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First Results From a Phase 1, First-in-Human Study of the Bruton Tyrosine Kinase
Degrader BGB-16673 in Patients With Relapsed or Refractory B-Cell Malignancies
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INTRODUCTION RESULTS Table 2. Overall Safety Summary CONCLUSIONS

* Bruton tyrosine kinase (BTK) inhibitors have become a standard of care treatment for patients with Figure 3. Patient Disposition? Dationte. n (o 10(31729 20(_)1;\9 35?1;19 500_219 AIL[_);(s)es * Preliminary results from this ongoing, first-in-human study of the novel BTK degrader BGB-16673
chronic lymphocytic leukemia (CLL), Waldenstrom macroglobulinemia, mantle cell ymphoma (MCL), and atients, n (%) (n=14) (n=15) (n=13) (n=4) (N=50) demonstrate meaningful clinical responses with a short time to response in heavily pretreated patients
marginal zone lymphoma Treated (n=50) Any TEAE 4 (100) 13 (93) 13 (87) 12 (92) 4 (100) 46 (92) with a range of B-cell malignancies

*  However, many patients experience disease progression in part due to resistance mutations within BTK 128 mg E:jé)l) ?f[];issfeua?étrfstl:;:ito(:?fg) Any treatment-related 3(79) (79 8 (53) 8 (62) 2 (50) 32 (64) — In a high-risk, heavily pretreated population of patients with CLL/SLL all treated with cBTK inhibitors,
that arise during treatment with both covalent or non-covalent BTK inhibitors'? Enrolled (n=51) = 500 mgg (n=15) > . Adverse zvegnt (n=2) Grade 3 or higher 3 (75) 4 (29) 6 (40) 5 (38) 1(25) 19 (38) the ORR was 70%

* BGB-16673, a chimeric degradation activating compound (CDAC), is a bivalent molecule comprising a 350 mg (n=13) - Patient withdrawal (n=1) Treatment-related 2 (50) 4 (29) 2 (13) 3 (23) 0 122) * The safety profile of BGB-16673 appears tolerable to date with a single DLT (rash) reported and the study
BTK-binding moiety + linker + E3 ligase binder (Figure 1); engagement of the drug with BTK activates the 500 mg (n=4) grade 3 or higher continues
ubiquitination pathway, resulting in degradation of BTK l Serious 1(25) 4 (29) 5 (33) 4 (31) 0 14 (28) — Discontinuations due to TEAEs were low (2 of 50 patients)

* In preclinical models, BGB-16673 degraded both wild-type BTK and known covalent and noncovalent Treatment-related serious 0 2 (14) 2 (13) 1(8) 0 5 (10) — No atrial fibrillation or hypertension has been reported so far
BTK inhibitor—resistant mutant proteins such as V416L, M437R, T474l, C481S, C481F, C481Y, and L528W, On study treatment (n=38) Leading to death? o 0 2 (13) 0 0 2 (4) . o . . . .
leading to tUMor SUBLression 50 mg (n=2) g * Substantial reductions in BTK protein levels in peripheral blood and tumor tissue were also observed,

9 PP . 100 mg (n=11) . Treatment-related leading 0 0 0 0 0 0 demonstrating proof-of-concept of a strong, on-target effect

* Here, we report the preliminary safety and efficacy results of the BGB-16673-101 study (NCT05006716) in Overall median follow-up (range): to death

200 mg (n=11)

* Taken together, these data support further examination of the clinical activity of BGB-16673 across

patients with relapsed or refractory B-cell malignancies 2.55 months (0.2-17.1 months)

350 mg (n=10) Leading to treatment 0 0 107) 2 (15) 0 3 (6) several B-cell malignancies; phase 2 dose expansions are planned within this study for patients with
Figure 1. BGB-16673: A BTK-Targeted CDAC 500 Mg (n=4) peeonirior CLL/SLL and MCL
g . . g Treatment-related
@ 2 Data for parts 1a and 1b were pooled for each dose level and histology. One patient was enrolled but had not yet received study treatment at the September 1, 2023 data cutoff date. |eading to treatment 0 0 0 1 (8) 0 1 (2)
discontinuation . . .
BGB-16673 o ° o o
9 Table 1. Demographic and Baseline Characteristics P—— Table 5. Responses by Histology in Evaluable Patients
E3 Ligase i 1(25) 4 (29) 4 (27) 2 (15) 0 11(22) CLL/SLL MCL/MZL/WM/ DLBCL/RT
Parameter Total (N=50) modification
. : (n=10) FL (n=16) (n=2)
E3 Ligand BTK Ligand Age, median (range), years 70.5 (25-91) Dose interruption 1(25) 4(29) 4(27) 2 (15) 0 11(22) Best overall response, n (%)
Sex, n (%) Dose reduction® 1(25) 1(7) 0 0] 0 2 (4) CR 0 1(6) 0 1(4)
. DLT 0 0 1(7) 0 0 1(2) PR 6 (60) 7 (44) 0 13 (46)
Ternary Complex Formation Male 33 (66)
@ y p 1) Septic shock (200 mg) in the context of progressive disease; 2) pneumonia (200 mg) in the context of progressive disease. ® 1) Pneumonia (200 mg) in the context of progressive disease; PR-L 1 (10) N/A O 1 (4)
Female 17 (34) 2) bronchopulmonary aspergillosis (350 mg) retrospectively identified as being present before treatment; 3) subdural hemorrhage (350 mg), resolving (related). < 1) Hematuria (50 mg) in the context of subsequently MR O 1 (6) O 1 (4)
identified recurrent urothelial carcinoma; 2) arthralgia (100 mg) in the context of a previous history of BTK inhibitor—associated arthralgia. ¢ Grade 3 maculopapular rash of face and legs (200 mg) at end of DLT reporting
ECOG PS’ n (%) E(_—:-FEOCBI. AtftertS—da}/ do§e hold and following improvement of rash, treatment was restarted and patient remains on the assigned dose. SD 2 (2 O) 3 (19) O 5 (18)
, Bruton tyrosine kinase.
0-1 47 (94) PD 0 3(19) 2 (100) 5 (18)
: Attributes and Potential Advantages of BGB-16673 2 3 (6) Table 3. TEAEs in 210% Of All Patients or 23% fOI’ Gl’ade 3 or Higher .Dlscontlnued prior to first assessment 1(19) 1(6) 0 2 (/)
' Disease control rate, n (%)? 9 (90) 12 (75) o) 21 (75)
1 .
: Catalytic pharmacology Can interrubt formati Disease type, n (%) 50 mg (n=4) 100 mg (n=14) 200 mg (n=15) 350 mg (n=13) 500 mg (n=4)  All (N=50) ORR, n (%)° 7 (70) 9 (56)° 0 16 (57)
an interrupt rormation CLL/SLL 24 (48) Medi . . c
' _ _ : . edian time to first response, months 2.83 2.33 N/A 2.76
: that does not require of oncogenic protein Patients, n (%) AllGr Gr=23 AlIGr Gr23 AlIGr Gr23 AlGr Gr23 AllGr Gr23 AlGr Gr23 _ — o A . ’ _ —— —
: . . . « . ” MCL 7 (14) a Proportion of patients with a best overall response of SD or higher. ® Proportion of patients who achieved a best overall response better than SD. © Time to first qualifying response in patients with a best overall response
: Polyubiquitination sustained target binding complexes (“scaffolding”) Contusion 0 O 6(43) O 533 0 2¢15 0 2350 0 15(30) O better than SD. ? CR=1 MCL PR=3 WM, 2 MZL, 2 FL; MR=1 WM
: MZL 3 (6) ’ |
, Diarrhea 20500 0 2014 0  2(13 0 4 (31) O 230 0 12(24) O . . . . .
: Has substantially reduced WM 6 (12) Figure 5. Treatment Duration and Response Assessment in Patients with CLL/SLL
. H i 1 2 rior thera
: immunomodulatory drug Potential to overcome DLBCL 2 (4) Fatigue 0] 0] 3(21) 0 4 (26) 0] 1(8) 0 2 (50) 0 0 (20) o) CBT; n:;TKip:cui A
E aCtiVity.; Ai.c?los and lkaros are resistance mutations eg, FL 6 (12) Amylase increased® 1(25) 0 3(21) 0 2 (1) 0 2 (15) 0 0 0 8 (16) o) ] . " : ot LT
: not significantly degraded BTK C481S - 2 @ I —— - o - Dose Level (mg)
! trophil t 1(25 1(25 3 (21 2 (14 2 (13 1(7 1(8 1(8 1(25 1(25 8 (16 6 (12 CLL - - 50
: Number of prior lines of therapy, median (range) 4 (2-10) giﬁrrezzeldcoun (25) (25) (21) (14) (13) 7) (8) (8) (25) (25) (16) (12) CLL - > 100
1 CLL - A b3
: Prior covalent BTK inhibitor 40 (80 - - 200
: (© Target Degradation (0 Lipase increased®  1(25) O  2(4) 1(7) 2013 O  2(5 1(8) 0 0 7(14) 2(4) o . ——m m 350
. @@ Prior noncovalent BTK inhibitor 7 (14) CLL A - 500
: o —— — Pyrexia 125) O 4290 0 1(7) 0 1(8) 0 0 0 7 (14) 0 cLL - "
L D@_, 0B Discontinued BTK inhibitor due to PD 28 (56) CLLA »
CLL - -
9 e 28 (56} Cough 20500 0 2014 O 1(7) 0 1(8) 0 0 0 6 (12) 0 CLL; )
Mutation status, n/N (%) Headache 0 0 1(7) 0 1(7) 0 1(8) 0 2(B0) O 5 (10) 0 a1 .
E3 Ligase ] CLL i
BTK mutation present 7/24 (29) Thrombocytopenia/ CLL T
, platelet count 1(25) 125 2(14) 1(7) 2 (13) 0] 0] 0] 0] 0] 5 (10) 2 (4) CLL » Ongoing Treatment
PLCGZ2 mutation present 2/24 (8) decreased gtt X boutt
BCL2 mutati t 12/27 (44 CLL
o Proteasome miftation presen (44) Pneumonia 125) 125) O o 17 17 18  1®) 0 0 3(6) 3(6) oL
L~ CLL/SLL risk characteristics at study entry, n/N (%) CLL .
S3Bs, — i : CoVID-19 % % % % % 2
06400 Binet stage C at study entry 12/23 (52) oneumonia 0 0 0 0 1(7) 1(7) 1(8) 1(8) 0 0 2 (4) 2 (4) Treatment Duration. Weeks
Unmutated IGHV locus 16/19 (84)° Grouned TEAEs of HCL3), Boell ymphoma 2 Inhlbior: BTK, Bruton yrosine kinase; CBTI, covalent BTK Inhiton mus, mutdn; naBTKI noncovalent BTK Inhibtor
BTK, Bruton tyrosine kinase; CDAC, chimeric degradation activating compound. . P
del(17p) 8/24 (33) interest . . . . .
. - Figure 6. Treatment Duration and Response Assessment in Patients with Other
TP53 mutation 10/23 (42) Any bleeding 2(50) 1(25) 7(50) 0 6 (40) 0 4(31) 18 2(50) 0 21(42) 2(4)y Indolent B L h
. naoien -Ce mpnomas
M E T H O D S del(17p) or TP53 mutation 11/23 (46)° Any infection® 2(50) 1(25) 6(43) 2(14) 7(47) 3(20) 4(@31) 2715 1(25) O 20(40) 8(16) brior therapy” ymp
del(11q) 2/24 (8) e cBTKi ncBTKi BCL2i BTKmut®
. . Atrial fibrillation/ — MCL - A A A * >
FlgUl’e 2. BGB-16673-101 StUdy DeSIg n° Complex karyotype (=3 abnormalities) 8/20 (40)° flutter 0 0 0 0 0 0 0 0 0 0 0 0 0 mgt i 3 5
K iaibility critert [ Part 1: Monotherapy dose finding (concurrent enrO"ment) ] aBlé(Ie_szlflsgilﬁ;rr:?pfr?c:niap;fi;?i bBfuetZilttsygisS;ig?(ifnoar;e??glir\]/f.i;Rnizl:\EZPc:it)sjliir;gh]:e;v‘;Fc):?\iie:t/sériable region; TP53, tumor protein 53. HypertenSion 0 0 0 0 0 0 0 0 0 0 0 0 : am : : AA : AA AA : AA AA AA N : )
&/ G o7 STl ) . . . . S ‘ . o . . _ FL ° =
. . . ° ° ° ° ° ° @ Transient laboratory-only findings; no associated gastrointestinal symptoms or dose modifications. ® 1) Hematuria (50 mg) in the context of subsequently identified recurrent urothelial carcinoma; 2) subdural hemorrhage
y Rece{ved >2 prior therapies ' . Part 1c: Additional Flg ure 4. Red uctlon Of BTK PI’Otel n Levels N A) Perl pheral BIOOd d nd B) Tu mor Tlssue (350 mg), resolving ()r/elat()e/d). ¢ Ingludes 4 upper resgpiratory tract infeyctign, 3 pneumonia, 3 urinary tract infection, 2 COVI3-19 or COVID-19 pneumc?nia, 2yceIIuIitis, and 2 hordeolum (stye). ° U MCL A ° > Dose Level (mg)
(21 prior therapy for RT) Part 1a: Dose escalationP Part 1b: Safety expansion : Gr, grade. uj| wq e & ¢ > 50
- Received a cBTKi if safety expansion A B - RT 7 | X 100
approved for their disease 50 — 100 — . . U | DLBCL = X
+ ECOG PS 0-2 /Sele.cted RIRB-cell [ sooms \] 4 Selected R/R B-cell YO Table 4. Responses by Dose in Evaluable Patients U | mct- - 200
« Adequate end-organ malignancies malignancies malignancies 2 l_J WFl\Ifl_ 1 A h h ) W 350
function gf_lz_ll_SIl_:ll__Vl\\A/ﬁL L biIEL, (SRR, Tl (MZL, WM, RT, DLBCL, FL) g 100mg 200mg 350mg 500mg All Doses 1 wmzL - A . R 500
* No current or history of DLBCL, |,QT) ’ n<120 n<40 § 25 | (n=10) (n=9) (n=4) (n=1) (n=28) u MZL - A =
icnevrg[Ir\ilegeerr\lltols; ;f;(lelm ns<72 Up to 20 patients enrolled at doses that After part 2 is opened, up to 40 patients fé 0 O\:)“ - ol : ;
malignancy ]A ::IGCICrleefc:;dmignp;;glfo:rdaodssitcieosrc]:;lation enrolled in up to 3 dos,e levels as ,8 ? Best overall SIS (L (%) l_.l l\\;IvZI\IA_ : > : o T s::
Oraldosing 11 ovaluation by the satety montoring / G‘;;’;:;‘;ggded e ””9/ 2 p CR 1(25) 0 0 0 0 14) o * MR
. ] T - e SD
/| comittee — 5 £ 5o PR 1(25) 4 (40) 7 (78) 0 1(100) 13 (46) U oLect - P
= RT > Ongoing Treatment
7] g going
o PR-L 0 0 1(11) 0 0 1(4) v R .
v o 50 £ 7 WM Death
5 % MR 0 1(10) 0 0 0 1(4) U] R
Key study objectives Determination of = ° ‘ 25— U MCL
* Primary: astoss <ofety® and SCBABET3 P - AR SR U U S S— S SD 0 3(30) 1(1) 1(25) 0 5 (18) T T T T T 1
tolerability, define MTD and A 2 Y L. ... ... . ... ... . .............. . ........ PD 5 (50) 5 (20) 0 1 (25) 0 5 (18) Treatment Duration, Weeks
y ing = patient had the indicated prior therapy; mutation status was classified as present (+), absent (-), or unknown (U).
RP2D a l_ l o % * Gray shading = patient had the indicated prior therapy: ® BTK mutation stat lassified as p t (+), absent () K ()
* Secondary: characterize PK, l \ —100 1 l """""" B - """""" l """"""""""" Discontinued prior to ﬁrSt assessment O O O 2 (50) O 2 (7) BCL2i, B-cell ymphoma 2 inhibitor; BTK, Bruton tyrosine kinase; cBTKi, covalent BTK inhibitor; mut, mutation; ncBTKi, noncovalent BTK inhibitor.
pharmacodynamics, and Part 2: Dose Expansion I I I I I 0 I I I [ [ .
oreliminary antitumor 50mg  100mg 200mg 350mg 500 mg 50 mg 100 mg 200 mg 200 mg 200 mg Disease control rate, n (%)? 2 (50) 8 (80) 9 (100) 1(25) 1(100) 21 (75) R E F E R E N C E S
activity® Cohort 1: Post-BTK Cohort 2: Post-BTK (n=3) (n=10) (n=9) (n=6) (n=2) CLL, PR FL, SD CLL, SD FL, PR WM, SD o/Ab Lo 370, ' 32:3059- 160171
. oyach JA, et al. N Engl J Med. 2014; 370:2286-2294. 3. Feng X, et al. EHA 2023. Abstract P1239. 5. Cheson BD, et al. J Clin Oncol. 2014; 32:3059-3067. 7. Owen RG, et al. Br J Haematol. 2022; 160:171-176.
inhibitor, R/R CLL/SLL inhibitor, R/R MCL (Bone marrow) (Lymph node) (Bone marrow) (Lymph node) (Lymph node) ORR, n (%) 2 (50) 5 (50) 8 (89) 0 1(100) 16 (57) 2. WangE, et al. N Engl J Med. 2022; 386:735-743. 4. Wang H, et al. EHA 2023. Abstract P1219. 6. Hallek M, et al. Blood. 2018; 131:2745-2760.
aGray portions of the diagram are intended trial elements that have not yet commenced. ? Bayesian optimal interval design with 6 dose levels (50-600 mg orally QD). ¢ Safety was assessed according to CTCAE v5.0 in Steady state (Week 4/Week 5, day 1) ~ Pretreatment = Steady state (2Week 5) Median time to firSt response’ monthsc 260 095 281 B 283 276 A C K N O W L E D G M E N T S
all patients and iwCLL hematologic toxicity criteria in patients with CLL; DLTs were assessed during the first 4 weeks. ¢ Response was assessed per Lugano criteria for all patients except those with CLL (per iwCLL 2018 *BTK protein levels were measured in whole blood lysates by ELISA. ® Percentage of BTK-positive neoplastic B-cells were measured by immunohistochemistry in paired pretreatment and steady state tumor tissue collected s Proportion of batients with a best overall response of SD or higher. b Probortion of patients who achieved a best overall response better than SD. < Time to first qualifving response in patients with a best overall response
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