Sonrotoclax Plus Dexamethasone Is Tolerable and Demonstrates Antimyeloma Activity in Patients 8o

With Relapsed/Refractory Multiple Myeloma Harboring t(11;14)
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INTRODUCTION Table 1. Baseline Demographics and Disease Characteristics e« The most common any-grade TEAEs were fatigue and insomnia (each 28%), CONCLUSIONS
Multiple myeloma (MM) with t(11:14), found in approximately 15%-20% of patients at diarrhea (227%), and constipation and nausea (each 16%) (Table 3)

e Multi Wi 14), found | Xi - | + . : : : . indi '

. p y . . | PP y 15% b ¢ P . - Sonrotoclax 640 mg . Hematologic TEAEs occurred in 4 patients (13%) (thrombocytopenia [grade 3], These results indicate that sonrotoclax plus dexamethasone is well tolerated
first diagnosis, has high expression of B-cell ymphoma 2 (BCL2) and is a unique Characteristic Dexamethasone 40 mg (N=32) _ in a heavily pretreated population

. . . 15 . platelet count decreased [grades 1 and 3], and neutrophil count decreased
disease subset with distinct features” Age, median (range), years 69 (48-80) grade 3]) (Table 4) _ .

o« BCL2 is an attractive therapeutic target in MM with t(11;14) because MM cells are Male sex, n (%) 15 (46.9) I\glo atients experienced a DLT (assessed during the first 21 days of part 1) = Nobhi wgre ol?s:e.rved dL!rlng c.Iose-esca.lIatlon e 1B fEIES o :
BCL2 primed and have been particularly responsive to oral BCL2 inhibitors, such ECOG PS P P {rng y P hematologic TOX'C't'eS and infections continued to be observed during
as venetoclax, a first-generation BCL2 inhibitor? 0 14 (43.8) Table 3. Most Common TEAEs? dose-expansion

o« Combining a BCL2 inhibitor with dexamethasone or a proteasome inhibitor (PI) 1 16 (50.0) oo b e (TR s e Sonrotoclax + dexamethasone combination treatment provided deep and
can improve clinical outcomes compared with monotherapy?? 2 2 (6.3) e T e A mgg:N=32) durable responses in this R/R population

« Although BCL2 inhibitors have shown clinical activity in patients with MM, no R-ISS stage at initial diagnosis, n (%) — Most patients achieved a positive response, with an ORR of 75%

3 : 24 Patients, n (%) Any Grade Grade 23 ’ .
BCL2-targeted therapies are currently approved for MM I 5 (15.6) £ (95% Cl, 53-90) and VGPR or better rate of 50% (95% Cl, 29-71), with

« Sonrotoclax (BGB-11417) is a more selective and a more pharmacologically potent I 17 (531) Fatigue 9 (281) 2 (6.3) 4% of patients achieving sCR and 17% achieving CR
inhibitor of BCL2 than venetoclax, with a shorter half-life and no accumulation® 1l 4 (12.5) S—— 9 (281) 139 H i , 4 oth oinat " |

e Previously presented data from the dose-escalation period of the BGB-11417-105 Unknown 6 (18.8) , . . ’ b .e St.u y |S:[.on?ocllng and other combination treatments with sonrotoclax are
(NCT04973605) study indicate sonrotoclax + dexamethasone was tolerable, with Time from most recent R/R episode to first 19 (0.4-93.8) Diarrhea 7 (21.9) 0 cing investigate
no DLTs reported® dose, median (range), months o ' L . .

P , , , Cytogenic risk, n (%) Constipation > (15.6) 0 Figure 2. Best Overall Response by Investigator?

o Updated safety and efficacy data are presented for patients treated with .9 ’ ° Nausea 5 (15.6) 0
640 mg sonrotoclax plus dexamethasone in the BGB-11417-105 study in patients High . 9 (281) ' 3';52
with t(11;14)-positive relapsed/refractory (R/R) MM Not high 22 (68.8) Abdominal distension 3(94) 0 100 4.2 sCR

Unknown 1(3.1) . 167 CR
Arthralgia 3(9.4 0
METHODS Prior therapy 7 B4 80
. . . . No. of lin f prior mic ther Decreased appetite 3(9.4) O

« BGB-11417-105 is an ongoing, open-label, multicenter, phase 1b/2, dose-escalation mchi)anl (reaSnOe)p lor systemic therapy, 3 (1-12) ._ X 60
study of sonrotoclax as the backbone for different combination therapies, L : 5 BU£ARSEE = R £
. . . : . : No. of prior lines of systemic therapy, n (%) @
including combination with dexamethasone or dexamethasone plus carfilzomib, Dyspnea 3(9.4) 0 =R

: . : : . , 1 6 (18.8) o PR
daratumumab, or pomalidomide in patients with R/R MM harboring (11;14) ,
. 2 5 (15.6) Gastroesophageal reflux disease 3(9.4) 0]
(Figure 1) >3 21(65.6) 20 MR
« Eligible patients have R/R MM with centrally confirmed t(11;14) and had received — ' Headache 3 (9.4) O
.. . : L Prior exposure SD
a minimum of 3 (dose-finding cohort) or 1 (dose-expansion cohort) prior lines Acute kidney injury® 2 (6.3) 2 (6.3) 0
of thera o), P 32 (100) . . Sonrotoclax 640 mg + dexamethasone 40 mg
T , . , IMiD 32 (100) Retinal detachment 2 (6.3) 2 (6.3) (n=24)

¢ StUdy ObJeCtlveS |nC|Ude Safety, t0|erab|||ty, recommended dose for eXpa nsion Antl-CD38 antibOd 23 (71 9) @ Responses were assessed by the investigator per the IMWG 2016 response criteria.” ® ORR was defined as best overall response of PR or better.

(RDFE, part 1)’ and the antitumor aCtiVity Of SonrOtOCIGX Combination thera py in : y . . y Z;)I’Eél)ijsfffz?iy Séatiztir\ivzi 5ztni:ir;tzrzngrreai:teez?;;ndiezzzzlt;.1bi:eci(‘i:ferxaicsftlejrlrri](;?ei/r;nirrzf;vifoi?nsidered related to sonrotoclax by the investigator (1in MR, minor response; sCR, stringent complete response; VGPR, very good partial response.
: : , . >1 Pl +>1IMiD + >1 anti-CD38 antibody 23 (71.9) J / | ) ) )
patients with t(11;14)-positive R/R MM ey Figure 3. Treatment Duration, First Response, and Improved Response®

e Sonrotoclax was administered orally once daily in cohorts at escalating doses, P ’ 18 (56.3) Table 4. Hematologic and Infection TEAEs
and 40 mg dexamethasone was administered weekly;® data at the sonrotoclax : : . A -
RDFE (640 mg) are presented here IMiD 23 (71.9) Sonrotoclax 640 mg + Dexamethasone : . 0 X

dare b Anti-CD38 antibody 18 (56.3) Patients, n (%) 40 mg (N=32) " N
Figure 1. Study Design in Patients Harboring t(11;14) R/R MM >1 Pl +>1IMiD + >1 anti-CD38 antibody 15 (46.9) Any hematologic TEAE 4 (12.5) . A ko -
a2 Prior autologous transplant 20 (62.5) : . A . -
N . | . . , . . Platelet count decreased 2 (6.3) N
Determination of RDFE for sonrotoclax + dexamethasone T B Cospaan e oo e e W oo o8 B rtosme B : .
5 | ‘2 _ R-ISS, Revised International Staging System. Neutrophil count decreased 1 (31) e A -
ose ievel &4: _ . . -
' n=10 e An overall summary of TEAEs is shown in Table 2 Thrombocytopenia 1(3) . —
— Two patients died on  neither death was considered rel . N .
- O patients died o study,. eithe degt as cons de.ed e gted to study Any infection® 7 (21.9) : h - « FirstsCR
therapy (1 TEAE of metastatic pancreatic cancer [new diagnosis] and °o > * First CR
s ¥ sonrotoclax som;ﬂ:;;f,;DFE) 1 non-TEAE of liver failure due to hepatocellular carcinoma 5 months after COVID-19 2 (6.3) ° o . FratpR
ose level £: =3 ~ . . . A - .
160 mg n + dexamethasone (n=35) discontinuing study drug due to PD) Upper respiratory tract infection 2 (6.3) : . > y : E:i:i [\Q_./Ig
SORB IR o Serious TEAEs occurred in 6 patients (19%) and grade >3 TEAEs occurred in o S m First PD
80 mg n=3 10 patients (31%) Influenza 1(3.1) s >—<> gggtci)ing treatment
(Starting dose) ] ] ] o
Lower respiratory tract infection 1(31) , , , , , , , , , , , , , , , , , , , ,
Dose level -1: Table 2. Overall Safety Summary o 1 2 3 4 5 6 7 8 9 10 M 12 13 14 15 16 17 18 19 20
40 mg B Pneumonia parainfluenza viral 1(31) Months since first dose

@ Dose escalfa"cion gu.id.ed by mTI?I'—2 gnd safety monitoring committee recommenda_tion. b Cohort 2 started after doublet RDFE was determined. Son rOtOCIaX 640 mg + Sinusitis 1 (3 1) @ Resppnses were assessed py the investigator per IMWG 2016 response crite.ria.7 Only changes to improved response or PD are shown per IMWG.

mTPI-2, modified toxicity probability interval; RDFE, recommended dose for expansion. Patients, n (%) Dexamethasone 40 mg (N=32) . MR, minor response; sCR, stringent complete response; VGPR, very good partial response.

Grade >3 10 (31_3) Uri tract infecti 1(31 1. BalS, etal. Am J Cancer Res. 2022;12:2950-2965. 5. HuN, et al. AACR 2020. Abstract 3077.
. . rlnary ract Infection ( : ) 2. Inam S, et al. Expert Rev Hematol. 2021,14:323-327. 6. Quach H, et al. ASH 2023. Abstract 1011.

o As of March 25, 2024, a total of 32 patients were treated at the RDFE of 640 mg Serious 6 (18.8) .. . 3. Kaufman JL, etal. Am J Hematol. 2020,96:418-427. 7. KumarsS, et al. Lancet Oncol. 2016;17:0328-6346.
sonrotoclax + dexamethasone (part 1, n=10; part 2, n=22) with a median follow-up Leading to death 1(31) Vascular device infection 1(31) o o o omaiucs
of 4.6 months (range, 0.-19 months) TEAE leading to dose modification Viral infection 132 5ISCLOSURES
— There are 22 patients (69%) with ongoing study treatment and 10 patients Dose interruption 7/ (219) ® Preferred terms in system organ class infections and infestations. BD: Consultancy, Honoraria, and Speakers Bureaus: Janssen, Karyopharm, GSK, Arcellx, Sanofi, Genentech, Pfizer. MH: Consultancy: Bristol Myers Squibb,

(31%) have discontinued treatment due to disease progression (1=6), AE (n=2; Sonrotoclax 6 (18.8) . Among 24 efficacy-evaluable patients, the ORR was 75% (n=18; 95% Cl, 53-90), O e Dl S, S8, o Frer Ao spine Bt cloges o
hematuria, pancreatic cancer), patient withdrawal (n=1; due to pill burden after Dexamethasone 5 (15.6) VGPR or better rate was 50% (n=12; 95% Cl, 29-71), and CR or stringent CR (sCR) Ceicane, ABbVIS, Incyte, Sanof, Sebia: Rescarch Funcing: Gelgene, Janssen. Sutro Blopharma. Amien, AbbVie/Genentach, Brisol Myers Squlbt, Novarts
1 dose)’ and physician decision (n:']; Worsening not meeting PD Criteria) Dose reduction 10 (313) rate was 21% (CR n=4: sCR. n=1: 95% ClI 7_42) (Figure 2) ﬁﬁllfl,ll_-lfeidselberg PhErmalll, TaCkeda;lil'raveI, a;cic_)lmmodatio:ls,hexgeﬂfesASariofi, I'3v|risgol I\il)_i_ershSqluibb. B_Ié C'A‘urtrtenc’]tI EEplci%mZnt i(laryéozharmCTher?tpeutics,

’ ’ ’ ’ ’ ife Sciences, Arcellx; Consultancy and Honoraria: AlphaSights, Aperture Medical Technology, , Aptitude Health, Arcellx, Bridger Consulting

« The median number of prior lines of therapy was 3 (range, 1-12) and 66% of Sonrotoclax 0 « Of 5 patients with CR/sCR, 2 achieved minimal residual disease negativity based o Remeatch Funding. GSK. Jomecer Sanot ABvic, BMS. i, Bioine. Areelhe Giload, Amaen, Cantox, Rochox PV Honoraria: Janeson. Sancf. Pser
patients had >3 prior lines (Table 1) Dexamethasone 10 (313) on a threshold of 10-5 USing a flow Cytometry assay ﬁmgg: Z?]rtii.glgg,eA:a,rgléi Egp:}l/c;;l/on;s:nt; BAT)iS\iréesgghk;oﬁ;s‘g;i(h\i\gtzssgi?; HQ: Consultancy, Honoraria, and/or Research Funding: GSK, BMS,
— All patients had prior Pl and immunomodulary drug (IMiD) exposure and most Treatment dlscgntlnuatlon 3 (94) « The median time to response was 0.7 months and median duration of response

had prior anti-CD38 therapy (72%) Sonrotoclax 2 (6.3) (DOR) was 8 months (95% Cl, 4 to not estimable; Figure 3) ACKNOWLEDGMENTS
— Many patients were refractory to Pl (56%), IMiDs, (72%), anti-CD38 therapy Dexamethasone ' . . 3 (94) . ’ — Ten patients improved upon their first response, the longest DOR was I(Tnev?/:tnhgo(r;:g;f;? folrn;/:sslgt%?wts:nsggvséiggsqr;ia;tir:sd perizee}.fwltaal’lci/oiwh;npdagii?of%rrepsggilff?iggi(I:et:;?ciijig'n-[:liuiig:so ch)\fc\iwoeuﬁuillf/oalrlwlée;(e)\:glil;;ent
(56%), and 21 PI + IMlD + ant|-CD38 (47%) ac,:‘r(]j;/srr,saegi\;fir;t:' were graded per CTCAE v5.0. ® n=1 each; hematuria, metastatic pancreatic cancer. © n=1 each; hematuria, metastatic pancreatic 18 months, and 2 patients had more than 1 year on treatment 2:‘):Eaanl:;f’gi(cjt.szglsséiiybv;agesi,gzr;?red by BeiGene Ltd. Medical writing support was provided by Angela R. Eder, PhD, of Nucleus Global, an Inizio
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