Final publication
number: 967P

Phase 1/2 study of the next-generation Nectin-4-targeting antibody—drug conjugate CRB-701 (SYS6002)
N patients with urothelial and non-urothelial solid tumours

Cesar A Perez', Charlene Mantia?, Allen Cohn?, Neel Gandhi*, Debra Josephs®, Pamela Munster®, Peter Vu’, Tudor-Eliade Ciuleanu?®, Kailash Mosalpuria®, Donna M Graham'®,

Arnab Basu", Bernard Doger de Speville'?, Laurentia Gales'™, Amy Quinton™, Abhishek Tripathi', Bristi Basu', lan Hodgson'/, Dominic Smethurst"/, David J Pinato', Ari Rosenberg™

Scan to access poster
supplementary materials

Copies of supplementary materials
obtained through QR codes are for
personal use only and may not be
reproduced without written
permission of the authors

'Sarah Cannon Research Institute at Florida Cancer Specialists, Orlando, FL, USA, 2Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA, USA, *Rocky Mountain Cancer Centers, Denver, CO, USA; “Carolina BioOncology
Institute, Huntersville, NC, USA; °Guy’s and St Thomas' NHS Foundation Trust, London, UK; ®University of California San Francisco, San Francisco, CA, USA; ‘University of California San Diego, San Diego, CA, USA; 8Arensia Research

Clinic, Cluj-Napoca, Romania; °Nebraska Hematology & Oncology, Lincoln, NE, USA; "°The University of Manchester and The Christie NHS Foundation Trust, Manchester, UK; "The University of Alabama at Birmingham, Birmingham,
AL, USA; “Hospital Fundacion Jimenez Diaz, Madrid, Spain; *Arensia Research Clinic, Bucharest, Romania; *Velindre Cancer Centre, Cardiff, UK; >City of Hope, Duarte, CA, USA; ®University of Cambridge and Cambridge University

Hospitals NHS Foundation Trust, Cambridge, UK; "Corbus Pharmaceuticals Inc., Norwood, MA, USA; "®Imperial College London, London, UK; University of Chicago, Chicago, IL, USA

BACKGROUND

Correspondence: arirosenberg@bsd.uchicago.edu

Figure 2. Percentage change from baseline in sum of diameters with unconfirmed best overall response (A, C and E) and participant-level confirmed
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: . . : : CTCAE, Common Terminology Criteria for Adverse Events; TEAE, treatment-emergent adverse event.
e Anti-tumour activity, safety, tolerability and pharmacokinetics

were assessed. °

RESULTS .

Data are summarized based on the dose group assigned at enrolment. Each bar represents one participant. Anti-tumour activity was determined according to RECIST v1.1 criteria.* Best overall response is indicated
at the end of each bar. A confirmation scan = 4 weeks after the initial recorded response was required to confirm PR and CR. A minimum duration of 42 days was required to confirm SD; therefore, participants with
only one post-baseline SD scan completed < 42 days after treatment initiation were deemed not evaluable. Dotted line on parts A, C and E indicates the threshold for PR according to RECIST v1.1 criteria

(> 30% reduction in the sum of diameters). 2Participant developed invasive aspergillosis and new lesions were not evaluable. *Participant presented with a 100% target response reduction from baseline in the sum
of diameters; however, non-target lesions were still present. °Two participants were excluded because they were missing a baseline scan. “Participant had a PR based on target lesions, but new lesions developed

Anaemia was the most frequently reported treatment-related
cytopenia, reported in 21 participants (12.6%). Treatment-related
hyperglycaemia was reported in 4 participants (2.4%).

(B) 6 weeks in the bone and liver. CR, complete response; HNSCC, head and neck sguamous cell carcinoma; laUC/mUC, locally advanced metastatic urothelial cancer; NE, not evaluable; PD, progressive disease; PR, partial
Treatment-related adverse events (TRAES) of grade 3 or above response; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease.
. < .. - in severity were reported in 30 participants (18.0%; 49 events).

Baseline Ch.ara?tensucs' safety, tolerability and The most frequently reported TRAEs were eye disorders CONCLUSIONS
pharmacokinetics (Supplementary Table S2).
® Asof September 2025, 167 par.ticipants had.erjrolled in the safety ® No grade 4 or 5 TEAESs were deemed treatment-related. ® The results presented here suggest that CRB-701 may be differentiated from other Nectin-4-targeted MMAE-coupled ADCs based on safety;,

population. Key participant baseline characteristics are presented » Serious TEAEs were reported in 31 participants (18.6%; efficacy and/or pharmacokinetics.%>’

in Table 1. 62 events), of these, three events occurring in 3 participants ® CRB-701 demonstrated evidence of efficacy in tumour types beyond urothelial cancer, including HNSCC and cervical cancer, with responses
® Data for cumulative TEAEs reported in more than 15% of (1.8%) were deemed treatment-related: abnormal general physical (C) 1 year observed across a wide range of Nectin-4 expression levels.

condition (2.7 mg/kg dose; not resolved), hypercalcaemia
(3.6 mg/kg dose; resolved) and tumour haemorrhage
(2.7 mg/kg dose; resolved).

participants across all doses are shown in Figure 1. * In this heavily pretreated population of participants with HNSCC, encouraging efficacy was observed with the 2.7 mg/kg and 3.6 mg/kg

- Keratitis was the most frequently reported TEAE, with incidence doses, indicating that CRB-701 may offer a promising single-agent therapeutic option for participants with HNSCC.

increasing in a dose-dependent manner.

® CRB-701 demonstrated a favourable safety profile, with low incidence of MMAE-associated toxicities, for example, peripheral sensory neuropathy.®
® Dose interruptions resulting from TRAES were frequent, but dose

discontinuations were uncommon (6% of participants; Table 2).
The majority of dose modifications were due to eye disorders.

® The geometric mean ADC half-lite of CRB-701 was 133 hours

® Qcular TEAEs were reported in 107 (60.5%) of participants
(Supplementary Table S1).

— Grade 3 ocular TEAEs were reported in fewer than 10% of
participants and no grade 4 or 5 events were reported.

- Ocular toxicities were largely manageable through dose delays and modifications, as well as prophylactic measures. Overall dose

CT, computed tomography, HNSCC, head and neck squamous cell carcinoma; HPV, human papillomavirus discontinuations due to TRAEs were infrequent (6.6% of participants at the 3.6 mg/kg dose).

e Most participants in the laUC/mUC and cervical cancer cohorts ® The results of this dose optimization phase will inform the recommended dose for phase 2 evaluation.

(5.6 days); pharmacokinetic parameters are presented in were awaiting their confirmatory scan at the time of data cut e Collectively, these results support the continued development of CRB-701 in patients with HNSCC, cervical cancer and lauUC/mUC.
® Peripheral neuropathy TEAEs were reported in 14 (8.4%) of Supblementarv Table S3 (Figure 2C—2F). .
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Supplementary methods

Part A (dose escalation) study design

e Adults were eligible to participate if they had advanced or metastatic solid tumours known to express Nectin-4 and
if disease had progressed despite the use of all appropriate lines of therapy.
e A Bayesian Optimal Interval design with four dose groups (1.8, 2.7, 3.6 and 4.5 mg/kg; each administered

intravenously once every 3 weeks) was used to determine the maximum tolerated dose and the pharmacologically
active dose range for further evaluation.

Study endpoints (parts A and B)

e The primary endpoint for part A was the occurrence of protocol-defined dose-limiting toxicities. Safety,
pharmacokinetics and preliminary anti-tumour activity were assessed as secondary endpoints.

e The primary endpoint for part B was the objective response rate based on complete and partial responses
determined according to Response Evaluation Criteria in Solid Tumours (RECIST) v1.1 criteria. Safety, disease
control rate and pharmacokinetic parameters were assessed as secondary endpoints.
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Additional information related to Table 3. ORRs and DCRs of CRB-701 Q3W by tumour type for the
2.7 mg/kg and 3.6 mg/kg doses (n = 84)

The following participants were excluded from ORR and DCR calculations

e HNSCC
o Participants who were NE due to their scan occurring < 42 days after baseline (n = 4)
o Participant who received CRB-701 and pembrolizumab, assessed as having PD and change from baseline
of +24.0 (n=1)
o Participants who received CRB-701 1.8 mg/kg (n = 3)
e Cervical cancer
o Participants who were NE due to their scan occurring < 42 days after baseline (n = 2)
o Participant who received CRB-701 1.8 mg/kg (n = 1)
e laUC/mUC
o Participant with confounded data, assessed as having a PR and change from baseline of -60.7 (n = 1)
o Participants who were NE due to their scan occurring < 42 days after baseline (n = 2)
o Participants who received CRB-701 1.8 mg/kg (n = 3)
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Table S1. Ocular TEAEs by maximum CTCAE grade and dose for CRB-701 Q3W

1.8 mg/kg | 2.7 mg/kg | 3.6 mg/kg | 4.5 mg/kg Total
(n=13) (n=74) (n =76) (n=4) (N =167)

TEAE, n (%)

Participants with = 1 eye

toxicity TEAE, n (%) 8(61.5) | 40(54.1) | 50(65.8) | 3(75.0) | 101 (60.5)

Grade 1 5(385) | 17(23.0) | 9(11.8) 0 31 (18.6)
Grade 2 3(23.1) | 16(216) | 33(434) | 2(50.0) | 54 (32.3)
Grade 3 0 7 (9.5) 8(10.5) | 1(25.0) | 16(9.6)

Data are summarized based on dose group assigned at enrolment. Participants with multiple events of the same type are counted once.
CTCAE, Common Terminology Criteria for Adverse Events; Q3W, every 3 weeks; TEAE, treatment-emergent adverse event.
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Table S2. TRAEs of grade 3 or above in severity listed by system organ class and preferred term for

CRB-701 Q3W
1.8 mg/kg 2.7 mglkg 3.6 mg/kg 4.5 mg/kg Overall
(n=13) (n=74) (n=76) (n=4) (N =167)

Patients with = 1 TRAE grade 3 or

above in severity, n (%) [events, n] 1(7.7) [2] 13 (17.6) [22] | 13 (17.1) [20] 3 (75.0) [5] 30 (18.0) [49]

Eye disorders 0 6 (8.1) [8] 8 (10.5) [14] 1(25.0) [1] 5 (9.0) [23]
Keratitis 0 4 (5.4) [4] 5 (6.6) [6] 1(25.0) [1] 0 (6.0) [11]
Vision blurred 0 1(1.4) 1] 1(1.3) [1] 0 2 (1.2) [2]
Visual impairment 0 1(1.4)[1] 1(1.3) [1] 0 2(1.2)[2]
Corneal epithelial microcysts 0 0 1(1.3) [3] 0 1(0.6) [3]
Keratopathy 0 1(1.4)[1] 0 0 1(0.6) [1]
Lacrimation increased 0 1(1.4)[1] 0 0 1(0.6) [1]
Ocular discomfort 0 0 1(1.3)[1] 0 1(0.6) [1]
Ulcerative keratitis 0 0 1(1.3) [2] 0 1(0.6) [2]

Blood and lymphatic system

disorders 1(7.7) [2] 4 (5.4)[7] 1(1.3) [1] 0 6 (3.6) [10]
Anaemia 1(7.7) [2] 4 (5.4) [5] 1(1.3) [1] 0 6 (3.6) [8]
Lymphopenia 0 1(1.4)[1] 0 0 1 (0.6) [1]
Thrombocytopenia 0 1(1.4)[1] 0 0 1(0.6) [1]

Investigations 0 3 (4.1) [4] 1(1.3) [2] 1(25.0) [3] 5(3.0) [9]
ALT increased 0 1(1.4)[1] 0 0 1(0.6) [1]
AST increased 0 0 0 1(25.0) [1] 1(0.6) [1]
Blood ALP increased 0 0 0 1(25.0) [1] 1(0.6) [1]
Blood bilirubin increased 0 0 0 1(25.0) [1] 1(0.6) [1]
GGT increased 0 1(1.4)[1] 0 0 1(0.6) [1]
General physical condition 0 1(1.4)[1] 0 0 1(0.6)[1]

abnormal
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Lymphocyte count decreased 0 1(1.4)[1] 0 0 1(0.6) [1]
WBC count decreased 0 0 1(1.3) [2] 0 1(0.6) [2]

Gastrointestinal disorders 0 0 2 (2.6) [2] 0 2(1.2)[2]
Constipation 0 0 1(1.3)[1] 0 1 (0.6) [1]
Diarrhoea 0 0 1(1.3) [1] 0 1(0.6) [1]

General disorders and

administration site conditions 0 140 1(.3)0] 0 2(1.2)12]
Fatigue 0 1(1.4) [1] 1(1.3) [1] 0 2(1.2)[2]

Metabolism and nutrition disorders 0 2 (2.7) [2] 0 0 2(1.2)[2]
Hypokalaemia 0 2 (2.7) [2] 0 0 2(1.2)[2]

Skin and subcutaneous tissue

disorders 0 0 0 1(25.0) [1] 1(0.6) [1]
Dermatitis bullous 0 0 0 1(25.0) [1] 1(0.6) [1]

Data are summarized based on dose group assigned at enrolment. Patients with multiple events of the same type are counted once.
ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, y-glutamyl transferase; Q3W, every 3 weeks;
TRAE, treatment-related adverse event; WBC, white blood cell.
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Table S3. Mean CRB-701 pharmacokinetic parameters during cycle 1 for CRB-701 (n = 94)

Parameter, mean 1.8 mg/kg 2.7 mg/kg 3.6 mg/kg 4.5 mg/kg
(CV, %) (n=13) (n = 36) (n=41) (n=4)
ADC
Cmax, pg/L 33762 (19) 50 585 (20) 63182 (77) 73479 (24)
AUCiast, h*ug/L 3757663 (40) 6737 092 (36) 8729295 (65) | 11980010 (20)
t1/2, h3 107 (34) 133 (24) 139 (57) 178 (24)
MMAE
Cmax, ng/L 1567 (139) 1676 (77) 2818 (99) 1988 (62)
AUCiast, h*ng/L 461710 (126) 516 530 (72) 922938 (94) 648 554 (25)
t1/2, hP 164 (38) 212 (36) 234 (36) N/A

Data are geometric mean and CV.

an = 35 in the 2.7 mg/kg dose group and n = 39 in the 3.6 mg/kg dose group.

bn = 7 in the 1.8 mg/kg dose group, n = 9 in the 2.7 mg/kg group, n = 8 in the 3.6 mg/kg dose group and n = 0 in the 4.5 mg/kg dose group.
ADC, antibody—drug conjugate; AUCst, area under the time—concentration curve from dosing to the time of the last measured concentration;
Cmax, maximum concentration; CV, coefficient of variation; MMAE, monomethyl auristatin E; N/A, not applicable; t12, terminal half-life.
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Table S4. Confirmed best overall responses in HNSCC, cervical cancer and laUC/mUC for the 2.7 mg/kg and

3.6 mg/kg doses (n = 84)

HNSCC Cervical cancer laUC/mUC
Response, n (%) 57 mgikg | 3.6 mgikg | 2.7 mgikg | 3.6 mgikg | 2.7 mgikg | 3.6 mgikg
n=12) | (n=21) | (n=18) | (n=16) | (n=8) (n=9)
CR 0 0 1(5.6) 0 0 0
PR 4(333) | 7(333) 1(5.6) 3(188) | 2(25.0) | 3(33.3)
SD 5417) | 5(238) | 10(55.6) | 8(50.0) | 4(50.0) | 5 (55.6)
PD 3(250) | 9(429) | 6(333) | 5(313) | 2(250) | 1(11.1)

Responses were determined according to RECIST v1.1 criteria. A confirmation scan = 4 weeks after the initial recorded response was required to
confirm PR and CR. SD was confirmed if sustained for at least 42 days. Non-evaluable participants were excluded (HNSCC, n = 4; cervical
cancer, n = 2; laUC/mUC, n = 3).

CR, complete response; HNSCC, head and neck squamous cell carcinoma; laUC/mUC, locally advanced or metastatic urothelial cancer;

PD, progressive disease; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease.
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