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Abstract $149 — Presidential Symposium:

Fixed-duration venetoclax plus obinutuzumab improves
progression-free survival and minimal residual disease
negativity in patients with previously untreated CLL and
comorbidities
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CLL14-Studie: Design " raligne Lymphome (g SR

Abstract S149 von Fischer K. et al.

Safety Run-in Phase*
Venetoclax—
Obinutuzumab

Venetoclax— Venetoclax
* e Obinutuzumab
6 cycles 6 cycles Follow-up Phase

Previously untreated

patients with CLL and Primary endpoint:
coexisting medical 11 Progression-free survival
conditions L —
randomization :
Key secondary endpoints:
CIRS > 6 and/or CrCl < Response, Minimal
70mL/min ; Residual Disease, Overall
Chlorambucil- :  Chlorambucil Survival
» Obinutuzumab — —
6 cycles 6 cycles
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CLL14-Studie: Patientencharakteristika
Abstract $149 von Fischer K. et al. Venetoclax-  Chlorambucil-
Obinutuzumab Obinutuzumab
Number of patients, N 216 216
Median age in years 72 71
Binet stage
A 21 % 20 %
B 36 % 37 %
C 43 % 43 %

Median total CIRS score

TP53 deleted and/or mutated

Deletion in 17p 9% 7%
Deletionin 11q 18 % 20 %
Trisomy in 12 18 % 21 %
No abnormalities 25 % 22 %
Deletion in 13q alone 31 % 31 %
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Abstract S149 von Fischer K. et al.

Overall response
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48%

Partial response

Patients with response (%)

B Complete response
P < 0.0001

Venetoclax- Chlorambucil-
Obinutuzumab  Obinutuzumab
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CLL14-Studie: Primarer Endpunkt: PFS

Abstract S149 von Fischer K. et al.
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CLL14-Studie: MRD

Abstract S149 von Fischer K. et al.

MRD mit ASO-PCR gemessen
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CLL14-Studie: MRD

Abstract S149 von Fischer K. et al.

MRD mit ASO-PCR gemessen

Maligne Lymphome
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CLL14-Studie: PFS nach MRD

Abstract S149 von Fischer K. et al.
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Time Since End of Treatment (months)
No. of Patients at Risk
VenG MRD(-) 163 162 161 157 138 94 37 20 4
VenG MRD(+) 24 24 21 17 15 10 4 1 1
VenG MRD Unknown 29 8 7 6 5 4 3 1 1
GClb MRD(-) 76 76 76 75 71 53 27 11 5 1
GCIb MRD(+) 106 91 76 64 52 32 16 3 1
GClb MRD Unknown 34 9 8 7 7 5 3 1 1
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Kapitel 2
Subgruppenanalysen CLL14 Studie

Wie sieht die Effektivitat in genetischen
Subgruppen aus ? Welche Patienten

profitieren?

PD Dr. med. Barbara Eichhorst
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CLL14: Genetische Marker

S$105: Genetic markers and outcome in the CLL14 trial of the
GCLLSG comparing front line obinutuzumab plus chlorambucil or
venetoclax in patients with comorbidity.
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CLL14: Genetische Marker IGHV Status
S$105: E. Tausch et al.

— 100 IGHV mutated
2 — \VenG —— GCIb
g 80 VenG GClb
g (n=76) (n=83)
@ 60 Events, n (%) 9(11.8) | 15(18.1)
[«H]
i HR (95% CI) 0.64 (0.28-1.46)
c 40
(=}
I3
e 20 - IGHYV unmutated
je)]
S --=VenG --- GClb
o
0 . . . . . . VenG GClb
0 6 12 18 24 30 36 (n=121)
Time to Event (Months) Events, n (%) 16 (13.2) | 57 (46.3)
0, |
bationts at risk o HR (95% ClI) 0.22 (0.12-0.38)
VenG IGHV mutated 76 69 68 66 62 9 0
VenG IGHV unmutated 121 110 109 102 87 16 0
GCIb IGHV mutated 83 77 76 70 56 12 0
GCIlb /IGHV unmutated 123 109 100 74 30 8 0
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CLL14: Genetische Marker TP53

S105: E. Tausch et al.

100 no TP53 deletion/mutation
- -=-=VenG --- GCIb
=S
= 80 - VenG GCIb
Z (n=152) | (n=144)
E | Events, n (%) 15(9.9) | 51 (35.4)
w 60
E HR (95% CI) 0.24 (0.13-0.43)
= 40
2
§ TP53 deletion and/or mutation
g 201 ——VenG —— GClb
[-W
0 I I I I I I
0 6 12 18 24 30 36 |Events, n (%) 6(31.6) | 10(76.9)
Time to Event (Months)
HR (95% CI) 0.31 (0.11-0.86)
Patients at risk EOT
VenG no TP53 del/mut 148 135 134 128 13 15 0
VenG TP53 del and/or 24 21 21 19 12 2 0
mut
GClIb no TP53 del/mut 139 129 123 98 77 13 0
GClb TP53 del and/or
mut 22 17 16 10 6 1 0
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CLL14: Komplex aberranter Karyotyp

S$106: High efficacy of venetoclax plus obinutuzumab in patients
with complex karyotype (CKT) and chronic lymphocytic leukemia
(CLL): a prospective analysis from the CLL14 trial.
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CLL14: Komplex aberranter Karyotyp

$106: O. Al Sawaf et al.

= 392 der (92%) wurden auf komplex aberranten Karyotyp (CKT)
hin untersucht

= Definition =2 3 Veranderungen nach Stimulation mit IL2/CpG
= CKT: 34 (17%) im VenG arm
30 (15%) im ClbG arm
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CLL14: Complex aberranter Karyotyp
$106: O. Al Sawaf et al.
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CLL14: Complex aberranter Karyotyp
$106: O. Al Sawaf et al.
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Kapitel 3
CLL12 Studie

Konnen und sollen Patienten mit Hochrisiko-
CLL im nicht-behandlungsbedirftigen
Stadium A behandelt werden ?

PD Dr. med. Barbara Eichhorst
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CLL12: Ibrutinib vs. Placebo im frithen
asymptomatischen Stadium mit Risikofaktoren

LB2602: Ibrutinib versus placebo in patients with asymptomatic,
treatment-naive early stage chronic lymphocytic leukemia (CLL):
primary endpoint results of the phase 3 double-blind randomized
CLL12 trial.
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LB2602: P. Langerbeins et al.

CLL Binet A

risk stratification

low risk intermediate / (very) high

1 2 N

watch & wait placebo ibrutinib
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CLL12: Ibrutinib vs. Placebo
LB2602: P. Langerbeins et al.

Ibrutinib Placebo
0
AEs, n (%) (n=185) (n=178) _

AES, %
Grad =23, %

Diarrho
e CTC =3

Blutung
« CTC 23

Vorhofflimmern
e CTC =3

Hypertonie
e CTC =3
Klinisch bedeutende AEs

Todesfalle
Infektionen, %
Neuplasie, %

Herzerkrankung, %

82,2
43,3

58 (31,4)
2 (1,1)

51 (27,6)
6 (3,2)

33 (17,8)
11 (6,5)

18 (9,7)
3 (1,6)

11,4
5,9
8,6

Kompetenznetz

Maligne Lymphome

84,8
38,7

44 (24,7)
5 (2,8)

17 (9,6)
2 (1,2)

13 (7,3)
3(1,7)

7(3,9)
3(1,7)

11,8
10,7
6,7
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CLL12: Ibrutinib vs. Placebo

LB2602: P. Langerbeins et al.
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Die Kurzprasentationen sind online unter

www.lymphome.de/eha2019

FlUr den Inhalt verantwortlich:
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