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Background

_ _ _ _ _ _ Cohort Key inclusion criteria Key exclusion criteria Analysis Detail
* Treatment options are needed after first-line therapy for patients with Study design | | | | | |
hematologic malignant neoplasms' . Aged =18 years e Prior ROR1-directed therapya  Efficacy analyses will be conducted in the APaT population, defined as all patients
: : - : who received =21 dose of study dru
» Receptor tyrosine kinase—like orphan receptor 1 (ROR1) is a Aggressive B-Cell Malignancies All » ECOG PS 0-2 * Active CVD | Al b od b d.y gt 4 dos dul
transmembrane protein expressed in hematologic malignant neoplasms? » Adequate organ function * Acute or chronic GVHD in Efficacy nalyses Wit be poo.e Y llsease yPe and dosing seheduie -
_ Zilovertamab vedotin is an antibody-drug conjugate composed Cohort A (N = 40) patients with prior allo-SCT * ORR and 95% Cls will be estimated using the Clopper-Pearson exact binomial method
of humanized immunoglobulin G1 (IgG1) monoclonal anti-ROR1, . R/Ff I(\j/!CL afléeTrKZ'Z thdergtphies Zilovertamab vedotin * Histologically confirmed MCL » Systemic anticancer therapy * DOR will be estimated using the Kaplan-Meier method
. . .. INC INg a | and elther : : : :
a proteolytically cleavable linker, and the antimicrotubule agent recgiveg or was ineligible 2.5 mg/kg IV Q3W ° Measurable disease per Lugano response criteria =4 weeks before first study » Safety analyses will be conducted in the APaT population
monomethyl auristatin E (MMAE); it has shown promising antitumor for CAR T-cell therapy A assessed by the investigator and verified by BICR ?nojgéjlze g/;/eeks for small St » Analyses will be pooled by disease type and dosing schedule
C . . X . . ) ok . .
activity in heme.\tologlc mallgnant neoplasms Eéig;iga:%_?_iier 22 prior systemic therapies,  Prior radiotherapy <28 days 4 » Safety and tolerability will be summarized using descriptive statistics
* Bruton tyrosine kinase (BTK) is a key downstream regulator of the . o before first study dose » DLT rate across doses will be estimated using the pool-adjacent violators algorithm
B-cell receptor signal transduction pathway; activation of this pathway Cohort B (N = 50) Zilovertamab vedotin * Previous CAR T-cell therapy or ineligible for CAR | | | APa all ofionts as freatod
regulates B-cell physiology, including differentiation, proliferation, « R/R RT after 21 prior therapy 2.5 mg/kg IV Q3W T-cell therapy * Ongoing corticosteroid therapy al, all patients as freaied.

adhesion, cell migration, and survival® . _ | >30. mg QD of prednisone
* Histologically confirmed RT equivalent
— Nemtabrutinib is an oral, reversible, noncovalent competitive inhibitor

of wild-type and C4871S-mutant BTK that provides promising DL-1 B Putr U0 P Current or prior participation

. . assessed by the investigator and verified by BICR in a studv of an investigational
: TP : _ : 4.5 Zilovertamab vedotin y g : : _
antltumc?r ac.:t|V|ty |n. multiple B-cell m.allgnant neopl.asr.n.s 2.0 mg/kg IV Q3W * R/R disease after 21 prior systemic therapy agent or device <4 weeks Sites of patient enrolilment for waveLINE-006 (green)
* The combination of zilovertamab vedotin and a BTK inhibitor could + before first study dose
potentially i6mprove responses in patients with B-cell malignant gl;mt;\grgtigig * Histologically confirmed MCL » Solid organ transplant recipient
neoplasms | Follow-Up * Measurable disease per Lugano response criteria » Ongoing grade =1 peripheral
» The waveLINE.-OO6 (_NCT054.58297.) multicenter, open-labgl, . Efficacy follow-up C assessed by the investigator neuropathy
phase 2 study is designed to investigate the safety and efficacy o Q12W up to * R/R disease after 21 prior systemic therapy o FL transformation into more
of zilovertamab vedotin as monotherapy or in combination with Eligibility DLO | weeki0s,nen » No prior exposure to a noncovalent BTKi aggressive lymphoma
nemtabrutinib in patients with relapsed or refractory (R/R) B-cell ?;:;ee:;a>18 years C;I/"I'\?rl\t/lgl_(th:e:la prior therapy Zélg\éerrr:g;ﬂgbl\\//egg\?\? vciggl\xgg . e Active HBV/HCV infection
malignant neoplasm§, Including mantlg cell lymphoma (MCL; | « ECOG PS 0-2 and no prior exposure to . + » Survival follow-up * Histologically confirmed grade 1-3A FL active infection necessitating
cohorts A and C), Richter transformation (RT; cohort B), or follicular - Adequate noncovalent BTKi Nemtabrutinib Q12W » Measurable disease per Lugano response criteria systemic therapy, active CNS
lymphoma (FL; cohorts D and E) organ function 65 mg PO QD . Sfafety 30 days D assessed by the investigator and verified by BICR, disease, history of HIV
after last dose and clinical features that mandate treatment
(90 days for | o | | * Cohort C only
. : serious AEs) * R/R dlsegse after 22 prior systemic therapies and no _ QTc prolongation (QTGF
Objectlves DL 1 other available therapy >450 ms) or other ECG
Primary Zilovertamab vedotin End Points | . . . abnormalities
2.5 mg/kg IV Q3W * Primary efficacy:  Histologically confirmed grade 1-3A FL Current treatment with
. . : . : ORR : o -
Tc_) evaluate safety andi tolerability of zﬂoyertamab vedotin n pgtlents Nemta}’arutimb . Secondary efficacy: * Measurable disease per Lugano response criteria CYP2CS8 substrates,
with FL (cohort D) or zilovertamab vedotin plus nemtabrutinib in 65 ma PO QD DOR assessed by the investigator and verified by BICR, )
| _ g E > P-gp substrates, CYP3A
patients with MCL (cohort C) . Safety and tolerability and clinical features that mandate treatment strong inducers
* To evaluate objective response rate (ORR) for — Primary: * R/R disease after =22 prior systemic therapies and no

cohorts C and D . — Any Gl abnormalities that
— Zilovertamab vedotin for patients with MCL (cohort A), RT (cohort B), _ Secondary: other available therapy might alter absorption References

_and FL (cohorts D and E) per Lugano response criteria’ by blinded Indolent B-Cell Malignancies cohorts A, B, and E allo-SCT, allogensic stem call ransplant; NS, central nervous systerm; CVD, cardiovascular dissase; GYP, oytochrome P450: EGG, eledtrocardiography: G, gastrointestinal 1. Hoffman WK et al. Int J Cancer. 2023;152:340-347. 5. Woyach JA et al. Blood. 2022;140(suppl 1)7004-7006.
mdependent central review (B'CR) GVHD, graft-versus-host disease; HBV, hepatitis B virus; HCV, hepatitis C virus; QTc, corrected QT interval; QTcF, corrected QT interval by Fridericia; P-gp, P-glycoprotein. 2. Wang M et al. Blood. 2021;138:528-530. 6. Lee HJ et al. J Clin Oncol. 2021;39:7556.
_ _ o _ _ aPrior exposure to MMAE-containing druas is allowed. 3. Singh SP et al. Mol Cancer. 2018;17:57. 7. Cheson BD et al. J Clin Oncol. 2014;32:3059-3067.
— Zilovertamab vedotin plus nemtabrutinib for patients with MCL (cohort C) " v 4. Robak T et al. Cancers. 2022;14:771.
per Lugano response criteria by investigator review Assessment and follow-up
Secondary Assessment Detail
N _ o _ Cohort D Cohort E Acknowledgments
* To evaluate Safety and t0|erab|“ty of zilovertamab vedotin in patlents (N = 35) Zilovertamab (N = 30) Zilovertamab  Assessed by CT or PET Q12W from C1D1 up to week 108, then Q24\W up to The authors thank the patients and their families and caregivers for participating in this trial and all investigators and site personnel. Medical writing and/or editorial
with MCL (Cohort A), RT (Cohort B), or FL (Cohort E) . RR FL after vedotin? . R/R FL after vedotin Timor resnonse week 156 assistance was provided by Bresler Swanepoel, PhD, and Matthew Grzywacz, PhD, of ApotheCom (Yardley, PA, USA). This assistance was funded by Merck Sharp
_ : 25 mg/kg IV Q3W : 25 mg/kg IV Q3W P & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA. Funding for this research was provided by Merck Sharp & Dohme LLC, a subsidiary of Merck &
* To evaluate duration of response (DOR) for 22 prior ) 22 prior ) » Follow-up tumor imaging to be performed at discontinuation Co., Inc., Rahway, NJ, USA.

therapies therapies

— Zilovertamab vedotin for patients with MCL (cohort A), RT (cohort B), « AEs will be monitored throughout the study by the investigator and for 30 days (90 days

or FL (cohorts D and E) per Lugano response criteria by BICR AEs for serious AEs) after the last dose of study drug; they will be graded per the NCI Contact information
— Zilovertamab vedotin plus nemtabrutinib for patients with MCL (Cohort C) AE, adverse event; BTKi, Bruton tyrosine kinase inhibitor; CAR, chimeric antigen receptor; CLL, chronic lymphocytic leukemia; ECOG PS, Eastern Cooperative Oncology CTCAE v5.0 o |
oer Lugano response criteria by ves tlga tor review Group performance status; DL, dose level; IV, intravenous; PO, by mouth; Q3W, every 3 weeks; Q2/3W, every 2 or 3 weeks; Q12W, every 12 weeks; Q24W, every 24 weeks; Contact the author at aberkovits@inmunocel.com for questions or comments.
QD, once daily; R, randomization; RP2D, recommended phase 2 dose. : : ; : g 0
aA previous version of the protocol enrolled CLL patients at this dose level and CLL and FL patients at 2.0 mg/kg IV Q2/3W. * Dose flndlng will follow the mTPI deSIQn (cohort C) with a target DLT rate of 27% Access Poster Access Poster Slides
DLTs  The initial DLT period will be the first 56 days (safety run-in phase) for cohort C;
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thereafter, DLTs will be evaluated every 6 months

C1D1, cycle 1 day 1; CT, computed tomography; DLT, dose-limiting toxicity; mTPI, modified toxicity probability interval; NCI CTCAE v5.0, National Cancer Institute
Common Terminology Criteria for Adverse Events version 5.0; PET, positron emission tomography.
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