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(5151) OVERALL SURVIVAL BENEFIT OF
OBINUTUZUMAB OVER RITUXIMAB WHEN COMBINED
WITH CHLORAMBUCIL IN PATIENTS WITH CHRONIC
LYMPHOCYTIC LEUKEMIA AND COMORBIDITIES: FINAL
SURVIVAL ANALYSIS OF THE CLL11 STUDY

Presenter: Valentin Goede, Cologne, Germany

Author(s): Valentin Goede, Kirsten Fischer, Martin JS Dyer, Lothar Miiller, Lukas Smolej,
Maria Chiara Di Bernardo, Andrea Knapp, Tina Nielsen, Michael Hallek

PD Dr. med. Barbara Eichhorst
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Uberlebensvorteil von Chlorambucil + Obinutuzumab versus
Chlorambucil + Rituximab bei komorbiden Patienten mit CLL

V. Goede, A. Knapp, K. Fischer et al., Abstract S151

Previously untreated
CLL with coexisting
medical conditions
CIRS score >6 and/or

CrCl <70 mL/min

n=781

Chlorambucil (Clb)

0.5 mg/kg orally on D1 and
D15 of C1-6

STAGE 1

Obinutuzumab¥ (G)-Clb

G 1000 mg IV on D1, D8
and D15 of C1 and D1 of
C2-6+Clb

G-Clb vs Clb
(n=238 vs n=118)
Stage 1A

STAGE 2

Stratified by geographic
region and Binet stage

Rituximab (R)-Clb
R 375 mg/m2 IV on D1 of

C1 and 500 mg/m?on D1
of C2-6 + Clb

R-Clb vs Clb
(n=233 vs n=118)
Stage 1B

G-Clb vs R-Clb
(n=333 vs n=330)

Stockholm, 14.-17. Juni 2018

PD Dr. med. Barbara Eichhorst

Klinik I fiir Innere Medizin ® Uniklinik K6ln

Seite 4




Lymphom
m Kompetenz
Kompetenznetz KOMPAKT

Maligne Lymphome _@_ 14.-17. Juni 2018

Uberlebensvorteil von Chlorambucil + Obinutuzumab versus
Chlorambucil + Rituximab bei komorbiden Patienten mit CLL
V. Goede, A. Knapp, K. Fischer et al., Abstract S151

G-Clb R-Clb
- n=333 n=330
E Patients with events, 136 174
IS n (%) (40.8) (52.7)
2 .
= Median TTNT, 56.4 349
3 months
O
& 0.58 (0.46-0.73),

HR (95% Cl), p-value

0<0.0001

Median observation time: 59.4 months

0 6 12 18 24 30 36 42 48 54 60 66 72 T8 84

Time (months)

No. of pts at risk
G-Clb 333 281 266 237 217 189 167 139 122 102 73 48 20 5 2
R-Clb 330 303 244 207 160 126 109 &84 70 58 38 19 10 1 0
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Uberlebensvorteil von Chlorambucil + Obinutuzumab versus
Chlorambucil + Rituximab bei komorbiden Patienten mit CLL
V. Goede, A. Knapp, K. Fischer et al., Abstract S151

10
oor GClb  R-Clb
0.3 — n=333 n=230
Patients with events, 121 147
8 . n (%) (363)  (44.5)
S s 5-year OS, % 56 57
= ) (95% CI) (61-72) (91-62)
E 0.4 — :
£ | Median OS, months NR 73.1
i
2 i 0.76 (0.60-0.97)
i HR (95% CI), p-value s
oo 1 T T T T T T T 7 ) -
0 & 12 13 24 30 36 42 43 54 60 88 72 78 84 Median observation time: 59.4 months
Time (months)
Mao. of pt= at risk
G-Clb 333 310 209 200 279 270 250 239 220 208 171 1038 69 28 2
RCh 330 314 303 283 263 248 227 212 197 173 147 86 64 22 O

PD Dr. med. Barbara Eichhorst
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Uberlebensvorteil von Chlorambucil + Obinutuzumab versus
Chlorambucil + Rituximab bei komorbiden Patienten mit CLL
V. Goede, A. Knapp, K. Fischer et al., Abstract S151

G-Clb vs Clb G-Clb vs R-Clb

G-Clb Clb G-Clb R-Clb

n=241 n=116 n=336 n=321

Prolonged neutropenia,” n/N 5/184 (3) 8/86 (9) 3 (2) 10 (4)
Late onset neutropenia, n/N 37/213 (17)  10/90 (11) 45 (15) 36 (12)
Second malignancies* 33 (14) 8 (7) 37 (11) 33 (10)

Squamous cell carcinoma 6 (2) 0 (0) 6 (2) 9 (2)

Basal cell carcinoma 3 (2) 1(<1) 6 (2) 4 (1)

No new late-onset toxicity detected

PD Dr. med. Barbara Eichhorst
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(5805) HIGH, DURABLE MINIMAL RESIDUAL DISEASE
(MRD) NEGATIVITY WITH VENETOCLAX + RITUXIMAB
IN RELAPSED/REFRACTORY CLL: MRD KINETICS AND
RESPONSES IN CYTOGENETIC RISK GROUPS IN PTS
FROM PHASE 3 MURANO STUDY

Presenter: Peter Hillmen, Leeds, UK

Author(s): Peter Hillmen, John F. Seymour, Anton W. Langerak, Barbara Eichhorst, Carolyn
Owen, Sarit Assouline, Ann Janssens, Paula Marlton , Xavier Badoux, Rogier Mous, Brenda
Chyla, Rod Humerickhouse, Michelle Boyer, Kathryn Humphrey, Elizabeth Punnoose, Jue
Wang, Jenny Wu, Yanwen Jiang, Mehrdad Mobasher, Arnon P. Kater

PD Dr. med. Barbara Eichhorst
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Hohe Rate an anhaltender MRD-Negativitat unter Venetoclax +
Rituximab bei der R/R CLL

P. Hillmen, A. Janssens, A. Langerak et al., Abstract S 805

Assessment of MRD in MURANO

« MRD negativity: <1 CLL cell per 10 000 leukocytes (104)"
« Sample collection times for PB (+) and BM (/) identical in both arms

c4D1 Every 3 months
(interim hereafter or
* assessment) * at response

+ PB MRD every 12
Ven single agent (VenR arm only) |l 2 weeks until 3 years

then every 24
weeks until 5 years”

+

Baseline EOCT response
visit (Month 9)

PD Dr. med. Barbara Eichhorst
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Hohe Rate an anhaltender MRD-Negativitat unter Venetoclax +
Rituximab bei der R/R CLL

P. Hillmen, A. Janssens, A. Langerak et al., Abstract S 805

Deep MRD Response Maintained Over Time with
VenR vs BR

VenR BR

[ Negative: <104 [MRD4] Intermediate-positive: 104 to <102 [l High-positive: 2102 |l Missing* [l PD/death/withdrew

Combination Combination
Prior to Tx T Ven monotherapy Prior to Tx Tx

100% -

No Tx
! ! 100% 7 m !
90% 1 ' | . H E 90% - -
80% - | E | 80% - I
70% 1 : i 70% - |
50% - ' Lo 50% - |
50% - : ! 50% - :
40% - : : 40% - :
30% 1 ! ! 30% - ' B
20% - ! ! 20% - : 20 15

23
10% - 10% - =
OQA‘: b 0“/: ¥ - L . T E T -15 T -EI

0 4t ) 0 4t 9

* Most MRD assay positive patients in the VenR arm were * Most MRD assay positive patients in the BR arm were
high-positive: 2102

Stockholm, 14.-17. Juni 2018 Klinik I fir Innere Medizin ® Uniklinik K6ln Seite 10
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Hohe Rate an anhaltender MRD-Negativitat unter Venetoclax +
Rituximab bei der R/R CLL

P. Hillmen, A. Janssens, A. Langerak et al., Abstract S 805

Most Patients Who Achieved PB MRD- on VenR
Remained MRD- and Progression Free

PB MRD- at EOCT on VenR: 121/194 (62%) Best overall
response
[ MRD- (MRD4) and progression free PR
Intermediate-positive: 10 to <102 CR
NPR
M High-positive: 2102 PR
M Died or PD* CRI
Richter's f fi PR A ALC Increase (5.96 x 109%/L)
I Richter's transformation - CR
/ PR
- __, PR
14 PR #r _» Richter's transformation
CRI A ¥ ¥ v MDS/respiratory failure
- PR
Median follow-up since cr T ot o0 o3 oo
EOCT for PB MRD- and S PR Vi = ver morctrersny
progression-free pts: PR ¥ FD m VerR

13.8 (5.6-23.0) months

1 1 LI 1 LI 1 1 [ L 1
0 100 200 300 400 500 600 700 &00 900 100011001200

Study Day

PD Dr. med. Barbara Eichhorst
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(5806) IBRUTINIB LEAD-IN FOLLOWED BY VENETOCLAX
IN PATIENTS WITH CHRONIC LYMPHOCYTIC LEUKEMIA:
PHASE 2 CAPTIVATE EARLY SAFETY AND EFFICACY
RESULTS

Presenter: Paolo Ghia, Milano, Italy

Author(s): Paolo Ghia, Constantine Tam, Tanya Siddiqi, lan Flinn, Xavier Badoux, Thomas
Kipps, John Allan, Alessandra Tedeschi, John Pagel, Bryone Kuss, Eva Gonzalez-Barca, Karl
Eckert, Cathy Zhou, Joi Ninomoto, James Dean, Danelle James, William Wierda

PD Dr. med. Barbara Eichhorst
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Kombinationstherapie mit Ibrutinib und Venetoclax: Phase i
CAPTIVATE Studie

P. Ghia, A. Tedeschi, B. Kuss et al., Abstract S806

Randomization®

] Confirmed undetectable MRD®
Patients (N=164) Ibrutinib lead-In: Double-blind

Key eligibility: ) ibrutinib 420 mg once daily for 1:1 randomization,
* Treatment-naive CLL/SLL 3 cycles? placebo: ibrutinib

* Active disease requiring Followed by I+V:

treatment per iwCLL criteria Add venetoclax ramp up to
* Age <70 years 400 mg once daily for Undetectable MRD not confirmed

* ECOGPS0-1 12 cycles 1:1 randomization,
ibrutinib: [+V

21 cycle = 28 days.

bStratified by IGHV mutation status.

*Confirmed undetectable MRD for randomization defined as undetectable MRD serially over
at least 3 cvcles in peripheral blood (PB), and undetectable MRD in both PB and BM.

PD Dr. med. Barbara Eichhorst
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Kombinationstherapie mit Ibrutinib und Venetoclax: Phase i
CAPTIVATE Studie

P. Ghia, A. Tedeschi, B. Kuss et al., Abstract S806

Ibrutinib Ibrutinib + Venetoclax
(C1-C3) (C4—C15)
Baseline Cycle 3 Cycle9 Cycle 12 Cycle 15
1 | ‘
- Serial MRD Assessments?
TLS Risk Assessment: [ ) grB | L PB, BM
CT scan and ALC . n=14
(Baseline and CT/Imaging®
pre-Venetoclax) ) ‘.‘
| BM Exam
aUndetectable MRD definition: <1 CLL cell per 10,000 leukocytes (<10*) in PB or BM samples by 8-color flow cytometry. Full Response
EAssessment by physical exam at alternating 6 months {after completion of C6, C12) to ensure no progression. Assessment (n:11)
cHallek M, et al. Blood. 2008;111(12):5446-56. . .
(2) by iwCLL criteria®
ALC, absolute lymphocyte count; BM, bone marrow; PB, peripheral blood; TLS, tumor lysis syndrome.

PD Dr. med. Barbara Eichhorst
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Kombinationstherapie mit Ibrutinib und Venetoclax: Phase Il

CAPTIVATE Studie

P. Ghia, A. Tedeschi, B. Kuss et al., Abstract S806

Single-Agent lbrutinib

3 Cycles Lead-in

Diarrhea EGradel Diarrhea
Arthralgia » Grade 2 Arthralgia
Fatigue B Grade 3 Fatigue
Headache Grade 4 Headache
Nausea Nausea
Bruising Bruising
URTI URTI
Constipation Constipation
Neutropenia Neutropenia
Muscle spasms Muscle spasms
Back pain Back pain
Vomiting Vomiting
Hypertension Hypertension
Thrombocytopenia | | | | | Thrombocytopenia
I T
0% 25% 50% 75% 100% 0% 25%

Patients

I+V Combination

N Grade 1
® Grade 2
m Grade 3

Grade 4

Median exposure = 6 months
(range, 0.8—12 months)

50% 75% 100%
Patients

*Threshold based on any grade 215% or grade 3—4 22% during whole study period; graphs show proportion of patients with new occurrence of AEs within each treatment period.

URTI, upper respiratory tract infection.

= Atrial fibrillation: 5 patients (3.0%; grade 3 in 1.2%) during ibrutinib lead-in; 7 patients (4.3%; grade 3 in 0.6%) during |+V combination;

no grade 4 events

= Grade 3 infections: 4 patients (2.4%) during ibrutinib lead-in; 4 patients (2.4%) during |+V combination;

no grade 4 infections

PD Dr. med. Barbara Eichhorst

ASCO 2018, 1142 Wierda et al.

Stockholm, 14.-17. Juni 2018

Klinik I fiir Innere Medizin ® Uniklinik K6ln
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Kombinationstherapie mit Ibrutinib und Venetoclax: Phase Il
CAPTIVATE Studie

P. Ghia, A. Tedeschi, B. Kuss et al., Abstract S806

PB MRD BM MRD CLL Cells/Leukocytes
100% - 3% 100% -
00% 0% - <0.01%
0% - 80% - ™ 0.01%—<1.0%
70% - T0% - m21.0%
"E 60% - 77% o 60% 1 86% m Sample Not Evaluable
Q2 5oy | Sok 50% -
g
S 40% - 40%
30% 20% A
i 209 -
20% 13%
o ™ o gl |
0% 10% m_ 0%
Baseline After C9 After C12 After C15 After C15
(n=29) (n=30) (n=14) (n=14) (n=14)
Time Point of MRD Assessment

PD Dr. med. Barbara Eichhorst
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(S807) A PHASE IB/1I STUDY OF DUVELISIB IN
COMBINATION WITH FCR (DFCR) FOR FRONTLINE
THERAPY OF YOUNGER CLL PATIENTS

Presenter: Matthew Davids, Boston, USA

Author(s): Matthew Davids, David Fisher, Svitlana Tyekucheva, Haesook Kim, Mikaela
McDonough, John Hanna, Karen Francoeur, Josie Bazemore, Jeffrey Hellman, Ore Odejide,
Philippe Armand, Jon Arnason, Jennifer Brown

PD Dr. med. Barbara Eichhorst
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Duvelisib (PI3K Gamma/Delta Inhibitor) in
Kombination mit FCR: Phase IB/Il Studie

M. Davids, D. Fisher, S. Tyekucheva et al., Abstract S807

" Erstlinientherapie von fitten Patienten mit CLL (n=32)

" FCR x 6 + Duvelsisib (dFCR):

= Duvelisib 25 mg gd mit FCR und anschlieBend als Erhaltung
= Duvelsisib 25 bid mit FCR und anschlielend als Erhaltung

= Safety: 31% haben wegen Nebenwirkungen (Hamato-Tox !) < 6 x
FCR erhalten und abgebrochen

= Efficacy: ORR 97%, CR 28%, BM: 81% MRD neg.

PD Dr. med. Barbara Eichhorst
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(5808) A PHASE 2 STUDY TO ASSESS THE SAFETY AND
EFFICACY OF UMBRALISIB (TGR-1202) IN PATIENTS
WITH CHRONIC LYMPHOCYTIC LEUKEMIA (CLL) WHO
ARE INTOLERANT TO PRIOR BTK OR PI3K DELTA
INHIBITOR THERAPY

Presenter: Anthony R. Mato, New York, USA

Author(s): Anthony R. Mato, Stephen J. Schuster, Nicole Lamanna, lan W. Flinn, Jacqueline
Barrientos, Suman Kambhampati, Bruce D. Cheson, Paul M. Barr, John M. Pagel, James A.
Reeves, Frederick Lansigan, Jeffrey J. Pu, Alan Skarbnik, Gustavo Fonseca, Colleen Dorsey,

Elizabeth T. Chatburn, Hanna Weissbrot, Jacob Svoboda,Eline T. Luning Prak, Patricia Tsao,
Andrea Sitlinger, Chaitra S. Ujjani, Dana Paskalis, Peter Sportelli, Hari P. Miskin, Michael S.
Weiss, Danielle M. Brander

PD Dr. med. Barbara Eichhorst
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Umbralisib (PI3K Delta Inhibitor) bei CLL Patienten, die Ibrutinib
oder Idelalisib nicht vertragen haben
A. Mato, et al., Abstract S808

= 40 Patienten, die Ibrutinib (36) oder Idelalisib (4) nicht

tolerierten
Umbralisib AEs in > 15% pts (n=40)

Adverse Evgnts All % GR3/4 %

(All Causality) Grades | All Grades GR 3/4
Diarrhea 1/ 43% 3 8%
Nausea 17 43%
Thrombocytopenia 11 2R% 4 10%
Insomnia 9 23%
Neutropenia 9 23% 7 18%
Dizziness 8 20%
Fatigue 8 20%
Rash 7 18% 1 3%

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

www.lymphome.de/eha2018

FlUr den Inhalt verantwortlich:

PD Dr. med. Barbara Eichhorst
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