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Tacabrutideg (BGB-16673): A Potential First-in-Class BTK Degrader
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+ Patients with CLL/SLL experience disease progression with BTK inhibitors, which can @ CIyary comprex formation

be caused by resistance mutations in BTK'-3 E2 BGB-16673 é
+ Tacabrutideg is a potential first-in-class oral BTK degrader that induces BTK |7~ > IigEaie " @

degradation through the proteasome pathway, leading to tumor regression®
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function, in contrast to BTK inhibitors that only block kinase activity6’ @ Target degradation

— A single tacabrutideg molecule can degrade multiple BTK proteins’ @@’@
------- » — Ub)

— Demonstrates CNS penetration in preclinical models® E2

. . . . E3
—  Drives robust clinical responses across several B-cell malignancies® ligase
* Here, we report updated safety and efficacy results for phase 1 of the CaDAnCe-101 ‘e Proteasome

trial in patients with R/R CLL/SLL .c"),‘,-_ ) —
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BTK, Bruton tyrosine kinase; CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; CNS, central nervous system; R/R, relapsed/refractory; Ub, ubiquitin.

1. Moreno C. Hematol Am Soc Hematol Educ Program. 2020;2020:33-40; 2. Woyach JA, et al. N Engl J Med. 2014;370:2286-2294; 3. Wang E, et al. N Engl J Med. 2022;386:735-743;

4. Feng X, et al. EHA 2023. Abstract P1239; 5. Wang H, et al. EHA 2023. Abstract P1219; 6. Békés M, et al. Nat Rev Drug Discov. 2022;21(3):181-200; 7. Chirnomas D, et al. Nat Rev Clin
Oncol. 2023;20(4).265-278; 8. BeOne Medicines, Ltd. Data on File; 9. Seymour JF, et al. ASH 2023; Abstract 4401.



CaDANCe-101: CLL/SLL-Inclusive Cohorts

(Bcég':‘gg_,e;?& Part 1: Monotherapy dose finding?
Part 1a: Dose escalation® Part 1b: Safety expansion

Key eligibility criteria Selected R/R B-cell malignancies
« Meets iwCLL 2018 criteria (MZL, FL, MCL, CLL/SLL, WM, DLBCL, RT) Selected R/R B-cell malignancies
for treatment nsr2 (MZL, MCL, CLL/SLL, WM)
Oral, QD, 28-day cycle n<120
>2 prior therapies, Doses: 50 mg, 100 mg, 200 mg,
including cBTKi if approved 350 mg, 500 mg, 600 mg \ /
for their disease Part 1e: Additional safety expansion
ECOG PS 0-2 (0-1 in the Selected R/R B-cell malignancies
={V)) (Japan only)
. (MZL, FL, MCL, CLL/SLL, WM)
» Adequate organ function n=6-9
| J

Key objectives for part 1

* Primary: safety® and
tolerability, MTD, and
RDFE

» Secondary: PK, PD,

and preliminary antitumor

activityd
aData from gray portions of the figure are not included in this presentation.*Treatment was administered until progression, intolerance, or other criteria were met for treatment discontinuation.
cSafety was assessed according to National Cancer Institute Common Terminology Criteria for Adverse Events v5.0 in all patients and iwCLL hematologic toxicity criteria in patients with CLL.
dResponse was assessed per iwCLL 2018 criteria with partial response with lymphocytosis modification for CLL and per 2014 Lugano criteria for SLL, with the first response assessment after
12 weeks of treatment.
BTK, Bruton tyrosine kinase; cBTKi, covalent Bruton tyrosine kinase inhibitor; CLL/SLL, chronic lymphocytic leukemia/small ly mphocytic lymphoma; DLBCL, diffuse large B-cell lymphoma;
ECOG PS, Eastern Cooperative Oncology Group performance status; FL, follicular lymphoma; GCB, geminal center B cell; iwCLL, International Workshop on Chronic Lymphocytic Leukemia;
MCL, mantle cell ymphoma; MTD, maximum tolerated dose; MZL, marginal zone lymphoma; PD, pharmacodynamics; PK, pharmacokinetics; QD, once daily; R/R, relapsed/refractory; 4
RDFE, recommended dose for expansion; RT, Richter transformation; WM, Waldenstrom macroglobulinemia.




Baseline Patient Characteristics
Heavily pretreated, with high-risk CLL features

Total
(N=67)

Age, median (range), years 70 (47-91) No. of prior lines of therapy, median (range) 4 (2-10)

Male, n (%) 46 (68.7)

ECOG PS, n (%) Prior therapy, n (%)

0 38 (56.7) Chemotherapy 48 (71.6)
! 28(41.8) cBTK inhibitor 63 (94.0)
2 1(1.5)

CLL/SLL risk characteristics, n/N (%) ncBTK inhibitor 14 (20.9)
Unmutated IGHV 43/56 (76.8) BCL2 inhibitor 55 (82.1)
del(17p) and/or TP53 mutation 44/67 (65.7)

Complex karyotype (23 abnormalities) 23/43 (53.5) cBTK + BCL2 inhibitors (no ncBTK inhibitor) 43 (64.2)

Mutation status, n/N (%) cBTK + ncBTK + BCL2 inhibitors 12 (17.9)
BTK mutation present 25/66 (37.9) Refractory to last cBTK inhibitor + last BCL2 inhibitora  37/41 (90.2)
PLCG2 mutation present 10/66 (15.2)

BTK and PLCG2 mutation present 5/66 (7.6) Discontinued prior BTK inhibitor due to PD, n/N (%)* 56/63 (88.9)

Data cutoff: February 25, 2026. Median study follow-up: 25.4 (range, 0.3-40.1) months.

aRefractory status in 14/55 patients with prior cBTK inhibitor and BCL2 inhibitor is unknown. ®The remaining seven patients discontinued prior BTK inhibitor due to toxicity (n=4) and other (n=3).
BCL2, B-cell ymphoma 2; BTK, Bruton tyrosine kinase; cBTK, covalent Bruton tyrosine kinase; CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma;

ECOG PS, Eastern Cooperative Oncology Group performance status; IGHV, immunoglobulin heavy chain variable region; ncBTK, nonmvalent Bruton tyrosine kinase; PD, progressive disease; 5
PLCG2, phospholipase C gamma 2.



Overall Safety Summary
Tolerable safety profile

Patients, n
Any TEAE 65 (97.0)
Any treatment-related 52 (77.6)
Grade =3 42 (62.7)
Treatment-related 23 (34.3)
Serious 36 (53.7)
Treatment-related 9 (13.4)
Leading to dose reduction 9 (13.4)
Treatment-related 5(7.5)
Leading to treatment discontinuation 12 (17.9)
Treatment-related 4 (6.0)
Leading to death 5(7.5)
Treatment-related 0

Median duration of exposure: 18.2 (range, 0.2-36.4) months.
TEAE, treatment-emergent adverse event.




All-Grade TEAEs in 210% of All Patients

 Grade 23 neutropenia: n=17 (25.4%); .
15 patients (22.4%) had grade 22 c _ Fa_tl_slue
neutropenia at baseline ontusion (bruising)

Diarrhea
— Febrile neutropenia: n=1 Neutropenia® 5
- Grade 23 infection: n=24 (35.8%) Anemia
Pneumonia
* Atrial fibrillation: n=3 (grade 1 and 2); Couah 19
all transient (2 of them lasting 1 day and all Thrombocytopenia® 9
in the context of infection and PD) COVID-19 16
. Lipase increased 12
* Treatment-related major hemorrhage?: n=2 P Dyspnea 15
(one grade 3 subdural hematomg and one Edema peripheral 15
grade 3 post-procedural hematuria) Pyrexia 15
+ No new cases of atrial fibrillation, major Arthralgia 13 " Grade 23
hemorrhage, and invasive fungal infections Nausea 13 Grade 112
since the last data cutoff (August 22, 2025) _ Sinusitis 13
Upper respiratory tract infection 12
Amylase increased 10
0 5 10 15 20 25 30 35 40
Data cutoff: February 25, 2026. Median duration of exposure: 18.2 (range, 0.2-36.4) months. Patients, %
The values of any-grade TEAEs have been calculated from individual grade 1/2 and grade =3 values rounded to the nearest whole number.
aGrade 23, serious, or any central nervous system bleeding. PNeutropenia combines preferred terms neutropenia and neutrophil count decreased. °Thrombocytopenia combines preferred
terms thrombocytopenia and platelet count decreased. 7

PD, progressive disease; TEAE, treatmentemergent adverse event.



Rapid and Sustained Cytopenia Improvement in Patients With
Treatment Response

Platelet Count in Patients Who Had
Baseline Thrombocytopenia and Responded to Treatment

350+
Baseline W9ID1 3004 o Mean
Platelet count,? 62.5 133.5 ~ Median
median (range), 10%/L (11.0-96.0) (40.0-276.0) ; 250+
Neutrophil count, 1.1 2.6 = 2001
median (range), 10%L  (0-1.4) (0-6.6) g
£ 1501
Baseline W13D1 o
Hemoglobin level,° 98.5 110.5 1001 - B rT- [ E R I TTTTTTTY
median (range), g/L  (71.0-109.0) (87.0-128.0) 50
0’\\000"0'\ S SRS S S S S S o o O S
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FIP LTI IFFE ¢ ¢ ¢ & & ¢
Visit
No. of patients
222220 22 22 21 22 22 21 18 17 16 16 15 10 7 7

aln n=22 patients. In n=13 patients. ¢In n=24 patients. 8
W, week; D, day.



Overall Response Rate

High and durable responses, particularly at the RP2D of 200 mg

50 mg 100 mg

200 mg

(n=1)

(n=22)

ORR, n (%)* 1(100) 17 (77.3)
Best overall response, n (%)
CRI/CRI 0 1(4.5)
PRP 1 (100) 14 (63.6)
PR-L 0 2(91)
SD 0 5(22.7)
PD 0 0
Discontinued prior to first assessment 0 0
Median time to first response (range), 29 28
months® (2.9-2.9) (2.0-6.2)
Median time to best response, (range), 29 29
months (2.9-2.9) (2.0-11.1)
Median duration of response, (range), NE 16.6
months (24.9-249) (1.1-16.6)

(n=17)
16 (94.1)

1(5.9)
14 (82.4)
1(5.9)
0
1(5.9)
0

2.8
(2.7-8.3)
3.5
(2.7-25.8)
20.6
(0.0-33.1)

11 (73.3)

0
11(73.3)
0
0
1(6.7)
3(20.0)
2.9
(2.6-19.4)
5.6
(2.6-19.4)
NE
(2.8-23.5)

12 (100)

0
11 (91.7)
1(8.3)
0
0
0
2.8

(2.7-13.8)

8.4

(2.7-13.8)

16.2

(2.7-27.6)

aProportion of patients who achieved a best overall response of PR-L or better. 19 / 51 PR pts had node normalization. cFirst response was assessed at 12 weeks.
CR, complete response; CRi, complete response with incomplete marrow recovery; NE, not evaluable; ORR, overall response rate; PD, progressive disease; PR, partial response;

PR-L, partial response with lymphocytosis; RP2D, recommended phase 2 dose; SD, stable disease.

57 (85.1)

2 (3.0)
51 (76.1)
4 (6.0)
5 (7.5)
2 (3.0)
3 (4.5)

2.8
(2.0-19.4)

55
(2.0-25.8)

20.7
(0.0-33.1)



High Overall Response Rates in High-Risk Subgroups

Characteristic, n/N with known status (%)

Prior cBTKi + BCL2i (no ncBTKi) 40/43 (93.0)
Prior cBTKi + ncBTKi + BCL2i 9/12 (75.0)
Refractory to last cBTKi + last BCL2i 31/37 (83.8)
5 or more prior lines of therapy 25/29 (86.2)
del(17p) and/or TP53 mutation 35/44 (79.5)
Unmutated IGHV 38/43 (88.4)
Complex karyotype (23 abnormalities) 17/23 (73.9)
BTK mutation 19/25 (76.0)
PLCG2 mutation 9/10 (90.0)

aPR-L or better.
BCL2i, B-cell ymphoma 2 inhibitor; BTK, Bruton tyrosine kinase; cBTKi, covalent Bruton tyrosine kinase inhibitor; IGHV, immunoglobulin heavy-chain variable region;
ncBTKi, noncovalent Bruton tyrosine kinase inhibitor; ORR, overall response rate; PR-L, partial response with lymphocytosis.

10



Progression-Free Survival
Durable PFS in heavily-pretreated patients across all dose levels in phase 1

100
90+
807
707
607
507
407
307
207
10

PFS probability, %

Median PFS: 24 .4 (range, 0-35.9+) months
Median study follow-up: 25.4 (range, 0.3-40.1+) months

24-month PFS rate:
53.8% (95% ClI, 38.8%-66.6%)

3 6 9 12 15 18 21
Months

No. at risk:

67

61 54 49 46 35 30 21

Data cutoff: February 25, 2026.
PFS, progression-free survival.

24 27 30 33 36

19 9 7 1 0

1"



Responses Occurred Regardless of Specific Mutations
Best overall response vs baseline mutation?2

BOR
Prior cBTKi
Prior ncBTKi ORR, % (n/N)®
CowT 90 (37/41)  BOR
C481S 82 (14/17) cR
C481R 75 (3/4) PR
, | C481Y 100 (1/1) PRL
S| T474l 75 (3/4) PD
§ | T4raN 0 (0/1) Prior cBTKi
5 | T474S 0 (0/1) HY
€| L528s 100 (1/1) N
i | v545¢C 100 (111) Prior ncBTKi
Q | Mma37K 100 (1/1) N
A428D 100 (2/2)
V416L 100 (1/1) "‘"Y
D43H 100 (1/1) HY
E7K 100 (111) BTK mutation status
PLCG2 B | 20 (9/10) H\'\/ﬂvl_.ll_taﬁon
BCL2 100 (22/22)
TP53 [ | f F 87 (33/38) Baseline mutation status
T H so(iane)  Juge ol
NOTCH1 93 (13/14) wWT
SF3B1 67 (8/12)

aGenomic mutations were centrally assessed by targeted next-generation sequencing. ®PNumber of responders/number of patients with mutation.
BOR, best overall response; BTK, Bruton tyrosine kinase; cBTKi, covalent Bruton tyrosine kinase inhibitor; CR, complete response; CRi, complete response with incomplete marrow recovery;
ncBTKi, noncovalent Bruton tyrosine kinase inhibitor; ORR, overall response rate; PD, progressive disease; PR, partial response; PR-L, partial response with lymphocytosis;

SD, stable disease; WT, wild-type. 12



Overall Survival
Favorable survival in heavily pretreated patients

100 1
90 {
80 +

L
et ————

70
60
50 -
40 1
30 1
20
10 -

OS probability, %

0

0 3 6 9 12 15 18 21 24 27
Months

No. at risk:
67 64 63 57 55 54 44 32 32 24

Data cutoff: February 25, 2026.
BTKi, Bruton tyrosine kinase inhibitor; CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; OS, overall survival.
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Separate Cohort 1F (BTKi—Naive Patients): Promising Safety and Efficacy

* 54 patients, including 29 with CLL/SLL (11 of them TN)

— Median follow-up: 8.3 months

— Median prior lines of treatment: 2 (range, 0-9)
« Safety

— 33.3% had grade =23 TEAEs

— No major hemorrhage, opportunistic infections
(including invasive fungal infections), or febrile
neutropenia

+ Efficacy for CLL/SLL (n=22, n<10 for other histologies)
— ORR: 86.4%

— No PFS events at 6 months

Data cutoff: December 15, 2025.

TEAESs in 210% of patients
with CLL/SLL

Contusion (bruising) 28

Neutropenia: [N R

Anemia 14

Petechiae 14

0 5 10 15 20 25 30
Patients, %

Grade 1/2 B Grade =3

Mocanu et al. EHA 2026. Poster PS1693

aNeutropenia combines preferred terms neutropenia and neutrophil count decreased. The values of any-grade TEAEs have been calculated from individual grade 1/2 and grade =3 values

rounded to the nearest whole number.

BTKi, Bruton tyrosine kinase inhibitor; CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; ORR, overall response rate; PFS, progression-free survival; R/R,

relapsed/refractory; TEAE, treatment-emergent adverse event; TN, treatment naive.

14



Conclusions

« The novel BTK degrader tacabrutideg (BGB-16673) demonstrated a tolerable safety profile, which was
consistent and expected for patients with R/R CLL/SLL who received multiple prior lines of therapy.

— No new safety signals were observed at a median duration of exposure of 18.2 months
— As of the data cutoff, 50.7% of patients remained on treatment
- Significant antitumor activity in heavily pretreated patients and those with high-risk features
— Response rates were high at 85.1% across all doses and 94.1% at RP2D (200 mg)
— The ORR was 83.8% in CLL/SLL that was refractory to last cBTK inhibitor and last BCL2 inhibitor

— Disease control was maintained as evidenced by a median PFS of 24.4 months with 25.4 months median
study follow up

— Favorable OS reported in heavily pretreated cohort with biological high-risk characteristics
« Favorable safety profile in BTKi—naive patients with promising response in patients with CLL/SLL

- Tacabrutideg is being evaluated in ongoing phase 2 and 3 studies in patients with R/R CLL/SLL

15
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