Abstract #4849: The anti-ROR1 ADC STRO-003 demonstrates immune-modulating properties that may
enhance checkpoint blockade
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Figure 7: STRO-003 demonstrates anti-tumor
activity in human lung cancer PDX models across

Summary Figure 5: Exatecan exhibits the profile of a
bona fide ICD inducer in the “gold standard”

vaccination model

Figure 2: Exatecan and STRO-003 induce
hallmarks of immunogenic cell death (ICD)

- Receptor Orphan Receptor Kinase 1 (ROR1) is an oncofetal transmembrane receptor that is
associated with increased invasiveness and resistance of cancer malignancies. In preclinical
studies, ROR1 has been implicated in mediating chemoresistance, inducing epithelial-
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Figure 6: STRO-003 in combination with
anti-PD1 trends towards an inflamed tumor
microenvironment in the cold LLC1-hROR1
mouse model
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Figure 8: STRO-003 demonstrates anti-tumor
activity in human triple negative breast cancer
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Figure 1 (A) STRO-003 showed potent cell killing activity in ROR1 positive NTERA-2 cells, while an
isotype ADC control was inactive. Cell killing was specific and could be blocked with a competing anti-
ROR1 antibody. No cell killing was observed on ROR1 negative MCF-7 cells. (B) STRO-003 elicited
potent anti-tumor activity in the ROR1-expressing breast cancer model MDA-MB-231. An isotype ADC
control has no anti-tumor activity when tested at the same dose. Blue arrows represent dosing days.

Figure 4. Overview of the “gold standard” ICD vaccination model. CT26 cells were treated in vitro

with either doxorubicin, cisplatin, or exatecan such that 50-75% of cells are either dead or undergoing
apoptosis. Treated CT26 cells were injected into the right flank of naive mice. Seven days later, untreated
CT26 cells were injected in the opposite flank of vaccinated mice as a challenge and tumor take was
monitored for 4 weeks. In a case of a bona fide ICD induction, no tumor growth is observed on the
challenge site.

by flow cytometry in response to STRO-003 (10 mg/kg, gqwx2) + anti-PD1 (8mg/kg, g3dx3) combination
treatment in anti-PD1 resistant LLC1-hROR1 tumors. STRO-003 combination with anti-PD1 immune
checkpoint blockade shows a trend towards increased T cell infiltration, and reduced frequency of
TAMs. Upon treatment, TAMs showed increased surface expression of the co-stimulatory molecule
CD80 and reduced expression of Arg1, which suggests a shift from an immunosuppressive to an anti-
tumoral phenotype of TAMSs.
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Figure 8. STRO-003 treatment induced tumor growth inhibition in PDX models of TNBC and

demonstrated significant anti-tumor activity compared to vehicle control in 3 out of 4 ROR1* models
with various levels of ROR1 expression. Models tested were BRCA1 wt. Continued monitoring of the
STRO-003 group showed prolonged tumor growth suppression. Blue arrows represent dosing days.



