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“Watch & Wait” Is the SOC in Asymptomatic CLL

100
2001 EARLY-STAGE CLL PATIENTS
IN 5 TRIALS
75 -
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\ Immediate 69/1894 108/1693 102/1292 73/774 73/556

Deferred 62/1940 97/1737 103/1344 77/783 82/691
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Why the “watch & wait”?

CLL remains incurable
Third of patients may not require therapy

No benefit to early intervention

CLL Trialists' Collaborative Group. J Natl Cancer Inst. 1999/
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The B-Cell
Receptor Pathway

1

Proliferation
Survival

Saba N, Wiestner A. Curr Opin Hematol. 201 4/
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CLL12: Ibrutinib vs Placebo in Early-Stage, TN CLL
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CLL Patients
* Treatment-naive

Risk assessment

del(17p) IGHV

del(11q) ECOGPS [Micreased risk of
Thymidine kinase Sex progression
B2 microglobulin Age

Median f/u of 69.3 months
Overall survival

¢ Asymptomatic Binet stage A

Ibrutinibe

Versus
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02+ 05 {median) ibrutinib vs. placebo: both NR
Stratified log-rank P = 0.562 (HR 0.791, 95%(C1 0.358-1.748)
[T T T T T T v T
o 12 24 36 43 60 72 84 96
Patients at risk
Ibrutinib 66 151 122 109 72 41 o
Placebo 181 170 67 162 130 99 64 17 0

Langerbeins et al. Blood 2022; EHA 2023/




Pros

» Fixed duration
» Low concerns for bleeding or

cardiotoxicity

 Performs well in low-risk CLL
* Option to re-treat

e
Chemo-Free Options: BTKi vs BCL2i-Based Therap

™
y

BCL2i + Anti-CD20 BTKi

« Oral, no need for infusion

« Easy/convenient to start

« Performs well in all risk groups
* Very low TLS risk




» Fixed duration
» Low concerns for bleeding or

e
Chemo-Free Options: BTKi vs BCL2i-Based Therap

Oral, no need for infusion
Easy/convenient to start

™
y

BCL2i + Anti-CD20 BTKi

« Shortened PFS with high-risk
CLL

Pros cardiotoxicity « Performs well in all risk groups

» Performs well in low-risk CLL * Very low TLS risk

* Option to re-treat

* Need for anti-CD20 infusion  Lifelong commitment

« Complicated first 2 months » Bleeding and cardiotoxicity concerns
Cons * TLSrisk « No option to re-treat at progression
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FDA-Approved BTKis

Variable Ibrutinib? Acalabrutinib® Zanubrutinib® Pirtobrutinib?
Binding to BTK Covalent Covalent Covalent Noncovalent
Dose schedule QD BID QD or BID QD

Use after progression on cBTKi No No No Yes

Use after intolerance to cBTKi N/A Yes Yes Yes
CLL/SLL + + + +

MCL - + + +

MZL - - + -

WM + - + -

FL - - + -

albrutinib: CLL/SLL, WM.

bAcalabrutinib: CLL/SLL, R/R MCL.

¢Zanubrutinib: CLL/SLL, WM, R/R MZL after least 1 anti-CD20-based regimen, FL in combination with obinutuzumab after 2 or more lines of systemic therapy.
dPirtobutinib: R/R CLL/SLL and R/R MCL after at least 2 lines of systemic therapy, including a cBTKi (MCL), and cBTKi and BCL2i (CLL/SLL).
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SEQUOIA: Zanubrutinib vs BR

Phase lll, randomized, open label clinical trial in TN CLL

Zanubrutinib
160 mg po BID till PD or

Cohort 1 (479) unacceptable toxicity

No del(17p)
>65, or unsuitable for FCR
Stratified by age, stage, IGHV, region BR

(Max. 6 cycles)

160 mg po BID till PD or
unacceptable toxicity

With del(17p)

Cohort 2 (111) { Zanubrutinib

Primary endpoints
« PFS (cohort 1)

Secondary endpoints
« ORR/CR

- PFS

- DOR

« OS

« Safety

Tam et al. Lancet Oncol. 2022/
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SEQUOIA: Efficacy, Cohort 1 (no del[17p])

Median follow-up: 43.7 months

| Zanubrutinib, 82.4%,

::m

— BR
Zanubrutinib
+ Censored

BR, 50.0%

CR/CRI rates:
Zanubrutinib, 17.4%:

PFS probability, %
S
l

HR, 0.30; 95% CI, 0.21-0.43; P<.00012

[I | | | | | | ! ! ! ! ! | | | | |

I |
0 3 6 9 12 15 18 219 24 27 30 33 36 39 42 45 4 51 54 &7

Months

|

40 - i
0

30 mPFS  95% ClI i BR, 21.8%
20l BR 422mo 384498 I

|

Zanu

10 NE NE |

|

|

|

No. at risk
BR 238 218 212 201 192 187 180 174 163 157 141 133 M3 82 50 18 8 0
Zanubrutinib 241 238 234 230 228 224 219 214 208 205 201 200 190 131 93 33 23 4 3 0

k Tam et al. Lancet Oncol. 2022; Shadman et al. ICML 2023, A#154/
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SEQUOIA: Efficacy by IGHV Status

i _ - —— BR unmutated
MEdlan fD"DW Up. 43? mDnthS —— Zanubrutinib unmutated Unmutated IGHV
_| r —— BR mutated g
100 —Hr— . —— Zanubrutinib mutated mPFS  95%Cl
90 - H—a e D _ + Censored BR 337mo 295391
R, Zanu NE NE
o 80+ HR, 0.23; 95% CI, 0.14-0.37; P<.00013
. 704
= Mutated IGHV
= 60 mPES  95% ClI
8 504 BR 494mo 444-NE
= 40 — Zanu ME ME
Q. HR, 0.35; 95% CI, 0.19-0.64; P=.000333
)]
T 30 —
o
20 —
10 —
ﬂ [ I I [ [ [ I [ [ [ [ [ I [ [ [ I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 483 51 54 57
Months
MNo. at risk
BR unmutated 121 110 107 101 95 92 86 83 75 71 60 55 43 26 17 4 1 0
Zanubrutinib unmutated 125 122 120 118 117 117 114 111 111 109 105 104 97 65 47 14 9 2 2 0
BRmutated 110 101 99 94 91 89 88 85 83 81 76 73 67 53 31 14 7 0
Zanubrutinib mutated 109 109 107 106 105 101 99 98 93 92 92 92 69 63 43 18 13 1 1 0

k Tam et al. Lancet Oncol. 2022; Shadman et al. ICML 2023, A#154/
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SEQUOIA: OS

Median follow-up: 43.7 months

|
I - = | Zanubrutinib, 89.4%
o0 W
|
80 | BR, 88.3%
=] |
; 70 i
— |
£ 60 — BR N !
0 — Zanubrutinib |
8 209 4+ Censored i
o
L 40+ i
@ 304 moS  95%Cl |
|
20 BR NE NE |
10— Zanu  NE NE |
HR, 0.87; 95% CI, 0.50-1.48; P=.5995° |
D | | | | | | | | | | | | | II | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 4 51 54 57 60
Months
No. at risk
BR 238 222 217 212 211 210 209 206 204 201 198 196 192 186 135 80 36 13 5 O
Zanubrutinib 241 238 238 235 233 231 230 228 222 218 216 215 212 210 158 85 36 14 5 1 0

k Tam et al. Lancet Oncol. 2022; Shadman et al. ICML 2023, A#154/
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SEQUOIA: Efficacy, Cohort 2 (del-17p)

Median follow-up: 47.9 months

|
100 S o | 0S, 89.5%
90 7 II—_I-h_‘—'—-—._._l' L m
507 | bt""_;_"-"'ll—lm-l—l—l-
|
_ 70 | PFS, 79.4%
3‘""
> gl — ©s :
r —— PFS i
% 204 4+ cCensored I
a 40 i
20 | CRI/CRi rate, 14.5%
|
20 - 42mo  95% Cl |
|
1o PFS 794% 704859 |
0S 895% 819941 |
0 I I I I I I I I I I I I I : I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months
No. at risk
OS 110 110 109 108 106 105 104 104 102 102 102 100 99 87 72 52 33 9 1 0O
PFS 110 109 106 104 104 101 98 96 94 93 83 89 88 8 75 32 26 3 2 O

Tam et al. Lancet Oncol. 2022; Shadman et al. ICML 2023, A#154/




4 N
SEQUOIA: Safety

Treatment-emergent and posttreatment AEls in Cohorts 1 and 2 (any grade and grade 23)

Patients without del(17p) Patients with
del(17p)

Arm A: zanubrutinib Arm B: BR Arm C: zanubrutinib

Tam et al. Lancet Oncol. 2022; Shadman et al. ICML 2023, A#154/

(n=240)? (n=227)° (n=111)

AEls, n (%) Any grade Gradez23 Anygrade Grade 23 Any grade Grade 23
Infections 175(72.9) 57(23.8) 142(62.6) 50(22.0) 89 (80.2) 30 (27.0)
Bleeding 117 (48.8) 14 (5.8) 8(12.3) 4 (1.8) 64 (57.7) 6 (5.4)
Other malignancies 45 (18.8) 22 (9.2) 28 (12.3) 11 (4.8) 27 (24.3) 8 (7.2)
Hypertension 42 (17.5) 22 (9.2) 1(13.7) 15 (6.6) 15 (13.5) 7 (6.3)
Diarrhea 41 (17.1) 4 (1.7) 2(14.1) 5(2.2) 22 (19.8) 1(0.9)
Neutropenia 40 (16.7) 30 (12.5) 129 (56.8) 116 (51.1) 21 (18.9) 18 (16.2)
Arthralgia 37 (15.4) 2(0.8) 23 (10.1) 1(0.4) 26 (23.4) 1(0.9)
Anemia 17 (7.1) 1(0.4) 47 (20.7) 5(2.2) 7 (6.3) 0 (0)
Thrombocytopenia 15 (6.3) 5(2.1) 41(18.1) 18 (7.9) 9 (8.1) 2 (1.8)
Atrial fibrillation/flutter 12 (5.0) 3(1.3) 6 (2.6) 3(1.3) 7 (6.3) 5 (4.5)
Myalgia 9 (3.8) 0 (0) 4 (1.8) 0 (0) 8(7.2) 1(0.9)
Opportunistic infection 6 (2.5) 1(0.4) 4(1.8) 3(1.3) 1(0.9) 1(0.9)
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ELEVATE-TN: Acalabrutinib O vs O + Clb

Phase lll, randomized, open-label clinical trial in TN CLL

TN CLL (N=535) Primary endpoint

= Acalabrutinib® + Obinutuzumab® (A+0O) * PFS (IRC-assessed): A+O vs O+Clb
Lo e : Secondary/other endpoints
Stratification L e PES (IRC-assessed): Avs O+Clb

N EQ e
del(17p), y vs n = * PE bﬁ(IN:\f;ab:wbej] \
-COG PS O * ORR (IRC- and INV-assessed)

N S * Time to next treatment
= * OS
e uMRD

* Safety

Crossover from O+CIb to A was allowed after IRC-confirmed progression
Note: After interim analysis,? PFS assessments were by investigator only

NCTO2475681.
Data cutoff: September 11, 2020.
‘Continued until disease progression or unacceptable toxcity at 100 mg PO BID; "Treatments were fixed duration and administerad for 6 cycles.

k Sharman et al. ASCO 2022, A#7539; Sharman et al. ASH 2023, A#636/
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ELEVATE-TN: PFS

Progression-Free Survival, %

100 -
78% :
80 - : Median PFS=NR
A+0O vs O+Clb
ﬁﬂ . HRa {95% Crl} 014 .
(0.10. 0.20); P<0.0001" 62% :
A vs O+Clb : Median PFS=NR
HR2 (95% Cl): 0.24 :
40 1 (0.17, 0.32); P<0.0001"
A+O vs A :
HR# (95% CI): 0.58 179 : _
20 - (0.39, 0.86); P=0.0229" 01 Median PFS=27.8 mo
— A+O
— A
04 — O+Chb :
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90
Ho. ol rek Months
A+D 178 175 170 168 164 163 160 157 156 156 153 152 151 146 144 141 140 138 136 133 127 124 119 116 89 54 38 25 10 2 O
A 179 167 163 158 156 155 153 150 149 146 142 141 137 135 133 130 129 124 121 115 113 103 100 95 B85 56 3F 22 7 2 0O
O+Clb 177 163 156 153 139 125 110 100 86 82 67 66 56 49 44 41 38 30 28 28 24 29 21 18 14 & €& 3 1 o o

Sharman et al. ASH 2023, A#636/
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ELEVATE-TN: PFS by TP53 Status

N
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wiodel{17p)andior TP53m, A 1568 145 142 137 136 135 133 137 131 128 124 123 118 118 117 194 113 109 106 100 99 S0 &7 B4 74 4% 30 18 5 1
widnlf1Tplandor TPEIm OCI 25 21 18 1% 8 %% 0 8 @& 9% & & 5 &% 4 4 4 & 4 4 3 3 3 3 3 3 1 04
wig del(17p) andior TP53m, O+Clb 152 142 137 134 121 110 100 91 77 73 61 BO 51 44 40 37 34 26 25 24 21 18 18 13 M 5 § 3 1 O

Sharman et al. ASH 2023, A#636/
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ELEVATE-TN: OS
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Sharman et al. ASH 2023, A#636/
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ELEVATE-TN: Toxicity

Cumulative incidence of any-grade
atrial fibrillation/flutter

Grade 23 A+0,% A% 100
Neutropenia 31 12 2 B0
Thrombocytopenia 8 3 g
= B0 A
. 4 A+D ws A
Diarrhea 6 1 p HR |_9v53“.1- Cl): 0.76
= 40 4 (0.37, 1.58)
COVID-19 9 7 2 N
= 5 20 A -
Pneumonia 7 6 o
Syncope 3} 2 |
0 3 6 9121518 27124 27 303336 39 42 45 4 851’.._}" ? a6l EJ- Eﬂ ?2 o TE 81 84 B7 90
Hypertension 4 ) . Months
L] u - L] ;' ;
Atrlal flb""atlon 2 2 A 173 163 163 159 152 152 147 444 140 1385 933 133 127 427 123422 120 197 113 {08 105 98 92 B7 85 655 42 30 4 4 @

_ A+ 0O (n=178) A (n=179) Most common reasons for

Any Grade Grade 23 Any Grade Grade =3 treatment discontinuation
o . . . . AE: 21% of A+ O and 18% of A
Atrial fibrillation 13 (7.3%) 3(1.7%) 16(8.9%) 3 (1.7%) PD: 6% of A + O and 14% of A

Hypertension 20 (11.2%) 8 (4.5%) 20 (11.2%) 9 (5.0%)

\ Sharman et al. ASH 2023, A#636/
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ELEVATE-RR: Acalabrutinib vs lbrutinib

Phase lll, randomized, open-label clinical trial in R/R CLL

Patients (N=533)
Key Inclusion Criteria

= Adults with previously treated CLL
requiring therapy (iwCLL 2008
criteria’)

« Presence of del(17p) or del(11q)?

ECOG PS of =2

Primary endpoint

+ NMon-inferiority on IRC-assessed
PFSe

Secondary endpoints
(hierarchical order):

« Incidence of any grade atrial
fibrillation/flutter

= Incidence of grade =3 infection

+ |ncidence of Richter
transformation

Ovwerall survival

Stratification
« del(17p) status (yes or no)

+ ECOG PS (2 vs <1)

No. prior therapies (1-3 vs 24)

SMN-Z200Z>»2

=1

Key exclusion criteria: Significant CV disease; concomitant treatment with warfarin or equivalent vitamin K antagonist;
prior treatment with ibrutinib, a BCR inhibitor (eg, BTK , PI3K, or Syk inhibitors), or a BCL-2 inhibitor (eg, venetoclax)

Primary Endpoint Secondary Endpoints

Gr=3
Infection
Superiority®?

Meeat NI
criterion?

Afib/flutter

Superiority®”’

Superiornty™?

Upper bound of 2-sided No

95% ClI for HR <1.429
Stop testing rest
of the endpoints

Byrd et al. J Clin Oncol. 2021/
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PFS (%)

ELEVATE-RR: Efficacy and Safety Results

100

80

60

40

20

No. at risk:

Acalabrutinib

Ibrutinib

—— |brutinib

Acalabrutinib

Events, No. (%)

Median follow-up: 40.9 months

143 (53.4)
136 (51.3)

Median (95% CI)
38.4 (33.0 to 38.6)
38.4 (33.0to 41.6)

HR (95% Cl)

1.00 (0.79 to 1.27)

268 260 235 227 219
265 240 221

T
15

18 21

24 27 30 33 36 39 42 45 48 b1

Time (months)

207 200 193 173 163 148 110 84
205 186 178 168 160 148 142

130 108 81

59
66

31
41

21
26

13
15

3
8

2

0

Acalabrutinib Ibrutinib
(n = 266) (n = 263)

Event Any Grade Grade =23 Any Grade Grade = 3
Bleeding 101 (38) 12(4.5) 135(51) 14(5.3)
Diarrhea*"® 92 (34.6) 3(1.1) 121(46.00 13 4.9
Headache*® 92(346) 4(15) 53(202 O
Cough® 77 (28.9) 2(08) 56(21.3) 1(04)
Fatigue® 54 (20.3) 9(34) 44(16.7) O
Arthralgia® 42 (15.8) O 60(22.8) 2(0.8)
Hypertension®® 23(86) 11(41) 60(22.8) 23 (8.7)
Vomiting 28 (105 1(04) 36(13.7) 3(.1
Peripheral edema 26 (9.8) 0 38(144) 104
Rash 26 (9.8) 2(08) 33(125 O
Myalgia 25 (9.4) 2(08) 27(103) 104
Atrial fibrillation® 24 (9.0) 12(4.5) 41 (156) 9 (34)
Urinary tract infection® 22 (8.3) 3(1.1) 36(13.7) 6(23)
Back pain® 20(75) O 34 (12.9) 2(0.8)
Epistaxis 19 (7.1) 1(04) 28(106) 1(04)
Muscle spasms® 16(60) O 35(13.3) 2(0.8)
Dyspepsia® 10(38) O 32(122) O

Byrd et al. J Clin Oncol. 2021/
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ALPINE: Zanubrutinib vs Ibrutinib

Phase lll, randomized, open-label clinical trial in R/R CLL

R/R CLL/SLL with 21 prior treatment
(Planned N = 600, Actual N = 652)

Key Inclusion Criteria

* R/R to 21 prior systemic therapy for
CLL/SLL m—

* Measurable lymphadenopathy by
CT or MRI

Stratification factors:

Key Exclusion Criteria age, geographic region,
refractoriness,

* Prior BTKi therapy del(17p)/TP53

* Treatment with warfarin or other Treatment until disease progression
vitamin K antagonists or unacceptable toxicity

Ibrutinib 420 mg QD

k Brown et al. N Engl J Med. 2023; Brown et al. ASH 2023, A#ZOZ/
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ALPINE: Patient Disposition

Randomized (N = 652)

'
Ibrutinib (n = 325)

|

Zanubrutinib (n = 327)

— Not treated (n = 3)

Discontinued (n = 86)

AE (n = 53)

PD (n = 24)

Withdrawal by patient (n = 6)
Physician decision (n = 1)
Lost to follow-up (n = 1)
Other (n =1)

Treatment ongoing (n = 238; 73%)

> Not treated (n = 1)

Discontinued (n = 134)
* AE (n=74)
., * PD(n=42)
» Withdrawal by patient (n = 13)
 Physician decision (n = 4)
* Lost to follow-up (n = 1)

Treatment ongoing (n = 190; 58%)

AE, adverse event; PD, progressive disease.

Brown et al. N Engl J Med. 2023; Brown et al. ASH 2023, A#ZOZ/
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ALPINE: Zanubrutinib PFS Is Superior to lbrutinib

Median study follow-up: 29.6 months

T 100+-— .
2 90+ |

S go- :

r |

e 704 .

= |

c_g 60— I

S PFS Events !

- 50— o |

> n (%) i

@ 404 Zanubrutinib 88 (26.9) i

£ 3ol  —lbrutinib 120 (36.9) : + s
.E 20— Hazard ratio (95% Cl1)=0.65 (0.49-0.86) :

a Two-sided P=0.0024 !

£ 104 .

m |

E [

a 0 I I I | | | | | l | I | |

I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at Risk Months from Randomization

Ibrutinib 325 305 293 277 260 246 228 191 133 123 98 87 9 2 2 0

k Brown et al. N Engl J Med. 2023/
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ALPINE: Zanubrutinib Sustains PFS Benefit at 39 Months

Median study follow-up: 39.0 months

100 . :

d |

go—F\h-H |

& 80- :

$2 70- I

T3  60- |
=

'% '§ 50 |

N = [

@ O PFS Events |

os 407 n (%) |

E % 304 — Zanubrutinib 130 (39.8) |

3 204 — Ibrutinib 159 (48.9) :

10 Hazard ratio (95% CI1)=0.68 (0.53—-0.86) :

Two-sided descriptive P=0.0011 :

0 [ | I | I | 1 | | I | i | r | I | I | |
0 3 6 9 12 16 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No. at Risk Months from Randomization

Ibrutinib 305 305 293 273 258 242 229 212 200 194 182 171 116 92 88 28 22 1 1 0O

Brown et al. ASH 2023, A#202/




PFS Benefit Consistent Across Multiple Analyses

Median study follow-up: 39.0 months

100-
90—
g 80—
Q ., |
H
[ | n |
S8
g2 907 SSIUCIIENEEE Ibrutinib HR 2-sided
T - Lanubrutini 4
1]
oS .
a s 30- Accounting GQL};L?:;%E:;E?&L svents that 76 (23.2) 85 (26.2) 0.69 (0.50, 0.95) 0.0206
5
o 207 Censoring for new CLUSLL therapies 129 (39.4) 157 (48.3) 0.68 (0.54, 0.86) 0.0014
10— Censoring for death due to COVID-19 115 (35.2) 142 (43.7) 0.66 (0.52, 0.85) 0.0013
0 I l I | I | I | l | T r I | | | | I | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No. at Risk Months from Randomization
Zanubrutinib 327 308 296 289 27/8 263 254 242 231 228 208 201 145 118 113 38 37 0 0 0
Ibrutinib 325 291 276 259 245 226 218 204 183 182 167 162 108 84 80 25 2 1 1 0

Brown et al. ASH 2023, A#202/
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ALPINE: Safety

Zanubrutinib Ibrutinib
(n=324) (n=324)
Any Grade Grade 23 Any Grade Grade 23
Infection 264 (81.5) 115 (35.5) 260 (80.2) 111 (34.3)
Opportunistic Infections 8 (2.5) 6 (1.9) 13 (4.0) 5(1.5)
COVID-19 Related® 145 (44.8) 56 (17.3) 105 (32.4) 38 (11.7)
Bleeding 142 (43.8) 12 (3.7) 144 (44.4) 13 (4.0)
Major Hemorrhage 13 (4.0) 12 (3.7) 16 (4.9) 13 (4.0)
Hypertension 86 (26.5) 53 (16.4) 80 (24.7) 47 (14.5)
Atrial fibrillation/flutter® 22 (6.8) 10 (3.1) 53 (16.4) 16 (4.9)
Anemia 53 (16.4) 7(2.2) 59 (18.2) 11 (3.4)
Neutropenia 100 (30.9) 72 (22.2) 94 (29.0) 72 (22.2)
Thrombocytopenia 43 (13.3) 12 (3.7) 53 (16.4) 19 (5.9)
Second primary malignancies 46 (14.2) 26 (8.0) 52 (16.0) 19 (5.9)

“Includes preferred terms of COVID-19, COVID-19 pneumonia, and suspected COVID-18,

°The rate of any-grade atrial fibrillation/flutter was significantly lower with zanubrutinib vs ibrutinib (6.8% vs 16.4%, P <.0001).

Brown et al. ASH 2023, A#ZOZ/
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HTN

A-Fib

A-Fib, But Not HTN, Is Lower With Zanubrutinib

-

100
90 - 50— Events
—_ 80 n (%)
= _ Zanubrutinib 22 (6.8)
g 70 £ 409 —lbrutinib 53 (16.4)
g 60 8 Two-sided descriptive P=0.0001
2 50- g 90
o g
g 2 20
E 30 = et 5
a 5
20+ E
3 10
10 Data cutoff: 15 Sept 2023
e I I By N N N I Dy H Sy Ry | ottt : : : : : : : :
0 36 91215182124273033 38_39.42 45 48 51 54 57 60 0 3 6 9 12 15 18 21 24 97
No. at Risk Months from Randomization No. at Risk
Ibrutinib 32423-:-253231 221207 185172164150 140136108 79 69 64 32 7 2 2 O Ibrutinib 324 205 278 280 247 229 210 200 190 177

T
30
Months

167

|
33

165

|
36

133

| T T T | T T |
39 42 45 48 51 54 57 60

104 90 85 47 10 2 1 0

Brown et al. ASH 2023, A#202/
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Favorable Cardiac Safety Profile With Zanubrutinib

Serious cardiac adverse events were
lower with zanubrutinib vs ibrutinib

— Atrial fibrillation/flutter (3 vs 13)
— Ventricular fibrillation (0 vs 2)
— MI3/acute coronary syndrome (3 vs 3)

Fatal cardiac events®:
— Zanubrutinib, n=0 (0%)

— Ilbrutinib, n=6 (1.9%)

Alncluding acute MI.

BFatal cardiac event (n=6); 1 death (myocardial infarction with ibrutinib) was not
listed due to discontinuation due to diarrhea 14 days prior to the fatal event,

Abbreviations: MI, myocardial infarction.

™~

Cardiac adverse events
Serious cardiac adverse events

Cardiac adverse events leading
to treatment discontinuation

Ventricular extrasystoles
Atrial fibrillation/flutter
Cardiac failure

Cardiac arrest

Cardiac failure acute
Congestive cardiomyopathy
Myocardial infarction
Palpitations

Ventricular fibrillation

80 (24.7)
11 (3.4)

3(0.9)

1(0.3)
1(0.3)

1(0.3)
0

o o o o O

Ibrutinib
(n=324)

112 (34.6)
31 (9.6)

15 (4.6)

0
6 (1.9
2 (0.6

Tt

Brown et al. ASH 2023, A#202/




e

Switching between cBTKi for Intolerance

|Ibrutinib
tfo
Acalabrutinib

-

|Ibrutinib
fo
Zanubrutinib

-

Acalabrutinib
fo
Zanubrutinib

o
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Of 61 ibrutinib-related AEs associated with intolerance, 72% did not recur

and 13% recurred at a lower grade with acalabrutinib.

Awan et al. Blood Adv. 201 9/
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Acalabrutinib-intolerance events

-

Zanubrutinib in Acalabrutinib-Intolerant Patients

Arthralgia

Myalgia

Headache

Rash

Diarrhea
Hemorrhage

Fatigue

Abdominal pain
Asthenia

Atrial fibrillation
Dyspepsia
Gastroesophageal reflux disease
Groin Pain

insomnia

Malaise
Musculoskeletal pain
Myocardial infarction
Nausea

Pain in extremity
Pruritus

Stomatitis

~ = B-0-EB-E~-H-E0-~B~-B-~-H-~H~K- R~

B Did not recur
MW Recurred at lower grade

W Recurred at same grade

Bl Recurred at higher grade?®

I
0

aNo event recurred at higher grade.

T T T T 1
2 3 4 5 6

Number of events

™~

40 acalabrutinib-intolerance events
were reported by 27 patients

< 70% of acalabrutinib-intolerance
events did not recur at any grade with
zanubrutinib

Of the 12 events that did recur, none
recurred at a higher severity

= 7 recurred at the same grade

© 5 recurred at a lower grade

No event recurred at higher grade

Shadman et al. Lancet Haematol. 2023/
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PFS Following Discontinuation of lbrutinib

Consider “watch and wait” in
patients with intolerance despite
dose reduction or switching within
the same drug class.

1.0 A
— |R (44 events/101 cases)
0.8 The median time on ibrutinib was 25.9 months
0.6 - Median: 2.1
______________ |
0.4 1 |
|
|
0.2 - |
|
|
0.0 - !
0) 1 2 3 4 5 6

Number at risk
— 101

Years since discontinuation

48 26 14 4 2 0

Shanafelt et al. Blood 2022/
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BTK Inhibitors

Covalent
|Ibrutinib, Acalabrutinib, Zanubrutinib, Orelabrutinib®

Non-Covalent
Pirtobrutinib, Nemtabrutinib*, Vecabrutinib®

Degraders
BGB-16673*, NX-2127*

* Investigational agents, no FDA label
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BTKi Resistance Mutations and Non-covalent BTKi

Covalent BTKis (ibrutinib, acalabrutinib, Pirtobrutinib is a noncovalent BTKi that is potent
zanubrutinib) depend on C481 for binding against both WT and C481-mutant BTK

ardless

Covalently bound

to C481 Does not require C481

to bind to the kinase
d .

\
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BRUIN: A Phase |-l Trial in R/R B-Cell Cancers

RP2D: 200 mg orally once per day

100+

75 %

% Change in Sum of Products of
Diameters from Baseline

B Frior BTK discontinuation for progression
B Prior BTKi discontinuation for toxicity/other
*  Prior BCL2 inhibitor

247 R/IR CLL/SLL

* Median age: 69 (36—-88)
* Median no. PT: 3 (1-11)
» BTKi exposed: 100%
» BTKi refractory: 77%
+ BCL2i exposed: 41%

W ROHK A Holk

ORR: 73% (CR, 1.6%)
PR-L or better: 82%

Median follow-up: 19.4 months

7.4
90+
g A ! 68.9
3 70~ E
5 ol 56.2
s 50 ! ! | Median, 19.6 mo
80 , ; ! (95% Cl, 16.9-22.1)
m ] 1 1
=  40- : .
Q ] I I
E 30_ I 1 1
& ] : ]
20- | ! '
10- : : ' 126 Patients (51.0%)
. * ' had censored data
0 T TS A A TS S A NN ) (N TSN N | S S
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Months since First Dose

No. at Risk 247228 215202 182 162144113103 82 57 46 22 19 5 4 4 1 0

Mato et al. N Engl J Med. 2023/
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BRUIN: Safety

Event

Atrial fibrillation or flutter
Bleeding

Bruising

Hemorrhage
Hypertension

Infections

Neutropenia

Adverse events of special interest:

Adverse Events

Any Grade

12 (3.8)
135 (42.6)
96 (30.3)
67 (21.1)
45 (14.2)
225 (71.0)
103 (32.5)

Grade 23

Treatment-Related Adverse Events

Any Grade

number of patients (percent)

4(1.3)
7(2.2)
0
7 (2.2)
11 (3.5)
89 (28.1)
85 (26.8)

4 (1.3)
75 (23.7)
62 (19.6)
22 (6.9)
12 (3.8)
39 (12.3)
62 (19.6)

Grade =3

1(0.3)
3(0.9)
0
3(0.9)
1(0.3)
12 (3.8)

47 (14.8)

Mato et al. N Engl J Med. 2023/
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Concept of Kinase-Dead BTK

A428D Casis  Kinase Proficient
BTK 1 © Kinase Dead/
PH Tyrosine Kinase Pchznependgnt
Catalytic Domain =
R e n
V416L M437R Ta741 Ls2sw  LaSzallT T
100 BTK T474I
() BTKWT
BTK C481S
80
@
[&]
j o
@
[&)]
@
£ 60+
IS
3
-
o
()]
< 40+
A
o
-
<
20 BTK M437R
4 BTK V416L
BTK L528W
C481F

Log [BTK] ng

Hb (g/dL)

—_—
o
|

Not All BTK Mutations Are Equal

BTK
C481R

14—3‘

—
N
|

BTK C481R &
BTK L528W

\NX-2127

0

IKZF1 protein in
Blood on NX-2127

H NN
o*”\\o’s\o"“\
a“"oc}@\éz'rbc}grb
S AV
IKZF1

66kDa | S

i.-- Actin

8lllllIIIIIlIllIIIIIlllIIIIII

1 2
Years

100 @ 7o BTK Protein in CD19* Blood

go B cells (Relative to NX2127
pretreatment)
60
40
20—5 ,’
0 T | T |
0 50 100 150 200

Days on NX-2127

Montoya et al. ASH 2022, A#750/
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A First-in-Human Trial of NX-2127, a BTK Degrader,

in R/R CLL and B-Cell Malignancies

R/R CLL (N = 17)

22 prior line of therapy (median 6), 100%
post-BTKi, 77% post-Ven

Tolerability, Safety,
Preliminary Efficacy

NX-2127

Dose escalation: 100, 200, 300 mg orally daily

Table 1. Summary of treatment-emergent adverse events (TEAEs) occurring in »15% of all patients Figure 1. CLL patient disposition
(including patients with CLL and NHL) iz
2127-001 Time on Treatment (months*)
Preferred Term All Grades Gradez 3 Grade 2 3 Related
(N=26) (N=26) (N=26) =3
Any AE 25 (96%) 15 (58%) 12 (46%) >
Fatigue 16 (62%) 0 (0%) 0 (0%) g3 =
Neutrophil Count Decrease 10 (39%) 9 (35%) 9 (35%) o
Anemia 7(27%) 4 (15%) 2 (8%) j Xy
Contusion 7 (27%) 0 (0%) 0 (0%) < -
Hypertension 7 (27%) 1(4%) 1(4%) S —
Dyspnoea 5 (19%) 1 (4%) 0 (0%) % Sk g
Pruritis 5 (19%) 0 (0%) 0 (0%) & i &
Rash maculo-papular 5(19%) 0 (0%) 0 (0%) D
Blood creatinine increased 4 (15%) 0 (0%) 0 (0%) A
COVID-19 4 (15%) 1 (4%) 0 (0%) i i e T e
AE
Diarrhea 4 (15%) 0 (0%) 0 (0%) - .

. Dise. Due o susject chale — Ongoing
Petechiae 4 (15%) 0 (0%) 0 (0%) | : | : | | . ; | | | : ; : ;
Platelet count decreased 4 (15%) 1(4%) 0 (0%) 0 1 2 3 4 5 & ¥ 2 g 10 11 12 13 14

Ionth *
Dita Extract Date i S0JUH2022. Data Cratedf Dt e 1672022,
#Nfonth s defined = 2 duration of 28 das, which s equiralent to 3 trestme. cyele fir HIE2127
Frogram: BVHEDDL Biostate \WRE2 127 H2E 2127001 ad 202 2q 3 Chapant <\ TLFP GRS ok cae Smamrce: aadel yoexye depct  2OJTILZD:13:33

k Mato et al. ASH 2022, A#965/




» Fixed duration
» Low concerns for bleeding or

e
Chemo-Free Options: BTKi vs BCL2i-Based Therap

Oral, no need for infusion
Easy/convenient to start

™
y

BCL2i + Anti-CD20 BTKi

« Shortened PFS with high-risk
CLL

Pros cardiotoxicity « Performs well in all risk groups

» Performs well in low-risk CLL * Very low TLS risk

* Option to re-treat

* Need for anti-CD20 infusion  Lifelong commitment

« Complicated first 2 months » Bleeding and cardiotoxicity concerns
Cons * TLSrisk « No option to re-treat at progression
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CLL14: First-Line Obinutuzumab + Venetoclax or

Chlorambucil in CLL With Coexisting Medical Conditions

* Open-label, multicenter, randomized phase lll 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

+ Obinutuzumab IV 1000 mg Days 1, 8, 15 of cycle 1,
Patients with previously then 1000 mg Day 1 of cycles 2-6
untreated CLL and (n =216) = Venetoclax: 12

coexisting medical Chlorambucil: 12
conditions (CIRS >6 and/or

CrCl <70 mL/min) Chlorambucil PO 0.5 mg/kg Days 1, 15 of cycles 1-12 *  Obinutuzumab: 6
(N =432) + Obinutuzumab |V 1000 mg Days 1-2, 8, 15 of cycle 1,
then 1000 mg Day 1 in cycles 2-6
(n = 216)

Total 28-day cycles

* Primary endpoint: investigator-assessed PFS
« Secondary endpoints: IRC-assessed PFS, ORR, MRD negativity, OS, safety

K Fischer et al. N Engl J Med. 2019; Al-Sawaf et al. Lancet Oncol. 2020; Al-Sawaf et al. EHA 2021; Burger et al. N Engl J Med. 2020./
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CLL14: PFS

Median observation time 65.4 months

80 =

70 =

60

End of treatment

50

Cum Survival

40 =

30 -

20 7

10

—_— Venetéclax—obinutuzumab
—_— Chlora;mbucil—obinutuzumab

Median PFS
Ven-Obi: not reached
Clb-Obi: 36.4 months

5-year PFS rate
Ven-Obi: 62.6%
Clb-Obi: 27.0%

HR 0.35, 95% CI [0.26-0.46]
P<0.0001

0 | 1
0 6 12

Ven-Obi 216 196 192
Clb-Obi 216 185 185

I ! ! I T I I I I I
18 24 30 36 42 48 54 860 66 72

Time to Event [PFS] from Randomization (months)

183 177 169 160 147 134 123 a7 35 4
154 130 118 10 75 64 53 39 21

—

Fischer et al. N Engl J Med. 2019; Al-Sawaf et al. Lancet Oncol. 2020; Al-Sawaf et al. EHA 2021; Burger et al. N Engl J Med. 2020./
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CLL14: EOT MRD, and MRD Dynamics

End of treatment MRD status in peripheral blood, by NGS
100
90 —

80 -

Cum Survival
3
I

40 —
30 =
MRD < 10°
20 1 MRD 2 105 and < 109
MRD z 10~ and < 10+
10 MRDz 104
0 | — I I T I | I I I
0 6 12 18 24 30 36 42 48 54 60 66 72
Time to Event [PFS] from Last Treatment Exposure (months)
MRD = 10® a0 90 86 B4 i i m (7] 48 21 2 o o
MRD = 10% and < 10-* 58 54 54 53 51 44 38 3 30 14 3 ] 0
MRD = 10-%and < 10+ 23 3 2 20 20 18 17 16 13 & 1 o 1]
MRD = 104 2 20 14 12 " a g g [ 3 0 1] 1]

Depths of remission beyond 10 correlates with long-term PFS

Fischer et al. N Engl J Med. 2019; Al-Sawaf et al.

Percent

SCRN CID1  CSD1 C12D1 FU3 FUG

FUg FUIZ FUIS  FUIB  FU24  FU30 FU36  Fu42

100

80

60 -

40

20

. 8
]
Lle

MRD:
B <106 B >=10%6and<10~5 0O >=10~5and<10%4 @ L-MRD
|m H-MRD B Missing @ PD/Death O Withdrew

39 (18.1%) of patients had sustained MRD <10+ after 4 years

Lancet Oncol. 2020; Al-Sawaf et al. EHA 2021; Burger et al. N Engl J Med. 2020./
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PFS by TP53

Median observation time 65.4 months

100
90

Cum Survival
[%;]
[=]
1

Median PFS
Ven-Obi & no TP53del/mut: NR
Ven-Obi & TP53del/mut: 49.0 m

Clb-Obi & no TP53del/mut: 38.9 m
Clb-Obi & TP53del/mut: 19.8 m

40 *|
30 _I
20— Ven-Obi & TP53 deletion and/or mutation
-=-=- Ven-Obi & none I'if-"
_| —— Clb-0bi & TP53 deletion and/or mutation
10 [ - Clb-Obi & none
07 I I ] I I I I I T T ] ]
0 6 12 18 24 30 36 42 48 54 60 66 72
Time to Event [PFS] from Randomization (months)
fan-Obi & TFP53 delimut 25 22 21 19 17 16 15 14 12 1 6 1 0
Ven.Obi & none 184 169 167 161 157 150 142 130 19 100 89 33 4
Clb-Obi & TPS3 delimul 24 20 19 13 10 g ] 5 4 3 2 2 0
Clb-Obi & none 1684 168 160 135 17 106 90 68 58 48 36 18 1

Fischer et al. N Engl J Med. 2019; Al-Sawaf et al. Lancet Oncol. 2020; Al-Sawaf et al. EHA 2021; Burger et al. N Engl J Med. 2020./

CLL14: PFS by TP53 and IGHV Status

PFS by IGHV

Median observation time 65.4 months

Median PFS
Ven-0Obi & IGHVmut: NR
Ven-Obi & IGHVunmut: 64.2m

100 Clb-0Obi & IGHVmMut: 59.9m
90 — Clb-Obi & IGHVunmut: 26.9m
80
R
= 70
=
2 60 —
3
w50
£
o 40
30 - i
ooy
20 =| —— Ven-Obi & IGHV mutated - “
===+ Ven-Obi & IGHV unmutated - “Hy _
10 = —— Clb-Obi & IGHV mutated b PO
-==.  Clb-Obi & IGHV unmutated
0 | T T ] | ] T | | | I ]
0 6 12 18 24 30 36 42 48 54 60 66 72
Time to Event [PFS] from Randomization (months)
Ven-Otn & IGHV mutated 76 70 [::] 66 65 62 81 59 56 53 45 18 3
Ven-Obi & IGHV unmutaled 121 10 109 107 100 95 89 m (] 64 48 16 1
Clb-Otn & IGHV mutaled 83 T 76 T 66 60 57 46 40 w F.l 17 0
Chb-Obi & IGHV unmutated 123 110 10m 5 50 53 41 26 ral 14 8 3 1
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CLL13 Trial: A Randomized Phase Ill Trial

First-Line Venetoclax Combinations in TN CLL

CIT Primary endpoints
<65, FCR « MRD4 at 15 months
>65, BR « PFS

Secondary endpoints
« ORR/CR
« OS

» CIRS <6 N _— g e TTNT
 Normal Creatinine clearance
* QoL

«  No TP53 aberrancy > GVe

TN Fit CLL (920)

—> GlVe

Rituximab 375 (500) mg/m®iv c 1-6 (before chemo) Obinutuzumab 1000 mg iv (c1 d1(2)/8/15, c2-6 d1) Rituximab 375 (500) mg/m?iv (¢1 - 6, d1) Obinutuzumab 1000 mg iv (c1 d1(2)/8/15, c2-6 d1)
Fludarabine 25 mg/m?ivc 1-6 d 1-3 Ibrutinib d 1-MRD-/PD 420 mg po daily for up to 36 Venetoclax ¢1 d22 — ¢12 d28 400 mg po daily (ramp-up)  Venetoclax ¢1 d22 - ¢12 d28 400 mg po daily (ramp-up)
Cyclophosphamide 250 mg/m’ive 1-6d 1-3 month or until MRD negativity is achieved,
(or) Bendamustine 90 mg/m?c 1-6 d1,2 Venetoclax c1d 22- ¢12 d28 400 mg po daily (ramp-up)

k Eichhorst et al. N Engl J Med. ZOZQy
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CLL13 Trial: A Randomized Phase Ill Trial

First-Line Venetoclax Combinations in TN CLL

Progression-free Survival, All Patients

100-
90- Venetoclax—obinutuzumab—ibrutinib
X 380-
o Venetoclax—obinutuzumab
v} 70+
o
© 604 L
o ;
= 504 M Chemoimmunotherapy
2 404
= 304
€ Venetoclax—rituximab
S 20
(9
104
0 T T T T 1
. 4 4
Median follow-up v = . e " o
time: 38.8 months Months
No. at Risk
Chemoimmunotherapy 229 197 172 98 28 0
Venetoclax—rituximab 237 226 212 119 32 0
Venetoclax—obinutuzumab 229 271 208 125 42 0
Venetoclax—obinutuzumab—ibrutinib 231 227 217 132 44 0

Eichhorst et al. N Engl J Med. 2023y
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CLL13 Trial: A Randomized Phase Ill Trial

First-Line Venetoclax Combinations in TN CLL

Progression-free Survival, Patients with Unmutated IGHV

Venetoclax—obinutuzumab

Venetoclax—rituximab

T

. 90+ Venetoclax—obinutuzumab—ibrutinib

X 80-

@

§ 70

T 60

v}

£ 50+

2 40-

= 30-

€ 20

(9

10—
0 I | I | 1

Median follow-up ¢ = # - i o
time: 38.8 months Months
No. at Risk
Chemoimmunotherapy 131 108 88 48 14 0
Venetoclax—rituximab 134 128 119 67 20 0
Venetoclax—obinutuzumab 130 125 116 74| 21 0
Venetoclax—obinutuzumab—ibrutinib 123 121 i WY 70 22 0

Chemoimmunotherapy

Eichhorst et al. N Engl J Med. 2023y
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MAJIC Trial: A Randomized Phase lll Trial

Acalabrutinib + Venetoclax Vs. Venetoclax + Obinutuzumab In TN CLL/SLL

MAJIC schema

Arm A Acalabrutinib (A) 100 mg po BID,
Venetoclax (V) 400 mg po daily (C3D1-C14), including 5 week ramp up
STOP if uMRD and at least PR. If MRD+ continue AV to 24 months

Arm B Venetoclax (V) 400 mg po daily (C1D22—-C12), including 5 week ramp up
Obinutuzumab (O) 1000 mg iv. (C1D1-2/8/15, C2-6 D1)
STOP if uMRD and at least PR. If MRD+ continue V to 24 months

PB MRD (clonoSEQ & flow)
BM MRD (flow)

Arm A
= A Acalabrutinib
_5 Vv Venetoclax
E § Ci3Di :
E Arm B 3 A 1:
<) (7))
° Vv
& .

| | _

Months 0 1 2 6 12 14 24
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BRUIN CLL-314: A Randomized Phase lll Trial

Pirtobrutinib Vs. Ibrutinib in TN and R/R CLL/SLL

Confirmed CLL/SLL with no prior BTK
inhibitor treatment; may be treatment naive

l

Randomize 1:1
I

Pirtobrutinib® Ibrutinib®

Primary endpoint:

Overall response rate as assessed by
Independent Review Committee (IRC)

The primary objective is a non-inferiority ORR.
Superiority of pirtobrutinib vs. ibrutinib in EFS and PFS are key secondary objectives.




[lark G

CLL Questions?
nsaba@tulane.edu
423-946-1366



mailto:nsaba@tulane.edu
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