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Name of Research Employee Consultant Stock- Speaker’ s Advisory Other

Company support holder Bureau Board
Roche X X X X
Janssen X X X X
AbbVie X --- X —- X X —
Gilead X X X X
Novartis -- -- X - X X -
Celgene -- -- -- -- X X -
AstraZeneca -- -- - - -- X -

Arqule -- -- -- -- - X







ERGEBNISSE AUS STUDIEN ZU CHEMOTHERAPIE-FREIEN KOMBINATIONSTHERAPIEN
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PHASE IlIl STUDIEN: ERSTLINIE IBRUTINIB+CD20-ANTIKORPER VS CIT
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ILLUMINATE: PFS LANGER MIT IBRUTINIB + OBINUTUZUMAB

Figure 1. PFS as assessad by |RC in the intention-to-treat population 100 _| _____ - -
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ALLIANCE BR VS IBRUTINIB MONO VS IBRUTINIB + RITUXIMAB: PFS

PFS alle Patienten PFS Patienten mit mutiertem IGHV
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ECOG/ACRIN E1912: IBRUTINIB+RITUXIMAB VS FCR
PROGRESSION-FREE SURVIVAL
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ECOG/ACRIN E1912
OVERALL SURVIVAL
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ERGEBNISSE AUS STUDIEN ZU CHEMOTHERAPIE-FREIEN KOMBINATIONSTHERAPIEN
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CLL 14 DESIGN

Patients with untreated active CLL &
with coexisting medical conditions*

Safety Run-In Phase: Obinutuzumab + Venetoclax

Independent Data Monitoring Commitee (iDMC)

/ \

Obinutuzumab + Chlorambucil Obinutuzumab + Venetoclax
6 X Obinutuzumab + Chlorambucil 6 x Obinutuzumab + Venetoclax
+ 6 X Chlorambucil + 6 X Venetoclax
Follow-up Phase { *(;Iri; o }
CrCl < 70mL/min

K. Fischer et al., NEJM 2019



CLL14: PFES
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CLL14: PFS NACH IGHV MUTATIONS-STATUS
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CLL14-STUDIE: MRD

MRD mit ASO-PCR gemessen

o Chlorambucil- ——— Venetoclax-

Obinutuzumab Obinutuzumab
=) 1
o
+ 0.1
E - -
- 0.01 B ;[
2 0.001 e
3 _ ,
(] 0.0001 “‘“*% u
z RS VR I SN S SN

A Ny A A A A
SO/-@G . OJ/C/G OJ/C‘/G OJ’Q/G ¥ 44 4 ¥ ¥ & &

2 ng g, g g, g
Y Yy oey, s e Mo M s g

K. Fischer et al., NEJM 2019


http://www.medroom.at/
http://www.medroom.at/
http://www.medroom.at/

CLL14-STUDIE: GRAD 3&4 AES

VenG GClb
(0)

Blood and lymphatic system disorders

Neutropeniat* 112 (52.8) 103 (48.1)

Thrombocytopenia 29 (13.7) 32 (15.0)

Anemia 17 (8.0) 14 (6.5)

Eebrile neutropeniat 11 (5.2) 8 (3.7)

Leukopenia 5(2.4) 10 (4.7)
Infections and infestationsT

Pneumonia 9 (4.2) 8 (3.7)
Injury, poisoning and procedural complications

Infusion-related reaction 19 (9.0) 22 (10.3)

Investigations

Neutrophil count decreased 9 (4.2) 10 (4.7)

Aspartate aminotransferase increased 5(2.4) 7 (3.3)

Alanine aminotransferase increased 4 (1.9 7 (3.3)
Metabolism and nutritional disorders

Hyperglycemia 8 (3.8) 3(1.4)
Gastrointestinal disorders

Diarrhea 9(4.2) 1 (0.5)

K. Fischer et al., NEJM 2019



ERGEBNISSE AUS STUDIEN ZU CHEMOTHERAPIE-FREIEN KOMBINATIONSTHERAPIEN
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IBRUTINIB PLUS VENETOCLAX: HOHE RATEN NICHT-NACHWEISBARER MRD

Phase [I-Studie: Erstlinie
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CLL2-GIVE — STUDY DESIGN T TenE

Induction therapy > Consolidation > Maintenance therapy >

Obinutuzumab (C 1-6)

Ibrutinib (Cycle 1-36)
[stop at cycle 15, in case of CR / CRi (iwCLL criteria) and MRD negativity after cycle 9 and 12]

Interim staging (c 3,6,9) Restaging (c12) | Final Restaging (c15) EQOT (c36)




DREIFACHKOMBINATION:
OBINUTUZUMAB+IBRUTINIB+VENETOCLAX IN DER R/R CLL

Phase Ib Studie bei der R/R CLL in 12 Patienten

Treatment Schema

| Ibrutinib, 420 mg QD PO I

I I I I I I I I I I Obinutuzumab,1000 mg IV

Cycle (28 days) t t t

End of Tx

Response assessed (CT + BMBx)

K. Rogers et al., Blood 2018



DREIFACHKOMBINATION:
OBINUTUZUMAB+IBRUTINIB+VENETOCLAX IN DER R/R CLL

Phase Ib Studie bei der R/R CLL in 12 Patienten

A. MRD Status by Response at  B. MRD Status by Response at
Mid-therapy Assessment End of Treatment Assessment
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CLL13-GAIA-TRIAL

Standard chemoimmunotherapy vs. Venetoclax + Rituximab vs. Venetoclax + Obinutuzumab (GA101)
vs. Venetoclax + Ibrutinib + Obinutzumab
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CLL2-BAAG

Bendamustine, followed by
ACP-196 (Acalabrutinib), ABT-199 (venetoclax) and, GA101 (obinutuzumab)

DEBULKING INDUCTION MAINTENANCE (MRD tailored)

Obinutuzumab

I

Acalabrutinib
Venetoclax

(2 mo) + 6 mo + 2 mo + 6-24 mo = 14-34 months

MRD negativity
rate

g dr df b dh g

ep  Clonal assessment

Relapsed/refractory patients irrespective of type of prior therapy, fitness and high risk genetic features.



ZUSAMMENFASSUNG

* Venetoclax+ Rituximab bisher einzige zugelassen
Chemotherapie-freie, zeitlich begrenzte Kombinationstherapie
(Rezidiv)

* |brutinib+Obinutuzumab zugelassen in der Erstlinie (zeitlich
unbegrenzt)

« Zulassung fur Venetoclax+Obinutuzumab (zeitlich begrenzte
Therapie) fur 2020 erwartet (Erstlinie)

« Kombination Venetoclax+BTK Inhibitor oder Dreifach-Kombination
+Obinutuzumab vorerst nur in Studien (Erstlinie und Rezidiv)



