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Background

Results (continued)

* Despite advancements in therapy, up to 95% of patients with recurrent or metastatic squamous cell
carcinoma of the head and neck (R/M SCCHN) ultimately die from the disease.?

* RORZ2 is overexpressed in many solid tumors, including head and neck, lung, breast, and melanoma,
and is associated with resistance to therapies.?>

®* Qzuriftamab vedotin (BA3021) is a CAB ROR2 antibody—drug conjugate (CAB-ROR2-ADC) employing
an MMAE payload and is being developed for patients with advanced solid tumors.

o CABs are designed to reduce off-tumor toxicity; this novel mechanism avoids tissue-mediated
drug disposition and improves pharmacokinetics.®

o Not impacted by resistance to small molecules or monoclonal antibodies to other targets.

o Ozuriftamab vedotin conditionally and reversibly binds to the novel ROR2 target under the
low-pH conditions of the tumor microenvironment, thus sparing normal tissues (Figures 1 and 2).

o RP2D (1.8 mg/kg Q2W) was determined from the phase 1 trial (NCT03504488).

o Ozuriftamab vedotin was recently granted FDA Fast Track Designation for treatment of patients
with R/M SCCHN.’

Table 1. Patient demographics and clinical characteristics

Ozuriftamab vedotin

Figure 1. Selective CAB binding in the acidic
tumor microenvironment

Figure 2. pH-dependent binding of
ozuriftamab vedotin to human ROR2
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The acidity of the tumor cell surface unveils binding sites on targets that are
normally shielded in a normal physiologic pH environment. CABs bind to these
unveiled sites on cancer cells that are otherwise shielded on healthy cells. CABs
are not masked or caged and do not require enzymatic cleavage for activation.

Methods

Binding of ozuriftamab vedotin to human ROR2 at different pH
conditions was determined by ELISA. CABs preferentially bind at tumor
pHs below 6.7, while not binding at the pH of healthy cells (>7.4).

Figure 3. Multicenter, open-label, phase 2 study (NCT05271604)
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2Not amenable to local therapy with curative intent (surgery or radiation therapy with or without chemotherapy).

bpatients in this dosing regimen were enrolled once Q2W enrollment was complete.

“Treatment was given in 28-day cycles in the Q2W cohort and in 21-day cycles in the 2Q3W cohort.

dEvaluable patients were defined as those who had >1 tumor scan after receiving the study drug.

eTumor 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.

Results

Patient disposition

* As of the data cutoff date of May 31, 2024, 32 patients received ozuriftamab vedotin either
Q2W (n=12) or 2Q3W (n=20) for a median of 84 days.

* Patients had received a median of 3 prior lines of therapy and had experienced failure of anti—PD-1
therapy (Table 1).

Efficacy
* Overall (31 evaluable patients): 10 responses (32%; 1 CR and 9 PR) and 14 SD (Table 2 and Figure 4).
* Best overall responses were observed regardless of HPV status and ROR2 expression.
o Q2W (n=12): 1CR, 2 PR, and 5 SD (Figure 5).
o 2Q3W (n=19): 7 PR and 9 SD.
o Median DOR for all confirmed responders has not yet been reached (>3.6 months; 95% Cl, 0.4—NE).

Safety

* Most AEs were low grade (Table 3 and Figure 6); fatigue (59%), anemia (34%), and nausea (34%) were
the most frequent AEs.

* Six patients (19%) had grade 3 TRAEs (nausea, diarrhea, decreased lymphocyte count, decreased
neutrophil count, peripheral neuropathy, elevated liver enzymes, hyperglycemia, soft tissue infection,
febrile neutropenia, asthenia, and dysphagia).

o One patient (3%) experienced a TRAE of grade 4 hyponatremia.
o No grade 5 TRAEs were observed.

* Most frequent grade 3-4 TEAEs were hyponatremia (13%), decreased lymphocyte count (13%),
anemia (9%), and hypoxia (9%) (Figure 6).

* Two patients experienced related AEs leading to study drug discontinuation (peripheral neuropathy in
Q2W and 2Q3W).

1.8 mg/kg

Age, mean (SD), y 62 (11)
Sex, n (%)

Male 11 (92)

Female 1(8)
ECOG performance, n (%)

0 5(42)

1 7 (58)
Location of primary disease, n (%)
Oropharynx 11 (92)
Oral cavity 1(8)
Hypopharynx 0
Larynx 2(17)
Other location 2 (17)
Number of prior lines of
therapy, median 3
Prior anti—PD-1 exposure, n (%) 12 (100)
Prior platinum-based
chemotherapy exposure, n (%) 11(92)
HPV status,? n (%)

Positive 4 (33)

Negative 1(8)

Missing/not reported 7 (58)

aHPV status was determined using p16 immunohistochemistry.

Table 2. Best overall response

Ozuriftamab vedotin
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Any response® (confirmed and unconfirmed CR or PR)

66 (7)

18 (90)

2 (10)

8 (40)

12 (60)

14 (70)
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1(5)
3 (15)

5 (25)
3
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5 (25)
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12 (60)

Figure 4. Percentage change from baseline in sum of target lesions
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Table 3. Summary of AEs
7 (22)
3 . .
Number of patients with any AE, n (%)
32 (100)
31 (97) AE 11 (92) 20 (100) 31 (97)
Related 8 (67) 19 (95) 27 (84)
9 (28) >Grade 3 AE? 8 (67) 14 (70) 22 (69)
4 (13) Related grade 3 1(8) 5(25) 6 (19)
19 (59) 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

@No grade 5 related AEs observed.

Figure 5. Confirmed CR in a 78-year-old male with a history of p16+ base of
tongue squamous cell cancer diagnosed in 2018 s/p surgery and adjuvant
radiation with multiple tumor recurrences and progression after
pembrolizumab (initiated September 2022)
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Figure 6. Most frequent AEs of any grade (>16% of patients)
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Conclusions
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that contributes to treatment resistance in advanced cancer.’
Confirmed CR 1(8) 0 1 (3) ) ) ) )
R with with * Treatment with ozuriftamab vedotin achieved durable responses and

with/without . . . . . .

confirmation 1(8)/1(8) 4(21)/3 (16) >(16)/4(13) promising tumor control among a patient population with a median
SD 5 (42) 9 (47) 14 (45) of 3 prior lines of therapy.
Disease control rateb< Ozuriftamab vedotin was remarkably well tolerated in the context

of other available therapies.
DCR, n (%) 8 (67) 16 (84) 24 (77)

Further evaluation of ozuriftamab vedotin monotherapy versus
95% ClI 35,90 60, 97 59, 90

2] patient withdrew consent prior to tumor assessment.

bTwo-sided 95% Cls were calculated using the exact probability method based on the binomial distribution.

°If the best overall response of a patient was an unconfirmed CR and a confirmed PR, then the patient was summarized under PR with
confirmation.

dDisease control was defined as any CR, PR, or SD.

investigator’s choice in platinum/PD-1 treatment-refractory patients
is planned.
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2Q3W, days 1 and 8 every 3 weeks; AE, adverse event; C, cycle; CAB, conditionally active biologic; CR, complete response; CT, computed tomography; CTCAE, Common Terminology
Criteria for Adverse Events; D, day; DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; ELISA, enzyme-linked immunosorbent assay;
FDA, US Food and Drug Administration; HPV, human papillomavirus; MMAE, monomethyl auristatin E; MRI, magnetic resonance imaging; NCI, National Cancer Institute; NE, not
estimable; NR, not reached; OD, optical density; PD-1, programmed cell death protein 1; PD-L1, programmed cell death ligand 1; PR, partial response; Q2W, days 1 and 15 every 2
weeks; RECIST, Response Evaluation Criteria in Solid Tumors; ROR2, receptor tyrosine kinase orphan receptor 2; RP2D, recommended phase 2 dose; s/p, status post; SD, stable

disease; v, version; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.
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