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Kapitel 1

Langzeitergebnisse zur zeitlich limitierten Erstlinientherapie
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Langzeit-FU der CLL14 Studie zu Venetloclax + Obinutuzumab bei unfitten
Patienten

$146 Venetoclax-Obinutuzumab for Previously Untreated Chronic Lymphocytic Leukemia: Final Results of the Randomized CLL14 Study

K. Fischer
Unikinik Koln

m Prof. Dr. med. Barbara Eichhorst
Kompetenznetz

Maligne Lymphome EHA 2026 Stockholm, Schweden Uniklinik Kéln Seite 5



CLL14 Studie: Ven+ Obi vs Clb + Obi bei unfitten Patienten

Mittlere Beobachtungszeit von 9 Jahren

MEDIAN OBSERVATION TIME 110.1 months
w
E MEDIAN PFS VEN-OBI B | 76.6 months
1
E 2-YEAR PFS VEN-OBI 25.6%
§ MEDIAN PFS CLB-OBI | 37.9 months
:' 9-YEAR PFS CLB-OBI 14.4%
>
E
=3
g HAZARD RATIO 0.50, 95% Cl 0.39-0.63
Q
P VALUE <0.0001
0 T T T T T T T T T T

] 12 24 36 48 &0 Tz a4 36 108 120

Time to Event [PFS] from Randomization (months)

VEN-OBI 216 194 178 162 142 117 F6 74 44 20 0
CLB-OBI 216 186 131 102 68 51 41 29 25 16 0
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CLL14 Studie: Ven+ Obi vs Clb + Obi bei unfitten Patienten

Zeit bis zur nichsten Therapie (TTNT) und Uberleben
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Time to Event [TTNT] from Randomization (months) Time to Event [0S] from Randomization (months)
I VEN-OBI 216 195 183 172 161 140 15 57 79 49 0 VEN-OBI 216 198 189 182 173 160 142 125 106 77 0
cL-0BI 216 194 166 140 110 82 69 49 43 31 0 CLB-OBI 216 201 194 181 167 144 122 102 91 66 0
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CLL14 Studie: Ven+ Obi vs Clb + Obi bei unfitten Patienten

Sekundarmalignome
101 4 MEDIAN OBSERVATION TIME 110.1 months
a4 FOLLOW-UP ADJUSTED
INCIDENMCE RATE PER 1000 PATIENT MONTHS
By —
o VEMN-OBI (212 PATIENTS) W s
(5] -
E CLB-CBI (214 PATIENTS) M5
] 50 |
= P VALUE -0.047
R
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E 40
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CLL13 Studie: Subgruppenanalyse nach genetischen Biomarkern

$149 Genetic Biomarkers Predicting Sustained Efficacy of Venetoclax-Based Therapies or CIT in CLL: Final 5-Year Analysis of the
GAIA/CLL13 Trial

E. Tausch
Unikinik Ulm
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CLL13 Studie: Ven+ CD20 Antikdrper-Kombinationen bei fitten Patienten

Studiendesign

Primary Endpoints

1. uMRD rate at MO15
2. Progression-free survival

Eligibility 9 CIT FCR <65y, BR >65y

Treatment-
naive, fit
patients with
CLL, no TP53
aberrations

(centrally.
screened)

Cum Survival

5-year PFS rates

GIV 81.3%
GV 69.8%
RV 57.4%
CT 50.7%

024

0,0 T T T T T T
0 12 24 36 48 60 72 84

Time to Event [PFS] (months)

Firstenau M & Niemann CU, et al. Blood. 2026 Mar 30:blood.2025032160.
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CLL13 Studie: Ven+ CD20 Antikdrper-Kombinationen bei fitten Patienten

Klonale Evolution bei PD gegeniiber vor Therapiebeginn

Kompetenznetz

Maligne Lymphome

EHA 2026 Stockholm, Schweden

Incidence of genetic risk factors at enrolment (blue) and PD (orange)

Chemoimmunotherpy (CIT)
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Kapitel 2

Rezidivtherapien: Retrospektive Registeranalyse
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Retrospective Analyse von ERIC

S$151: Outcomes of Venetoclax-Based Treatment in Patients with BTK Inhibitor (BTKi)-Treated CLL: An
International Study Conducted by ERIC

T. Chatzikonstantinou, Thessaloniki, Greece
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Retrospective Registeranalyse von ERIC zu Venetoclax nach cBTKi

Venetoclax nach cBTKi: TTNT von Start Venetoclax bis zur nachsten Therapie bei 624 Patienten
BTKi beendet bei PD: 330 Pat. mit medianer BTKi-Dauer 42 Mon.

BTKi beendet aus anderen Griinden (AEs) = Nicht-PD: 294, mit medianer BTKi-Dauer 13 Mon.
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Retrospective Registeranalyse von ERIC zu Venetoclax nach cBTKi

Uberleben ab Start Venetoclax in Abhingigkeit des Ansprechens auf ¢cBTKI vorher

Time from Venetoclax start to death

~ Progression =+ Non-progression
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Kapitel 3

Neue Rezidivtherapien
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BRUIN CLL-322 : Pirtobrutinib + Venetoclax + Rituximab vs VR

LB5001: Fixed-Duration Pirtobrutinib plus Venetoclax-Rituximab versus Venetoclax-Rituximab for Patients with Previously Treated
CLL/SLL: A Phase 3, Randomized Trial (BRUIN CLL-322)

M. Davids, Boston, USA
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BRUIN CLL-322 PVR vs VR: Progressions-freies Uberleben
Primarer Endpunkt PFS

No. of No. of o HR .
Patients Events 24-month PFS rate (95% CI) (95% Cl) p-value
PVR 321 68 86.9 (82.3, 90.4) 0.547 0.0001
VR 318 101 71.8 (65.7, 77.0) (0.400, 0.748)

Progression-Free Survival (%)
3

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Number at risk Time Since Randomization (Months)

PVR 321 308 297 291 284 278 275 258 243 237 196 191 182 147 131 123 99 93 86 66 48 32 19 5 1 0 O
VR 318 293 282 276 269 256 249 245 221 215 175 161 127 114 104 94 80 70 63 49 36 21 11 3 1 1 0
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BRUIN CLL-322 PVR vs VR: Progressions-freies Uberleben

PFS nach Subgruppen

Kompetenznetz

Maligne Lymphome

PVR

VR

HR (95% Cl)

24-mo PFS rate IRC, % (95% CI)

ITT population

86.9 (82.3-90.4)

71.8 (65.7-77.0)

cBTKi-pretreated

87.7 (82.4-91.4)

70.0 (62.7-76.1)

Discontinued prior cBTKi due to PD

88.3 (82.1-92.4)

64.3 (55.2-72.0)

cBTKi-naive

83.8 (71.9-90.9)

77.7 (64.7-86.4)

Del{(17p) presence

85.2 (72.2-92.5)

46.6 (32.0-60.0)

TP53 mutated 87.3 (78.6-92.7) 57.3 (45.7-67.3) i
mPFS IRC, mo (95% Cl) NE (43.3-NE) 39.7 (35.9-NE) | 0.547 (0.400-0.748)
mPFS INV, mo (95% CI) NE (44.9-NE) 44.0 (38.7-NE) | 0.487 (0.352-0.674)

24-mo TTNT rate, % (95% CI)

87.7 (83.4-91.0)

77.2 (71.7-81.8)

ORR, % (95% CI)

88.5 (84.5-91.8)

83.3 (78.8-87.3)

CR', n (%)

102 (31.8%)

74 (23.3%)

PRZ, n (%)

182 (56.7%)

191 (60.1%)
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AETHER-Studie: Epcoritamab + Venetoclax in RR CLL

$153: Fixed Duration Venetoclax Plus Epcoritamab Shows Favorable Tolerability and High Response Rates with Early Molecular
Responses in R/R CLL/SLL: Interim Analysis of the Randomized HOVON 165/AETHER Trial

A. Kater, Amsterdam, Niederlande
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AETHER-Studie: Epcoritamab + Venetoclax in RR CLL

Studiendesign

2x priming dose

Venetoclax 400mg/day 26 cycles

Cco C1 C6 C12 C26

Venetoclax 400rng/day
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AETHER-Studie: Epcoritamab + Venetoclax

Adverse events: CRS und Infektionen

Infections
Infecti
0.8 And 3 mg Step-Up CRS 45 niection
B GradeO B None/ Grade 1
O Grade 1 w gg : 0 Grade 2
-'2 O Grade 2 *GC'J' 30 B Grade 3
2 B Grade 3 = i
E g 25
- w20
(e ] o
: s 15
S Z 10 -
5 —
0 - 0-
n:136 n:235 n:?’ 32 n:fg n:!:_;‘ZS n:g g ven 1 5 3 4 5 6

Cycle No.
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AETHER-Studie: Epcoritamab + Venetoclax
MRD und klinisches Ansprechen

B JdMRD B JdMRD1 W dMRD2 dMRD3 | uMRD4(<0,01%, B dMRD4 [ uMRD5(<0,001%,
(2109%%) (=196, (20,19, (=0,01%, not assessable (20,01%, not assessable at
<10%) <1%) <0,1%) at 0,001%) =0,001%) 0,0007%)
e
b
=
L
E B Completeremissionand complete
. remission with incomplete marrow recovery
E Partial remission, bone marrow positive
£
_—._=- B Partial remission, spleen enlarged
Partial remission, lymph nodes enlarged
Mot yet available
".'I P—
At registration Cycle 4 Cycle 6 Endcycle & End cycle 9 Endcycle 8
day 1 day 1 peripheral bone iwCLL response
blood marrow with CT scan
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Zusammenfassung | Take-Home-Messages

e 9 Jahre FU in der CLL14 Studie:
Bei CLL mit mutlGHV medianes PFS 105 Monate.

* Analyse der Rezidivproben aus der CLL13 Studie:
Nach Ven + CD20AK kaum klonale Evoluation der CLL im Gegensatz zur CIT

* Restrospektive Registerdaten zu Venetoclax nach cBTKi:
Medianes PFS mit Venetolcax bei 28 Moanten bnach PD unter BTKi

* Neue Rezidivtherapie: Pirtobrutinib + Venetoclax + Rituximab:
* 24 Monats-PFS: 87% bei BTKI vortherapierten Patienten.

* Evaluation potentieller Therapien: Venetoclax + Epcoritamab:
 Vielversprechende MRD Raten (87% nach 4 Zyklen) bei den ersten 46 Patienten.
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Alle Kurzprasentationen sind online unter

www.lymphome.de/eha2026

FlUr den Inhalt verantwortlich:
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