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We Encourage Clinicians in Practice to Submit Questions

Research
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begins and throughout the program.
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Module 1: Current and Future Selection of First-Line Therapy for
Chronic Lymphocytic Leukemia (CLL)

Module 2: Management of Relapsed/Refractory CLL

Module 3: Novel Investigational Strategies
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To what extent is COVID-19 currently affecting your ability to
staff your outpatient clinic?

1. Notatall

2. Minimally
3. Moderately
4. A great deal
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LETTER TO BLOOD | NOVEMBER 4, 2021
COVID-19 in patients with CLL: improved survival outcomes and update on
management strategies

Q3 Clinical Trials & Observations

Lindsey E. Roeker, Toby A. Eyre, Meghan C. Thompson, Nicole Lamanna, Alexander R. Coltoff, Matthew S. Davids, Peter O. Baker, Lori Leslie,
Kerry A. Rogers, John N. Allan, Raul Cordoba, Alberto Lopez-Garcia, Darko Antic, John M. Pagel, Nicolas Martinez-Calle,

José Antonio Garcia-Marco, Jose-Angel Herndndez-Rivas, Fatima Miras, Catherine C. Coombs, Anders Osterborg, Lotta Hansson,
Amanda N. Seddon, Javier Lépez Jiménez, Matthew R. Wilson, Dima El-Sharkawi, Daniel Wojenski, Shuo Ma, Talha Munir, Susana Valenciano,
Erlene Seymour, Paul M. Barr, Jeffrey Pu, Piers E. M. Patten, Guilherme F. Perini, Scott F. Huntington, Helen Parry, Suchitra Sundaram,
Alan Skarbnik, Manali Kamdar, Ryan Jacobs, Harriet Walter, Renata Walewska, Angus Broom, Sonia Lebowitz, Krista M. Isaac, Craig A. Portell,
Inhye E. Ahn, Chaitra S. Ujjani, Mazyar Shadman, Sigrid S. Skanland, Elise A. Chong, Anthony R. Mato

‘i) Check for updates

Blood (2021) 138 (18): 1768-1773.

* International collaboration — real world series across 45 centers

» 374 patients with CLL diagnosed with COVID-19 between 2/17/2020
and 2/1/2021

e “Early cohort”

diagnhosed from 2/17/20 —4/30/20
diagnosed from 5/1/20-2/1/21

e “Later cohort”

Roeker LE et al. Blood 2021;138(18):1768-73. Courtesy of Lindsey Roeker, MD



Conclusions:

Impact on patient care and treatment
algorithms

* COVID-19 related mortality has

fallen over time, mirroring
population-based studies

* COVID directed therapies may
be associated with outcomes
that vary from a general
population to those with CLL

Implications for future research

* COVID-19 directed therapy may
have different outcomes in
patients with CLL than other
hosts, require study of disease-
specific outcomes

Courtesy of Lindsey Roeker, MD
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Chronic Lymphocytic Leukemia (CLL)

Module 2: Management of Relapsed/Refractory CLL
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Agenda

Module 1: Current and Future Selection of First-Line Therapy for

Chronic Lymphocytic Leukemia (CLL)
* ALLIANCE Study: IR versus | versus BR
* FLAIR Study: FCR versus IR

* Novel formulation of acalabrutinib

 ELEVATE-TN: Acalabrutnib plus obinutuzumab

* SEQUOIA: Frontline zanubrutinib

e Zanubrutinib monotherapy in 17P deletion disease
* BTK updates

* Venetoclax updates

* BTK inhibitors plus venetoclax
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Alliance Study (IR vs | vs BR)

Bendamustine 90mg/m2 days 1&2 of each 28 day cycle +
mamnd Rituximab 375 mg/m2 day 0 cycle 1,
then 500 mg/m2 day 1 cycles 2-6

Untreated
patients age 2 65

who meet IWCLL
criteria for CLL
treatment

Stratify* Ibrutinib 420mg daily until disease progression

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

T m - v - O m X

Stratification

* High risk vs intermediate risk Rai Stage

* Presence vs absence of del(11g22.3) or del(17p13.1) on FISH performed locally
* <20% vs 2 20% Zap-70 methylation of CpG 3 performed centrally

Courtesy of Jeff Sharman, MD Woyach 2021



Alliance Study
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Progression-free Survival Probability
o
T

Median follow-up: 55 months

Pairwise Comparisons

0.4
0.3
0.2 Arm  Events/Total Time-Point PFS Est. (95% Cl) Time-Point PFS Est. (95% Cl)
— Armm 1 (BR) 94/183 24 months 0.75 (0.67-0.81) 48 months 0.47 (0.39-0.55)
0.14 — Arm 2 (1) 48/182 24 months 0.87 (0.80-0.91) 48 months 0.76 (0.69-0.82)
| — Am3(IR) 47/182 24 months 0.87 (0.81-0.91) 48 months 0.76 (0.69-0.82)
+ Censor
00 I I I I I I
0 12 24 36 48 60 72
Time (Months)
Patients-at-Risk
Am 1(BR) 183 139 114 87 63 20 1
Am2(l) 182 158 142 131 114 52 4
Am 3 (IR) 182 156 142 130 117 44 2

Courtesy of Jeff Sharman, MD

| vs BR:
Hazard Ratio 0.36
95% CI: 0.26-0.52
P <0.0001

IR vs BR:
Hazard Ratio 0.36
95% Cl: 0.25-0.51

P <0.0001

IRvs I:
Hazard Ratio 0.99
95% Cl: 0.66-1.48

P=0.96

Woyach 2021



UK Flair Study: IR vs FCR

Patients with
CLL requiring
therapy by
IWCLL Criteria
(n=771)

Courtesy of Jeff Sharman, MD

IF Oral Fludarabine (24mg/m?/day x 5 days; C1-6)
@ Oral Cyclophosphamide (150mg/m¢/days x 5 days; C1-6)

R intravenous Rituximab (375mg/m? C1; 500mg/m?; C2-6)
v V.V V¥V V V¥V

I I ' I I l 6 monthly pb MRD until positive x3

*
IWCLL BMAT
Assess ¥

v vV ¥V Vv ¥ v Max. 6 years

6 monthly pb MRD until negative & stop
| Oralibrutinib (420mg/day)
R Intravenous Rituximab (375mg/m? C1; 500mg/m? C2-6)

Hillmen 2021



UK Flair Study: IR vs FCR

100 100 -
80 80 -
Median FU 50.2 months
= O 70 -
£
% 60 £ 60+
s0- i
40 Median FU 52.7 months 2 40 -
30 - Median PFS [95% Cl] %4 Median OS [95% Cl)
| FCR 66.53, [62.72, NR] - FCR Median OS NR
IR Median PFS NR IR Median OS NR
10 10
HR: 0.44 [0.32,0.60], p-value: <0.001 HR: 1.01[0.61,1.68], p-value: 0.9560
i Ky 0+
0 12 24 36 48 60 72 0 12 24 % ] 80 7
Months from randomisaton Montrs from randomisaten

Courtesy of Jeff Sharman, MD Hillmen 2021



Acalabrutinib: Novel Formulation

Figure 1: PK Profiles of Acalabrutinib and its Major Pharmacologically Active Metabolite,

ACP-5862, Across 3 Clinical Trials

-
o
o
)

@ Acalabrutinib Maleate Tablet (AMT)
@ Acalabrutinib Capsule (CAPS)

Zx Effect of PPI

\* Effect of Food

V¥V Nasogastric delivery (NG)

100-

Acalabrutinib Plasma Concentration (ng/mL)
@

1

0 2 4 6 8 10 12

Time (hours)
Courtesy of Jeff Sharman, MD Sharma 2021



ELEVATE-TN study

TN CLL (N=535)

Key Inclusion Criteria
Age 265 years, or >18 to <65 years with

comorbidities
= Creatinine clearance 30-69 mL/min (by
Cockcroft-Gault equation)
» CIRS-G score >6

Untreated CLL
- Requiring treatment per iwCLL 2008 criteria?

ECOG PS score s2
Adequate hematologic, hepatic, and renal
function

Stratification
del(17p),y vs n
ECOGPS0-1vs2

Geographic region (N America, W Europe, or
other)

Courtesy of Jeff Sharman, MD
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Acalabrutinib? + Obinutuzumab®
(A+0)

Obinutuzumab® + Chlorambucil®
(0+Clb)

Primary endpoint

PFS (IRC-assessed): A+O vs O+Clb

Secondary/other endpoints

PFS (IRC-assessed): A vs O+ClIb
PFS (INV-assessed)

ORR (IRC- and INV-assessed)
Time to next treatment

(O

uMRD

Safety

Crossover from O+ClIb to A was allowed after IRC-confirmed progression

Note: After interim analysis,? PFS assessments were by investigator only

Sharman 2021




Investigator-assessed PFS Overall

100+ T 2
- 87%'  Median PFS=NR
9 g |
= 8o A*OvsO+Clb
> HR? (95% CI): 0.10 (0.07, 0.17)
2 P<0.0001®
=
2 60- Avs O+Clb
] HR? (95% CI): 0.19 (0.13, 0.28)
w P<0.0001b
=)
° 404 A+OvsA
a HR? (95% CI): 0.56 (0.32, 0.95)
e P=0.0296° i
g %1 _ a0 25% | Median PFS=27.8 mo
0] — O+Clb |
I T I T I T I T T T I I I I I I T I I
0 3 6 9 12 15 24 27 30 33 36 39 42 45 48 51 54 57 59
Number
at risk Months
A+O 179 176 171 168 164 163 156 155 153 162 150 141 132 85 59 33 12 2 0
A 179 167 163 158 156 155 149 146 142 141 136 130 123 79 61 35 16 4 0
0O+Clb 177 163 156 153 139 125 86 82 67 66 55 48 42 22 13 6 2 1 0

Overall Survival

93%| Median OS=NR

H—+ ::'_-I--“.'W

88% :
I
I
|
|
|
|
|
|
I

Median OS=NR

1001 hq#.—
— 801
o\O
‘_; A+0 vs O+Clb
2 60- HR2 (95% CI): 0.50 (0.25, 1.02)
S P=0.0604
3
(]
= 40 Avs O+Cib
g HRa (95% Cl): 0.95 (0.52, 1.74)
> P=0.9164
(o]
207 —aA+0
A
— O+Clb
0_.
| | | | ] |
0 3 6 9 12 15
Number
at risk
A+O 179 178 176 173 170 168
A 179 176 175 172 170 168
O+Clb 177 170 166 163 163 160

| | [ | | [ |

T
27 30 33 36 39 42 45 48

Months

164 163 162 161 161 156 132
157 156 155 154 151 145 126
149 146 142 140 139 137 120

51 54 57 60

54 30 7
53 28 9
51 23 5

Sharman 2021

Courtesy of Jeff Sharman, MD



Zanubrutinib Monotherapy in 17P

Cohort 1 7 opon b —> Arm A: zanubrutinib
—> without deI(17p)J i

Key Eligibility

Criteria n~450

—» Arm B: bendamustine + rituximab

« TN CLL/SLL

« Met iwCLL criteria Requirement for Arm C:

for treatment Cohort 2 Arm C: zanubrutinib Central assessment of
. 265y of age OR with del(17p) 4 160 mg bid until PD, intolerable del(17p) by FISH with
unsuitable for n~ 100 toxicity, or end of study > 7% aberrant nuclei
treatment with FCR
 Anticoagulation and Opened After
;:)I\DNB;% inhibitors " Cohort3' Accg,r,‘ﬂ c2)f N
—— —> with del(17p) x> Arm D: zanubrutinib + venetoclax
ClinicalTrials.gov: n ~ 50 ’ ecruring
NCT03336333 /

Courtesy of Jeff Sharman, MD Brown 2021



Zanubrutinib Monotherapy in 17P

Progression-Free Survival and Overall Survival

Investigator Assessment

Progression-Free Survival

100 ~
¥
-g 80 -
o
E —b
'E 60 -
-
%)
e 40
%
c + Censored
2 95% Cl
& 207 18.mo PFS (95% CI)*:
§’ 90.6% (83.3, 94.9)
o

L B S o S S A B e A s e e e
0 3 6 9 12 15 18 21 24 27
Months After First Dose
No. of patients at risk
109 108 108 108 107 106 105 105 104 103 103 103 103 103 99 69 68 74 68 67 43 42 3% 6 5 4 2 2 1 0

Courtesy of Jeff Sharman, MD

Overall Survival

100 -—‘_‘_‘—\—0—\_.....—......‘-._“.%“_‘_.

80
z
o
8 60
[
o
2 40-
g + Censored
(7] 95% CI

204 18-mo OS (95% CI)*:

95.4% (89.3, 98.1)
0 llllllll T 14 NI REU RN BN BE R D BT

0 3 6 9 12 15 18 21 24 27 30
Months After First Dose

No. of patients at risk

109 109 109 109 109 108 108 108 108 107 106 105 105105104 104 903 68 90 82 67 65 53 35 26 18 8 3 2 1 1 O

Brown 2021



ELEVATE-RR: Acala vs Ibrutinib

Patients (N=533)
Key Inclusion Criteria

7 Primary endpoint
Acalabrutinib® * Non-inferiority on IRC-assessed PFS
100 mg PO BID

Secondary endpoints (hierarchical order)
* Incidence of any-grade afib/flutter

¢ Incidence of grade 23 infection

¢ Incidence of Richter transformation

* Overall survival

¢ Adults with previously treated CLL (21 prior
therapy requiring therapy (iwCLL 2008 criteria')

* Presence of del(17p) and/or del(11q)*

¢ ECOG PS =2

Stratification

* del(17p) status (yes or no)
* ECOG PS (2 vs 1)
* No. prior therapies (1-3 vs 24)

Courtesy of Jeff Sharman, MD Byrd / Seymour 2021



ELEVATE-RR: Acala vs Ibrutinib

Incidence, % Exposure-Adjusted Incidence® Exposure-Adjusted Time With Event
Any grade Grade 23 Any grade Grade 23 Any grade Grade 23
Acala® Ibru* Acala® Ibru®* .« Acala® Ibru* Acala® Ibru* | Acala® |Ibru* Acala® Ibru®
ECls
Cardiac events 24% 30% 9% 10% 1.2 1.9 0.4 0.5 7.1 13.0 0.4 0.2
Afib/flutter 9% 16%* 5% 4% 0.4 0.7 0.2 0.1 1.3 3.8 0.3 0.1
HTN' 9% 23%* 4% 9%* 0.4 1.2 0.1 0.4 4.1 15.0 1.6 4.0
Bleeding events® 38% 51%* 4% 5% 2.4 3.8 0.1 0.2 13.7 246 0.1 0.1
Major bleeding events" 5%' 5% 4% 5% 0.2 0.2 0.1 0.2 0.1 0.3 0.1 0.1
Infections* 78% 81% 31% 30% 8.9 10.4 1.6 2.0 14.6 15.6 1.5 1.1
Selected Common AEs (preferred term)
Diarrhea 35% 46%* 1% 5%* 1.9 2.8 <0.1 0.2 6.7 9.6 <0.1 0.1
Headache B5%* 20% 2%* 0 1.8 1.1 <0.1 0 7.8 54 <0.1 0
Cough 29%* 21% 1% <1% 1.3 1.1 <0.1 <0.1 56 4.9 <0.1 <0.1
Fatigue 20% 17% 3%* 0% 0.9 0.9 0.1 0 7.4 7.0 0.6 0
Arthralgia 16% 23%* 0 1% 0.6 1.3 0 <0.1 7.5 104 0 <0.1
Back pain 8% 13%* 0 1% 0.3 0.5 0 <0.1 1.9 3.2 0 0.1
Muscle spasms 6% 13%* 0 1% 0.2 0.7 0 <0.1 0.8 10.0 0 0.1
Dyspepsia 4% 12%* 0 0 0.1 0.5 0 0 1.0 24 0 0

Courtesy of Jeff Sharman, MD Seymour 2021



Alpine: [brutinib vs Zanubrutinib

R/R CLL/SLL with 2 1 prior treatment ArmA
(Planned N=600, Actual N=652) Zanubrutinib 160 mg BID

Key Inclusion Criteria

* R/R to =1 prior systemic therapy for
CLL/SLL

* Measurable lymphadenopathy by CT or
MRI

Key Exclusion Criteria
* Current or past Richter’s transformation Stratification Factors
* Prior BTK inhibitor therapy » Age

* Treatment with warfarin or other * Geographic region

vitamin K antagonists * Refractory status
* Del(17p)/TP53 mutation status

Courtesy of Jeff Sharman, MD Hillmen 2021



Alpine: Zanubrutinib vs Ibrutinib

| PFS by Investigator Assessment

100 4

12-month landmark event free rate:
Zanubrutinib 94.9% Ibrutinib 84.0%
HR 0.40 (95% Cl 0.23-0.69)

2-sided P=0.0007*

'_—'_“ﬁ —
90 -
3
— 80
s
g 70 -
2 604 — Zanubrutinib
® 5o ~— lbrutinib
L. + Censored
£
g 30 -
g 20 -
% 104
0 | |
3 6
Patients at Risk
Zanubrutinib 207 200 194
Ibrutinib 208 196 188

Courtesy of Jeff Sharman, MD

9 12 15
Months From Randomization

190 152 70

170 125 57

18
19

Hillmen 2021



CLL-14 Update

TRIAL DESIGN CLL-14

| Safety Run-in Phase
Venetoclax—
Obinutuzumab

Venetoclax— Venetoclax

Obinutuzumab

6 cycles 6 cycles Follow-up Phase

Previously untreated

patients with CLL and | Primary endpoint:
coexisting medical Progression-free survival

ol | 1:1
conditions = N T T ’
B Key secondary endpoints:
CIRS > 6 and/or CrClI < Response, Minimal
70mL/min Residual Disease, Overall
Chlorambucil- Chlorambucil Survival
-— Obinutuzumab — —
6 cycles 6 cycles

Courtesy of Jeff Sharman, MD



CLL-14 Update

1 — cib-obi and IGHV mutated ™=
| =~ Clb-Obi and IGHV unmutated
- Ven-Obi and IGHV mutated
- = \Ven-Obi and IGHV unmutated

T T LJ T T T

- MRD = 102, PD, Death, or NE
- MRD = 10* and < 102

Cumulative Survival

T

6 12 18 24 30 36 42 48 54 60 -MRDz10'Sand<10‘
Time to Event (PFS)

: -MRDz 10%and < 10°
From Random Assignment (months)

-8
No. at risk: . MRD < 10

Ven-Obi & 76 70 68 66 65 62 61 56 39 8
IGHV mutated

Ven-Obi & 127 110 109 102 100 94 88 73 50 16
IGHV unmutated

Clb-Obi & 83 77 76 N 66 60 57 30 8
IGHV mutated

Clb-Obi & 123 110 101 75 59 53 14 4 Clb-Obi
IGHV unmutated

Patients (%)

Courtesy of Jeff Sharman, MD Al-Sawaf JCO 2021




Time to MRD doubling (days) Time to MRD 102 (days)

500 - P=.0039 ., . 2,000 - cooe o P< 0003
400 -+
1,500 +
300 -
1,000 -
200 -
500 - 1.
100 - £t
0 o o oV o
0 -
ne=154 n=153 n=154 n=153
Clb-Obi Ven-Obi Clb-Obi Ven-Obi

Al-Sawaf JCO 2021

Courtesy of Jeff Sharman, MD



CLL13 Coprimary Endpoint: MRD by Flow

GIVe vs CIT: 92.2% versus 52.0%: p < 0.0001
[ |

i 100 GVe vs CIT : 86.5% versus 52.0%: p < 0.0001
= 90 l |
O
®© 80
= RVe vs CIT: 57.0% versus 52.0%: p = 0.317
ot 70 | |
|_
= 60
c 50
O
5 40
S
a 30 57

20

10

0
RVe GVe GlVe
n =237 n=229 n =231
m PB uMRD

Eichhorst 2021
Courtesy of Jeff Sharman, MD



GLOW: Ibrutinib/Venetoclax Pivotal Study

Eligibility criteria

* Previously untreated CLL
N=211
* > 65 years of age or

< 65 years with CIRS > 6 or

CrCl < 70 mL/min

* No del17p or known TP53 Stratified by IGHV

mutation mutational status
and presence of
* ECOG PS 0-2 delllq

Ibrutinib 420 mg daily for 3-cycle lead-in
followed by

Ibrutinib + Venetoclax for 12 cycles

(venetoclax ramp-up 20-400 mg over 5 weeks beginning C4)

Chlorambucil
0.5 mg/kg on D1 and D15 for 6 cycles

+

Obinutuzumab
1000 mg on D1-2, D8, D15 of C1, and D1 of C2-6

®  Study primary endpoint: PFS as assessed by IRC

Courtesy of Jeff Sharman, MD

Patients with IRC-
confirmed PD and
active disease
requiring treatment
are eligible to
receive subsequent
therapy with single-
agent ibrutinib

Kater 2021




GLOW: Ibrutinib/Venetoclax Pivotal Study

100 — : : :
m Grade 3 or Higher AEs in 25% of Patients
90 |
~ 80 _@_H—%%W e +V Clb+0
8 o 80.5% (N = 106) (N = 105)
s 60 | Median exposure, mos (range) 13.8(0.7-19.5) 5.1 (1.8-7.9)
> 7] \
. | Any, % 75.5 69.5
o — |
£ a0 i Neutropenia® 34.9 49.5
£ a0
8 o] i SR s Infections® 17.0 11.4
g 20 | Thrombocytopenia 5.7 20.0
a ] I
1o EndofClbio  Endofbrsven i Diarrhea 10.4 1.0
0-— 1 l HR 0.212 (95% Cl, 0.129-0.349), p < 0.0001 Hypertension 7> 1.9
© 3 6 o9 12 15 18 21 24 27 30 33 36 ol aliel & G
Months From Date of Randomization Hyponatremia 5.7 0
Patients at risk TLS 0 5.7
Ibr+Ven 106 98 98 94 92 91 89 87 86 84 71 42 1
cb+0 105 104 101 96 94 64 55 51 43 37 30 13 3
Kater 2021

Courtesy of Jeff Sharman, MD



1cycle 2cycles 4 cycles 8 cycles

A A A
~ N\ ~
— SD/PD or
it acalabrutinib unacceptable | == | Off study
toxicity

obinutuzumab .
Stop acala+ven; monitor

wv
2
°
. 2
"
r I | et . £7
| £ ! _ Optionall  pg MRD g3mo, if tur
= BM-UMRD R | oy 900, 1} NS
C E = venetoclax positive resume
22 acalat+ven
2o
. ° &®
g = BM MRD- 10ptional,lfBM-uMRDCR
[} "
'.g b, - ) positive CR
_‘E RC4tDI R(éStl':l i » Continue acala+ven, Study visits g3mo until
% estage stage repeat disease progression/toxicity
(-4 assessment at cycle 24

L]
Ob I I l utuzu I I l v llfBMMRD-poscn,cr
Primary Endpoint: Rate of BM MRD- PR, or by patient choice
Cycle Length = 28 days negative CR at 15 cycles [ Coliintaskiden

Davids 2021

Courtesy of Jeff Sharman, MD



Triplet: AVO

MRD at
8/16/25
months

Proportion of patients (%)

100

80

60

33/37
40- 32/37 (89%) 32737 32137
(60%) 17737
20+ (46%)
0
Blood Marrow
Davids 2021

Courtesy of Jeff Sharman, MD




Conclusions

* BTK effective frontline strategy versus CIT
* Second Generation BTK inhibitors offer distinct safety profile
e Zanubrutinib effective in frontline 17P as monotherapy or in combination

* Venetoclax allows fixed duration therapy and partners with
obinutuzumab better than rituximab

e Uncertain if BTK or anti-CD20 better partner for Venetoclax (MAIJIC study)
* Doublet vs triplet data emerging

Courtesy of Jeff Sharman, MD



Agenda

Module 1: Current and Future Selection of First-Line Therapy for
Chronic Lymphocytic Leukemia (CLL)

Module 2: Management of Relapsed/Refractory CLL

Module 3: Novel Investigational Strategies
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Which second-line systemic therapy would you recommend for a
60-year-old patient with IGHV-unmutated CLL without del(17p)
or TP53 mutation who responds to ibrutinib and then
experiences disease progression 3 years later?

FCR

Acalabrutinib

Acalabrutinib + obinutuzumab
Zanubrutinib

Venetoclax

Venetoclax + rituximab

Venetoclax + obinutuzumab
Other

o e BB

RT P<¥eﬁ£§3iew g



Agenda

Module 2: Management of Relapsed/Refractory CLL

e Acalabrutinib in ibrutinib-intolerant disease

* MURANO trial follow-up: VenR versus BR
* VISION HO141 trial: Time-limited venetoclax plus ibrutinib

* MRD: Expert review and consensus recommendations

N
N

Eﬁ T D Year;,
| FRebiew



® Ferrata Storti Foundation

Haematologica 2021
Volume 106(9):2364-2373

Phase Il study of acalabrutinib in ibrutinib-
intolerant patients with relapsed/refractory
chronic lymphocytic leukemia

Kerry A. Rogers,* Philip A. Thompson,? John N. Allan,®* Morton Coleman,®
Jeff P. Sharman,’ Bruce D. Cheson,® Daniel Jones,* Raquel lzumi,®
Melanie M. Frigault,® Cheng Quah,® Rakesh K. Raman,® Priti Patel,®

Min Hui Wang® and Thomas J. Kipps’

The Ohio State University, Columbus, OH; 2MD Anderson Cancer Center, Houston, TX;

3Weill Cornell Medicine, New York, NY; “‘Willamette Valley Cancer Institute, Eugene, OR;

*Georgetown University Hospital, Washington, DC; ®AstraZeneca, South San Francisco,
CA; and "UC San Diego Moores Cancer Center, San Diego, CA, USA

Acalabrutinib is active for
patients with Ibrutinib
intolerance

Parameter, n (%) Patients (N=60)
» 60 ibrutinib intolerant patients with disease activity received Median follow-up, mo (range) 34.6 (1.1-47.4)
acalabrutinib; med 2 prior tx (range 1-10)
. On acalabrutinib 29 (48)
1.0 Discontinued acalabrutinib 31 (52)
0.8 = PD 14 (23)
3 = AE 10 (17)
¥ oo = Patient withdrawal 3 (5)
§ - = Physician decision 3 (5)
- = Death 1(2)2
a - | = Other 1 (2)b
Median PFS: not reac:\ed . ,
o 36mo PFS rate: 58.3% (9% OF 422, 71.3%) o Death on study 11.(18)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 -
Number at risk Months From Initiation of Study Treatment At median fO”OW-Up of 34.6 mo,
60 53 51 50 44 42 38 38 37 34 32 25 14 8 3 1 0 48% of patients remain on acalabrutinib

Rogers K et al. Hematologica 2021;106(9):2364-2373

Courtesy of Lindsey Roeker, MD



Acalabrutinib is we
lbrutini

tolerated in patients with

b intolerance

Adverse Event P_af[ients with Acalabrutinib Experience for Same Patients
Ibrutinib Intolerance Total Lower Grade Same Grade Higher Grade

Atrial fibrillation 16 2 2 0 0
Diarrhea 7 5 3 2 0
Rash 7 3 3 0 0
Bleeding®<c 6 5 3 2 0
Arthralgia 7 2 1 1 0
Total 41 24 18 6 1

Among 60 patients meeting study enrollment criteria,
41 patients had a medical history of 21 of the listed categories of ibrutinib-intolerance events (43 events total)

Rogers K et al. Hematologica 2021;106(9):2364-2373

Courtesy of Lindsey Roeker, MD



Conclusions:

Impact on patient care and treatment

algorithms Implications for future research
* Acalabrutinib is a data-driven * With extended follow up, do
treatment choice for patients other AEs emerge?

with ibrutinib intolerance

Courtesy of Lindsey Roeker, MD



Phase Ill MURANO Trial: VenR vs. BRin R/R CLL

Ven 400 mg orally once daily to PD, cessation for toxicity, or
R/R CLL maximum 2 years from Cycle 1 Day 1

| Ven . "
(N=389) 5-week Rituximab
ramp-up 375mg/m? Day 1, Cycle 1;

Stratified by: 500 mg/m? Day 1 Cycles 2-6

* Del(17p) by local labs Bendamustine
- Responsiveness to prior therapy 70 mg/m? Days 1 and 2 Cycles 1-6
« Geographic region *

Rituximab

Primary Endpoint Investigator-assessed PFS
Secondary MRD Endpoint MRD- in peripheral blood (PB) at the end of combination treatment (EOCT) visit

; MRD- in bone marrow (BM) at the EOCT visit
Exploratory MRD Endpoints MRD- in PB over time

C1D1, Cycle 1 Day 1; PD, progressive disease
Seymour JF, et al. New Engl JMed 2018;378:1107-20.

Courtesy of Lindsey Roeker, MD Clinical trial information, NCT02005471



Conclusions:

Impact on patient care and treatment

algorithms Implications for future research

* Median PFS following 2-year * |s fixed duration therapy the
fixed duration VenR is appropriate approach? Should
approximately 54 months we be treating to a biological /

* UMRD at EOT is associated with MRD endpoint?
improved outcomes post-EOT in  * Is rituximab the best partner for
the VenR treated patients venetoclax in the R/R setting?

Courtesy of Lindsey Roeker, MD



Time-limited Venetoclax and lbrutinib for Patients with
Relapsed/Refractory Chronic Lymphocytic Leukemia (RR CLL) who
have Undetectable Minimal Residual Disease (UMRD)

— Primary Analysis from the Randomized Phase 2 VISION HO141 Trial

MRD guided Stop / Start in RR CLL

Carsten U Niemann, Julie Dubois, Christian Brieghel, Sabina Kersting, Lisbeth Enggaard, Gerrit J. Veldhuis,
Rogier Mous, Clemens HM Mellink, Johan A Dobber, Christian B Poulsen, Henrik Frederiksen, Ann Janssens,
lda Schjadt, Ellen C Dompeling, Juha Ranti, Mattias Mattsson, Mar Bellido, Hoa TT Tran, Kazem Nasserinejad,

Mark-David Levin, Arnon P Kater

Courtesy of Lindsey Roeker, MD



Primary outcome (PFS Month 27)

Trial design:

Induction Randomization, Maintenance (also for MRD pos)
uMRD (10-4)

Ibrutinib until progression/toxicity

Ibrutinib

Ibrutinib until prog/tox

Venetoclax

Observation until event

2 months 15 months Criteria for reinitiating treatment:
CLL progression according to iwCLL criteria or

MRD >103 + MRD >102 21 month later

\/enetoclax 12 Mo

(Primary endpoint: Arm B Observation\
Main Inclusion / Exclusion Criteria: » PFS 12 months after stopping
* Relapsed or Refractory CLL or SLL : ﬁ".ﬁ,'?,‘SZE%‘?%3M'E‘6T2f,’t“§l§2£f&2£3“°"
« Creatinine clearance 2 30 mL/min \_ progression Y,

« Performance status 0-3, all degrees of fithess / comorbidity allowed
* No prior venetoclax or ibrutinib

Niemann CU et al. ASH 2021;Abstract 69. Courtesy of Lindsey Roeker, MD



Conclusions:

Impact on patient care and treatment
algorithms

* No significant MRD eradication
is observed with ibrutinib
maintenance in patients who
have detectable MRD after the
combination of ibrutinib and
venetoclax

* Retreatment with consolidation
strategy in case of MRD relapse
is a feasible experimental
approach

Implications for future research

* What is a clinically meaningful
progression event — MRD+ or
iWCLL criteria for clinical
progression?

* What is the appropriate duration
of novel-agent combination
therapy? Should it be guided by
MRD?

Courtesy of Lindsey Roeker, MD



Leukemia (2021) 35:3059-3072
https://doi.org/10.1038/s41375-021-01241-1

REVIEW ARTICLE
Chronic lymphocytic leukemia

Measurable residual disease in chronic lymphocytic leukemia: expert
review and consensus recommendations

William G. Wierda®' - Andrew Rawstron? - Florence Cymbalista® - Xavier Badoux” - Davide Rossi° -

Jennifer R. Brown (»® - Alexander Egle®’ - Virginia Abello 2 - Eduardo Cervera Ceballos® - Yair Herishanu'® -
Stephen P. Mulligan'' - Carsten U. Niemann('2 - Colin P. Diong'® - Teoman Soysal('* - Ritsuro Suzuki®'> -

Hoa T. T. Tran'® - Shang-Ju Wu'? - Carolyn Owen'® - Stephan Stilgenbauer'® - Paolo Ghia?° - Peter Hillmen?®'

* International steering committee: 174-member multidisciplinary panel

* “Recommendations are presented regarding methodology for measurable
residual disease determination, assay requirements and in which tissue to
assess measurable residual disease, timing and frequency of assessment,
use of measurable residual disease in clinical practice versus clinical trials,
and the future usefulness of measurable residual disease assessment”

Wierda WG et al. Leukemia 2021;35(11):3059-72. Courtesy of Lindsey Roeker, MD



Recommendations

* Nomenclature
 MRD = measurable residual disease / U-MRD rather than “MRD negative”

* MRD methodology
» Validated assay needed meeting standards
* flow (ERIC) or RQ-PCR (EuroMRD-compliant)
* Compartment
* “In clinical trials aimed at disease eradication, MRD status should be assessed
in both PB and BM.”
* Timing of MRD assessment

* To align with response assessments, at least 2 months after completion of
therapy or after achievement of best response for continuous therapy

* Clinical trials should incorporate MRD kinetics and relationship to time-to-
event outcomes

Wierda WG et al. Leukemia 2021;35(11):3059-72. Courtesy of Lindsey Roeker, MD



Recommendations

 Use in clinical trials

 U-MRD as a potential surrogate endpoint

* More data are needed to determine the utility of MRD in treatment-specific contexts,
clinical trials should investigate relationship between MRD and outcomes

e Disease related factors

* Clinical trials should identify factors associated with achieving U-MRD for each treatment
regimen

* MRD relapse

* Further study needed to define MRD relapse (threshold, duration) and association with
outcomes

* Use in clinical practice

* Current guidelines do not recommend MRD testing in clinical practice, more
data are needed on using MRD to guide treatment decision making

Wierda WG et al. Leukemia 2021;35(11):3059-72. Courtesy of Lindsey Roeker, MD



Conclusions:

Impact on patient care and treatment

algorithms Implications for future research

e Consensus recommendations  Sets standards for use of MRD in
regarding when, how, and for clinical trials in order to
whom to test MRD generalize results

* MRD should be reserved as a
clinical decision making tool for
clinical trial settings

* MRD does not currently have a
role in routine clinical practice

Courtesy of Lindsey Roeker, MD



Agenda

Module 1: Current and Future Selection of First-Line Therapy for
Chronic Lymphocytic Leukemia (CLL)

Module 2: Management of Relapsed/Refractory CLL

Module 3: Novel Investigational Strategies
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Agenda

Module 3: Novel Investigational Strategies

* BRUIN study: Pirtobrutinib in BTK inhibitor-pretreated CLL

* TRANSCEND CLL 004 study: Lisocabtagene maraleucel alone or in combination with ibrutinib

E T Y Year, ]
\ 44Review [



Umbralisib: Mechanism of Action

Umbralisib* Idelalisib* Duvelisib* Copanlisib?
tﬁ;‘ @rz @@ o
:g :
N NJ NJ %
0 F N\FN
— X
Isoform K4 (nM)
Pl3ka >10000 600 40 0.04
PI3KB >10000 19 0.89 1.5
PI3Ky 1400 9.1 0.21 0.31
PI3K& 7 6.2 1.2 0.047 0.068
CKaie 180 >30,000 >30,000 >6,000

- Umbralisib is an oral, once daily, selective inhibitor of PI3Ké and CKag
 Umbralisib has >1000-fold greater selectivity for PI3K6 compared to a and

B isoforms

* Umbralisib is also >200-fold more selective for PI3Ké relative to PI3Ky

Jacobs R et al. ASH 2021;Abstract 3726.

RTP-

Year,,
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What is the optimal treatment approach
for a patient with double-refractory
(BTK inhibitor and venetoclax) CLL?

RT Pizelgi\nriew E



Pirtobrutinib, A Highly Selective, Non-covalent
(Reversible) BTK Inhibitor In Previously
Treated CLL/SLL: Updated Results From

The Phase 1/2 BRUIN Study

Anthony R. Mato?, John M. Pagel?, Catherine C. Coombs3, Nirav N. Shah?, Nicole Lamanna>, Talha Munir®, Ewa Lech-Maranda’,

Toby A. Eyred, Jennifer A. Woyach?®, William G. Wierda?®, Chan Y. Cheah??, Jonathan B. Cohen?'?, Lindsey E. Roeker!, Manish R.

Patel13, Bita Fakhril*, Minal A. Barvel®, Constantine S. Tam1®, David J. Lewis!’, James N. Gerson!8, Alvaro J. Alencar®®, Chaitra S.

Ujjani®%, lan W. Flinn?%, Suchitra Sundaram?2, Shuo Ma?3, Deepa Jagadeesh??, Joanna M. Rhodes?, Justin Taylor’®, Omar Abdel-

Wahab?, Paolo Ghia?®, Stephen J. Schuster!®, Denise Wang?’, Binoj Nair?’, Edward Zhu?/, Donald E. Tsai?’, Matthew S. Davids?®,
Jennifer R. Brown?8, Wojciech Jurczak?®

"Memorial Sloan Kettering Cancer Center, New York, USA; 2Swedish Cancer Institute, Seattle, USA; 3University of North Carolina at Chapel Hill, Chapel Hill, USA; “Medical College of Wisconsin, Milwaukee, USA; SHerbert Irving Comprehensive Cancer Center, Columbia
University, New York, USA; ¢Department of Haematology, St. James's University Hospital, Leeds, UK; 7Institute of Hematology and Transfusion Medicine, Warsaw, Poland; 8Oxford University Hospitals NHS Foundation Trust, Churchill Cancer Center, Oxford, UK; 9The Ohio
State University Comprehensive Cancer Center, Columbus, USA; 1"MD Anderson Cancer Center, Houston, USA; "iLinear Clinical Research and Sir Charles Gairdner Hospital, Perth, Australia; "2Winship Cancer Institute, Emory University, Atlanta, GA, USA; 3Florida Cancer

Specialists/Sarah Cannon Research Institute, Sarasota, USA; "“University of California San Francisco, San Francisco, USA; ""Mary Crowley Cancer Research, Dallas, USA; '6Peter MacCallum Cancer Center, Royal Melbourne Hospital, and University of Melbourne,
Melbourne, Australia; 7Plymouth Hospitals NHS Trust - Derriford Hospital, Plymouth, UK; 18Lymphoma Program, Abramson Cancer Center, University of Pennsylvania, Philadelphia, USA; 1%University of Miami Miller School of Medicine, Miami, USA; 20Fred Hutchinson Cancer
Research Center, 2'Sarah Cannon Research Institute, Nashville, USA; 22Department of Hematology and Medical Oncology, Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY, 23Robert H. Lurie Comprehensive Cancer Center of Northwestern
University, Chicago, IL, USA; 2#Cleveland Clinic, Cleveland, OH, USA; 2*Northwell Health Cancer Institute, Donald and Barbara Zucker School of Medicine at Hofstra/Northwell Health, New Hyde Park, NY; 26Universita Vita-Salute San Raffaele and IRCCS Ospedale San
Raffaele, Milan, Italy; 27Loxo Oncology at Lilly, Stamford, CT, USA; 2¢6Dana-Farber Cancer Institute and Harvard Medical School, Boston, USA; 22Maria Sklodowska-Curie National Research Institute of Oncology, Krakow, Poland

Courtesy of Lindsey Roeker, MD
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I BTK discontinuation for progression
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Mato AR et al. Lancet 2021;397(10277):892-901. .
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Courtesy of Lindsey Roeker, MD



Pirtobrutinib Efficacy in BTK Pre-treated CLL/SLL Patients

100j
B BTK discontinuation for progression Efficacy evaluable BTK pre-treated _
B BTK discontinuation for toxicity/other CLL/SLL Patientsa n =252
80- # Prior BCL2 inhibitor b
) W Ongoing Overall Response Rate, % (95% Cl) 68 (62 — 74)
é Best response
2 60- CR, n (%) 2 (1)
3 PR, n (%) 137 (54)
E 404l PR-L, n (%) 32 (13)
.§ SD, n (%) 62 (25)
Q20+
7p)
L= '
(o))
s |
£ -20-
2 !
°\° veey ‘
£ -40-
>
lg
g %0
-80- . |
-100- G

Mato AR et al. ASH 2021;Abstract 391. Courtesy of Lindsey Roeker, MD



Pirtobrutinib Safety Profile

All doses and patients (n=618)

Treatment-emergent AEs, (215%), %

Treatment-related AEs, %

Adverse Event Grade 1 Grade 2 Grade 3 Grade 4 Any Grade Grades 3/4 Any Grade
Fatigue 13% 8% 1% - 23% 1% 9%
Diarrhea 15% 4% <1% <1% 19% <1% 8%
Neutropenia? 1% 2% 8% 6% 18% 8% 10%
Contusion 15% 2% - - 17% - 12%

|
Bruising® 20% 2% - - 22% - 15%
Rash¢ 9% 2% <1% - 1% <1% 5%
Arthralgia 8% 3% <1% - 1% - 3%
Hemorrhage® 5% 2% 1%9 - 8% <1% 2%
Hypertension 1% 4% 2% - 7% <1% 2%
Atrial fibrillation/flutter" i 1% <1% <1% 2% | | - <1%

No DLTs reported and MTD not reached
96% of patients received 21 pirtobrutinib dose at or above RP2D of 200 mg daily
1% (n=6) of patients permanently discontinued due to treatment-related AEs

Mato AR et al. ASH 2021;Abstract 391. Courtesy of Lindsey Roeker, MD



Conclusions:

Impact on patient care and treatment
algorithms

About half of patients discontinue
frontline or salvage ibrutinib, either due
to resistance or intolerance

Venetoclax is the most effective standard
option for these patients, but remission
duration is limited

Alternative and less effective treatment
options include PI3K inhibitors and
chemoimmunotherapy

Pirtobrutinib is a novel experimental BTKi,
safe and effective for patients who
relapse after BTKi, including those with
C481S mutation

Implications for future research

* Ongoing studies examining BTKi in novel-
agent refractory populations and in
combination with other novel agents

Courtesy of Lindsey Roeker, MD



Phase 1 TRANSCEND CLL 004 study of lisocabtagene
maraleucel in patients with R/R CLL or SLL

O . Figure 1
Characteristic All patients (n = 23) o
25 enrolled/leukapheresed
Age' y 66 (50_80) | 1 discontinued before infusion due to
. . .2 CNS disease (DL1
High-risk features, any 19 (83) _ L e
24 received an infusion
de|17p 8 (35) l 1 received nonconforming product* (DL1)
mutated TP53 14 (61) 23 received liso-cel and were
evaluable for safety g
unmutated IGHV 8 (35) I :
i
complex karyotype 11 (48) DL1 (n=9) DL2 (n = 14)
. . 50 x 108 100 x 108 §
Lines of prior therapy 4 (2-11) CAR'T cells CAR'T cells ;
] l 1 had Richter’s transformation after 5
prior CIT 20 (87) z apheresis and before LDC (DL2) ;
prior ibrutinib 23 (100) 22 evaluable for response §
: 2 did not have detectable MRD
prior venetoclax 15 (65) ! at baseline
20 evaluable for MRD

Siddigi T et al. Blood 2021; blood.2021011895 [Online ahead of print]. Courtesy of Lindsey Roeker, MD



Conclusions:

Impact on patient care and treatment
algorithms

e Efficacy in heavily pre-treated,
high-risk group

* 82% overall response rate

e Cytokine release syndrome

relatively common, neurologic
events in 39%

Implications for future research

* Phase 2 study ongoing,
examining 100 x 10° CAR T cell

dose

Courtesy of Lindsey Roeker, MD



TRANSCEND CLL-004: PHASE 1 COHORT OF
LISOCABTAGENE MARALEUCEL (LISO-CEL)
COMBINED WITH IBRUTINIB FOR R/R CLL/SLL
Eligibility: 21 of the following: Study Design:
* Progressed on ibrutinib e Started or continued ibrutinib at
* High risk features on lbr for at enrollment, continued through 90 days
least 6 months with CR following Liso-cell infusion
e BTK or PLCy2 mutation » 2 dose levels: 50 x 10° or 100 x 10°
* Previous ibrutinib and no * Primary objective: Safety, RP2D
contraindication to continuing it - :
Age 61 (50-77)
High risk (tps3 aberration and/or ck) 18 (95)
Prior LOT 4 (1-10)
R/R to ibr 19 (100)

Refractory to Ibr and Ven 11 (58)

Wierda WG et al. iwCLL 2021; Abstract 1084088. Courtesy of Lindsey Roeker, MD



Wierda WG et al. iwCLL 2021; Abstract 1084088.

All Evaluable

Patients DL1 DL2
Parameter (N=19) (n=4) (n=15)
Grade 23 TEAESs in 225% of pts, n (%) 18 (95) 4 (100) 14 (93)
Neutropenia/neutrophil count decrease 17 (89) 3 (75) 14 (93)
Anemia 9 (47) 3(75) 6 (40)
Febrile neutropenia 5 (26) 1 (25) 4 (27)
Grade 5 TEAEs, n (%) 0 0 0
AEs of special interest
All-grade CRS, n (%) 14 (74) 4 (100) 10 (67)
Median time to CRS onset, days (range) 6.5 (1-13) 8 (6—13) 5.5 (1-8)
Median duration of CRS, days (range) 6 (3-13) 6.5 (4-7) 5.5 (3-13)
Grade 23 CRS, n (%) 1(5) 1(25) 0
All-grade NEs, n (%) 6 (32) 2 (50) 4 (27)
Median time to NE onset, days (range) 8 (5-12) 9 (6-12) 8 (5-10)
Median duration of NE, days (range) 6.5 (1-8) 8 (8-8) 5(1-7)
Grade 23 NEs, n (%) 3 (16) 0 3 (20)
Management of CRS and/or NEs, n (%)
Tocilizumab only 2(11) 0 2 (13)
Corticosteroids only 3(16) 2 (50) 1(7)
Tocilizumab and corticosteroids 3 (16) 1(25) 2(13)
Ibr-related TEAEs, n (%) 15 (79) 3 (75) 12 (80)
Grade 23 ibr-related TEAEs? 7 (37) 2 (50) 5 (33)
lbr dose reduced due to TEAE, n (%) 2(11) 0 2(13)
Ibr discontinued due to TEAE, n (%) 4 (21) 1 (25) 3 (20)
Median duration of ibr therapy after liso-cel 97 132 97
infusion Srange), days (14-388) (59-197) (14-388)
Best objective response rate,® n (%) 18 (95) 3(75) 15 (100)
CR/CRI 12 (63) 2 (50) 10 (67)
PR 6 (32) 1(25) 5 (33)
uMRD (£10*blood, flow cytometry), n (%) 17 (89) 3 (75) 14 (93)
uMRD (£10-*marrow, NGS), n (%) 15 (79) 3 (75) 12 (80)

Courtesy of Lindsey Roeker, MD



Conclusions:

Impact on patient care and treatment

algorithms

* Liso-cell + ibrutinib is associated
with manageable safety profile
and promising efficacy in a high
risk patient population

Implications for future research

* Do novel agents enhance the
activity or improve the safety
profile of CAR-T in CLL?

* Which novel agent is the optimal
partner for CAR-T therapy?

Courtesy of Lindsey Roeker, MD
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for Patients with Metastatic Non-Small Cell Lung
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Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.
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