A First-in-Human Phase 1 Trial of NX-2127, a First-in-Class Oral BTK Degrader With
Immunomodulatory Activity, in Patients With Relapsed and Refractory B-Cell Malignancies
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Background Study objectives and endpoints

 Inhibiting Bruton’s tyrosine kinase (BTK) has been shown to be NX-2127: Structu re and mechanism of action Phase Objectives Endpoints
effective in treating B-cell malig nancies: Primary (1a) e Evaluate the safety and tolerability of BTK degrader NX-2127, when taken ¢ Incidence of DLTs, TEAEs, Grade 23 TEAEs, SAEs, TEAEs leading to study drug
orally, in adult patients with relapsed/refractory B-cell malignancies discontinuation, and deaths due to TEAEs
— Mutations in the BTK protein that prevent inhibitors from binding o Establish the MTD and/or recommended Phase 1b dose of NX-2127 * Incidence of all deaths
: C ey  Changes from baseline in safety parameters
can cause resistance to approved BTK inhibitors.’ J yP
BTK d dati - " ¢ thod of int ¢ NX-2127 BTK degradation Immunomodulatory activity: Secondary (1a) - gparacterize the F’Kl and F’hf_) pgofiles PD . NX-212|7 tF_’K pa;jcm)neters in plasma (C__, T, half-life, AUC,,,AUC . AUC, _.C .
— egradation may oftrer an alternative metnoad or interrupting D . . . aracterize any relationship between accumulation ratio
. ) . . egradation of lkaros and Aiolos . imi i ivi . - -
B-cell receptor signaling and overcoming such resistance. g Assess preliminary anti-tumor activity . gl]?aRngce:st:;)tn; /bgTQei“rr:eOfDBgRK IS\I/:eSIs in B cells
e y CRBN ’ o
— Immunomodulatory drugs utlllzmg cereblon act|V|ty, such as Linker ubiquitin Primary (1b) e Evaluate the clinical activity at the recommended dose selected in Phase * ORR based on B-cell malignancy indication-specific criteria, i.e.:
Ienalldomlde and pomalldomlde can Increase T_Ce” release |igase G‘a\a\ytlc Ub/' O@ 1ain up to5 relapsed/rEfraCtory B-cell malignancy indication pOPUIatiOnS — iwCLL criteria® for CLL/SLL
: : . : : < > < ) complex 9 < — WM response criteria4 for WM
of _m_ter_feron gamma anq |nterlleuk|n—2 leading to anti-tumor P Q% — Lugano Classification of Lymphoma response criteriad for DLBCL, FL, MCL, and MZL
activity in some B-cell malignancies. Harness Hook 3
(CRBN binder) (BTK binder) < >—O - Secondary (1b) » Evaluate safety and tolerability  Incidence of TEAEs, Grade =3 TEAESs, deaths due to TEAEs, SAEs, TEAEs leading to
e Chimeric targeting molecules Catalyze ubiquitination and  Further characterize anti-tumor activity ijisccj)ntinua’;io“,danq[hchanges in safety parameters
- - - * Further characterize PK and PD profiles  Incidence of all deaths
proteaspm_a_l d_egradat_lon_ of target pr?telns arJd are comprised NX-2127 Q - Further characterize any relationship between PK/PD and anti-tumor activity - NX-2127 PK parameters in plasma
of a UblC]UItln Ilgase-blndlng element ( harness ), a |Inker, and a - « Changes from baseline of BTK levels in B cells
target-binding element (“hook”):2 (l?RBN “b'qul'“” + CRrate / CRirate, DOR, PFS, OS
'gase compiex Proteasome Abbreviations: AUC, area under the time-concentration curve; BTK, Bruton’s tyrosine kinase; CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; C__ , peak plasma concentration; C__, minimum plasma concentration; CR, complete response; CRi,
— - I I I I I complete response with incomplete marrow recovery; DLBCL, diffuse large B-cell ymphoma; DLTs, dose-limiting toxicities; DOR, duration of response; FL, follicular lymphoma; iwCLL, International Workshop on Chronic Lymphocytic Leukemia; MCL, mantle
::lx i?zi Ich ta ChlmeEIC ta;getlng TO'GCU'G that ContalnS a BTK cell lymphoma; MTD, maximum tolerated dose; MZL, marginal zone lymphoma; ORR, objective response rate; OS, overall survival; PD, pharmacodynamics; PFS, progression-free survival; PK, pharmacokinetics; SAEs, serious adverse events; TEAEs,
OOK lINKea 10 a cerepion narness. treatment-emergent adverse events; T__, time to C__; WM, Waldenstrém macroglobulinemia
— In addition to inducing BTK degradation, NX-2127 possesses Ta rg et pOpU Iation
activity similar to immunomodulatory drugs utilizing cereblon -
activity.? &7 3&°
o _ _ K degr@ Phase 1a Dose escalation Phase 1b Cohort expansion
B -arg’[eivic’[:omrr?lanatlt;)en ;):; Be-]lc;lgcﬁ\e/g ras(f[lraat,l[gn a?c()jr I?;nal:ir;]om?ec:gla;gg; « Adult patients with histologically confirmed relapsed/refractory B-cell malignancies CLL/SLL with BTK C481 mutation cohort
refrac’zlor Bycell alianancies gy g P Abbreviations: BTK, Bruton’s tyrosine kinase; CRBN, cereblon ‘ Ubiquitin « BTK C481 mutation-positive CLL/SLL whose disease has failed treatment with a BTKi
y 9 ' « Patients required to have any the following: CLL/SLL with no BTK C481 mutation cohort
— CLL, SLL, MCL, MZL, WM, FL (grade 1-3b), or DLBCL (high-grade B-cell lymphoma, with MYC < CLL or SLL with no BTK C481 mutation whose disease has failed treatment with a BTKi
and BCL2 and/or BCL6 rearrangements and high-grade B-cell ymphoma NOS)
M th d « Patients must have required and received at least 2 prior systemic therapies (or 1 prior therapy MCL, MZL, WM cohort
e O S for patients with WM), and for whom no other therapies are known to provide clinical benefit « MCL or MZL whose disease has failed treatment with BTKi and an anti-CD20 mAb-based
regimen or WM whose disease has failed treatment with BTKi
: : : . Relapsed/refractory FL cohort
* NX-2127-001 is a first-in-human, Phase 1a (dose escalation) and NX-2127-001: Study design « FL (grade 1-3b) whose disease has failed treatment with an anti-CD20 mAb-based regimen
Phase 1b (cohort expansion) study designed to evaluate the safety, el e BLEEL e
tolerability, and preliminary efficacy of NX-2127 in adult patients with o _ _ _ _ » DLBCL (including transformed FL and transformed MZL; not Richter's) whose disease has failed
Two-part first-in-human phase 1 monotherapy trial of NX-2127 in relapsed or refractory B-cell malignancies treatment with an anti-CD20 mAb-based regimen and an anthracycline. DLBCL histologies

relapsed/refractory chronic lymphocytic leukemia (CLL) and B-cell

malignancies with once daily oral dosing: Phase 1a dose escalation* (N = up to 30 patients)?

— Phase 1a (dose escalation) will proceed using an accelerated
modified Fibonacci dose escalation design that transitions to a

standard 3 + 3 design based on protocol-specific criteria. J Key e||g|b|||ty crite ria
Dose level 4: 400 mg

CLL/SLL with no BTK C481 mutation (n=20)

include high-grade B-cell lymphoma, with MYC and BCL2 and/or BCL6 rearrangements and high-
grade B-cell lymphoma NOS

Phase 1b cohort expansion (N = up to 100 patients)

Note: Failed treatment in Phase 1b is defined as: i) Best response of stable disease during treatment and then subsequently had progressive disease; ii) Any response with secondary progression; or iii) Best response of progressive disease at any time while
on therapy. Abbreviations: BTK, Bruton’s tyrosine kinase; BTKi, BTK inhibitor; CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell ymphoma; FL, follicular lymphoma; mAb, monoclonal antibody; MCL, mantle cell ymphoma; MZL, marginal zone

Once-daily oral dosing lymphoma; NOS, not otherwise specified; SLL, small lymphocytic lymphoma; WM, Waldenstrom macroglobulinemia

Dose level 5+: 500-1000 mg CLL/SLL with BTK C481 mutation (n=20)

— Phase 1b (cohort expansion) will include up to 5 expansion cohorts

_ o _ Abbreviated inclusion criteria Abbreviated exclusion criteria
in the indications listed. o . . . . . . .
Dose level 3: 300 mg MCL, MZL, WM (n=20) . 218 years of age * Richter’s transformation, prolymphocytic leukemia, or blastoid transformation of FL into DLBCL prior to planned start of study drug
e The primary objectives are: . At least 2 weeks must have elapsed between the last » Patients who have undergone autologous or allogeneic stem cell transplant within 100 days prior to planned start of study drug
Dose level 2: 200 ‘ L (n=20) ]’EheraF;}’bagd the Iir_St_dO?re] of study drug (t):‘ at Ieet].st ‘: We'?rlfs - History of CAR-T therapy within 100 days prior to start of study drug. Must have evidence of B-cell recovery if patient received
_ s : : ose level 2: mg n= or antibody-containing therapies, except for patients wi prior CAR-T therap
To evaluate safety and tolerability and to determine the maximum CLL on a small molecule therapy who require at least 5 half- | | - S - -
tolerated dose (Phase 1a). lives or 2 days (whichever is longer) « Prior radiotherapy within 2 weeks of planned start of study drug (excluding limited palliative radiation)
| * Must require systemic thera e Pri ithi
N N | | Dose level 1: 100 mg DLBCL (n=20) 9 y Py Prior chemotherapy within 2 weeks of planned start of study drug
— To evaluate the early clinical activity of NX-2127 in expansion . Patients must have radiographically measurable disease per » Prior monoclonal antibody therapy within 4 weeks of planned start of study drug
cohorts (Phase 1b). response criteria specific to the malignancy - Toxicities from previous anticancer therapies must have resolved to baseline levels or to Grade 1 (except for
ClinicalTrials.gov Identifier: NCT04830137 « ECOG performance status of 0 or 1 alopecia, hypothyroidism with adequate replacement therapy, hypopituitarism with adequate replacement therapy,
*One patient/cohort in absence of Grade 2+ toxicity; 3+3 patients/cohort on 1st occurrence of Grade 2+ toxicity. peripheral neuropathy, or hematologic parameters meeting inclusion criteria)
TTotal N dependent on # dose levels investigated and will include 6 patients at dose selected for Phase 1b for additional analysis of safety, pharmacodynamics, clinical activity, . Adequate organ and bone marrow function. in the absence ’

and BTK levels. f th fact defined tocol laborat
Abbreviations: CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MCL, mantle cell A oL el etiolfs), s I (Sl eiteleleol e Lo blrelioln

lymphoma; MZL, marginal zone lymphoma; WM, Waldenstrém macroglobulinemia parameters » Patients requiring ongoing treatment with warfarin or patients treated with dual anti-platelet therapy and vitamin K antagonists

 History of Grade 22 hemorrhage within 28 days

Abbreviations: CAR-T, Chimeric Antigen Receptor T-cell; CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell ymphoma; ECOG, Eastern Cooperative Oncology Group; FL, follicular lymphoma; WM, Waldenstrom macroglobulinemia
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