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Table 2. Ocular toxicity, extent of exposure and dose modifications in 
patients with HNSCC 
Event CRB-701  

2.7 mg/kg Q3W
(n = 36)

CRB-701  
3.6 mg/kg Q3W

(n = 39)

Overall
(N = 75)

Keratitis, n (%)
All grades 13 (36.1) 20 (51.3) 33 (44.0)
Grade ≥ 3 2 (5.6) 5 (12.8) 7 (9.3)

Extent of exposure
Duration of exposure,a days, 
median (range)

86.0 
(1–367)

93.0
(1–477)

87.0
(1–477)

Relative dose intensity,b %, 
median (range)

97.7 
(56.1–103.3)

85.7 
(38.0–101.6)

96.9 
(38.0–103.3)

Dose modification due to ocular toxicity, n (%)
Discontinuation 0 1 (2.6) 1 (1.3)
Reduction 7 (19.4) 14 (35.9) 21 (28.0)
Interruption or delay 13 (36.1) 18 (46.2) 31 (41.3)

aDuration of exposure to CRB-701 is calculated using the date of last dose of CRB-701 – the date of first dose of CRB-701 + 1. 
bRelative dose intensity is defined as the ratio of the actual delivered dose to the planned dose, expressed as a percentage. 
HNSCC, head and neck squamous cell carcinoma; Q3W, every 3 weeks.

Table 3. Key patient baseline characteristics 
Characteristic OPSCC

(n = 41)
non-OPSCC

(n = 34)
HNSCC
(N = 75)

Male, n (%) 37 (90.2) 30 (88.2) 67 (89.3)
Age, years, median (range) 62 (36–77) 62 (24–78) 62 (24–78)
ECOG PS, n (%)

0 24 (58.5) 11 (32.4) 35 (46.7)
1 17 (41.5) 22 (64.7) 39 (52.0)
2 0 1 (2.9) 1 (1.3)

Number of previous therapies, 
median (range) 3 (1–9) 2 (1–7) 3 (1–9)

HPV status, n (%)
Positive 35 (85.4) 8 (23.5) 43 (57.3)
Negative 6 (14.6) 24 (70.6) 30 (40.0)
Missing 0 2 (5.9) 2 (2.7)

Disease extent, n (%)
Locally recurrent 2 (4.9) 10 (29.4) 12 (16.0)
Metastatic 39 (95.1) 24 (70.6) 63 (84.0)
Locally recurrent and 
metastatic 0 0 0

ECOG PS, Eastern Cooperative Oncology Group Performance Status; HNSCC, head and neck squamous cell carcinoma; HPV, human 
papillomavirus; non-OPSCC, non-oropharyngeal squamous cell carcinoma; OPSCC, oropharyngeal squamous cell carcinoma.
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• 	B A C K G R O U N D

•	Head and neck squamous cell carcinoma (HNSCC) is the seventh 
most common malignancy worldwide, accounting for approximately 
4.5% of all cancers globally.1
	_ Oropharyngeal squamous cell carcinoma (OPSCC) accounts for 
approximately 31% of HNSCC cases in the USA, with approximately 
70% of cases attributable to human papillomavirus (HPV) infection.2,3

•	Nectin-4 (PVRL4) expression has been detected in approximately  
86% of HNSCC tumors, with higher levels in HPV-associated diseases.4 
	_ HPV-positive tumors often demonstrate an inflamed tumor 
microenvironment with increased immune infiltration and elevated 
programmed death-ligand 1 (PD-L1) expression.5–7

•	CRB-701 is a next-generation Nectin-4-targeted monomethyl auristatin E 
(MMAE)-based antibody–drug conjugate (ADC; Figure 1).

•	Previously reported results from the ongoing phase 1/2 CRB-701-01 
study (NCT06265727) demonstrated a manageable safety profile and 
encouraging efficacy signals in heavily pretreated patients with recurrent or 
metastatic (R/M) HNSCC treated with CRB-701.8

•	This poster presents updated efficacy data from an additional  
30 patients (total N = 71) treated with CRB-701 2.7 mg/kg or  
3.6 mg/kg Q3W, including 6 months of extended follow-up.
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• 	M E T H O D S

•	The study design is presented in Figure 2.
•	Tumor type and subtype were confirmed from previous diagnostic 

records based on histology.

•	HPV status was retrospectively determined using p16 
immunohistochemistry and/or HPV genomic assays.

•	Confirmed objective response rate (cORR), duration of response (DoR) 
and progression-free survival (PFS) were assessed.
	_ Responses were based on investigator assessment per Response 
Evaluation Criteria in Solid Tumours (RECIST) v1.1 criteria,13 and a scan 
at least 4 weeks after the initial response was required to confirm partial 
and complete objective responses.

	_ Subgroup analyses based on HNSCC subtype were also performed.

• 	R E S U LT S

Patient disposition
•	As of April 1, 2026, a total of 317 patients had received at least one dose 

of CRB-701 monotherapy. Among them, 75 patients with HNSCC were 
treated with 2.7 mg/kg or 3.6 mg/kg Q3W; 41 had OPSCC and 34 had 
non-oropharyngeal squamous cell carcinoma (non-OPSCC; Table 1).

• 	C O N C LU S I O N S

•	The results presented are in line with the previously reported safety 
profile of CRB-701,8 demonstrating that ocular toxicities are the 
primary TRAEs.
	_ Ocular toxicities were largely manageable and reversible through 
dose delays and reductions as well as prophylactic measures.

•	CRB-701 3.6 mg/kg Q3W demonstrated selective antitumor activity with 
durable responses in heavily pretreated patients with OPSCC whose 
disease has progressed on at least one line of standard-of-care therapy. 
	_ Anatomical subtype and HPV status appeared to be the major 
baseline characteristics leading to a selective response.

•	An ongoing dose expansion phase is evaluating the efficacy and safety 
of CRB-701 in combination with pembrolizumab in the first-line setting 
for OPSCC.

•	Collectively, these findings demonstrate the potential of CRB-701 as 
a therapeutic option for second- and third-line treatment of patients 
with OPSCC with high unmet medical need, and support the continued 
development of CRB-701 in a pivotal study.

Safety profile
•	The most common treatment-related adverse events (TRAEs; occurring 

in ≥ 20% of the overall Safety Population) are presented in Figure 3. 
	_ The safety profile in patients with HNSCC was similar to that 
observed in the overall Safety Population.

•	In patients with HNSCC, keratitis occurred more frequently in patients 
receiving CRB-701 3.6 mg/kg than 2.7 mg/kg (51.3% vs 36.1%; Table 2). 
Grade 3 events were also more common at the 3.6 mg/kg dose  
(12.8% vs 5.6%).
	_ No grade 4 or 5 keratitis events were reported.
	_ Dose interruptions and reductions were frequently implemented to 
manage ocular toxicity; however, discontinuations were uncommon.

	_ Ocular toxicities were reversible and manageable with dose 
modifications and prophylactic eye drops.

Figure 1. CRB-701

Figure 2. Study design

DAR, drug:antibody ratio; mAb, monoclonal antibody; MMAE, monomethyl auristatin E; mTGase, microbial transglutaminase;  
PK, pharmacokinetics.

In part A, dose escalation/de-escalation decisions were made based on the occurrence of dose-limiting toxicities. In part B, dose 
levels were defined by the pharmacologically active dose range identified in part A.
HNSCC, head and neck squamous cell carcinoma; MMAE, monomethyl auristatin E; Q3W, every 3 weeks; R/M, recurrent or metastatic. 
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Figure 3. Distribution of TRAEs reported in ≥ 20% of patients by maximum 
CTCAE grade (N = 317)

Baseline characteristics of patients with HNSCC
•	Key patient baseline characteristics for patients with HNSCC are 

presented in Table 3.

Patients with multiple events of the same type are counted once at the highest grade.
CTCAE, Common Terminology Criteria for Adverse Events; TRAE, treatment-related adverse event.
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Efficacy in patients with HNSCC and by anatomical subtypes
•	Of those in the Efficacy Population, 41 patients had OPSCC and  

30 patients had non-OPSCC.
•	Distinct efficacy outcomes were observed between HNSCC subtypes, 

with superior confirmed antitumor responses (cORR), DoR and PFS 
noted in the OPSCC population at the 3.6 mg/kg Q3W dose (Figure 4 
and Table 4).  
	_ The majority of patients with OPSCC were HPV-positive and had 
been previously exposed to both platinum-based chemotherapy and 
anti-PD-L1 therapy.

	_ Most clinical responses were observed in patients with HPV-positive 
OPSCC.

	_ Antitumor responses were observed in patients with high and low 
levels of Nectin-4 expression (data not shown).

	_ Antitumor responses were observed across all subgroups when 
stratified by prior lines of therapy (≤ 3 vs > 3) or disease extent 
(locally recurrent vs metastatic; data not shown).

Figure 4. Percentage change from baseline in sum of diameters with confirmed best overall response (A) and patient-level best overall response by 
dose (B) for CRB-701 Q3W

Data are summarized based on the dose group assigned at enrollment. Each bar represents one participant. Best overall response 
is indicated at the end of each bar. Dashed line on panel A indicates the threshold for PR according to RECIST v1.1 criteria13  
(> 30% reduction in the sum of diameters). 
CR, complete response; non-OPSCC, non-oropharyngeal squamous cell carcinoma; OPSCC, oropharyngeal squamous cell 
carcinoma; PD, progressive disease; PR, partial response; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid 
Tumours; SD, stable disease.
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Dose escalation (part A): Bayesian Optimal Interval design

Dose optimization (part B): time-to-event Bayesian Optimal Phase 2 design

3.6 mg/kg Q3W

2.7 mg/kg Q3W
1:1

RANDOMIZATION

3.6 mg/kg Q3W

4.5 mg/kg Q3W

2.7 mg/kg Q3W

1.8 mg/kg Q3W

21-day observation

21-day observation

21-day observation

21-day observation

Safety Population: 
All patients who have received 
≥ 1 dose of CRB-701 (includes 

patients with a range of 
cytologically and/or histologically 

confirmed tumor types)

HNSCC Safety Population:
Patients with cytologically and/or 
histologically confirmed HNSCC 

who received ≥ 1 dose of CRB-701

Efficacy Population: 
Patients with measurable 

disease at baseline who received 
CRB‑701 2.7 mg/kg Q3W 

or 3.6 mg/kg Q3W and had 
≥ 1 post‑treatment assessment

Patient population
• R/M HNSCC 
• Received ≥ 1 line 

of therapy
• No previous exposure 

to Nectin-4-targeted or 
MMAE-based therapies

Table 1. Study patient disposition 
Disposition Safety 

Population
Efficacy 

Population
Not evaluablea

Patients treated with CRB-701 
monotherapy (all tumors and 
doses)

317 N/A N/A

Patients with HNSCC treated  
with CRB-701 monotherapy  
(2.7 mg/kg or 3.6 mg/kg Q3W)

75 71 4

Patients with OPSCC treated 
with CRB-701 monotherapy 
(2.7 mg/kg or 3.6 mg/kg Q3W)

41 41 0

Patients with non-OPSCC 
treated with CRB-701 
monotherapy (2.7 mg/kg or  
3.6 mg/kg Q3W)

34 30 4

aPatients with no post-baseline scan assessment.
HNSCC, head and neck squamous cell carcinoma; N/A, not applicable; non-OPSCC, non-oropharyngeal 
squamous cell carcinoma; OPSCC, oropharyngeal squamous cell carcinoma. 

Table 4. CRB-701 cORR, DoR and PFS
Endpoint CRB-701 2.7 mg/kg Q3W CRB-701 3.6 mg/kg Q3W

OPSCC
(n = 20)

Non-
OPSCC
(n = 14)

HNSCC
(N = 34)

OPSCC 
(n = 21)

Non-
OPSCC
(n = 16)

HNSCC
(N = 37)

cORR, n (%) 4 (20.0) 1 (7.1) 5 (14.7) 9 (42.9) 0 9 (24.3)

90% CI, % 7.1–40.1 0.4–29.7 6.0–28.5 24.5–62.8 0.0–17.1 13.3–38.6

DoR,a months, 
median 4.8 4.4 4.4 6.3 N/A 6.3

95% CI, % 2.7–NE NE–NE 2.7–NE 4.4–NE N/A 4.4–NE

PFS, months, 
median 4.2 2.3 3.5 5.6 2.7 4.2

95% CI, % 2.6–7.9 1.3–3.5 2.3–5.6 4.1–7.7 1.3–4.2 2.8–5.6
aDoR is defined as the time from first documented response of CR or PR to the first date of disease progression, start of 
new therapy, or death, whichever occurs first. CR and PR must have a confirmation scan at least 4 weeks after the initial 
scan documenting CR or PR. Patients who do not experience disease progression or death, or who receive new cancer 
therapy, are censored. 
CI, confidence interval; cORR, confirmed objective response rate; CR, complete response; DoR, duration of response; 
HNSCC, head and neck squamous cell carcinoma; N/A, not applicable; NE, not estimable; non-OPSCC, non-oropharyngeal 
squamous cell carcinoma; OPSCC, oropharyngeal squamous cell carcinoma; PFS, progression-free survival; PR, partial 
response; Q3W, every 3 weeks.
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