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Bexobrutideg (NX-5948)

A novel CNS-penetrant BTK degrader that addresses BTK scaffolding and overcomes BTK resistance mutations
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BCR, B-cell receptor; BTK, Bruton's tyrosine kinase; CNS, central nervous system; DAG, diacylglycerol; HCK, hematopoietic cell kinase; PLCy2, phospholipase gamma 2; RAC, Ras-related C3 botulinum toxin substrate GTPase
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Bexobrutideg Shows Superior Mutation Coverage and Highly Selective BTK Degradation

Bexobrutideg shows superior cell killing across Global proteomics using bexobrutideg show selective
mutations compared with BTK inhibitors’ degradation of BTK at clinically relevant exposures
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BTK, Bruton’s tyrosine kinase; GI-50, growth inhibition 50%; PBMCs, peripheral blood mononuclear cells
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Bexobrutideg Trial Design (NX-5948-301, CLL/SLL Cohorts, Phase 1a/b)

Including Phase 1b cohorts with BTKi-treated and BCL2i-naive; BTKi-naive (including treatment-naive)

Phase 1a Phase 1b randomized Phase 1b dose expansion

Relapsed/refractory CLL/SLL Relapsed/refractory CLL/SLL Earlier lines of treatment CLL/SLL

Dose escalation Randomized Cohort 1 Cohort 5 Cohort 15 Additional cohorts
(fully enrolled) (fully enrolled) (enrolling)

BTKi-treated

50-600 mg?
600 mg QD (RP2D)

and BTKi-naive
Prior BTKi and BCL2i .
BCL2i-naiveP
‘-’ o0 mg Lo High-risk
r>450 mg QD disease®
> 300mg QD 200 mg QD Treatment-naive
Prior BTKi and BCL2i
r» 200 mg QD
r>100 mg QD
50 mg QD

BCL2i, B-cell lymphoma 2 inhibitor; BTKi, Bruton’s tyrosine kinase inhibitor; CLL, chronic lymphocytic leukemia; ncBTKi, non-covalent BTKi; QD, once daily; RP2D, recommended Phase 2 dose; SLL, small lymphocytic lymphoma
aStarting dose;?All patients at 600 mg except one patient on 200 mg dose; ¢Including: non-C418S mutations; prior ncBTKi; TP53 mutations; warm autoimmune hemolytic anemia; CNS involvement with prior BTKi
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Bexobrutideg Safety Summary: All CLL/SLL Patients (Phase 1a/b)

TEAESs consistent between overall population and patients receiving 600 mg dose

500 mg dose p D mg dose p
n (%) 4 86 6
Any TEAE 134 (94.4) 79 (91.9) 55 (98.2)
Treatment related 110 (77.5) 65 (75.6) 45 (80.4)
Grade 3+ 73 (51.4) 39 (45.3) 34 (60.7)
Treatment related 35 (24.6) 22 (25.6) 13 (23.2)
SAE 33 (23.2) 16 (18.6) 17 (30.4)
Treatment related 9 (6.3) 5 (5.8) 4(7.1)
Grade 5* 3(2.1) 1(1.2) 2 (3.6)
Treatment related 0 0 0
Leading to treatment discontinuation 8 (5.6) 5 (5.8) 3(5.4)
Treatment related 6 (4.2) 3 (3.5) 3(5.4)
DLT 0 0 0

Median exposure time, months (range)

7.3 (0.03-35.8)

5.1 (0.03—21.5)

12.5 (0.2-35.8)

CLL, chronic lymphocytic leukemia; DLT, dose-limiting toxicity; SAE, serious adverse event; SLL, small lymphocytic lymphoma; TEAE, treatment-emergent adverse event

*Grade 5 AEs: pulmonary embolism, death not otherwise specified;, pneumonia

Data cutoff: 1 Jan 2026



TEAEs in 210% of Patient Population (Phase 1a/b)

Tolerable AE profile: comparable between overall population and patients receiving 600 mg dose

TEAESs (all doses, n=142) TEAEs (600 mg dose, n=86)
Purpura/contusion?

Neutropenia® S
Petechiae
Diarrhea

Fatigue® I
Headache
Upper respiratory tract infection
Anemia
Rashd
Thrombocytopenia®  Three Grade 5 AE, all

Cough deemed not related

Peripheral edema (pneumonia, pulmonary

Arthralgia embolism, NOS)
Nausea f

COVID-19f
Sinusitis Grade 1/2

Urinary tract infection F B Grade 23
Back pain

 Tolerable safety profile
consistent with prior
disclosures

* No dose-limiting toxicities
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Patients, %

AE, adverse event; CLL, chronic lymphocytic leukemia; NOS, not otherwise specified; RP2D, recommended Phase 2 dose; SLL, small lymphocytic lymphoma,; TEAE, treatment-emergent adverse event Data cutoff: 1 Jan 2026
aPurpura/contusion includes episodes of contusion or purpura; PAggregate of ‘neutrophil count decreased’ or ‘neutropenia’; °Fatigue was transient; “Aggregate of rash’ and ‘rash maculopapular’ and ‘rash pustular’;
eAggregate of thrombocytopenia’ and ‘platelet count decreased’; /Aggregate of ‘COVID-19’ and ‘COVID-19 pneumonia’



Patient Disposition and Baseline Characteristics (Phase 1a)
Patients with relapsed/refractory CLL/SLL

Relapsed/refractory CLL/SLL Relapsed/refracto

Characteristics Tha . 0 .' - .. NP
Phase 1a - -
(n=48) Median age, years (range) 68.5 (35.0-88.0)
Male, n (%) 32 (66.7)
. White, n (%) 42 (87.5)
Dose escalation -
50-600 mg ECOG PS 0/1, n (%) 19 (39.6) / 29 (60.4)
(n=48) CNS involvement, n (%) 5(10.4)
600 mg: n=16 Median prior lines of therapy, n (range) 4.0 (2-12)
. . Previous treatments, n (%)
Discontinued treatment (n=26) BTKi 47 (97.9)
Safety population® Radiographic progression: n=12 _ . :
(n=48) - . cBTKi / ncBTKi 47 (97.9) /13 (27.1)
Clinical progression: n=6 :
Adverse event: n=4 BCL2i 40 (83.3)
Death: n=1 BTKi and BCL2i 39 (81.3)
On trea2t2ment Prohibited medication/procedure: n=1 Chemolchemo-immunotherapies 35 (72.9)
=2z Patient withdrew consent: n=1 Mutation status,c n (%) (n=47)
BTK 18 (38.3)
TP53 21 (44.7)
. PLCG2 7 (14.9)
Median follow-up®: 22.4 months BCL2 6 (12.8)
IGHV (unmutated) 29 (85.3), n=34
BCL2i, B-cell lymphoma 2 inhibitor; BTKi, Bruton’s tyrosine kinase inhibitor; ¢BTKi, covalent BTKi; CLL, chronic lymphocytic leukemia; CNS, central nervous system; ECOG PS; Eastern Cooperative Oncology Data cutoff: 1 Jan 2026

Group Performance Status; ncBTKi, non-covalent BTKi; SLL, small lymphocytic lymphoma

aSafety and efficacy populations are identical; ®Time from treatment start to data cutoff; ¢Patients could have received multiple prior treatments; Patients could have multiple mutations (which are reported at VAF >5%)
*Starting dose



Bexobrutideg PFS and ORR in Relapsed/Refractory Patients (Phase 1a)
PFS remains durable with a median of 22.1 months

Relapsed/refractory CLL/SLL

1.0

> PFS summary
% ) Event-free rate n=48
_8 0.8
5 18 months Median PFS?, months (95% Cl)  22.1 (14.0-NR)
© 0
% o677 ________ 55.8% ORR summary
> :
n 1 n=47°
(<)) 1
2 04- '
"é- ' | ORR, % (95% Cl)° 83.0 (69.2-92.4)
o :
? ! CR 2 (4.3)
o 0.21 !
= : nPR 1(2.1)
o ! + Censored PR 36 (76.6)
0 T T T T T T T T f T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 SD 6 (12.8)
Time (months) PD 2 (4.3)
Number at risk
48 45 40 36 36 32 29 27 2 15 12 9 5 4 3 3 2 0 Median follow-up,4 months 224
(range) (16.9-35.7)
Cl, confidence interval;, CLL, chronic lymphocytic leukemia; CR, complete response; nPR, nodal partial response; NR, not reached; ORR, objective response rate; PD, progressive disease; Data cutoff: 1 Jan 2026

PFS, progression-free survival; PR, partial response; PR-L, partial response with lymphocytosis; SD, stable disease; SLL, small lymphocytic lymphoma
aMedian for PFS by Kaplan—Meier method; "Excludes 1 patient who was not evaluable for response; cObjective response rate includes CR + nPR + PR + PR-L; 9Time from treatment start to data cutoff



Patient Disposition (Phase 1b Cohorts 5 and 15)

Patients with CLL/SLL in earlier lines of treatment

Earlier lines of treatment CLL/SLL

BTKi-treated and
BCL2i-naive

BTKi-naive (including
treatment-naive)

Phase 1b Cohort 15

(n=20)

Phase 1b Cohort 5

(n=19)2

Discontinued Discontinued
—> treatment (n=1) —> treatment (n=1)
Physician decision Patient withdrew consent

On treatment On treatment

(n=18) (n=19)
Median follow-up®: 5.1 months Median follow-up®: 4.9 months
BCL2i, B-cell lymphoma 2 inhibitor; BTKi, Bruton’s tyrosine kinase inhibitor; CLL, chronic lymphocytic leukemia; SLL, small lymphocytic lymphoma Data cutoff: 1 Jan 2026

a0ne patient in Cohort 5 was enrolled at 200 mg prior to selection of 600 mg as the go-forward dose; all other patients at 600 mg; ¢Time from treatment start to data cutoff
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Baseline Characteristics (Phase 1b Cohorts 5 and 15)

Patients in earlier lines of treatment

Earlier lines of treatment CLL/SLL

BTKi-treated and BCL2i-naive BTKi-naive (including treatment-naive)
. Phase 1b Cohort 5 Phase 1b Cohort 15

Characteristics (n=19) (n=20)
Median age, years (range) 71.0 (48.0-79.0) 69.5 (41.0-87.0)
Male, n (%) 16 (84.2) 10 (50.0)
White, n (%) 18 (94.7) 19 (95.0)
ECOG PS 0/1, n (%) 12 (63.2) / 7 (36.8) 5(25.0)/ 15 (75.0)
Number of prior lines of therapy, n (%)

0 0 10 (50.0)

1 8 (42.1) 9 (45.0)

22 11 (57.9) 1(5.0)

Previous treatments,? n (%)

BTKi 19 (100.0) 0

cBTKi / ncBTKi 19 (100.0) / 1 (5.3) 0/0

BCL2i 0 2 (10.0)

Chemo/chemo-immunotherapies 9 (47.4) 8 (40.0)
Mutation status,” n (%) (n=19) (n=20)

BTK 10 (52.6) 0

TP53 9(47.4) 3 (15.0)

PLCG2 3(15.8) 0

BCL2 1(5.3) 0

IGHV (unmutated) 14 (93.3), n=15 0,n=2

BCL2i, B-cell lymphoma 2 inhibitor; BTKi, Bruton’s tyrosine kinase inhibitor; ¢BTKi, covalent BTKi; CLL, chronic lymphocytic leukemia; CNS, central nervous system; ECOG PS; Eastern Cooperative Oncology Data cutoff: 1 Jan 2026

Group Performance Status; ncBTKi, non-covalent BTKi; SLL, small lymphocytic lymphoma
aPatients could have received multiple prior treatments; ®Patients could have multiple mutations (which are reported at VAF >5%)



ORR in Earlier Lines of Treatment (Phase 1b Cohorts 5 and 15)

Promising response rates in BCL2i-naive, BTKi-naive and treatment-naive patients

Earlier lines of treatment CLL/SLL

ORR, % 92.9 84.2
(95% Cl)2 (66.1-99.8) (60.4-96.6)
PR/PR-L 13 (92.9) 16 (84.2)
SD 0 3(15.8)
PD 0 0
NE 1(7.1) 0
Median follow-up,® 5.2 4.9
months (range) (1.9-7.7) (2.9-5.8)
BCL2i, B-cell lymphoma 2 inhibitor; BTKi, Bruton’s tyrosine kinase inhibitor; Cl, confidence interval; CLL, chronic lymphocytic leukemia; NE, non-evaluable; nPR, nodal partial response; ORR, objective response Data cutoff: 1 Jan 2026

rate; PD, progressive disease; PR, partial response; PR-L, partial response with lymphocytosis; SD, stable disease; SLL, small lymphocytic lymphoma

" aObjective response rate includes CR + nPR + PR + PR-L; ®Time from treatment start to data cutoff
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Time on Treatment in Patients Receiving Earlier Lines of Treatment
Rapid and durable responses noted in most patients
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BCL2i, B-cell lymphoma 2 inhibitor; BTKi, Bruton’s tyrosine kinase inhibitor; CIT, chemo-immunotherapy; CLL, chronic lymphocytic leukemia; ncBTKi, non-covalent BTKi; NE, non-evaluable; Data cutoff: 1 Jan 2026

PR, partial response; PR-L, partial response with lymphocytosis; SD, stable disease; SLL, small lymphocytic lymphoma
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Reduction in Lymph Node Size in Patients Treated with Bexobrutideg
Bexobrutideg demonstrates broad clinical activity including in high-risk patients

Reduction in lymph node size
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Mutation status

[] Unavailable

[ ] wild type

] Single mutant
B Multiple mutant

n=45 evaluable

Relapsed/refractory CLL/SLL

Phase 1a dose escalation, all doses

* CNS involvement at baseline

|| Best response CR

x|

||

||

Earlier lines of treatment CLL/SLL

BTKi-treated and BTKi-naive
BCL2i- naive (including treatment-naive)
Phase 1b Cohort 5

Phase 1b Cohort 15

n=13 evaluable n=18 evaluable

m m -

ATM, ataxia-telangiectasia mutated; BTK, Bruton’s tyrosine kinase; BTKi, BTK inhibitor; CLL, chronic lymphocytic leukemia; CNS, central nervous system; CR, complete response;

Data cutoff: 1 Jan 2026

NOTCH1, neurologic locus notch homolog protein 1, PLCG2, phospholipase C gamma 2; SLL, small lymphocytic lymphoma, SPD, sum of products diameters
Waterfall plot includes patients with measurable lymph node status; mutations were reported at VAF >5%; Patients could have no mutations, a single mutation, or multiple mutations
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Conclusions

« Bexobrutideg is a highly selective, CNS penetrant degrader of both wild type BTK and BTKi resistance mutations
that eliminates both the kinase and scaffolding functions of the BTK protein

* In the Phase 1a portion of trial NX-5948-301, bexobrutideg demonstrated an ORR of 83% with a median PFS of
22.1 months across all doses (560-600 mgq)

* In the Phase 1b portion of the trial, high ORRs were observed in cohorts of patients with fewer or no prior lines of
treatment (despite short follow-up period):
— 92.9% in patients who were BTKi-treated and BCL2i-naive (Cohort 5)
— 84.2% in patients who were BTKi-naive (including treatment-naive; Cohort 15)

« Clinical responses were observed across the overall population including in difficult-to-treat subgroups with baseline

BTK mutations, relapsed/refractory disease, high number of prior therapies, high-risk molecular features and CNS
involvement

« Bexobrutideg was well tolerated and safety profile was consistent with prior disclosures, including in comparisons
between the RP2D 600 mg and overall trial population

« Based on the totality and consistency of safety and efficacy findings, bexobrutideg is being evaluated in the
ongoing pivotal Phase 2 DAYBreak CLL-201 and planned Phase 3 DAYBreak CLL-306 trials

BCL2i, B-cell lymphoma 2 inhibitor; BTK, Bruton's tyrosine kinase; BTKi, BTK inhibitor; CLL, chronic lymphocytic leukemia; CNS, central nervous system; ORR, objective response rate; PFS, progression-free survival;
RP2D, recommended Phase 2 dose; SLL, small lymphocytic lymphoma
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