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FCR300 in CLL: PFS by IgHV Mutation Status

1.0 |

Group Events Total
— IGHV-M 33 82

= |GHV-UM 114 131

— Unknown 39 87

© © o o ©
i O g o0

o
~

P <.0001

Proportion Progression-free

© o © o
©O L N W

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168



PFS, %

Thompson PA, et al. Blood. 2016;127:303-309.

Effect of IGHV Mutational Status on PFS
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Progression Free Survival: IGHV Status
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Table 2. Adverse Events of Grade 3 or Higher Reported in More Than 2% of Patients in Either Group.*

Ibrutinib—Rituximab Group

Event
Grade 3
Hematologic event
Anemia 17 (4.8)
Hemolysis 2 (0.6)
Leukocytosis 61 (17.3)
Lymphocyte count decreased 10 (2.8)
Lymphocyte count increased 77 (21.9)
Neutropenia 38 (10.8)
Platelet count decreased 9 (2.6)
White-cell count decreased 7 (2.0)
Nonhematologic event
InfectionT 28 (8.0)
Febrile neutropenia 8 (2.3)
Alanine aminotransferase 6 (1.7)
increased
Aspartate aminotransferase 9 (2.6)
increased
Hyperglycemia 12 (3.4)
Hyponatremia 11 (3.1)
Atrial fibrillation 9 (2.6)
Arthralgia 17 (4.8)
Hypertension 65 (18.5)
Fatigue 7 (2.0)
Maculopapular rash 115 (3:1)
Diarrhea 15 (4.3)
Any event, according to worst grade 204 (58.0)

(N=352)

Grade 4 Grade 5 Grade 3
number of patients (percent)
0 0 17 (10.8)

(0) ) 3:(1-.9)

1 (0.3) 0 12 (7.6)
o 0 43 (27.2)

) 0 12 (7.6)
52 (14.8) 0 35 (22.2)
6 (1.7) (¢ 16 (10.1)
1 (0.3) 0 35 (22.2)

4 (1.1) 1 (0.3) 9 (5.7)
0 0 21 (13.3)

2 (0.6) 0 1 (0.6)

0 0 2 (1.3)

2 (0.6) 0 8 (5.1)

(¢} 0 3 (1.9)

2 (0.6) 0 1 (0.6)

0 0 2.(1.3)

1 (0.3) 0 13 (8.2)

0 0 4 (2.5)

0 0 8 (5.1)

0 0o 2 (1.3)
75 (21.3) 3 (0.9) 57 (36.1)

Grade 4

6 (3.8)
1 (0.6)
0
32 (20.3)
0
36 (22.8)
8 (5.1)
23 (14.6)

5 (3.2)
4 (2.5)
0

(0]

-
-~~~
6 6 0o 06 © oo

0
67 (42.4)

Chemoimmunotherapy Group
(N=158)

Grade 5

© 0 6 0 & © O O

1 (0.6)

o

o) © 1OF O o) O e

)
2 (1.3)

* Data include all adverse events of grade 3 or higher that occurred in more than 2% of the patients who started the as-
signed treatment in either group. Patients in the chemoimmunotherapy group received fludarabine—cyclophosphamide—

rituximab.

T Infection included sepsis, sinusitis, skin infection, upper respiratory infection, urinary tract infection, infectious entero-

colitis, lung infection, penile infection, scrotal infection, soft-tissue infection, lymph-gland infection, tooth infection,

kidnev infection and catheter-related infection
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Venetoclax Obinutuzumab VS Leukeran Obinutuzumab

The NEW ENGLAND
JOURNAL of MEDICINE

| ORIGINAL ARTICLE

Venetoclax and Obinutuzumab in Patients
with CLL and Coexisting Conditions

K. Fischer, O. Al-Sawaf, J. Bahlo, A.-M. Fink, M. Tandon, M. Dixon, S. Robrecht,
S. Warburton, K. Humphrey, O. Samoylova, A.M. Liberati, . Pinilla-Ibarz, S. Opat,
L. Sivcheva, K. Le DG, L.M. Fogliatto, C.U. Niemann, R. Weinkove, S. Robinson,
T.). Kipps, S. Boettcher, E. Tausch, R. Humerickhouse, B. Eichhorst,

C.-M. Wendtner, AW. Langerak, K.-A. Kreuzer, M. Ritgen, V. Goede,

S. Stilgenbauer, M. Mobasher, and M. Hallek
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A Progression-free Survival, Assessed by Investigator
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PFS benefit in patients with unmutated IGHV
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Overall Survival

S

g 60

2

-]

n

T 40

g
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Ibrutinib and Obinutuzumab VS Leukeran
and Obinutuzumab
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The tight link between efficacy and toxicity with historical CLL
therapy

FCR?

2, 2
58 months PCR"; FR

- S
42 months BRZ: EC Fludarabine’;

Bendamustine?

SAINathE Alemtuzumab® C.h'of'
rituximab?®
20-23 months — Chlorambucil*
Efficacv PFS/TFS 12 months
Toxicity I % Grade 3+ Adverse Event o "
Rituximab

Alemtuzumab®

PCR?2 Chlorambucil® 11%
Chlor- Fludarabine® 27%
FCR'; FR? BR?; FC? rituximab? 40%
g 64%-65% 46%-47%

" Phase 3 data

2Phase 2 data
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Future treatment concept with novel agents.
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CLL first line treatment (updated June 2019)

del{l7p) or
Slape bl Fitmess [ GG%WH Therapy
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¥ Veneltoclax + Obinutuzumab or Chlorambucil +
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O
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Obinutuzumab™®
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Figure 2. Updated treatment algorithm for CLL patients in first line indications. M = mutated; U =
unmutated.
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