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BCL-2-Targeted Therapy in Lymphoma

Cytotoxic stimuli

BCL-2: an anti-apoptotic protein that S7Z
sequesters pro-apoptotic BH3-only proteins,

preventing mitochondrial outer membrane

permeabilization (MOMP). BCL-2 inhibitors act

as BH3 mimetics, selectively binding the G
BH3-binding groove of BCL-2. This displaces

pro-apoptotic proteins, enabling activation of

Cytochrome C
. . . Bel-2like {  BAX/BAK
BAX/BAK, resulting mitochondrial \.‘ SMAC
- . —— \ ®
permeabilization triggers cytochrome c release, |Bet2inhibitors / \ Caspase

. . . o . o o, cascade é

caspase activation, and intrinsic apoptosis. p -
BCL-2 inhibitors are particularly effective in |
malignancies with BCL-2 dependence (e.g., \

hematologic cancers). =
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Single agent toxicity of venetoclax in MCL

* ORR for all 106 patients with NHL was 44%
* ORR for the 28 BTK-naive MCL patients were 75%
» Dauvis et al, JCO, 2017

* ORR for the 20 BTKi-treated MCL patients was 53% with CR at 18%.

« Toby Eyre et al, Hematologica, 2019
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Sonrotoclax, a next-generation BCL2 inhibitor with a differentiated
pharmacological profile

Venetoclax Clinical implication for sonrotoclax

14-fold more potent, which may lead to deeper target

1 1
Potency (1C) 0.014 nM 0.20 nM inhibition
(S\,esleé:ct;“&yu 2000x1 325x1 Improved (6-fold) selectivity may improve tolerability
Half-life in humans =5 hours2 26 hours® O accumulation may improve tolerability

Short half-life results in simplified TLS monitoring

BCL2, B-cell ymphoma 2; BCL-xL, B-cell ymphoma-extra large; ICs,, half-maximal inhibitory concentration; TLS, tumor lysis syndrome.
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CT05471843) study design

Eligibility criteria Study design

Parts 1A + 1B dose escalation and safety expansion Part 2 efficacy expansion

* Age >18 years
* Histologically-

confirmed MCL Target dose 2: Safety expansion: up to Sonrotoclax at RP2D2 until PD
per WHO 2016 320 mg QD (n=12) 2 cohorts at select sonrotoclax n=103
classification target dose levels n<12 per cohort
Tt (including part 1A)
¢ =1 11ne o
anti-CD20-based
therapy and
>1 BTK inhibitor Part 1 endboi Part 2 endpoints
art 1 endpoints .
. g * Primary: ORR by IRC (Lugano 2014
ECOG PS of 0-2 « Primary: DLTs (part 1A), TEAES, SAES, . Secondany: ORRyb IN(V gOR A |cm
* No prior BCL2 AEs leading to discontinuation, TLS events WF;FS b Iéc ant’j INV T¥I'R b
inhibitor treatment * Secondary: preliminary antitumor activity IRC and ’INV, HyR-QOL, 0S, séfety Y

» Sonrotoclax target doses were achieved after a ~4 week ramp-up that did not require hospitalization or
12- or 24-hour post-dose laboratory monitoring

aDetermined by safety monitoring committee based on part 1 data; will not exceed maximum tolerated dose or maximum administered dose.

BCL2, B-cell ymphoma 2; BTK, Bruton tyrosine kinase; DLT, dose limiting toxicity; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status;
HR-QOL, health-related quality of life; INV, investigator; IRC, independent review committee MCL, mantle cell ymphoma; ORR, overall response rate; OS, overall survival;
PD, progressive disease; PFS, progression-free survival; QD, once daily; RP2D, recommended phase 2 dose; SAE, serious adverse event; TEAE, treatment-emergent adverse event;

TLS, tumor lysis syndrome; TTR, time-to-response. i
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Patient disposition

Enrolled Safety analysis (n=115):
(N=125) All patients in sonrotoclax
320-mg dose group across
parts 1 and 2

Efficacy analysis (n=103):
Sonrotoclax 160 mg QD Sonrotoclax 320 mg QD Patients in sonrotoclax
(n=10) (n=115) 320-mg dose group in part 2

Discontinued treatment (n=86)
Discontinued treatment (n=8) * PD (n=67)
* PD (n=5) < »| © AE (n=9)
+ Physician decision (n=2) + Patient withdrawal (n=5)
* AE (n=1) * Physician decision (n=2)
* Lost to follow-up (n=1)

* Other (n=2)

\ 4 VL
On treatment On treatment
(n=2) (n=29)
Data cutoff: July 18, 2025.

AE, adverse event; PD, progressive disease; QD, once daily. i
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Baseline patient demographics and disease characteristic
Sonrotoclax Sonrotoclax
320 mg 320 mg
Parameters (n=115) Parameters (n=115)
Age, median (range), years 68 (39-85) Bulky disease status, n (%0)
>65 years, n (%) 74 (643) LDi>5 46 (40.0
Male, n (%) 87 (75.7) = (40.0)
Race, n (%) LDi>10 cm 12 (10.4)
Asian 45 (39.1) Bone marrow involvement at baseline, n (%) 58 (50.4)
Black or African American 3(2.6) Ki67 status, n/N with known status (%6)
White 61 (53.0) Positive 92/98 (93.9)
Etﬁmgirxoarg%md 6(5.2) >30% 41/98 (41.8)
Not Hispanic or Latino 87 (75.7) TP_53 n_1utat|on, n/N with kr_10wn status (%) 27178 (34.6)
Hispanic or Latino 25 (21.7) Prior lines of therapy, median (range) 3 (1-8)
ECOG performance status, n (%) >3 prior lines, n (%) 68 (59.1)
0 34 (29.6) Prior BTK inhibitor treatment, n (%) 115 (100)
L 74(64.3) >2 prior BTK inhibitors 22 (19.1
2 7(6.1) E
Disease stage at study entry, n (%) Prior ASCT, n (%) 17 (14.8)
M 11 (9.6) Prior CAR-T therapy, n (%) 3(2.6)
_ [\ _ 90 (78.3) Reason for ending last line of anticancer therapy, n (%)
Dlse;zasfe sttatus; to last prior therapy, n (%) 100 E7.0) Progressive disease 79 (68.7)
efractory .
Relapsed® 14 (12.2) Trea}tr_nent completed 17 (14.8)
MIPI, n (%) Toxicity 12 (10.4)
High 39(33.9) Other 7(6.1)
Intermediate 41 (35,7) ate. PInitial treatment response followed by progressive disease >6 months after the last line end date.

ASCT, autologous stem cell transplant; BTK, Bruton tyrosine kinase; CAR-T, chimeric antigen receptor T-cell; LDi, longest diameter; MIPI, Mantle Cell Lymphoma International Prognostic Index.
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Safety summary

Sonrotoclax 320 mg
« Part 1: no DLTs, MTD was not reached; Patients, n (%) (n=115)

sonrotoclax RP2D was determined to be 320 mg QD Any TEAE 111 (96.5)
Sonrotoclax overall safety profile (N=115) Treatment-related 92 (80.0)
- Well tolerated; median RDI was 100% LI 2 LD 60 (52.2)

_ _ _ Treatment-related 42 (36.5)

* Most common serious TEAEs were infections Serious TEAE 43 (37.4)
* For the 15 TEAES leading to death, 11 were considered Treatment-related 20 (17.4)
related to the disease under study; other deaths were Leading to death 15 (13.0)

due to pneumonia (n=1), pneumothorax (n=1), unknown (n=2) _
Leading to treatment

* Most TEAEs leading to discontinuation were attributed to discontinuation 16 (13.9)
disease under study Leading to treatment 31 (27.0)
* TEAES led to temporary treatment interruption in 27%; modification '
supportive measures were used when needed and the events Dose interruption 31 (27.0)
resolved :
Dose reduction 1(0.9)

DLT, dose-limiting toxicity; MTD, maximum tolerated dose; QD, once daily; RDI, relative dose intensity; RP2D, recommended phase 2 dose; R/R, relapsed/refractory;
TEAE, treatment-emergent adverse event.

e
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Sonrotoclax 320 mg
(n=115)

» Most common all grade TEAES: Patients, n (%) Any grade Grade >3
hematologic toxicities, electrolyte Neutropenia? 41 (35.7) 22 (19.1)
abnormalities related to tumor cell Thrombocytopenia® 28 (24.3) 11 (9.6)
apoptosis, and gastrointestinal disorders Anemiat 28 (24.3) 9(7.8)

White blood cell count decreased 25 (21.7) 3(2.6)

« Most common grade =3 TEAEs: Hyperuricemia 22(19.1) 0

hematologic toxicities, infections Hypokalemia 20 (17.4) 0
Pneumonia 18 (15.7) 12 (10.4)

« TLS events were reported in 8 patients: Diarrhea 16 (13.9) 5(4.3)

2 had clinical TLS and 6 had laboratory TLS AST increased il ) ()
ALT increased 12 (10.4) 0

— All events resolved without sequelae Constipation 12 (10.4) 0
Lymphopeniad 12 (10.4) 7(6.1)

— No events resulted in death or Select TEAEs by category/AE/SOC

treatment discontinuation Infections (SOC) 45 (39.1) 19 (16.5)

Febrile neutropenia 2(1.7) 2(1.7)
TLS (AE) 8 (7.0) 8 (7.0)

aIncludes preferred terms neutrophil count decreased, neutropenia, and febrile neutropenia. ®Includes preferred terms thrombocytopenia and platelet count decreased.
cIncludes preferred terms anemia and hemoglobin decreased. “Includes preferred terms lymphocyte count decreased and lymphopenia.

AE, adverse event: ALT, alanine aminotransferase; AST| asiartate aminotransferase; SOC sistem orian class; TEAE treatment-emerient adverse event: TLS, tumor Iisis sindrome. “
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\Very promising efficacy in heavily pretreated patients

Part 2: Sonrotoclax 320 mg

(n=103)
Parameters IRC-assessed INV-assessed
ORR, n (%) 54 (52.4) 49 (47.6)
95% CI, % 42.4-62.4 37.6-57.6
1-sided P value <.0001 N/A
CR rate, n (%) 16 (15.5) 23 (22.3)
95% CI, % 9.1-24.0 14.7-31.6
TTR, median (range), months 1.9 (1.6-6.2) 1.9 (1.6-4.0)

* Primary endpoint was met: relative to the historical control ORR of 30%, IRC-assessed ORR of 52.4%
represents a clinically meaningful improvement

* ORR by IRC for patients with <3 prior lines of therapy: 61.0% (95% CI, 44.5%-75.8%)
* Median study follow-up: 14.2 months (range, 0.3-24.9 months)

CR, complete response; INV, investigator; IRC, independent review committee; N/A, not applicable; ORR, overall response rate; QD, once daily; RP2D, recommended phase 2 dose;

S
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Responses/ ORR by IRC,

Patient Subgroup Patients . % (95% CI)
Overall{ 54/103 — 52.4 (42.35-62.36)
Stage IV at study entry - 41/81 — 50.6 (39.27-61.92)
 Subgroups with 25 patients Age 265years 4 34/65 i ——@— 52.3 (39.54-64.85)
in part 2 showed a consistent TP53 mutation 4 13/22 i o 59.1 (36.35-79.29)
superior ORR benefit relative to K67 3309 17136 : - 472 (30.41-64.51)

. . - = 0 = . . . - .

the historical control of 30% :

Bulky disease (LDi =5 cm) - 23/42 : @ 54.8 (38.67-70.15)
* ORR by IRC for patients with High MIPI score 14/34 @ 41.2 (24.65-59.30)

TP53 mutation: ST
59.1% (95% Cl, 36_3%_79_3%) Refractory to last therapy - 44/89 : — 49.4 (38.67-60.25)
<3 prior lines of therapy — 25/41 @ 61.0 (44.50-75.80)
23 prior lines of therapy - 29/62 —_— 46.8 (33.98-59.88)

T T T T T T T T T 1

0O 10 20 30 40 50 60 70 80 90 100

Dotted line represents the historical control ORR of 30%. ORR, %
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/Nﬁ?/“"UMr%!H?mﬂs, ",glu heavily pretreated patients with sonrobaelen a2khing

-

Events, Median DOR,

« With a median study follow-up of @ 100- n(%)  mo (95% Cl)
14.2 months, patients who received § 90 320 mg QD total 23 (42.6) 15.8 (7.4-NE)
sonrotoclax 320 mg in part 2 demonstrated: g 80

£ 70
— Median DOR by IRC was 15.8 months 2 |
(95% CI, 7.4 months-NE); 3 504
63% of patients who responded 5 201
remained in remission after 9 months 5
> e — |
— Median PFS by IRC was 6.5 months 5 207
(95% Cl, 4.0-10.4 months) S 107, 55 mg QD total
o
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
— Median OS was not reached 01 2345 6 7 8 9 101112 13 14 15 16 17 18 19 20 21 22
(95% ClI, 14.8 months-NE) Months after first response
No. at risk:

320 mg QD total 54 50 47 45 44 36 3533 29 2721 1714121211 4 3 2 2 2 1 O

DOR, duration of response; IRC, independent review committee; NE, not estimable; OS, overall survival; PFS, progression-free survival; QD, once daily; RP2D, recommended phase 2 dose.
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« Sonrotoclax monotherapy demonstrated clinically meaningful benefits in heavily pretreated
patients with advanced MCL, including a 52.4% ORR by IRC and median DOR of 15.8 months

— ORR benefit was consistent across patient subgroups, including those with negative
prognostic factors such as TP53 mutation (ORR by IRC, 59.1%)

« Treatment with sonrotoclax monotherapy was well tolerated, with no new safety signals identified

— The most common grade =3 TEAEs were hematologic events and infections that were
manageable

— TLS rate was low, and events were mostly laboratory abnormalities

» A phase 3, randomized placebo-controlled trial to evaluate sonrotoclax in combination with
zanubrutinib in patients with R/R MCL (CELESTIAL-RRMCL; NCT06742996) is ongoing

e
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* Thank youl!
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