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Kapitel 1

Erstlinientherapie mit zeitlich begrenzter Therapie Venetoclax +
Obinutuzumab:

Wie gut ist diese Therapie bei fitten/jungen Patienten ?

m Prof. Dr. med. Barbara Eichhorst
Kompetenznetz ——— = .
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CLL13-Studie der DCLLSG

71:
A Randomized Phase lll Study of Venetoclax-Based Time-Limited Combination Treatments (RVe, GVe,

GIVe) Vs Standard Chemoimmunotherapy (CIT: FCR/BR) in Frontline Chronic Lymphocytic Leukemia (CLL)
of Fit Patients: First Co-Primary Endpoint Analysis of the International Intergroup GAIA (CLL13) Trial

Barbara Eichhorst, K6In

72:
High Resolution Assessment of Minimal Residual Disease (MRD) By Next-Generation Sequencing (NGS)
and High-Sensitivity Flow Cytometry (hsFCM) in the Phase 3 GAIA (CLL13) Trial

Moritz FUrstenau, Koln

m Prof. Dr. med. Barbara Eichhorst
Kompetenznetz ——— = .
Maligne Lymphome 63rd ASH Meeting 2021 Uniklinik Kéln Seite 5



CLL13/GAIA-Stud|e DEUTSCHE @

STUDIENGRUPPE
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CLL13/GAIA-Studie

Coprimadrer Endpunkt uMRD im PB 15 Monate nach Therapiestart gemessen mit 4-Farben DurchfluRzytometrie
(Sensitivitat 10-)

GIVe vs CIT: 92.2% versus 52.0%: p < 0.0001
I I
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CLL13/GAIA-Studie

uMRD mit Hochsensitivitats DurchfluRzytometrie fur Sensitivitat bis zu 10
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CLL13/GAIA-Studie

Nebenwirkungen CTC Grad 3 und 4

CIT RVe GVe GlVe

All patients [SP] 216 237 228 231
Anemia 16 (7.4) 9 (3.8) 11 (4.8) 9 (3.9)
Neutropenia 113 (52.3) 109 (46.0) 127 (55.7) 112 (48.9)
Thrombocytopenia 22 (10.2) 10 (4.2) 42 (18.4) 37 (16.0)
Febrile neutropenia 24 (11.1) 10 (4.2) 7 (3.1) 18 (7.8)
Infections 43 (19.9) 27 (11.4) 32 (14.0) 51 (22.1)
Tumor lysis syndrome* 9 (4.2) 24 (10.1) 20 (8.8) 15 (6.5)
Bleeding events 1(0.5) 1(0.4) 1(0.4) 4 (1.7)
Atrial fibrillation 1 (0.5) 1(0.4) 0 (0.0) 6 (2.6)
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Kapitel 2

Erstlinie mit Ibrutinib (+ Rituximab) als unbegrenzte Therapie:

Effektivitat bei fitten/jungen Patienten und bei Hochrisiko-CLL bestatigt ?

m Prof. Dr. med. Barbara Eichhorst
Kompetenznetz
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FLAIR-Studie der UK-CLLSG

642:
Ibrutinib Plus Rituximab Is Superior to FCR in Previously Untreated CLL:
Results of the Phase Il NCRI FLAIR Trial

Peter Hillmen, Leeds, UK
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FLAIR-Studie

Studiendesign

IF Oral Fludarabine (24mg/m?2/day x 5 days; C1-6)
© oral Cyclophosphamide (150mg/m?/days x 5 days; C1-6)

R Intravenous Rituximab (375mg/m? C1; 500mg/m?; C2-6)
v VvV VvVYvVYy Yy

6 monthly pb MRD until positive x3
Patients with Tl = :
CLL requiring A
therapy by IWCLL BMAT
IWCLL Criteria Assess Z
(n=771) vV VvV VvV YV / Max. 6 years

6 monthly pb MRD until negative & stop
| Oralibrutinib (420mg/day)
R Intravenous Rituximab (375mg/m?2 C1; 500mg/m?2 C2-6)
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FLAIR-Studie

Primarer Endpunkt PFS

Kompetenznetz
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30 Median PFS [95% Cl]
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20 .
IR Median PFS NR
10
HR: 0.44 [0.32,0.60], p-value: <0.001
0 —
T T T T T T T
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Months from randomisation
Number at risk (number censored)
FCR 385 (0) 363 (9) 324 (22) 254 (63) 171 (125) 76 (203) 6 (261)
IR 386 (0) 374 (5) 353 (11) 291 (58) 193 (145) 88 (244) 11 (316)
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FLAIR-Studie

Uberleben
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Alliance-Studie A041202

639:

Long-Term Results of Alliance A041202 Show Continued Advantage of Ibrutinib-Based Regimens

Compared with Bendamustine Plus Rituximab (BR) Chemoimmunotherapy

Jennifer Woyach, Columbus, US

m Prof. Dr. med. Barbara Eichhorst
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Alliance-Studie A041202

Studiendesign

Bendamustine 90mg/m2 days 1&2 of each 28 day cycle +
g Rituximab 375 mg/m2 day 0 cycle 1,
then 500 mg/m2 day 1 cycles 2-6
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E
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patients age 2 65
who meet IWCLL

Stratify* mmmmd |brutinib 420mg daily until disease progression

criteria for CLL
treatment

Ibrutinib 420mg daily until disease progression +
Rituximab 375 mg/m2 weekly for 4 weeks starting cycle 2 day 1,
then day 1 of cycles 3-6

R
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Stratification

* High risk vs intermediate risk Rai Stage

* Presence vs absence of del(11q22.3) or del(17p13.1) on FISH performed locally
* <20% vs 2 20% Zap-70 methylation of CpG 3 performed centrally

FOR CUNICALTRIALS IN ONCOLOGY
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Alliance-Studie A041202

PFS nach 55 Monaten Follow-up

Median follow-up: 55 months

o o © o o
EN wn 2} =l @
I 1 l ] 1

Progression-free Survival Probability
o
w
|

0.2 1 Arm Events/Total Time-Point PFS Est. (95% Cl) Time-Point PFS Est. (95% Cl)

— Arm 1 (BR) 94/183 24 months  0.75 (0.67-0.81) 48 months  0.47 (0.39-0.55)

014— Am2{) 48/182 24 months  0.87 (0.80-0.91) 48 months 0.76 (0.69-0.82)

— A 3(R) 47/182 24 months  0.87 (0.81-0.91) 48 months 0.76 (0.69-0.82)

+ Censor
0.0 | T I 1 T | T
0 12 24 36 48 60 72 &4
Time {(Months)
Patients-at-Risk

Arm 1 (BR) 183 138 114 87 63 20 1 0
Arm 2 (l) 182 158 142 131 114 52 4 0
Am 3 (R) 182 156 142 130 117 44 2 0
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Alliance-Studie A041202

PFS fur Subgruppen nach 55 Monaten Follow-up

Nach TP53 Status Nach IGHV Status
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Kapitel 3

COVID19-Impfung bei CLL-Patienten:
Wie gut ist der Schutz nach 2 oder 3 Impfungen ?

m Prof. Dr. med. Barbara Eichhorst
Kompetenznetz
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Beobachtungsstudie zu Patienten mit CLL nach COVID-19 Impfung aus
Frankreich

637:

Humoral Response to mRNA Vaccines BNT162b2 and mRNA-1273 COVID-19 in Chronic Lymphocytic
Leukemia Patients

Cristina Bagacean, Brest, Frankreich

m Prof. Dr. med. Barbara Eichhorst
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Beobachtungsstudie zu Patienten mit CLL nach COVID-19 Impfung

Ansprechen nach 1. und 2. Impfung, sowie 3. Impfung bei zuvor Seronegativen

1. Impfung 2. Impfung 3. Impfung
bei zuvor Seronegativen

27% S0 35%

Response rate post-dose 1 Response rate post-dose 2 Response rate post-dose 3
(43/158) (265/506) (44/124)
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Beobachtungsstudie zu Patienten mit CLL nach COVID-19 Impfung

Pradiktoren fiir das Ansprechen nach 2. Impfung

Serological response

Variable Positive Negative
Total P-value Odds ratio 95% ClI

n%)  n(%)

Vaccine type mRNA-1273 - Moderna (%) 47 (68%) 22 (32%) 69 .
BNT162b2 — Pfizer BioNTech (%) 187 (51%) 180 (49%) 367 0.44 0.78  0.42-1.46 _.E_
Age Age < 65 years 70 (49%) 73 (51%) 143 .
Age >65 years 170 (48%) 187 (52%) 357 0.02 0.55 0.33-0.92 —o—
CLL treatment Treatment-naive 151 (72%) 59 (28%) 210
Prior CLL treatment 78 (60%) 52 (40%) 130 0.42 0.79 0.45-1.39 —— ;
|On therapy 36 (22%) 130 (78%) 166 < 0.001 0.13  0.07-0.23 | —0:-
Gamma-globulins Gamma-globulins > 6g/L 48 (71%) 20 (29%) 68 :
Gamma-globulins < 6g/L 24 (41%) 35(59%) 59 0.03 041  0.19-0.88 | ——

001 01 1 10 100
Odds ratio (log scale)
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Zusammenfassung | Take-Home-Messages

* Venetoclax + Obinutuzumab bei fitten Patienten in der Erstlinientherapie.

* Ibrutinib evtl besser geeignet bei Hochrisiko-CLL mit TP53-Veranderung,

(bei unmutiertem IGHV ?7).
* Triple-Kombination als magliche Alternative noch nicht zugelassen.

* Boosterimpfung kann auch bei bisher seronegativen Patienten noch ein

Ansprechen erreichen.

m Prof. Dr. med. Barbara Eichhorst _
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Die Kurzprasentationen sind online unter

www.lymphome.de/ash2021

FlUr den Inhalt verantwortlich:
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