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Antibody-drug conjugates (ADC) represent an important new class of targeted cancer Tumor type-specific objective response rates were collated from the IMMU-12-01 We considered three candidate biomarkers: TROP2 gene expression, cell Herein, we show that while the rate of TROP2

therapy for solid tumors, with several recent drug approvals and promising late-phase basket trial®. Molecular data were collected as part of the Strata Trial® proliferation gene expression, and molecularly defined tumor cellularity. We overexpression only weakly predicted objective response

candidates'. Despite variable response rates, most ADC development strategies have (NCTO3061305), a large multi-institutional observational study, with StrataNGS randomly divided the 14,410 tumor profiles from the nine tumor types with response rates observed in solid tumor patients treated with the

not utilized predictive biomarkers. In some cases, target protein expression has been next-generation sequencing (NGS) test, as previously described 7'°. RNA data into discovery (n=7,177) and validation cohorts (n=7,233). Based on the TROP2- I'argetecl ADC, sacituzumab goviteccm (SG) (r=0.40,

used to select patients (e.g. Her2-targeted ADCs?* or enrich clinical trial results (e.g. sequencing-based gene expression values were log2 transformed and median- weighted mean objective response rate of 14.7%, we fixed the overall positive p=0.29), a multivariate biomarker combining TROP2

Folate receptor-targeted ADC*), however most development strategies have pursued centered to 10. Proliteration was calculated as the average of TOP2A and UBE2C biomarker rate at 25% for each candidate biomarker. We then evaluated the Pearson expression with proliferation gene expression and tumor

unselected patients in high unmet need tumor types known to express the target'. expression. Molecularly-defined tumor cellularity was calculated based on somatic ~ correlation of tumor type-specific biomarker rates with objective response rates. The cellularity strongly predicted response (r=0.82 p=0 007)
and germline variant allele frequencies and copy number profiles, as previously individual biomarkers produced only weak correlations with SG response (Figure 1), The biomarker has the potential to im rove.l'he’ se|e.c|.ion .Of

Sacituzumab govitecan (SG), is a Trop-2 ADC that combines a humanized anti-TROP2 ~ described”. with none reaching statistical significance: TROP2 expression (r=0.38, p=0.23), tients who are moreliikel to benefl;i' from SG and ma

monoclonal antibody with the topoisomerase | inhibitor, SN-38, via a cleavable CL2A proliferation gene expression (r=0.15, p=0.76) and tumor cellularity (r=0.35, Ea lizabl h A%C Y

linker®. SG is indicated for unresectable or metastatic triple-negative breast cancer The molecular dataset was randomly divided into discovery and validation cohorts.  p=0.43). © generalizable to other Se

(TNBC) after two or more prior systemic therapies®, and locally advanced or metastatic ~ For each quantitative biomarker evaluated, thresholds were set such that the top

bladder cancer patients who have previously received a platinum-containing 25% of samples in the 9 tumor types with response data were biomarker positive Eql: SG biomarker score = [TROP2] + 0.6 * [Proliferation] + 6 * log2 Future studies should further evaluate the biomarker algorithm

chemotherapy and a PD-1 or PD-L1 inhibitoré. TROP2 protein expression was evaluated  and the bottom 75% were biomarker negative. SG biomarker score coefficients ([tumor cellularity]) in patients previously treated with SG and in prospective clinical

post-hoc in the TNBC study, and while all the objective responses occurred in patients were optimized in the discovery cohort to maximize the Pearson correlation trials. The biomarker approach of combining target expression

with moderate or strong staining, this represented almost all the study population (88%),  coetfficient between tumor type-specific biomarker positive rates and objective In contrast, an optimized linear equation combining all 3 biomarkers (Eq1) was S i€ . d ular: di

providing limited opportunity for stratification”. In the IMMU-12-01 basket trial, objective  response rates. strongly correlated with response, both when using tumor type-specific biomarker MALLU R AAS AL e.rahon and fumor cellu CII‘II').' fo predict re.sponse %

responses were observed in 8 of 9 solid tumor types with 10 or more patients enrolled, rates derived from the discovery cohort (r=0.83, p=0.006) and the independent be generalizable to ADCs as a class, with the potential to further

with response rates varying from 0% in pancreatic cancer (0 / 16) to 33.3% in TNBC validation cohort (r=0.82, p=0.007) (Figure 2). optimize use and maximize benefit.

(36 / 108)8. Given the significant variability in objective response rates observed across

tumor types, we sought to develop a predictive biomarker of SG response. Because Figure 1. Individual Biomarker Rate Correlation with ORR Figure 3. Biomakers Factor Relationship with Response

tissue samples from the clinical trials were not available to us, we leveraged available

Considering SG’s mechanism of action, a plausible model for response is that (1)
next generation sequencing (NGS)-based molecular profiling data from an advanced
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