofitamab, in der Erstlinie in Kombination R-CHOP — Phase IlI?
anti-ROR1-ADC, Zilovertamab-Vedotin, Phase Ill bei DLBCL und MCL

PROTACs target the undruggable — BCL6
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und am Ende....
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