
• Ozuriftamab vedotin (Oz-V, BA3021) is a Conditionally
Active Biologic or CAB anti-ROR2 antibody–drug conjugate 
(CAB-ROR2-ADC) employing an MMAE payload
(DAR 4) and protease-cleavable linker.
• Oz-V conditionally and reversibly binds to the ROR2 
target under the low-pH conditions (pH 5.3 to 6.7) of the                
tumor microenvironment, thus sparing normal cells (Fig. 1).
• The antibody binding is designed to reduce off-tumor 
toxicity utilizing a novel mechanism that avoids tissue- 
mediated drug disposition.
• Oz-V was recently granted FDA Fast Track Designation 
for treatment of pts with R/M SCCHN who have experienced 
disease progression following platinum-based chemotherapy and anti-PD-(L)1 antibody therapy.

• Survival for pts with SCCHN after treatment failure with platinum and anti-PD-1 therapy remains poor
with mOS after failure of first-line treatment of only 3-6 months.1 

• HPV-associated SCCHN pts refractory to treatment are minimally responsive to salvage therapy.
o 0% (0/31 pts) ORR to cetuximab post-platinum therapy.2

o 0% (0/18 pts) ORR to cetuximab post-platinum and anti-PD-(L)1.3

• Unmet need exists in 2L+ SCCHN for both HPV positive and negative patients in large part due to the
general lack of efficacy observed with the use of EGFR-targeted therapy.
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Conclusions
• Oz-V, a conditionally binding ADC targeting ROR2, achieved promising 

antitumor activity among pts with HPV+, as well as HPV- SCCHN.
• Oz-V achieved 100% disease control among pts with heavily pretreated 

HPV+ tumors - one of whom remains in continued CR at 16 mo. follow-up.
• Oz-V delivered at 1.8 mg/kg Q2W was particularly well-tolerated. 
• Oz-V has the differentiated potential to address the marked unmet need 

among the R/M SCCHN population, including HPV+ patients.
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Figure 3. Oz-V in SCCHN continues to demonstrate clinical responses and median 
overall survival of ~9 months in a heavily pretreated population.

Methods

aNot amenable to local therapy with curative intent (surgery or radiation therapy with or without chemotherapy).
bEvaluable pts were defined as those who had ≥1 tumor scan after receiving the study drug.
cTumor assessment by CT or MRI every 6 weeks from C1D1 until 12 weeks, then every 8 weeks up to 1 year, then every 12 weeks thereafter.

Patient characteristics and disposition
All data are from a live database cut from March 24, 2025, unless otherwise specified.

• 40 pts received 1.8 mg/kg Oz-V either Q2W (n=20) or 2Q3W (n=20).
• 60% (26 of 40) pts had tumors associated with HPV infection.
• Pts received a median of 3 prior lines of therapy.
• 95%, 85%, and 65% of pts had experienced prior failure of anti–PD-1 and/or platinum therapy 

and/or taxane, respectively (Table 1).

Figure 2. Multicenter, open-label, single-arm Phase 2 study (NCT05271604). 
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Figure 1. Oz-V pH binding 
inflection point designed for 
TME selectivity.

Ozuriftamab vedotin 
1.8 mg/kg 

Q2W
(n=11)b

Responses, % (n) 45 (5)

Confirmed responses 27 (3)

DCR, % (n) 100 (11)

DOR ongoing

PFS ongoing

OS ongoing

Efficacy
• ORR for total population (HPV positive, negative, and unknown): 38% (13/34); 1 confirmed CR 

who remains in continued CR for >16 months follow-up (Figure 5), 7 confirmed (e.g., Figure 6) 
and 5 unconfirmed PRs, and 16 SD among 34 evaluable* pts.

• Disease control rate: 85% (29/34).
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Figure 6. Confirmed partial response (-80%) ongoing with Oz-V in HPV+ 

oropharyngeal squamous cell carcinoma (1.8 mg/kg Q2W).

63-year-old male with stage IV OPSCC post- surgery and chemo-radiotherapy. Prior treatments included platinum-
based chemo-radiotherapy, pembrolizumab and arena-virus based investigational study. At baseline, pt had biopsy 
proven progression with new mediastinal nodal disease, large left hilar mass, increased hepatic metastases, and 
small bowel metastasis. Continues on Oz-V treatment with active follow-up of disease status.
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Figure 5. Confirmed complete response who remains in continued CR for > 16 
months with Oz-V in HPV+ SCCHN (1.8 mg/kg Q2W).

Results

HPV oncoproteins drive increased proliferation and 
invasiveness through ROR2 overexpression. 

100% disease control among pts with heavily pre-treated HPV+ SCCHN.

Table 3. Best overall 
response amongst 
evaluable HPV+ pts at Q2W.

bResponse evaluable patients defined as pts that had at least 1 scan after treatment with study drug
• Not evaluable prior to first scan:

• 1 pt had clinical progression 
• 1 pt withdrew consent
• 1 pt pending first scan

Figure 4. Oz-V in HPV+ R/M SCCHN (n=14b).

Ozuriftamab vedotin, Oz-V, is an ADC targeting ROR2 that delivers auristatin to 
malignant cells causing tubulin inhibition and immunogenic cell death.

Ozuriftamab vedotin 
1.8 mg/kg 

Q2W
(n=15)a

Total
(n=34)a

Responses, % (n) 40 (6) 38 (13)

Confirmed responses 27 (4) 24 (8)

DCR, % (n) 93 (14) 85 (29)

Table 2. Best overall response amongst evaluable patients.

• HPV associated expression of E6 and/or E7 oncoproteins drives progression by upregulating ROR2
expression.4

• ROR2 acts as a non-canonical receptor for Wnt family of ligands involved in cell migration in normal 
tissue formation, which:4

o influences cell proliferation and survival by regulating downstream signaling pathways, such as the 
PI3K/Akt pathway. 

o can promote metastasis by modulating cell migration, invasion, and angiogenesis. 
• Increased ROR2 expression has been associated with acquired resistance to chemotherapy, PD-(L)1
inhibitors, molecular targeted therapy, and radiation therapy. 5,6 

*8 pts were recently enrolled post-safety data cut.

Table 2. Summary of AEs (as of May 31, 2024).

Number of patients with any AE, n (%) Q2W
(n=12*)

2Q3W
(n=20)

Total
(N=32)

AE 11 (92) 20 (100) 31 (97)

Related 8 (67) 19 (95) 27 (84)

≥Grade 3 AEa

Related grade 3 1 (8) 5 (25) 6 (19)

Related grade 4 0 1 (3) 1 (3)

Serious AE 8 (67) 9 (45) 17 (53)

Related 1 (8) 3 (15) 4 (13)

AE leading to treatment discontinuation 2 (17) 1 (5) 3 (9)

Related 1 (8) 1 (5) 2 (6)

AE leading to death 0 1 (5) 1 (3) 

Related 0 0 0

Results (continued)
Table 1. Patient demographics and clinical characteristics.

Safety (as of May 31, 2024)
• Most AEs were low-grade (Table 2). Fatigue (59%) and nausea (34%) were the most frequent AEs.

• Six pts (19%) had grade 3 TRAEs (nausea, diarrhea, decreased lymphocyte count, and decreased 
neutrophil count, peripheral neuropathy, elevated liver enzymes, and hyperglycemia); 

• 1 pt (3%) experienced TRAE grade 4 hyponatremia in the 2Q3W cohort.
• No grade 5 related AEs were observed.

• Most frequent grade 3-4 TEAEs were hyponatremia (13%), decreased lymphocyte count (13%), anemia 
(9%), and hypoxia (9%). 

• Two pts discontinued Oz-V due to related AEs (peripheral neuropathy; 1 in Q2W and 1 in 2Q3W). 

Ozuriftamab vedotin
1.8 mg/kg

Q2W
(n=20)

2Q3W
(n=20)

Total
(N=40)

Age, mean (SD), y 64 (9) 66 (7) 65 (8)

Sex, n (%)

Male 18 (90) 18 (90) 36 (90)

Female 2 (10) 2 (10) 4 (10)

ECOG performance, n (%)

0 7 (35) 8 (40) 15 (38)

1 13 (65) 12 (60) 25 (63)

Location of primary disease, n (%)

Oropharynx 14 (70) 14 (70) 28 (70)

Oral cavity 2 (10) 3 (15) 5 (13)

Larynx 4 (20) 3 (15) 7 (18)

Number of prior lines of 
therapy, median 3 3 3

Prior anti–PD-1 exposure, n (%) 20 (100) 20 (100) 40 (100)

Prior platinum-based 
chemotherapy exposure, n (%) 17 (85) 17 (85) 34 (85)

Prior Taxanes 13 (65) 13 (65) 26 (65)

HPV p16 status, n (%)

Positive 14 (70) 12 (60) 26 (60)

Negative 5 (25) 7 (35) 12 (30)

Missing/not reported 1 (5) 1 (5) 2 (5)

76-year-old male with stage IV SCCHN post-surgery and radiotherapy. Previous treatments included pembrolizumab; 
clinical trial bispecific anti-PD1/CD47. Pt experiencing continued CR >16 months and currently off therapy per pt 
personal preference; active follow-up of disease status continuing.
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*Completed at least one post-dose tumor assessment.
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CR

CR

aResponse evaluable patients defined as pts that had at least 1 scan after treatment with study drug
• Not evaluable prior to first scan:

• 3 pts had clinical progression 
• 2 pts withdrew consent
• 1 pts pending first scan

CR

1.8 mg/kg Q2W; median of 3 prior lines of therapy, 100% received 
prior PD-(L)1 inhibitor, 93% prior platinum, 29% prior cetuximab

Background

Confirmed Response
1.8 mg/kg 2Q3W
1.8 mg/kg Q2W
p16 +
On Treatment
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