Updated Interim Results of Sonrotoclax + Dexamethasone in Patients With t(11;14)-Positive Relapsed/Refractory
Multiple Myeloma: An All-Oral Treatment
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N\ RESU LTS * The safety profile was tolerable and manageable for both dose cohorts (Table 2) Figure 3. Hematologic and Infection TEAEs?
C O N C L U S | O N S * Two patients in each cohort died due to treatment-emergent adverse events .
* As of March 20, 2925, 55 patients have received sonrotoclax.320 mg or 64.0 mg once daily (TEAEs: 320 mg: pneumonia respiratory syncytial virus and COVID-19; 640 mg: Any hematologic TEAE

* The all-oral combination of sonrotoclax + dexamethasone continued to :2d§);§;nnetthhsa(ig;‘§e'”g1agg zrr:;"r:tthzsf"‘lr:‘%‘t’l"r‘ir;)eva'”ab'e; median follow-up time was hypoventilation related to lung-involved progressive disease and metastatic pancreatic Neutropenia®

show a tolerable safety profile, with low rates of grade >3 infection and ' | o : ’ cancer); none of these TEAEs was considered related to study treatment -

hematologic toxicit — 21 patients remain on treatment — In the 640-mg cohort, 4 additional deaths occurred >30 days after the last dose; Thrombocytopenia® -

y * Patients had a median of 3 prior therapy lines (range, 1-12), and 65.5% had >3 prior lines 2 deaths were attributed to the disease under study, and 2 were attributed to other reasons ,
5 . . . Anemia

* Efficacy was promising, with an overall response rate of 80.6% and very (Table 1) that were unrelated to TEAEs

good partial response or better rate of 55.6% in the 640-mg cohort, — All patients had prior Pl and IMiD exposure, and 72.7% had prior anti-CD38 therapy Any infection

— Many patients were refractory to Pl (54.5%), IMiD (65.5%), or anti-CD38 (54.5%), and 40.0% Table 2. Overall Safety Summary

in patients with t(11;14)-positive relapsed/refractory MM

Upper respiratory infection

were refractory to all 3 drug classes Sonro 320 mg + Sonro 640 mg + Total
* With a median study follow-up of 12 months, the median PFS was Patients, n (%) dex (n=19) dex (n=36) (N=55) COVID-19
9 - - Figure 2. Patient Di ition
12.9 months (95 /o.C|, 9.0 19.§ months) for the sonrotoclax 64.10 cohort, gure atient Dispositio Any TEAE 18 (94.7) 36 (100) 54 (98.2) .
in which most patients had triple class exposed/refractory disease
Grade >3 8 (42.1) 17 (47.2) 25 (45.5)
. . . . Uri tract infecti All grade: Sonro 320 mg + dex
* Enroliment in BGB-11417-105 is ongoing; additional treatment oA o 4211) 10 (27.8) 14 (25.5) Ay e e = Grade 3 Sonro 320 ma + dox

Sonrotoclax 640 mg

+ dex (n=36) Leading to death 2 (10.5) 2 (5.6) 4 (7.3) Pneumonia

Sonrotoclax 320 mg
+ dex (n=19)

combinations with sonrotoclax are being investigated == All grade: Sonro 640 mg + dex

mm Grade >3: Sonro 640 mg + dex

Median follow-up: 7.6 months Median follow-up: 14.0 months

TEAE leading to dose interruption 5 (26.3) 17 (47.2) 22 (40.0) Rhinovirus infection
Off treatment (n=8) Off treatment (n=26) Sonro 5 (26.3) 16 (44.4) 21 (38.2) | | T
INTRODUCTION 5 5
: é\ﬁ (= > | DB Dex 4 (21) 11 (30.6) 15 (27.3) Patients, %
* Multiple myeloma (MM) with t(11;14), found in approximately 15% to 20% of patients at first : Otﬁf;ﬁ:;f,ec's'on sy et ithcravia 22:13))
. - v o i 1 3Infections listed in the figure are those that occurred in >5% of all patients. PIncludes the preferred terms agranulocytosis, febrile neutropenia, neutropenia, neutropenic infection,
diagnOSiS, I’epl’esents a Uniq ue disease SUbset W|th diStinCt featu I’eS1 v TEAE Ieadlng tO dose redUCtlon 6 (316) 15 (417) 21 (382) neutropenic sepsis, and geutrophi/ count decreased. “Includes theppreferred terms p/ate/gt countdecreasegd and thi/cl;mbocytopenia. g g g
. . . . . . Abbreviations: dex, dexamethasone; sonro, sonrotoclax; TEAE, treatment-emergent adverse event.
* Although B-cell lymphoma 2 (BCL2) inhibitors in monotherapy or combination regimens On :rei:':)Tent Sonro 0 3(8.3) 3(5.5)
. . . . . . = n= ° . .
have shown clinical activity in patients with MM, no BCL2-targeted treatments are currently - Dex 6 (31.6) 15 (417) 21(38.2) Among all patients in the 320-mg and 640-mg cohorts, overall response rates were 73.7%
rov f rtr in MM2 aCOVID.-19‘. PDeath due to pneumonia respiratory syncytial virus. ‘Hematuria, lung carcinoma, diarrhea, metastatic pancreatic cancer. and 806%’ ver OOd artial response or better rates were 368% and 556%, and com |ete
approved for treating Abbreviations: A, adverse event; dex, dexemethasone. TEAE leading to treatment discontinuation 3 (15.8) 8 (22.2) 11 (20.0) FeSPONSE OF be¥t§r rateps were 15p8(y and 25.0%, respectively (Figure 4) P
* Sonrotoclax (BGB-11417), a next-generation BCL2 inhibitor, is more selective and P 070 U7, Tesp y (Fig
pharmacologically potent than venetoclax, with a shorter half-life and no drug accumulation? Table 1. Baseline Demographics and Clinical Characteristics Sonro 1(5.3) 4 (11.1) 5 (9) * The median time to response was 0.7 months for each cohort; the median duration of
* Initial data from the BGB-11417-105 study indicated that sonrotoclax + dexamethasone is well Sonro 320 mg + Sonro 640 mg + Dex 3(15.8) 8(22.2) 1(20.0)° response was not reached (range, 1.8 months to not evaluable) for the 320-mg cohort and
tolerated and can induce deep and durable responses in heavily pretreated patients with Characteristic dex (n=19) dex (n=36) 't eachi COVIDA1, hematura ing adenocacinoma, metastic pancreati cancer,and arhes. '1-2 each: mental agtation and nsomrias - each worsening nsomnia, COVID-, 12.2 .months (range, 8.3-18.9 n.10nths) for the 640-mg cohort
t(11,14) MM4 A d ( ) 70 (44 86) 69 (48 80) 70 (44 86) Abbreviat’ions?dex, dexamethasc’me; sonro, sF;nrotocIax; TEAEi treatmer’lt-emsrgent advgrsz evint. * Medlan pI’OgI’eSSIOI’]—fI’ee SurVIVal Was 66 months (95% CI’ 29 months to nOt evaluable) for the
ge, median (range), years - - - o .
* Presented here are updated safety and efficacy data for sonrotoclax + dexamethasone ° 320-mg cohort and 12.9 months (95% Cl, 9.0-19.6 months) for the 640-mg cohort (Figure 5)
At Male sex, n (%) 8 (42.) 19 (52.8) 27(49) * The most common all de TEAE insomnia (36.8%) and fatigue (31.6%) for the 320-m
combination therapy from BGB-11417-105 ECOG PS, n (%) € most common all-grade s were insomnia (36.8% gu 070 -mg i
)L S cohort and insomnia (38.9%) and diarrhea (38.9%, all grade 1 or 2) for the 640-mg cohort; Figure 4. Best Overall Response
0 1(57.9) 17(47.2) 28 (50.9) across both cohorts, the most common grade >3 TEAE was neutrophil count decreased 100 — -
M E T H O D S 1 6 (31.6) 17 (47.2) 23 (41.8) (Table 3) o ORR ORR - Z .
27 78.2%
2 2 (10.5) 2 (5.6) 4 (7.3) . : : : : o o - 80 73.7% : - - W VGPR
* BGB-11417-105 (NCT04973605) is an ongoing, open-label, phase 1b/2, dose-escalation and R-ISS stage at initial diagnosis, n (%) Hematqlogllc :I]d mf;ctlon TEAEs of any grade were seen in 32.7% and 56.4% of all patients, 7 PR
dose-expansion study evaluating sonrotoclax as mono- or combination therapy in patients | 3 (15.8) 7 (19.4) 10 (18.2) respectively (Figure 3) : 60 — VePR Ve VGPR
with t(11;14)-positive relapsed/refractory MM (Figure 1) ' = (42' ) p (47' 2 e (45' 5) * Grade 3 or higher hematologic and infection TEAEs were seen in 20.0% and 14.5% of all £ 36.8% or better 49.1%
. T e : : : atients, respectivel T 40 -
Key e|lglbl|lty criteria included M 2 (10.5) 6 (16.7) 8 (14.5) P P y o | —
— Centrally-confirmed t(11;14) Unknown 6 (31.6) 6 (16.7) 12 (21.8) . . . 20
— At least 3 prior lines of therapy for all dose-escalation cohorts + safety expansion cohorts Time from most recent R/R episode to first dose, 18(0.5-237) 19 (0.4-93.8) 19 (0.4-93.8) Table 3. TEAEs in >10% of All Patients
per protocol amendment 5.0 or later (for safety expansion cohorts per protocol amendment median (range), months - S S Sonro 320 mg + Sonro 640 mg + ° Sonro 320 mg + dex Sonro 640 mg + dex Total
4.1 or earlier, only 1 prior line of therapy was required) Cytogenic risk, n (%) dex (n=19) ) (n=19) (n=36) (N=55)
. Abbreviations: CR, complete response; dex, dexamethasone; ORR, overall response rate; PR, partial response; sCR, stringent complete response; sonro, sonrotoclax; VGPR, very good
— Exposure to a proteasome inhibitor (Pl), an immunomodulatory drug (IMiD), and an High® 6 (31.6) 5 (13.9) 11(20.0) : o artialresponse. i i i ) e "
, , : Patients, n (%) All grade Grade 23 All grade Grade >3 All grade Grade =3
anti-CD 38 antibody Not High el =iee) el Figure 5. Progression-Free Survival
* Sonrotoclax is administered orally once daily; dexamethasone 40 mg is administered orally or Unknown 1(5.3) 0 1(1.8) Insomnia 7(36.8) 1(33) 14(389) 1(28)  2138.2) 2(3.6) .
intravenously once weekly Prior lines of systemic therapy, median (range) 3(1-7) 3 (1-12) 3 (1-12) Fatigue 6 (31.6) o 1(30.6) 2 (5.6) 17 30.9) 2 (3.6) o0 T g E\'(;r;ts (ZI;;'ZT)
. : o
* Study endpoints include safety/tolerability, recommended dose for expansion (RDFE; Prior lines of systemic therapy, n (%) SR q ] Iy — ] N EEE , E‘ ig‘ M“% - 223 ::3 281 ((2213)) 155(‘581“92)
part 1), and antimyeloma activity of sonrotoclax + dexamethasone combination therapy L 1(.3) 8(22.2) ° (164) arrhea e 53, § 60 _ _
2 2 (10.5) 8 (22.2) 10 (18.2) Upper respiratory tract infection 1(5.3) 0 11 (30.6) 0 12 (21.8) 0 ‘_g. 50 l_l —h_'*ﬁ_@_lﬂ_ﬁﬁ
Figure 1. BGB-11417-105 Study Design >3 16 (84.2) 20 (55.6) 36 (65.5) N S 5 - oa 5 015 " g o )
PART 1DOSE ESCALATION Prior exposure, n (% uses 59 S - & -
D:;s:?in(?zgug E]ZF(E[];()N Determination of RDFEs for triplets ‘( Cohort 2: Sonro (320 and 640 mg) + dex P 19 (100) 36 (100) 55 (100) Contusion 1 (5.3) 0 7 (19.4) 1 (2.8) S (14.5) 1 (1.8) 10 - _e_E 2‘2‘8 :g
s 1L e IMiD 19 (100) 36 (100) 55 (100) S A
somm ™ | B | Anti-CD38 antibody® 16 (84.2) 24 (66.7) 40 (72.7) Dyspnea 3(158) 0 > (13:9) 0 8 (14.5) 0 —— Time, months
Somg P B [ Cohorts ) >] Pl +>1 IMiD + >1 anti-CD38 antibody* 16 (84.2) 24 (66.7) 40 (72.7) Arthralgia 2 (10.5) 0 5 (13.9) 0 7 (12.7) 0 Gaomg 36 38 34 33 32 28 25 24 23 235 18 1 13 U 6 4 a4 2 2 2 o
”’[ ] n>3 | | 1. Sonro monotherapy (n=10) RefraCtory status, n (%) L. Abbreviation: NE, not evaluable.
may add dex + dara/car after D 2 (10.5 0 5(13.9 0 7(12.7 0
[ ) s — . P 10 (52.6) 20 (55.6) 30 (54.5) #eness 19-9) 139 2.7)
- ST ‘"‘”’} Optiona IMID 12 (63.2) 24 (66.7) 36 (65.5) Neutrophil count decreased 4211 2(105) 3(83) 3(83) 7(127)  5(9) REFEmRENCE”S ACKNOWLEDGMENTS
. Ant-CD38 antibody 232 18600 30049 Constpation o 0 emen o eom o i oalemmmms
— >3 1 | atety control armd >1 Pl +>1 IMiD + >1 anti-CD38 antibody* 7 (36.8) 15 (417) 22 (40.0) Dokl ct el ASH 2024 Abstect PSSB
N . [ Somvo- dora + dex 1520 Prior autologous transplant, n (%) 10 (52.6) 23 (63.9) 33 (60.0) Fall 1(5.3) 0 5 (13.9) 1(2.9) 6 (10.9) 1(1.8) DISCLOSURES
—_J 9 L 7. Sonro + dara + dex (n<20) y :\lDea::/a ng; I1a ;:Z'fii:n:B ar;iimsiicr;gé:’tl-lzig:f-gzl:tdzi.sease was defined as genetic subtype t(4;14), t(14;16), and del(17p13). “Anti-CD38 treatment was not required for study patients in Australia, COV'D-19 2 (105) 1 (53) 4 (111) O 6 (109) 1 (18) gi%?%aggiggéhfjﬁ?ﬁ%:énA;SKSSEE\;/IZenEBEES;:]Z{;\ZEEE:EFZE%}JBEEE}%&Z{E:EEE:f%ﬁji;gs;}:;eb%a%%f ﬂf::;:sggz;:{{”f?ﬁf?&;igﬂf:&;inﬂfs;’ijn’ga:rs'g: ?,rﬂy%}zﬂ5EE;EESE%;5?52%%:%?3
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