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Introduction

. 0 . . . : _ _ : . |
As many as 50% of individuals with B-cell non-Hodgkin lymphoma (NHL) may experience Part A (monotherapy) Part B (combination with rituximab)

refractory or relapsed (R/R) disease, for which there are limited treatment options’-3

» Antibody—drug conjugates (ADC) are indicated for the treatment of aggressive high-grade * R/R B-cell INHL (FL, MZL), DLBCL, MCL, WM | * RIRB-celliNHL (FL, MZL), DLBCL, MCL, WM
lymphomas but are not approved for the treatment of other B-cell NHL subtypes. Toxicities * N =approximately 100 participants |+ N =approximately 40 participants
induced by the unintended and premature release of the monomethyl auristatin E have limited igtgfgnz'”: dmiﬁ?;rggdc)rgs\?otherapy RP2D zstgfgnz'naengﬂﬁgziggi I:dpfwaistere 4 O3W
the development of the anti-CD79b ADC polatuzumab-vedotin in other B-cell NHLs* . J N J
» ARC-02 is a novel anti-CD79b ADC developed using proprietary AraLinQ™ technology, which Initiate once monotherapy MSAD? is determined
enhances ADC homogeneity and stability, offering improved on-target activity and enhanced Escalation Expansion . Escalation Il Expansion ]
safety MSADC ’
— In preclinical studies, ARC-02 demonstrated a 16-fold higher therapeutic index over — —_— N
. . . . . Dose Level NP ‘ | ;
polatuzumab-vedotin (data on file). This was based on an up to 8-fold improvement in safety S pLBCL | 5 Monotherapy MSAD
margin and potent cytotoxicity in NHL cell lines and xenograft models, with ARC-02 BOIN d + rituximab Combination MSADC
achieving comparable efficacy at 2-fold lower payload delivery.56 Preclinical evidence also (n=up to 12 n Dose Level 4 i
shows potential synergy between CD79b-targeted therapy and rituximab?’ per dose level) | | T MCL T N - iINHL
— Sl ST Monotherapy MSAD (—1)9 +
I N n=20, inclusive of participants in
StUdy DGSIQ“ B SR ToT | : rituximab dose esc:aFI)ationp
 ARC-02-101 (NCT07691600) is a first-in-human open-label, dose-finding phase 1 study Acceler(ar;ciqj)tltratlon_‘ T TTTTTTTTTTTTTT T | )
designed to evaluate the safety, tolerability, PK, pharmacodynamics, and preliminary clinical Dose Level 1 l , ) BOIN
activity of ARC-02 alone and in combination with rituximab in adults with R/R B-cell NHL - n=20 per disease cohort (n=up to 12)
* The study consists of Part A (ARC-02 monotherapy) and Part B (ARC-02 in combination (DLBCL, MCL, INHL), inclusive 5
with rituximab) (Figure 1). Both Part A and Part B include a dose escalation phase followed of participants in dose escalation
by a dose expansion phase. Commencement of Part B will be informed by findings from Part AMSAD represents the maximum safely administered dose.

bDose levels above Dose Level 4 may be evaluated if supported when sufficient clinical data are available at the lower dose levels and after protocol amendment.
°If results of expansion cohort justify further ARC-02 development, to support dose optimization, an additional lower dose level (per B-cell NHL type) may be expanded after protocol amendment.

A dose escalation

« Approximately 140 participants are planned to be enrolled in both monotherapy and %(-1) represents a dose level lower than the monotherapy MSAD.
binati th horts in Part A d Part B BOIN, Bayesian Optimal Interval; DLBCL, diffuse large B-cell ymphoma; FL, follicular lymphoma; iNHL, indolent non-Hodgkin lymphoma; MCL, mantle cell ymphoma; MSAD, maximum safely administered dose; MZL, marginal zone lymphoma; NHL, non-Hodgkin lymphoma; Q3W, every 3 weeks;
combination therapy conorts in ra an ar RP2D, recommended phase 2 dose; R/R, relapsed/refractory; WM, Waldenstrom macroglobulinemia.

 In Part A (monotherapy), dose escalation follows accelerated titration design with single-
participant cohorts used for the first 2 dose levels, before transitioning to a Bayesian Optimal
Interval (BOIN) design. BOIN methodology will be used to estimate the maximum tolerated 'ICIK y it y 1DC -

dose and is defined as the highest dose level with a dose-limiting toxicity (DLT) rate lower IR EEGEEETRY AR

than the prespecified target toxicity rate of 25%. Approximately 100 participants will be Key inclusion criteria Key exclusion criteria m

enrolled in Part A (dose escalation will enroll up to 12 participants per dose level [approx.
n=40] and dose expansion will enroll up to 20 participants per disease cohort (indolent NHL

* Aged =18 years » Grade >1 neuropathy Primary * Incidence of DLTs and TEAEs (including SAESs) * ORR (investigator-assessed)

« B-cell NHL with histology based on WHO criteria® » Has any of the following medical conditions:

[INHL], diffuse large B-cell NHL, mantle cell lymphoma; [approx. n=60]) and disease requiring treatment: Ao Secondary - ORR (investigator-assessed) » Number of participants with TEAEs and
« Part B (ARC-02 combination with rituximab) will initiate after the ARC-02 monotherapy - FL grades 1-3B - Active ILD/pneumonitis or history of ILD/pneumonitis requiring SAES
maximum safely administered dose (MSAD) has been determined in Part A and will enroll - MZL treatment | | * TTR
: telv 40 tici " - MCL - Concurrent malignancy (progressing or requires treatment) * DoR
approximately par_ ICIpan S _ - DLBCL - Active CNS lymphoma involvement requiring treatment * PFS
— In the dose escalation portion, the starting dose (one dose level below the ARC-02 - Other B-cell NHL - Cardiac event within 6 months prior to study entry « PK parameters for acMMAE, total anti-CD79b antibody and free MMAE (C...., T.,, AUC,., and AUC,_..)
monotherapy MSAD) and the ARC-02 monotherapy MSAD dose will be evaluated - e = i e ? FITESENEE @ RIS Ee) A2
_ I ' ' TaY ith i '  Measurable disease, defined by Lugano * Has received chemotherapy, radiotherapy, small molecule,
The dose_expansmn portlon will enroll up to 20 part|C|pe_1njts with INHL (folllcular Iymphoma T SRS investigational, and bioIogFi)gagents (inclrzj)éling CD79b-directed acMMAE, antibody-conjugated monomethyl auristatin E; ADA, antidrug antibody; AUC,_,, area under the curve from time to last measurable
and marglnal zone Iymphoma)_ Data from this cohort will inform the recommended phase I — ’28 P T concentration; AUC,_.., area under the curve from time 0 to infinity; C,..., maximum serum concentration; DLT, dose-limiting toxicity; DoR,
: : : : ; : - : 8 \ns} : : " : duration of response; MMAE, monomethyl auristatin E; nAb, neutralizing antibody; ORR, objective response rate; PFS, progression-free
2 dOSG (RPZD) for ARC'02 In Comblnatlon Wlth rltUX|mab- The Lugano criteria will be used shorter), prior to the first dose of the study intervention survival; PK, pharmacokinetics; SAE, serious adverse event; T.,, half-life; TEAE, treatment-emergent adverse event; TTR, time to response.
to assess response Iin participants with radiographically measurable disease » Has received at least 2 prior lines of systemic « Use of any live or live-attenuated vaccine within 28 days before the
therapies for B-cell NHL and is not eligible to first dose of the study intervention
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