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Una terapia chemo-free: quando e a chi?
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Front-line therapy: CIT vs NAs

CHLORAMBUCIL+
OBINUTUZUMAB

IBRUTINIB (RESONATE-2)
IBRUTINIB+OBINUTUZUMAB (ILLUMINATE TRIAL)

VENETOCLAX+OBINUTUZUMAB (CLL14)
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Total CIRS score >6
and/or creatinine
Clearance <70 mL/min

N=780 (planned)

CLL11 Trial- CHL vs R-CHL vs GA101-CHL
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G-Clb vs Clb
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R-CIb vs Clb

Stage Il
analysis

590 patients (stage 1)

G-CIb vs R-CIb

Additional 190 patients
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5-year update of the RESONATE-2 study: Ibrutinib vs CHL in older patients with CLL

PFES (%)

10 4

PCYC-1115
N=269

Key eligibility criteria
Previously untreated CLL/SLL
requiring therapy

Age 265 years

For patients 65-69 years of

age, comorbidity that may
preclude FCR
del(17p) excluded

Stratification factors
ECOG PS status (0-1 vs 2)
Rai stage (IlI-IV vs <lI)

5-year PFS=70%
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Ibrutinib 420 mg once daily
until disease progression (PD)
or unacceptable toxicity
n=136

Chlorambucil 0.5 mg/kg
(to maximum 0.8 mg/kg)
days 1 + 15 of 28-day cycle,
up to 12 cycles
n=133

Primary end point
*PFS

Ibrutinib

chlorambucil

Secondary end points
EOS
* Overall response rate (ORR)

« Sustained hematologic improvement

« Safety
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Ibrutinib

5-year OS 68%
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5-year update of the RESONATE-2 study: Ibrutinib vs CHL in older patients with CLL

PFES (%)

100 Ma™

o '\__‘_.‘_
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80 4 L —t— Ibr-M 5 yrs PFS: 81%
70 4 Rrutnid, unmetated IGHV
lbr-UM 5yrs PFS: 67%
60 4
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40 4
3 Chiorambuch, mutated IGHV
Clb-M 5yrs PFS: 24%
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Chl-UM 5 yrs PFS: 6%
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Month
Ibrutinib
Unmutated IGHV Mutated IGHV

5 year PFS 67% 81%

Median PFS, mo NE NE

HR (95% ClI) 0.632 (0.262-1.525)

Tedeschi et al. EHA 2019




Progression-free survival (%)

ILLUMINATE (PCYC-1130) TRIAL: Ibr+Obi vs Chl+Obi

Paients (N=229)
« Previously untreated CLL/SLL
* Requiring treatment per
iwCLL 2008 criteria
« Aged =65 years or <65 years
with >1 coexisting condition:
* CIRS >6
« CrCl <70 mL/min
* del(17p) or TP53 mutation

MN-X00Z>»2

—
—

Stratification: del(17p) vs del(11q)
vs neither del(17p) or del(11q);
ECOG 2 vs 0-1

Progression-free survival

Ibrutinib-Obinutuzumab
Ibrutinib 420 mg once daily until PD or
unacceptable toxicity + obinutuzumab
1000 mg split on days 1-2 and on days 8 and
15 (cycle 1) then on day 1 (total 6 cycles)

Chlorambucil-Obinutuzumab
Chlorambucil 0.5 mg/kg on days 1and
15 (6 cycles) + obinutuzumab 1000 mg split
on days 1-2 and on days 8 and 15 (cycle 1)
then on day 1 (total 6 cycles)
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ILLUMINATE (PCYC-1130) TRIAL: Ibr+Obi vs Chl+Obi

PFS by IGHV mutational status

Modan (mo) NR NR NR “e
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Obinutuzumab and Venetoclax vs Obinutuzumab and Chlorambucil
in TN Patients With CLL and Coexisting Medical Conditions (CLL14 trial)

Venetoclax PO 5-wk ramp up from 20 to 400 mg/day starting
on Day 22 of cycle 1, then 400 mg/day until end of cycle 12

Patients with previously + Obinutuzumab 1V 1000 mg Days 1, 8, 15 of cycle 1,
then 1000 mg Day 1 of cycles 2-6

untreated CLL and
/ (n=216)

coexisting medical
conditions (CIRS > 6_ Chlorambucil PO 0.5 mg/kg Days 1, 15 of cycles 1-12
and/or CrCl < 70 mL/min) + Obinutuzumab IV 1000 mg Days 1-2, 8, 15 of cycle 1,
(N =432) then 1000 mg Day 1 in cycles 2-6
(n=216)

® Primary endpoint: investigator-assessed PFS

PFS o
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Ven+ obin 80 -
_ __ 604
L &
el »
8 404 © 401
0] HR:0.35 (95% ClI: 0.23-0.53) 20
P <.001
HR: 1.24 (95% Cl: 0.64-2.40), P = .52
0 L} T L] ) 1 0 L L] L 1 1 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36

Fischer at 2019 ASCO & EHA Annual Meeting
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PFS by IGHV Mutation

- \Jenetoclax + obinutuzumab and IGHV mutated

= \enetoclax + obinutuzumab and IGHV unmutated
= Chlorambucil + obinutuzumab and IGHV mutated
www Chlorambucil + obinutuzumab and IGHV unmutated
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CLL 14 trial: MRD RATES

Venetoclax- Chlorambucil-
Obinutuzumab Obinutuzumab v | T ——
MRD Obiratusnth | binutmsaral
100% 1 100% 1 Status,” % (n = 216) (n=216)
80% - 80% - Peripheral blood
. . - . l l I e 76 35 <.001
60% A 60% - (<109 :
= Negative
40% - 40% - (<109 42 14 <.001
in CR
20% A 20% - Bone marrow
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MRD Negative (<10“) ® MRD Assay Positive ® PD/Death : Withdrawn 2 Missing

Fischer at 2019 ASCO & EHA Annual Meeting




Front-line therapy: CIT vs NAs

BENDAMUSTINE+ IBRUTINIB/IBRUTINIB+RITUXIMAB

OLDERI/FIT RITUXIMAB




German CLL10 Study: FCR vs BR

Patients with untreated,
active CLL and

CIRS < 6, creatinine clearance
= 70 mL/min, no del(17p)
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Eichhorst et al., Lancet Oncology 2016




PFS: FCR vs BR study (CLL10 trial)

PFS by IGHV: FCR vs BR
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ALLIANCE TRIAL: Ibrutinibzrituximab vs bendamustine+rituximab in
untreated older patients with CLL (Study A041202)

FOR CLINICALTRIALS IN ONCOLOGY

IR

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

BR
R Bendamustine 90mg/m2 days 1&2 of each 28 day cycle +
A Rituximab 375 mg/m2 day 0 cycle 1,
Ve e N then 500 mg/m2 day 1 cycles 2-6
age 2 65 = Ibrutinib
ECOG 0-2 2 420mg daily until disease progression
CrCL240 M
1
z
E

PFS: Eligible Patient Population

Overall survival

100 100
90 90 ibR
o B0 m 80 - BR
E 70 4 tri R m 70 4 ibr
% 60 - . 60
§~ 50 £ 50+
E 40 = 40
fa{ Am N 24 Month Estimate 30 Median Follow-up: 38 months
é 20 BR 176 74% (95% CI: 66-80%) 20 4 BR 183 95% (95% Cl: 91-98%)
P 10 4 | 178 87% (95% CI: 81-92%) 10 - 1 183 90% (95% Cl: 85 - 94%)
0. IR 170 88% (95% CI: 81-92%) o IR 182 94% (95% Cl: 89 - 97%)
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0 6 12 18 24 30 36 42 43 52 0 6 12 18 24 30 36 42 48 52
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Woyach et al. NEJM. 2018




ALLIANCE TRIAL: Ibrutinibxrituximab vs bendamustine+rituximab in
untreated older patients with CLL (Study A041202)

Unmutated IGHV

Mutated IGHV
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Front-line CIT vs NAs

YOUNGER/FIT IBRUTINIB




CLL8: Efficacy of FC vs FCR in fit Pts With Active CLL

10 PFS Median 10 oS
' PFS, Mos ' -
— FCR (n=408) 56.8 — FCR(n=408) NR
0.8+ FC (n=409) 32.9 0.8 FC (n=409) 86.0
(2] (/2]
L
2 0.6- 2 0.6-
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5 0.4- 2 0.4
* 0.2 0.2
0.0 | HR: 0-59 (95% Cl: 0.50-0.69; P < 001) 0.0 HR:068 (95% Cl, 0.54-0.89; P = 001)
0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 96
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Fischer et al. Blood. 2016




PFS by IGHV after front-line FCR: FCR300 trial

== FCR IGHV M patients 113
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Ibrutinib+rituximab vs FCR in TN young CLL with no del 17p
ECOG-E1912 trial

ITT PFS

HR =0.35 (95% C1 0.22 - 0.5)
< 0.00001

— IR (37 events! 354 cases)
= « FCR (40 events/ 175 cases)

10

fit

Eligibility:

-Previously untreated CLL
-Requires treatment (IWCLL 2008)
-Age <70

-ECOG 0-2 —
-CrCL>40

-Able to tolerate FCR
-No deletion 17p by FISH

|
Randomization
Il

PFS: IGHV Unmutated

HR = 0.26 (95% C1 0.14 - 0.50)
p < 0.00001

— IR (20 everts/ 210 cases)
= = FCR (21 events/ 71 cases)

T T T T T
0 1 2 3 4

L

8

Cycles 1-6:

FCR

Fludarabine 25 mg/m? IV, days 1-3
osphamide 250 mg/m? IV, days 1-3

Cyele 1:

Rituximab 50 mg/m? IV, day 1, cycle 1

175

Rituximab 325 mg/m? IV, day 2, cycle 1

Cycles 2-6:

Rituximab S00 mg/m? IV, day 1, cycles 2-6

Pravatity

10
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0.4

a2

0.0

PFS: IGHV Mutated

HR = 0.44 (95% Cl 0.14 — 1.36)
p =0.07

— R (8 events/ 70 cases)
= = FCR (6 event 44 cases)

1.C

FCR

Probability

06

04

02

0.0

Overall Survival

HR =0.17 (95% Cl 0.05-0.54)
One-sided p=3.22x10™*

—— |R (4 events/ 354 cases)

= - FCR (10 events/ 175 cases)

T T T T
1 2 3 4

Shanafelt T, LBA-4 — ASH 2018




Salvage therapy in R/R patients with CLL: CIT vs NAs

IBRUTINIB (RESONATE trial)
VENETOCLAX

VENETOCLAX+ RITUXIMAB




Proportion Progression-free
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Outcome of R/R patients treated with CIT

FCR (MDACC)

Protocol n Failed Median

------ FC 114 106 11 months

— FCR 284 223 21
p<0.001

T Theusesesarisieseninnisnssanasensanntsnmpiaran

o

12 24 36 48 60 72 84 96 108 120 132
Months

Median PFS= 21 months

Bendamustine+Rituximab

1.04
0.9 4
0.8 -
0.7 4
0.6 4
0.5
0.4
0.3+

Overall Population
Event-Free Survival (proportion)

0.2 -
0.1 1

0 6 12 18 24 30 36 42 48
Time to Event (months)

Median PFS= 15 months

Badoux et al. 2011, Fischer et al. 2011, Robak et al. 2010




Resonate Trial: ibrutinib vs ofatumumab in R/R patients with CLL.:

-

\

6 years follow-up

Oral ibrutinib 420 mg

Key eligibility criteri R
ey 11 .vc" ef"“ A once daily until PD or
® CLL/SLL diagnosis .
. N unacceptable toxicity
= >1 prior therapy 105
" ECOG PS0-1 g =
= Not eligible for M
fludarabine-based | IV ofatumumab initial
therapy 7 dose of 300 mg 133 patients received
* Measurable nodal E } followed by 2000 mg ibrutinib 420 mg once
disease by CT 11 x 11 doses over 24 weeks daily on cross over
\_ ) n=196
) 100 “4i.
. i
. ‘~
! 90 — ‘.
. . ..
© 8o+ - 4
. .o .
B ./ O P P
| T Ny . T Medi
—~ 60 1 ' .
2 . q af
't’ 50- i----.a--l-----u------'—-----h lertlnlb
& - y . y .
a 40+ :
304
20~
10
Oy LI R S ) e ) | ! A LD B S
. 0.3 6 9 121518 21.2427 3033 3639424548 51 4 576062666972 .
1'; at Dlek Months

an' PFS:44.1 months

Munir et al. — AJH 2019




PFS (%)

Resonate Phase 3 Trial in R/R patients with CLL: 6 years follow-up

100- PFS by IGHV - PFS by no of prior treatments
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704 - 104
Z
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Venetoclax-R vs BR in Patients With R/R CLL.:
4 years Follow-up of the MURANO Study

RIR CLL Y -

Protocol amendment

= VenR
Characteristics (n=192)

BR
(n=195)

| 64.5(28-83) | 66 (22-85) |

I RO | ccssetion ortoxicly, ormax2yrs allows for patients who Median age, yIs. (range)
Rituximab progressed to be | del(17p) and/or TP53 mut, /N (%)*™  72/178 (40.4) 75/170 (44.1) |
Stratified by: B 375 mg/m? D1C1: re-treated with or crossed
e 1@ Homo’ IezE RIS Unmutated IGHV, n/N (%)* Cas) oy
E Responsivenessto pﬂOl‘ Bendamustine il ( B ) il ( ° )
therapy N 70 mgim?D12 C1-6 | Number of prior therapies, n (%)
|+ Geographic region . T T (57.2) 117 (60.0)
Rituximab 2 58 (29.9) 43 (22.1)
3 23 (11.9) 35 (17.9)
>3 2(1.0) 0(0)
100 100 -
%’*ﬁ\—h‘ﬁ [ ———— 85.3%
\ W“‘-
80 - — R 80 - D N
»\4 0,
\ \ vr .. EY ©>
g %0 \ @ 60 : M
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* 40+ N\ P e 40
p<0.0001 N i p<0.0001
20 4 — BR(N=195) R | 20 4 — BR(N=185)
—— VenR (N=194) e S m 4.6% —— VenR (N=194)
+ Censored | —— + Censored
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BR patients receiving a novel targeted anti-CLL agent after PD (BTK inhibitors [n=60],

PI3K inhibitors [n=9], Ven [n=10] or investigational medicina! products [n=2]).

Seymour et al. —Poster 2266 - iwCLL 2019




Venetoclax-R vs BR in Patients With R/R CLL.:
Longer-Term Follow-up of the MURANO Study

IRC-assessed
B Negative M Assay positive [l Assay failure [l PD/death/withdrew Sample missing

pimenie = Venetoclax + rituximab (N=194) Venetoclax + Rituximab (N=194) Bendamustine + Rituximab (N=195)
100 - m Bendamustine + rituximab (N=195' 100% -
92.3% 2
90 A 84.0%
y y 80% -
| 60% -
' 40% A
: N X 20% A
Overall Complete Partial Stable 0% -
(CR, CRi, response response disease
PR,nPR)  (CR/CRi)  (PRNPR) MRD negative, 17 110 116 1

n (%) (45) ( (60)  (57)  (60) (6) (10) (9) (5)
Of 42 INV-assessed CRs discrepant in VenR arm, 28 due to residual Ci : oot T T "
scan nodes 16-30 mm diameter; 88% of these were PB MRD negative




Venetoclax-R vs BR in Patients With R/R CLL:
4 years Follow-up of the MURANO Study

MRD Status in VR Patients without PFS by MRD status at EOCT
a PD Event at EoT (n=130)*2

B Missing 100 -
B High-MRD+ (=10-2)
Low-MRD+ (10~ to <10-2) 80
B uMRD (<10-4) g VR uMRD (N=83)
£ 60
o
=
g 40 ~ VRL-MRD (N=23)
-
3
20 -
1 VR H-MRD (N=12) &
progression 0 T T T T T T T T
4 free 0 3 6 a 12 15 18 21 24 27 30 33 36
I I 1 1
' ﬂ Time since landmark visit (months)
8_ No. of Patients at Risk
progressio VenR uMRD 83 78 77 78 74 83 42 33 13 9 2 2 1
free VenR Luw-MRD+ 23 23 23 21 20 17 9 7 1
VerR High-MRD= 12 8 5 2 z 1 1 1

EOQT, end of treatment; (u)MRD, (undetectable) minimal residual disease; PB, peripheral blood;
PFS, progression-free survival, VenR, venetoclax-rituximab

1. Seymour JF, et al. iwCLL 2019; Abstract #2266; 2. Seymour JF, et al. iwCLL 2019; Poster #2266.




Venetoclax-R vs BR in Patients With R/R CLL:
4 years Follow-up of the MURANO Study

/ PFS after the end of venetoclax monotherapy\
100 = 27% (35/130) of patients progressed |

80 =

Predictors of DP after
venetoclax cessation

=MRD status
( p<0.0001)

204 *Del(17p)/TP53 mutation
24 months PFS: 68% -

20 =

‘ 1 1 1 1 1 1 1 1 1 1 1 1
\ 0 3 6 S 12 15 18 21 24 27 30 33 36
Time after End of Fixed Treatment Duration (Months)

1. Kater AP, et al. J Clin Oncol 2019; 37:269-277; 2. Seymour JF, et al. iwCLL 2019; Abstract #2266. Wu et al., iwCLL 2019




CIT vs Nas in patients with TP53 disruptions

IBRUTINIB (RESONATE)

TREATMENT CLL11 TRIAL IBUTINIB+ OBINUTUZUMAB(ILLUMINATE TRIAL)

PAI\\'II"?IIE\I/\EI'S CLL8 TRIAL
VENETOCLAX+ OBINUTUZUMAB (CLL14)

RELAPSED/ IBRUTINIB/IBRUTINIB+RITUXIMAB

REFRACTORY
PATIENTS VENETOCLAX +RITUXIMAB




Impact of TP53 aberrations on OS of patients with CLL treated front-line with CIT

CLL11 trial

Cum Survival

0 P« 00
Y T T T
0 12 24 36 48

Time to Event [OS] (months)

Praportion sundving (%)

CLLS8 trial

1.0 No 17p deletion and no TP53 mutation
(n=277)
0.9 -
0.8 -
0.7 |
0.6 4
0.5 -
0.4 4
0.3 TP53 mutation, no 17p deletion
7 (n=14)
0.2 -
204 —*1 17p deletion (n =16)
13gmsingle
0.1 ]
11q=
109 —— Not 17p=~/11q={/+12q/13q~
—17p 0.0 -
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0 6 12 18 24 30 36 42 48 54 60 66 0 12 24 36 48 60 72 84 96 108

Time since randomisation (months)

OS (months)

Herling et al., Blood 2016; Hallek et al., Lancet 2010; Stilgenbauer et al. Blood. 2014




Outcomes of TN patients with TP53 aberrations treated front-line with NAs

ALLIANCE
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Woyach. Et al. NEJM. 2018.
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Fischer et al. NEJM 2019




CIT in R/R patients with del17p

1.0 - 17p-
Karyotype n Failed Median 11g-
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Outcomes of R/R patients with TP53 aberrations treated with NAs
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Safety profile: NAs




Outcome of 308 patients treated with ibrutinib at the Ohio State University

Cumulative At 2 Yrs At 3 Yrs At 4 Yrs

Incidence

Estimates,

% (95% Cl)

CLL progression 5.0 10.8 19.1

(2.5-7.5)  (7.1-14.4) (13.9-24.3)

Transformation 7.3 9.1 9.6
(4.3-10.2) (5.8-12.4) (6.2-13.0)

Other events 18.7 23.9 25.0
(14.3-23.1) (19.0- (20.0-30.1)

28.8)

N = 158/308
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CIT and NAs: expected adverse events

CIT Ibrutinib Idelalisib Venetoclax
Granulocytopenia Bleeding risk Transaminitis TLS
Thrombocytopenia Atrial fibrillation Colitis Granulocytopenia

Infections Hypertension Pneumonitis

MDS Myalgias Infections




Treatment choice in CLL patients: decision making process

CLL biology Patient characteristics
IGHV Age
Del17p/TP53 mutation Fitness

Co-morbidities
Co-treatment
Patient preferences

CLL-related life expectancy Normal life expectancy

Goal of treatment

Disease control

Treatment options
Treatment toxicity

Interaction with co-treatment
Individual risk of treatment
discontinuation

Deep response with
treatment discontinuation




Conclusions

Chemo-free treatment is eclipsing chemoimmunotherapy in R/R and TN
patients with CLL.:

»= no role of CIT in patients with TP53 disruption
= no/very limited role of CIT in R/R patients
= chemo-free treatment more effective in IGHV unmutated patients

The optimal treatment choice of CLL patients should consider:
» the biologic profile of CLL
» the clinical characteristics of patients
» the treatment goal




