First Disclosure of Frontline Treatment With the Selective CDK4 Inhibitor BGB-43395 in Combination
With Letrozole for Metastatic HR+/HER2- Breast Cancer: A Phase 1 Safety Expansion
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AN M E T H O D S Safety Outcomes * TRAEs led to dose modification in 33 of 58 (56.9%) patients—the median relative dose intensities Anti-Tumor Activity
CONCLUS'ONS The Phase 1a/lb BGB-43395-101 (NCTO6120283) first-in-h abel multicenter study h * The overall toxicity profile of BGB-43395 was manageable across 240 mg and 400 mg BID arms, were: 240 mg, 99.6%; 400 mg, 96.8%; and 600 mg, 65.2% ° BGB-43395 + letrozole demonstrated deep responses (Table 4 and Figure 6)
y e Phase 1a - - irst-in-human open-label multicenter stu as L
dose-escalation. optimization, and expansion components (Fi urz 2) Y where the majority of treatment-emergent adverse events (TEAE) were grade 1/2 (there were * Rates of hematologic TRAEs were low and predominantly grade 1/2 across dose levels (Table 3)
» OP ’ P P g 3 grade 4 events [bilirubin conjugated increased, gamma-glutamyltransferase increased, and : :
) : : : . : — There were no grade >3 hematologic TRAEs with BGB-43395 400 mg BID + letrozole
urinary tract infection] and 1 grade 5 pancreaticobiliary carcinoma; not treatment related) (Table 2)

* BGB-43395 is a novel CDK4 inhibitor with high potency and selectivity for tumors with - Median time-to-response was 3.7 (range 1.6-6.0) months

high CDK4 dependency, with the potential to minimize off-target toxicity

* BGB-43395, in combination with letrozole, demonstrated a favorable risk-benefit profile
as frontline (1L) treatment for HR+/HER2- breast cancer; BGB-43395 400 mg BID was
chosen as the recommended phase 3 development dose (RP3D)

— Data for median duration of response and PFS were not yet mature; the 6-month PFS rate in
the 400 mg BID arm was 94.7% (95% ClI, 68.1-99.2%)

" Rates ot grade 23 TEAEs and TRAEs were higher for the BGB-43395 600 mg BID + letrozole arm * BGB-43395 + letrozole demonstrated strong pharmacodynamic effects, indicated by TK1 reduction
° The most common TRAEs were mostly grade 1/2 across all dose levels (Figure 3) Table 3. Treatment-Related Hematologic Adverse Events by Dose Arm (SE2) and ctDNA decrease

- BGB-43395 was administered orally as monotherapy (for solid tumors with known CDK4
dependency) or in combination with endocrine therapy (for HR+/HER2- breast cancer)

Figure 2. Study Design
— Notably low rates and grades of hematologic toxicities; there were no grade >3

hematologic events at the RP3D BGB-43395
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— Gastrointestinal (Gl) toxicity was manageable
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— No treatment-related adverse event (TRAE) led to discontinuation of study treatment 240 mg BID 400 mg BID 600 mg BID (n=19) (n=19) (n=20) 22: '433;39'3 E(c);c? '433;39'3 ng: '433;[5)
at RP3D Part 1A: BGB-43395 monotherapy SE1: 2L+ HR+/HER2- BC + letrozole + letrozole + letrozole mg mg mg
Solid tumors 3 dose levels Parameter, n (%) (n=19) ) (n=20) Hematologic adverse event,n (%)  Allgrades Grade>3 Allgrades Grade>3 Allgrades Grade >3 Outcomes . * letrozole * letrozole * letrozole
— Antitumor activity in 1L treatment of patients with advanced HR+/HER2- breast cancer 20 m;°:§s‘;§(‘)";'fg - BGB-43395 + fulvestrant (responses by investigator per RECIST 1.1) (n=19) (n=19) (n=20)
. . ) Patient with any TEAE 18 (94.7 19 (100 20 (100 i
was promising - y Y 547 199 (100 :::I:g::z:i:w"t decreasedandjor g 3 1(5.3) 4 (21) 0 4(200)  2(10.0) Best overall response, n (%)’
* In an additional interim study, Gl toxicity was reduced by administering BGB-43395 RP3D ( A Treatment related 17(89.9) 19 (100) 20 (100) Complete response 1(5.3) 0 0
. . Part 1B: BGB-43395 + fulvestrant SE2: 1L HR+/HER2- DE2: 1L HR+/HER2-
with food vs without food 2;+ HR+/HER2- CD3K<:I4/6i-r:aiveI BC CDK4/6i-naive BC Related to BGB-43395 17 (89.5) 19 (100) 20 (100) Platelet count decreased and/or 1 (5.3) 0 0 0 1 50} 0 Unconfirmed partial response 13 (68.4)° 14 (73.7)° 11 (55.0)
: : . : : dose level 2 dose level : : : . .
— Meaningful reductions of all grade treatment-related Gl toxicities during the first 2 120 mg ab . 800 :19 BID BGB.43395 + letrozole el ar e Related to letrozole 8 (42.1) 10 (52.6) 11 (55.0) Thrombocytopenia Confirmed partial response 12 (63.2) 12 (63.2) 1(55.0)
cycles were observed - y, (N=58) (N=40) Stable disease 5 (26.3) 7 (36.8) 8 (40.0)
Grade >3 TEAE 8 (42.1) 7 (36.8) 14 (70.0) ,
B L r 2 Anemia 2 (10.5) 0 6 (31.6) 0 4 (20.0) 1(5.0) o
Lower rates of grade 1 Gl toxicities and no grade >2 Gl events B Iy, celnted to BOB43395 - A@d L Progressive disease 1(5.3) 0 0
* KANDELA-302 (NCT07492641), an open-label, randomized, multicenter phase 3 study, gligdaSiss Abbreviation: BID, twice per da Not evaluable 0 0 1(5.0)
6 dose levels . . ) Y.
will evaluate the efficacy and safety of BGB-43395 400 mg BID + letrozole vs CDK4/6i 120 mg QD - 800 mg BID Serious TEAE 5(15.8) 5(15.8) 4(20.0) Unconfirmed ORR (95% Cl), % [n] 73.7 (48.8-90.9) [14] 73.7 (48.8-90.9) [14] 55.0 (31.5-76.9) [11]
(investigator’s choice of abemaciclib, palbociclib, or ribociclib) + letrozole as 1L therapy in ~ / Study endpoints Related to BGB-43395 2 (10.5) 1(5.3) 4 (20.0) :
- ~ Confirmed ORR (95% Cl), % [n] 68.4 (43.4-87.4) [13] 63.2 (38.4-83.7) [12] 55.0 (31.5-76.9) [11]
atients with HR+/HER2- advanced/metastatic breast cancer Primary (SE2): Safety : . : : : : — : — ———
. Part 1D: BGB-43395 + elacestrant Secondary (SE2): ORR, DOR, TTR, PK TEAE leading to death 0 1(5.3) O Effect of Administration With/Without Food on Gl TRAEs Disease control rate (95% Cl), % 94.7 (74.0-99.9) 100 (82.4-100) 95.0 (75.1-99.9)
2L+ ER+/HER2- Exploratory (SE2): PFS, PD o i i i i = = . . .
> dose levele Adeitional (SE2 + DE): Gl AES for acministration with ve without food Treatment related 0 0 0 Interim co.mblned Cycle 1 and Cycle 2 data for patients in cohorts SE2 (n .19) al.wd DE2 (n=20) Clinical benefit rate (95% Cl), % 94.7 (74.0-99.9) 94.7 (74.0-99.9) 75.0 (50.9-91.3)
| N T R O D U C T | O N g p TEAE leading to treatment discontinuation 1(5.3) 1(5.3)° 1(5.0)c treated with BGB-43395 400 mg BID + letrozole showed that administration with food reduced Al responses confirmed unless noted.
Gl TRAEs (Figure 4 i i i i i i
Abbreviations: BID, twice AE, adverse events; BC, breast cancer; BID, twice per day; DOR, duration of response; Gl, gastrointestinal; ORR, Related to BGB-43395 1(5.3) 0 1(5.0) (Fig ) isy tthe datTICUtOﬁ date ?f Apr|I|3tO, 2026,{0r|1e patient with Tnbl:nzc?nflrme]ij p:t;al resEonse remained on treatment.
. L : : : ' 4 : : objective response rate; PD, progressive disease; PFS, progression-free survival; PK, pharmacokinetics; TTR, time to response. — Compared with those in the without food group, patients in the with food group had lower rates S5t OVETATI TESPONSE Of COMPIELE OF PATHAl TESPONSE, OF STAbIE dISEase Tof 227 WEEKs.
Cyclin-dependent kinase 4 (CDK4), in complex with cyclin D, plays a critical role in regulating the TEAE leading to treatment modification 7 (36.8) 10 (52.6) 16 (80.0) ) Abbreviations: BID, twice per day: ORR, overall response rate.
G1-to-S phase transition of the cell cycle by phosphorylating the Rb protein and enabling release SETIRIT ey e of Gl TRAEs, all of which were grade 1
of E2F transcription factors, a pathway frequently dysregulated in HR+/HER2- breast cancer’ Key Eligibility Criteria (SE2 and DE2) U ZRE [epeling e [BIEE-2 8320 ot iesior Aces) 12 151200) - T :
! * Adults with advanced or metastatic HR+/HER2- breast cancer with no untreated or uncontrolled | | * The per-cycle rate of grades 2 and 3 diarrhea events was low and decreased with time (Figure 5) Fi 6. Waterfall Plot Showina Best P - Ch F Baseli
. . . N igure 6. Waterfall Plo owing Best Percentage Change From Baseline
* Targeting CDK4/6 has become an effective therapeutic strategy, with inhibitors such as brain metastases Dose interruption 7(36.8) 10 (52.6) 14 (70.0) . .
palbociclib, ribociclib, and abemaciclib approved in combination with endocrine therapy : . L : : Dose reduction 4 (211 9 (47.4 14 (70.0 (Conf'rmed Responses by Investigator per RECIST 1°1)
: : : : * No prior systemic therapies in the advanced or metastatic setting (21 (47.4) (70.0)
(eq, letrozole or fulvestrant) for patients with HR+/HER2- advanced breast cancer and high-risk . _ BGB.-43395—related TEAE leading t . . . .
early breast cancer?? * Use of GnRH agonists required for premenopausal females BGB:43395_|1:idai1$cation eading to 7 (36.8) 10 (52.6) 16 (80.0) Figure 4. Gl TRAEs Occurring During the First 2 Cycles for BGB-43395 400 mg BGB-43395 400 mg BID + Letrozole
~ However, acquired resistance and treatment-limiting toxicities highlight the need for more * Other inclusion criteria included measurable disease per RECIST v1.1 and ECOG performance BID + Letrozole With vs Without Food (Combined Data From SE2 and DE2)
o . o N , . Dose interruption 6 (31.6 10 (52.6 14 (70.0
selective and potent CDK4 inhibitors with improved tolerability to improve clinical outcomes status <1 P 510 20) (70.9) Without food (n=31) With food (n=8) 60 - o N
. BGB-43395 is a potent, selective, and orally bioavailable CDK4 inhibitor that demonstrates strong Dose reduction 421 8 (42 1 (700 Grade 3| Grade 2 Grade Grade 1 50 - B Portiol Responee (Confrmed
selectivity for CDK4 over CDK6 (Figure 1) R E S U LT S aHepatc?to.xicity. bChole.c:ystitis. “Drug-induced liver injury. 100% — 40 . Stable Disease
Abbreviations: BID, twice per day; TEAE, treatment-emergent adverse event. 94%
Figure 1. Mechanism of Action of BGB-43395% * As of April 30, 2026, 58 patients in cohort SE2 received study treatment (BGB-43395 dose: 30 -
240 mg n=1; 400 mg n=19; 666 mg n=20) Figure 3. Most C >15% ll) TRAEs with BGB-43395 + Letrozole b 20 20 -
° ° og o H . I ure ) os ommon —_ overa s WI = e rozo e %
CDKA4 selective inhibitor CDK4 is a known ~ Median study follow-up was 12.5 (range, 3.1-15.2) months, 12.4 (range, 8.0-15.0) months, and g ) ( ? ) y e 0 -
\ oncogenic driver 10.8 (range, 3.2-12.9) months for the 240 mg, 400 mg, and 600 mg dose groups, respectively Dose Arm®(SE2) 2 ) & 0
\ ()] ()
\ . , - : : = 61% c 0
| Baseline characteristics were generally balanced between dose arms and cohorts (Table 1) Proportion of patients B Go%- —— =
| | P 0% 10% 20% 30% 40% 50% 60% 70% 80% 90%  100% % 6% § 10 -
| : 1 1 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1 1 1 J cC
: | ° ° ° ° ° (o) E - — -16
| i CDK6/, Hematopoiesis Table 1. Baseline Demographic and Disease Characteristics 240 mg 42% £ 42% g 20 20 55 g
| i ctmul — DE> Diarrhea |400 mg 53% 2 a0%- ™ o 30 - :
: | - % Y °
: | Cyclin D3/ BGB-43395 BGB-43395 BGB-43395 BGB-43395 600mg  30% 32X o S 40
| | 1 . - 40
| | 240 mg BID 400 mg BID 600 mg BID 400 mg BID 2= 0% 520, o
i i | + letrozole + letrozole + letrozole + letrozole 37% 5% 50% - ° @ -50 -
i i P Characteristic (n=19) (n=19) (n=20) (N=20) Nausea 53% e 329 = 60 -
| i + Median (range) age, years 43 (32-74) 61(33-76) 50 (31-73) 62.5 (34-75) 50% - 3% 20
| | 13% - -
I | P P Sex, n (%) 0%
| i P P S Female 18 (94.7) 19 (100) 20 (100) 20 (100) 26% CM% Diarrhea Nausea Vomiting 80 -
: : it % 2% 90 -
| | G2 Male 1(5.3) 0 0 0 Vomiting 26% - 90
| | % - 15%
| Cell cycle | Cell cycle Race, n (%) -100 -
' progression ; M progression Asian 3(15.8) 2 (10.5) 3 (15.0) 8 (40.0) s Figure 5. Prevalence of Treatment-Emergent Diarrhea (Grade >2), Pooled Over all Dose sUnconfirmed partial response.
i i Black or African American 0 2 (10.5) 3 (15.0) 5 (25.0) Anemia 21% % Levels (SE2 + DE2)? Abbreviation: BID, twice per day.
; G1 i G1 White 8 (42.1) 9 (47.4) 10 (50.0) 6 (30.0) 10%
i /‘ | /‘ Multiple 0 3 (15.8) 0 0 80% - REFERENCES
i | @ Other 8 (42.1) 3 (15.8) 4 (20.0) 1(5.0) 1% S M% Grade 2 " Grade 3 1. Fassl A, Geng Y, Sicinski P. CDK4 and CDK6 kinases: From basic science to cancer therapy. Science.
| | Li ' AN 5% | : :
| Cancer cell | HSC self renew ECOG PS, n (%) 'pase increased | AR K 2022:3/5(6577):eabelas. . | | o .
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| roliferation | and differentiation 0 14 (73.7) 10 (52.6) 10 (50.0) 8 (40.0) 60% - similarities and differences. Drugs. 2021;81:317-31.
\ / . ;
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In breast cancer In bone marrow : : - ° = 3 dependent kinase 4/6 inhibitors clinical impact and safety in metastatic breast cancer: a systematic review and sensitivity-
IV!edlan .(range.) time fron.l initial 0.36 (01-27.2) 0.40 (01-191) 0.60 (01-25.3) 0.28 (01-21.8) Abdominal pain [5%" Pt analysis. EClinical Medicine. 2023;56:101824.
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for bett ’ £ CDKA than CDKA/61 ! De novo disease, n (%) 16 (84.2) 11(57.9) 14 (70.0) 14 (70.0) & Symposium; December 10-13, 2024; San Antonio, TX.
or petier coverage o an I [a)
9 Visceral metastases, n (%) 10 (52.6) 15 (78.9) 18 (90.0) 13 (65.0 16%
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1L treatment of patients with advanced or metastatic HR+/HER2- breast cancer (Safety Expansion Republic of Moldova 2 (10.5) 0 1(5.0) 0 Arthralgia :6% oo 10% 9% 9% 9% 8% 6% 6% 2% 3%
Cohort 2 [SEZ2]) Thailand 0 0 1(5.0) 0 0
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— We also present data from an evaluation of the effect of administration of BGB-43395 with vs
without food (pooled data from SE2 and Dose Expansion Cohort 2 [DE2))
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Abbreviations: BID, twice per day; DE2, dose expansion cohort 2; ECOG PS, Eastern Cooperative Oncology Group performance score;
SE2, safety expansion cohort 2.

aAll doses administered without food.

@ Maximum reported grade.
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