© G 8
&qx C’"{
AN

7635220\
o (B VReEAL |2
e Ty ), |3
) |B
AR /5

) = N

Q &

BT

UNIVERSITATS

Patienten Tag 16.02.2020

HEIDELBERG

Therapie der CLL

Sascha Dietrich



laa:-mmmu'd&m|

55 isch
aktlive Erkrankungl

WoaE W

igo ga)

IBrutnib

CHEMO
o

FCRS

CRE/PRS | SDEPD*

[msrpni] Ism-.lpm l

- -
kontinuieriche Zwieilinien- kontinuiarliche
Therapie & 1herapie Tharapie ?
Baabachiung #

tharapie

unfi
islow goj

i
del(17p13)
D
TPE3mutL

lbristinib

gebrachich
{no gi)

BSLCH

)

BR 520 l
- ki,
I:'.‘HHF'FH] ISD!.TF'Dl ] [EHFFPHF l [SDHP‘DI
w -
kontinuiesbche Zweitlinien- kontinulesche Zweithnien-
Thesagie Ehistapie Therapie® thisrapie
ader

Beobachtung*



Deletion 17p/ TP53

Zellhulle Zellkern Zellhtlle Zellkern

/A

Chemo wirkt nicht!
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Anti-CD20-Antikorper (Rituximab, Obinutuzomab)

Humane IgG1l Fc Domane
(synergistische Wirkung mit humanen Effektormechanismen
wie z.B. Komplementaktivierung)

Konstante humane K Regionen

Variable murine Regionen binden
sich

speziell an das CD20 auf den B-
CD20 Zellen.

Antigen

1. Therapie nach dem ,Schllissel - Schloss-Prinzip“

2. Vorteil der Chimare: Keine Immunisierung



Chemotherapie + Antikdrper

* Fludarabin — Cyclophosphamid — Rituximab (FCR) -> INTENSIV
* Bendamustin — Rituximab -> Mittel INTENSIV

* Chlorambucil - Obinutuzomab -> Leicht
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B-Zell Rezeptor

IGHV

IGHV unmutiert

Zellhille  Zellkern

IGHV mutiert

Zellhlle Zellkern




B-Zell Rezeptor

IGHV

|IGHV unmutiert
Zellhulle  Zellkern

Wwachse

\ A

Wachst schnell

IGHV mutiert

Zellhlle Zellkern

Wachst langsam




B-Zell Rezeptor

lbrutinib

IGHV unmutiert IGHV mutiert

Zellhulle  Zellkern Zellhlle Zellkern

Ibrutinib

Ibrutinib

= Gleiche Prognose =




Progression-Free Survival, %

30 |

201

10 1

Resonate Studie

<=+ ibrutinib mutated /GHV (n = 40)
ibrutinib unmutated /GHV (n = 58)
------ chlorambucil mutated IGHV (n = 42)
ememmaans — chlorambucil unmutated /GHV (n = 60)
Honenfueachy
%4...-...........4

Chemo

E o

ibrutinib chlorambucil

Mutated /IGHV
24-mo PFS, % a0 43
MR (95% CI) 0166 (0 068-0.406)
P value <0.C00)
Unmutated /IGHV
Z24-mo PFS, %
HR (95% CI 0.082 {(0.039-0173)
2 value <0.000)
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18 21 24
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Ist Ibrutinib besser als
R-Chemo ?7?7?



ECOG-ACRIN Cancer Research Group (E1912)

Patienten:
* unbehandelt

» <70 Jahre

* behandlungsbedirftig

* fit flir FCR-Therapie
* keine del(17p) (FISH)

* keine Grad 3/4
Herzinsuffizienz

*» Kein Warfarin/ andere
Vitamin K-Antagonisten

Daily oral
ibrutinib

1 month

Daily oral
ibrutinib
+

rituximab

intravenously
at the

beginning of
each month

6 months

Daily oral
ibrutinib
Each month
until
progression
of your CLL

Z0==-PN-ZS00Z>P»2

Fludarabine + cyclophosphamide + rituximab
intravenously at the beginning of each month

6 months

Primdrer Endpunkt: PFS
Sekundarer Endpunkt: OS

Long-term
follow-up*

Until
10 years
from date
of registration

Geplante Interim-Analyse fiir PFS und OS ca. 24-
27 Monate nach Ende der Rekrutierung




Probability

ECOG-ACRIN Cancer Research Group (E1912)
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American Intergroup Study A041202

Bendamustine 90mg/m2 days 1&2 of each 28 day cycle +
Rituximab 375 mg/m2 day 0 cycle 1,
then 500 mg/m2 day 1 cycles 2-6

1 Documented progression

el Ibrutinib 420mg daily until disease progression

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

» High risk vs intermediate risk Rai Stage

* Presence vs absence of del(11g22.3) or del(17p13.1) on FISH performed locally
sl * < 20% vs 2 20% Zap-70 methylation of CpG 3 performed centrally




American Intergroup Study A041202
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Grade 3, 4, or 5 Adverse Events
During treatment or follow-up (excluding crossover)

Neutropenia 27 (15)
Thrombocytopenia 12(7)
111 (63) 133 (74) 134 (74)
0(0) 3(2) 5(3)
26 (15) 37 (21) 37 (20)
Febrile neutropenia 13 (7) 3(2) 1(1)
Atrial fibrillation 5(3) 17(9) 10 (6)
Hypertension 25 (14) 53 (29) 61 (34)
Unexplained/unwitnessed death 2(1) 7 (4) 4(2)

* Deaths during active treatment + 30 days: 2 (1%), 13 (7%), 13 (7%)
* Deaths during active treatment + 30 days, up to 6 cycles: 2 (1%), 3 (2%), 6 (3%)




Grade 3, 4, or 5 Adverse Events
During treatment or follow-up (excluding crossover)

All Hematologic -- no. (%) 74 (41)
Anemia 21 (12)
Neutropenia 27 (15)
Thrombocytopenia 12(7)

133 (74)
3(2)
37 (21)
Febrile neutropenia 13 (7) 3(2)
Atrial fibrillation 5(3) 17(9)
Hypertension 25(14) 53 (29)
Unexplained/unwitnessed death 2(1) 7 (4)

* Deaths during active treatment + 30 days: 2 (1%), 13 (7%), 13 (7%)
* Deaths during active treatment + 30 days, up to 6 cycles: 2 (1%), 3 (2%), 6 (3%)




Venetoclax



Wie wirkt Venetoclax?

BCL2 ‘ 4 BAX




Wie wirkt Venetoclax?
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Wie wirkt Venetoclax?
BCLZ“

< BAX



Wie wirkt Venetoclax?
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CLL14 Study Design

Phase 3

Patients with untreated
active CLL and coexisting
medical conditions’

Safety run-in:

obinutuzumab +
venetoclax
Independent data
monitoring committee

Primary objective: PFS

*CIRS > 6 and CrCl > 50 mL/min.
ClinicalTrials.gov. NCT02242942.

Obinutuzumab + chlorambucil
(6 x obinutuzumab + 12 x
chlorambucil)

Obinutuzumab + venetoclax
(6 x obinutuzumab + 12 x
venetoclax)

Twelve
courses

of
therapy

Follow-

up
phase




Percentage of Patients

100~{=

90
80+
70+
60
504
40
30+
20+
104

CLL14 Studie

e '
b Venetoclax—obinutuzumab

Chlorambucil-obinutuzumab

Hazard ratio, 0.35 (95% Cl, 0.23-0.53)
P<0.001

| | | | | |

6 12 18 24 30 36
Months to Event

Patients with Response (%)

100+
90+
804
70+
60+
504
404
30
204
10+

P<0.001
5
48.1
Venetoclax— Chlorambucil-
Obinutuzumab Obinutuzumab
(N=216) (N=216)

Partial response
M Complete response
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Zusammenfassung

* Chemo wirkt nicht bei TP53/ 17p del mutierten Patienten
e |brutinib und Venetoclax wirken auch bei TP53 Mutation

* |brutinib ist eine Dauertherapie

* Venetoclax wird Uber 12 oder 24 Monate verabreicht

* Venetoclax ab Marz auch in der ersten Linie

* Venetoclax eventuell besser bei IGHV mutierten Patienten

* Chemotherapie kann als Option diskutiert werden, neue Substanzen I6sen
die Chemotherapie zunehmend ab.



