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Kapitel 1

Tiefe des Ansprechens nach
Erstlinientherapie mit Venetoclax und
Obinutuzumab

Wie ist die Dynamik des Ansprechens unter
dieser Therapie?

Prof. Dr. med. Barbara Eichhorst
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Clonal Dynamics after Venetoclax-Obinutuzumab Therapy:
Novel Insights from the Randomized, Phase 3 CLL14 Trial

Othman Al-Sawaf, DCLLSG, KoIn
Blood 2020, Volume 136, Suppl. 1, Abstract 127
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CLL 14: Studiendesign

Safety Run-in Phase

Venetoclax—

Obinutuzumab
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Previously untreated
patients with CLL and
coexisting medical
conditions

CIRS > 6 and/or CrClI <
70mL/min
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Prof. Dr. med. Barbara Eichhorst

Follow-up Phase

Primary endpoint:
Progression-free survival

Key secondary endpoints:
Response, Minimal
Residual Disease, Overall
Survival

Fischer et al, N Engl J Med, 2019
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CLL 14: MRD nach Kombinationstherapie und nach Monotherapie R
venetoclax % 12 cycles
Ramp-up starting C1D22, then 400 mg PO QD from C3D1
obinutuzumab X 6 cycles
100 mg IV C1D1, 900 mg C1D2 or 1000 mg
C1D1; 1000 mg C1D8 and 15, then D1 C2—6
CYCLE 7 DAY 1 FOLLOW-UP MONTH 3
100 5% 5%
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deepened MRD

. response during 6x
o Ven-Mono.
o
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CLL 14: Wachstumskinetik von Patienten mit MRD Ergebnis bei EOT und 22 MRD e

Messungen im Follow-up

0.015
msm Ven-Obi, rate 20
+ A
s Clb-Obi, rate 2 0 .
AA
0.010 +
3; +
)
1]
o
£
5 0.005
O —
o
c
)
O I -
0.000 "o 3 tHim "
L - . | =
mmm C|b-Obi, rate <0
mmm Ven-Obi, rate <0 -
0005 ] ) _ _
-8 -6 -4 -2 0

Baseline MRD Frequency (FuM3) (log10 scale)

Ven-Obi p =0.0037 ‘ Lower growth rate after Ven-Obi than after Clb-Obi
Clb-Obi n=0.0043 J |

Prof. Dr. med. Barbara Eichhorst

ASH 2020 VIRTUAL Klinik I fiir Innere Medizin | Uniklinik K6In Seite 8



Lymphom
m Kompetenz
Kompetenznetz KOMPAKT

Maligne Lymphome

CLL
CLL 14: Follow-up PFS nach 52.4 Monaten medianer Beobachtungszeit
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Median observation time 52.4 months
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Prof. Dr. med. Barbara Eichhorst
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CLL 14: Follow-up OS nach 52.4 Monaten medianer Beobachtungszeit
Median observation time 52.4 months
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Kapitel 2

Kombination Ibrutinib plus Venetoclax

- Wie effektiv ist diese Kombination ?
-  Ware hier eine MRD-gesteuerte Therapie moéglich ?

Prof. Dr. med. Barbara Eichhorst
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Continued Long Term Responses to Ibrutinib + Venetoclax

Treatment for Relapsed/Refractory CLL in the Blood Cancer UK
TAP Clarity Trial

Presenter: Hillmen, UK CLLSG, Leeds, UK
Blood 2020, Volume 136, Suppl. 1, Abstract 124

Prof. Dr. med. Barbara Eichhorst
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Venetoclax (400mg/day)

_
Ibrutinib (420mg/day)
! ! o ! ] ! I ] I ]
0O 2 4 6 8 10 12 14 16 43 20 22 24 26 29 32
Months

Duration of VEN therapy: 3 consecutive MRD4 (<0.01% CLL) in PB confirmed in BM:
MRD <0.01% at M8 - stop 1+V at M14

MRD <0.01% at M14 - stop 1+V at M26

MRD <0.01% at M26 - stop [+V at M26

MRD >0.01% at M26 - continue IBR

Prof. Dr. med. Barbara Eichhorst

ASH 2020 VIRTUAL Klinik I fiir Innere Medizin | Uniklinik KéIn Seite 13



Lymphom
m Kompetenz
Kompetenznetz KOMPAKT

Maligne Lymphome 10

CLL
Clarity Trial: MRD Ansprechen nach 38 Monaten Follow-up
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Clarity Trial: log Depletion zu Therapiebeginn und spateres Ansprechen e
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Clarity Trial: MRD-Verlauf nach Therapieende
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27 patients have stopped VEN for >1yr and 25 also stopped IBR

MRD +ve
MRD -ve
PD
Death

MRD rem.

0 2 8 14 26 38
Time since start of ibrutinib, months
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Clarlty Trial: PFS und OS nach 3 Jahren P
Kaplan-Meier Curve for Progression-free survival Kaplan-Meier Curve for Overall survival
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Ibrutinib Plus Venetoclax for First-Line Treatment of Chronic
Lymphocytic Leukemia (CLL)/Small Lymphocytic Lymphoma (SLL):
1-Year Disease-Free Survival Results From the MRD Cohort of the
Phase 2 CAPTIVATE Study

Bill Wierda, MD Anderson, Houston
Blood 2020, Volume 136, Suppl. 1, Abstract 123

Prof. Dr. med. Barbara Eichhorst
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CLL
Captivate

Patients (N=164)
* Previously untreated -
CLL/SLL Ibrutinib lead-in Ibrutinib + Venetoclax

. : o Ibrutinib 420 mg once daily +
requiring treatment [ oncedaly - mg 'enetocix ramp-up to 400 f MRD-guided randomization \
per iwCLL criteria (3 cycles?) Stratified by IGHV mutation status

Age <70 years
ECOG PS 0-1

mg once daily
(12 cycles?)

~N
J

Confirmed uMRD
Randomize 1:1 (double-blind)

®  Confirmed undetectable MRD (uMRD): defined as having uMRD N
(<10* by 8-color flow cytometry) serially over at least 3 cycles, and
undetectable MRD in both PB and BM m
® uMRD Not Confirmed: Defined as having detectable MRD or uMRD \_ Y,
not confirmed serially or not confirmed in both PB and BM
( uMRD not confirmed \

Randomize 1:1 (open-label)

T
/

Prof. Dr. med. Barbara Eichhorst
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Captivate: DFS fiir die Gruppe der Patienten mit uMRD nach 15 Zyklen

100 . : H — . —
:;I i Ibrutinib
90 —
R ' =
- I Placebo
> | |
2 70 |
= [
S 60—
- w |
Confirmed uMRD v 50— :
. )
Randomize 1:1 E 40— I
I [ Placebo* Ibrutinib
Q _
w 30 I
8 I | 1-year DFS rate, % 95.3 100.0
¢ o 207 | (os% (82.7-98.8)  (100.0-100.0)
Q 10 "
. | P-value 0.1475
0 | | | | i i i i |
0 3 6 9 12 15 18 21 24 27
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Patients at Risk (Patients randomized after 12 cycles of combined Ibr + Ven)

Ibrutinib 43 43 43 42 40 24 21 5 3
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Prof. Dr. med. Barbara Eichhorst
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Captivate: uMRD-Raten im Verlauf fiir die Patienten mit noch +MRD nach 15 Zyklen

MW 12 cycles of combined lbr +Ven
# Additional randomized treatment
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o

o
]

[02]
o
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69%

66%

.

Randomize 1:1 34%

n=11

[ uMRD Not Confirmed ]

v

Ibrutinib Ibrutinib + lbrutinib Ibrutinib +
(n=31) Venetoclax (n=31) Venetoclax
(n=32) (n=32)
Bone marrow Peripheral blood

Prof. Dr. med. Barbara Eichhorst

ASH 2020 VIRTUAL Klinik I fiir Innere Medizin | Uniklinik K6In Seite 21



Lymphom
m Kompetenz
CLL Kompetenznetz KOMPAKT

Maligne Lymphome 10
Al T

CLL 17- Studie der DCLLSG: g

Offene, prospektive, multizentrische Phase Ill Studie zu Ibrutinib vs. Venetoclax+Obinutuzumab vs

Ibrutinib+Venetoclax fiir Patienten mit einer zuvor unbehandelten CLL

1:1:1 Randomization

Stratification according to
fitness, del17p/TP53, IGHV

o s ¢

Ibrutinib V_enetoclax Venetc?c_lax
Obinutuzumab Ibrutinib

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

www.lymphome.de/ash2020

FlUr den Inhalt verantwortlich:

Prof. Dr. med. Barbara Eichhorst

Klinik | fir Innere Medizin | Uniklinik KoIn
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Das Informationsprojekt wird unterstutzt von den Firmen

-
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Celgene | ABristol Myers Squibb Company

Diese hatten keinen Einfluss auf die Inhalte.
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