Department | of
Internal Medicine
University Hospital of Cologne

DEUTSCHE @
STUDIENGRUPPE

4% | UNIKLINIK
%> |KOLN

S146 1 VENETOCLAX-OBINUTUZUMAB FOR PREVIOUSLY
UNTREATED CHRONIC LYMPHOCYTIC LEUKEMIA: FINAL
ANALYSIS OF THE RANDOMIZED PHASE 3 CLLT4 STUDY

Kirsten Fischer, Othman Al-Sawaf, Sandra Robrecht, Adam Giza, Can Zhang, Anna-Maria
Fink, Christof Schneider, Karl-Anton Kreuzer, Tatiana Chagorova, Liliya Sivcheva, Olga
Samoylova, Stephen Opat, Carsten Utoft Niemann, Igor Aurer, Lachezar Bogdanov, Anthony
Schwarer, Christian Bjgrn Poulsen, Andrew Butler, Javier Loscertales Pueyo, Carolyn Owen,
Emil Spasov, Anja Wrisch, Madlaina Breuleux, Yanwen Jiang, Hyun Yong Jin, Eugen Tausch,
Anke Schilhabel, Matthias Ritgen, Stephan Stilgenbauer, Barbara Eichhorst, Michael Hallek

EHA2026 | Congress | June 11-14 | Stockholm, Sweden



/01 RATIONALE

CLL14

TO STUDY THE EFFICACY AND SAFETY OF FIXED-DURATION
VENETOCLAX-OBINUTUZUMAB IN COMPARISON TO FIXED-
DURATION CHLORAMBUCIL-OBINUTUZUMARB IN PATIENTS WITH
PREVIOUSLY UNTREATED CHRONIC LYMPHOCYTIC LEUKEMIA.

CLL14 is a collaborative effort of the German CLL Study Group, F. Hoffmann-La Roche Ltd. and AbbVie Inc.



/02 CONTEXT

Venetoclax Development

X ® O
—————
CONTINUOUS FIXED-DURATION THERAPY-FREE RE-TREATMENT
MONOTHERAPY COMBINATION INTERVAL
THERAPY

Seymour J et al., New Engl. J. Med. 2018
Fischer K et al., New Engl. J. Med. 2019



/03 PROFILE

CLL14

POPULATION Fglal\élso:sgyaLrJ]r(;t/roeratCerdQPit;eOnr’:l/vrvT:ci:)CLL And With Coexisting Medical COhdItIOT’]S
REATMENT P Pt
ENDPOINTS Nt Toeatment, Oversl Sorvial, Mimmal Resicual Disosse, Satety -
SITES Conducted in 21 Countries at 196 Sites

SAFETY RUN-IN December 2014 - April 2015

RECRUITMENT August 2015 - August 2016

FIRST DATA CUT-OFF | August 2018

LAST DATA CUT-OFF October 2025

Fischer K et al., Blood 2017

Fischer K et al., New Engl. J. Med. 2019
Al-Sawaf O et al., Lancet Oncol. 2020
Al-Sawaf O et al., JCO 2021

Al-Sawaf O et al., Nat. Commun. 2023
Al-Sawaf O et al., Blood 2024



/04 SELECTED BASELINE CHARACTERISTICS

CLL14

TREATMENT VEN-OBI(N=216) |CLB-OBI(N=216)
MEDIAN AGE /2 years 71 years

MEDIAN CIRS SCORE 9 8

MEDIAN CREATININE CLEARANCE 65.2 ml/min 67.4 ml/min

|GHV UNMUTATED

61%

60%

TP53 DELETED AND/OR MUTATED

12%

11%




/05 KAPLAN-MEIER ESTIMATES

Progression-Free Survival
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30 —

Cumulative progression-free survival

20 —

MEDIAN OBSERVATION TIME

110.1 months

MEDIAN PFS VEN-OBI B 76.6 months
9-YEAR PFS VEN-OBI 25.6%
MEDIAN PFS CLB-OBI M| 37.9 months
9-YEAR PFS CLB-OBI 14.4%

HAZARD RATIO

0.50, 95% C1 0.39-0.63

VEN-OBI
CLB-OBI

216
216

Time to Event [PFS] from Randomization (months)

194 178 162 142 117 96 74 44
186 131 102 68 51 41 29 25

108

20
16

120

P VALUE

<0.001

MEDIAN PFS FOR VEN-OBI

6.4 YEARS




/05 KAPLAN-MEIER ESTIMATES

Time-To-Next Treatment

100

90 —

80 —

70 1

60 —

50 —

40 —

Cumulative Survival

30 —

20 —

MEDIAN OBSERVATION TIME 110.1 months

MEDIAN TTNT VEN-OBI B | 91.9 months
9-YEAR TTNT VEN-OBI 39.6%
MEDIAN TTNT CLB-OBI B | 52.5 months
9-YEAR PFS CLB-OBI 23.5%

HAZARD RATIO 0.70

P VALUE <0.0001

NEXT ANTI-LEUKEMIC THERAPY

VEN-OBI
CLB-OBI

216
216

T T T T T T T T
12 24 36 48 60 72 84 96

Time to Event [TTNT] from Randomization (months)

195 183 172 161 140 115 97 79
194 166 140 110 82 69 49 43

108

49
31

120

VEN-OBI

CLB-OBI

MEDIAN TTNT FOR VEN-OBI
7.7 YEARS

0.54, 95% CI1 0.43-

87 PDs - 54 NALT

144 PDS - 111 NALT




/05 KAPLAN-MEIER ESTIMATES

Progression-Free Survival By IGHV Mutational Status

MEDIAN OBSERVATION TIME 110.1 months

MEDIAN PFS VEN-OBI & mIGHV 11| 104.9 months

MEDIAN PFS VEN-OBI & ulGHV | 64.7 months

HAZARD RATIO 2.74,95% CI 1.85-4.06

P VALUE <0.001

MEDIAN PFS CLB-OBI & mIGHV i | 62.2 months

MEDIAN PFS CLB-OBI & ulGHV M| 28.0 months

Cumulative progression-free survival

HAZARD RATIO 3.13,95% Cl 2.21-4.45
P VALUE <0.001
0 12 24 36 48 60 72 84 96 108 120
Time to Event [PFS] from Randomization (months) MEDIAN PFS VEN-OB| mIGHV 87 YEARS
i#i VEN-OBI mIGHV 78 71 67 63 59 52 48 43 30 16 0 MEDIAN PFS VEN-OBI ulGHV 5.4 YEARS
M VEN-OBI uIGHV 129 117 107 95 78 63 46 29 13 4 0
ini CLB-OBI mIGHV 82 76 66 57 42 35 31 24 22 15 0
[ CLB-OBIUIGHY 126 105 62 43 24 15 10 5 3 1 0




/05 KAPLAN-MEIER ESTIMATES

Progression-Free Survival By TP53 Del/Mut

Cumulative progression-free survival

1#i VEN-OBI NONE 185

M VEN-OBI TP53

7ni CLB-OBINONE 185

[ CLB-OBI TP53

MEDIAN OBSERVATION TIME

110.1 months

MEDIAN PFS VEN-OBI & NONE

79.2 months

MEDIAN PFS VEN-OBI & TP53 I

49.0 months

HAZARD RATIO

2.15,95% CI 1.36-3.40

P VALUE =0.001
MEDIAN PFS CLB-OBI & NONE 39.9 months
MEDIAN PFS CLB-OBI & TP53 M| 19.8 months

HAZARD RATIO

1.68, 95% C1 1.07-2.64

25

24

170
21
162
19

Time to Event [PFS] from Randomization (months)

159 145 126 105 89 68 40
17 15 13 10 6 5 4
19 92 62 47 37 27 23
10 9 5 4 4 2 2

108

19

15
1

[eNoNoNe]

P VALUE

=0.024

MEDIAN PFS FOR VEN-OBI TP53

4.1 YEARS




/05 KAPLAN-MEIER ESTIMATES

Overall Survival

100 —

90 —

80 —

70 —

60 —

50 —

40 4

Cumulative Survival

30 —

20 —

MEDIAN OBSERVATION TIME

110.1 months

MEDIAN OS VEN-OBI

Not reached

9-YEAR OS VEN-OBI

59.3%

MEDIAN OS CLB-OBI

112.7 months

9-YEAR OS CLB-OBI

51.1%

HAZARD RATIO

HR 0.8, 95% Cl 0.59-
1.09

P VALUE

=0.161

CAUSES OF DEATH

VEN-OBI vs CLB-OBI

VEN-OBI 216
CLB-OBI 216

198
201

T T T T T T T
24 36 48 60 72 84 96

Time to Event [OS] from Randomization (months)

189 182 173 160 142 125 106
194 181 167 144 122 102 91

108

77
66

120

INFECTION 22 versus 21
PROGRESS/RT 14 versus 30
SPM 10 versus 10
OTHER 32 versus 31

MEDIAN OS FOR VEN-OBI
NOT REACHED




/06 LANDMARK ANALYSIS

Progression-Free Survival & MRD Status For Ven-Obi

Cumulative progression-free survival

111 MRD < 10-6

771 210-6 & <10-5
>10-5 & < 10-4
MRD = 10-4

MEDIAN OBSERVATION TIME

110.1 months

89
57
23
23

85

22
14

79

20
11

73
42
17
8

Time to Event [PFS] from EOT (months)

64 47 37 23 11 0 0
35 33 25 17 7 0 0
14 9 9 6 5 0 0
7 5 3 2 0 0 0

120

MRD MEASURED IN PERIPHERAL BLOOD BY NGS AT THE END OF TREATMENT

MRD < 10-¢ i | 76.2 months
MRD = 10¢and< 10 ;5| 74.8 months
MRD = 10> and < 104 B  53.3 months
MRD = 104 B | 23.5 months

MRD STATUS AFTER VEN-OBI REMAINS
PROGNOSTIC FOR PFS




/06 LANDMARK ANALYSIS

Overall Survival & MRD Status For Ven-Obi

100
o0 MEDIAN OBSERVATION TIME 110.1 months
80
© 70 —
% MRD < 10-4 B Notreached
S 60 -
7]
)
2 50
®
=]
E w0+ MRD = 10-4 M| 70.5 months
(&)
30
20 -
0 4 HAZARD RATIO 3.73,95% Cl 2.14-6.50
0 T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120
Time to Event [OS] from EOT (months) MRD STATUS AFTER VEN-OBI REMAINS
MRD<10-4 169 163 157 152 143 130 112 101 80 3 0 PROGNOSTIC FOR OS
MRD = 10-4 23 19 19 16 14 13 10 8 3 0 0

MRD MEASURED IN PERIPHERAL BLOOD BY NGS AT THE END OF TREATMENT




/07 CUMULATIVE AND FOLLOW-UP ADJUSTED INCIDENCE

Second Primary Malignancies

100 4 MEDIAN OBSERVATION TIME 110.1 months
90 - FOLLOW-UP ADJUSTED
INCIDENCE RATE PER 1000 PATIENT MONTHS
80
o VEN-OBI (212 PATIENTS) W 26
%) 70 —
§ CLB-OBI (214 PATIENTS) W15
'S 60 -
£ P VALUE =0.047
2 0
g TYPE OF SPM VEN-OBI vs CLB-OBI
g 40q
3 SOLID 27 versus 18
30
MELANOMA 9 versus 4
20 -
o HEMATOLOGICAL 4 versus 3
: OTHER 2 versus 1
0 T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120
Time to Event [SPM] (months) H|GHER |NC|DENCE OF SPM IN VEN-OB|

CLB-OBI 214 201 189 176 161 136 112 91 79 56 0

lVEN-OBI 212 196 180 170 160 143 123 105 85 65 0 GROUP THAN IN CLB-OBI GROUP




/08 SUMMARY

Venetoclax-Obinutuzumab

1 MEDIAN PROGRESSION-FREE SURVIVAL (PFS) OF APPROXIMATELY 6 YEARS

MEDIAN TIME-TO-NEXT TREATMENT OF APPROXIMATELY 8 YEARS

MEDIAN OVERALL SURVIVAL (OS) NOT REACHED

END-OF-TREATMENT MRD STATUS REMAINS STRONG PROGNOSTIC FACTOR FOR PFS AND OS

o B W DN

INCIDENCE OF SPM INCREASED COMPARED TO CHLORAMBUCIL-OBINUTUZUMAB




/09 CONCLUSION & OUTLOOK

Venetoclax-Obinutuzumab

THE FINAL 9-YEAR RESULTS OF CLLT4 CONFIRM THAT ONE YEAR
FIXED-DURATION VENETOCLAX-OBINUTUZUMAB ACHIEVES

ENDURING LONG-TERM EFFICACY IN PREVIOUSLY UNTREATED
PATIENTS WITH CHRONIC LYMPHOCYTIC LEUKEMIA



/10 CLL2000

ADDRESSING THE QUESTIONS WE KEEP ASKING

OBSERVATION OF A PRE-DEFINED PATIENT POPULATION

2 CLL13. CLL14. CLL17.

3 MAJORITY OF PATIENTS - APPROXIMATELY 2000 - REMAIN ALIVE AT TRIAL CLOSURE
4 DATA COMES FROM ANNUAL CLINICAL ROUTINE VISIT

5 SURVIVAL STATUS. DISEASE STATUS. SUBSEQUENT THERAPY. SPM. RT. QOL.

6 OPTIONAL BLOOD SAMPLING

7 NO INTERVENTION. NO MONITORING. EASY DOCUMENTATION.

8 LOW EFFORT. BIG IMPACT. LET’S CONNECT!

EHA2026 | Publication Book 2954 | www.dcllsg.de | cll-2000@uk-koeln.de




