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Targeting HPV E6/E7 Upregulation of the Transmembrane Receptor
Tyrosine Kinase ROR2 with the ADC Ozuriftamab Vedotin in Patients
with Advanced HPV+ Oropharyngeal Squamous Cell Carcinoma
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1.8 mg/kg Q2W selected: Promising anti-tumor activity &
better tolerated

Figure 5. Q2W 0z-V in HPV+ OPSCC (n=11 evaluable).

60

BACKGROUND

* Qzuriftamab vedotin (Oz-V, BA3021) is a Conditionally Active
Biologic or CAB anti-ROR2 antibody—drug conjugate (CAB- Figure 3. ROR2 is a Noncanonical WNT5a Receptor
ROR2-ADC) employing an MMAE payload (DAR 4) and
protease—cleavable linker (Figure 1).

® Preclinical results indicate that CAB anti-ROR2 ADC is
efficacious and well tolerated and may be a promising

treatment for cancer patients with ROR2-expressing
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* A Phase 1 study of all comers with solid tumors revealed ¢ ‘é iZ
that HNSCC was a potential indication due to the expression conpr B-catenin 2 w0
of ROR2 and the response to Oz-V treatments. pe e"}ﬁ-catenin S s

° (0z-V was granted FDA Fast Track Designation for treatment ~— % NucleN s
of pts with R/M SCCHN who have experienced disease p-catenin 80
progression following platinum-based chemotherapy and ACFILED [ Dlararcal y 90
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Figure 1. Ozuriftamab Vedotin (Oz-V) \canonical patiway Noncanonica: pathmy 100% DCR in patients with heavily pre-treated HPV+

* CAB humanized IgG1 antibody directed to ROR2 N-terminal OPSCC receiving Q2W
region.

 MMAE-containing ADC (DAR4) with cleavable linker. Relationship Between ROR2, HPV and OPSCC

Figure 6. Confirmed partial response (42% tumor
reduction) from Oz-V at 1.8 mg/kg Q2W in HPV+
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8 it e highly expressed in SCCHN that is positive for HPV*.

cancer cells, contributing to the tumor's progression.
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Figure 4. HPV infection drives ROR2 overexpression®
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Oz-V, is an ADC targeting ROR2 that delivers auristatin to

malignant cells causing immunogenic cell death.

51-year-old female with stage IV SCCHN post-radiotherapy.
Previous treatments included pembrolizumab, platinum, and
arenavirus-based experimental therapy.

* 0z-Vis a Conditionally Figure 2. Oz-V pH binding
Active Biologic or CAB inflection point designed for

anti-ROR2 antibody- .
drug conjugate (CAB- TME selectivity.

ROR2-ADC) employing Conclusions

Z?al\r/]lgﬂ sr%feaayslgfd (DAR E "~ . O Oz-V, a conditionally binding ADC targeting
cleavable linker. 2 7 O{j QDD ROR2, achieved promising antitumor activity

° %Z\;;/rg%ﬁ‘dg:gggltlg ?QS % 50 cisdeoniain: | e meniuion among heavily pretreated patients with SCCHN.
ROR2 taréet under the ‘E 257 PV E G'an 1 E7 Oz-V delivered at 1.8 mg/kg Q2W achieved
'50‘3’3";5"; ;‘)’g‘]ﬂ'ttr']%”tsuﬁggr S o Tt uclear 100% disease control among pts with HPV+
oA Stiion 6.00 6.25 6.50 6.75 7.00 7.25 7.50 oncoproteins OPSCC and was particularly well-tolerated.

pH value 7.4is pH

of normal cell

thus sparing normal = Non-CAB Parent o BA3021

cells (Figure 2).
* The antibody binding is designed to reduce off-tumor toxicity

Oz-V has the potential to address the marked
unmet need among the recurrent/metastatic

gjcilizin.g_a novel mechanism that avoids tissue—mediated drug GDKN2A Removal of cell HPV+ OPSCC population.
Isposition. w2 WEI NS | induced by cycle control These encouraging findings provide compelling
P16 IHC i . . . . . - .
HPV . check points via rationale to investigate Oz-V in additional high
. . . o . oncoproteins . .
Physiologic and Pathologic role of ROR2 Tyrosine Kinase (P16 Pprotein) degradation of unmet need HPV-associated cancers.
p53 and pRB
A signaling recethr. Receptor tyrosine kinase-like o.rphan E2F1 activation
receptor 2 (ROR2) is a human transmembrane protein that |
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