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Jonathan W. Riess!, Russell W. Madison?, Alexa B. Schrock?, Geoffrey R. Oxnard?, Khaled Tolba?, Ethan S. Sokol 2
WUC Davis Comprehensive Cancer Center, Sacramento, CA 2Foundation Medicine, Inc., Cambridge, MA

BACKGROUND CLINICAL FEATURES OF HRDsig POSITIVE [HRDsig(+)] NSCLC HRR ALTERATIONS WERE MORE FREQUENT IN HRDsig(+) NSCLC
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TABLE 1: HRDsig(+) NSCLC had distinct features from the HRDsig(-) population.
Tumors were more likely to exhibit squamous histology and come from male
patients. Additionally, both TMB and gLOH were elevated in HRDsig(+) NSCLC

 The de-identified data originated from ~280 US cancer clinics (800 sites of care)

* Patients included in outcomes analysis received FMI tissue CGP with specimen
collection prior to first line therapy and were treated with cisplatin or carboplatin
combined alone or combined with any of the following therapies: paclitaxel,
pemetrexed, docetaxel, gemcitabine and bevacizumab

* For outcomes analysis, patients with EGFR, ALK, RET, ROSI, and NTRK positive
tumors were excluded

* Real-world overall survival (rwOS) accounting for delayed entry and real-world
progression free survival (rwPFS) were estimated with Kaplan-Meier analysis

 Hazard ratios (HR) were calculated using univariate Cox proportional hazard models

PREDICTING BRCAness BY HRDsig
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FIGURE 6: Patient characteristics from the clinicogenomic subset were like what was
observed in the larger genomic database, including increased prevalence of squamous
histology and fewer KRAS mutants amongst HRDsig(+) NSCLC. In patients with BRCA
altered tumors HRDsig(+) was associated with a nominally longer median rwPFS

CONCLUSIONS

* HRDsig(+) is enriched in driver-negative NSCLC however some patients

have co-occurring targetable driver alterations
» Biallelic BRCAT, BRCAZ, and other HRR gene alterations are more

frequent in HRDsig(+)
* Although limited by small sample size, HRDsig(+) was associated with

longer rwPFS in HRDsig(+)/BRCA altered NSCLC patients treated with

first line platinum
* Further investigation is needed to understand if HRDsig can help

optimize selection for PARPi in NSCLC, such as in LUNGMAP S1900A
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FIGURE 4: BRCAI/2 alterations were predominantly biallelic in HRDsig(+) NSCLC. Amongst
HRDsig(-) NSCLC, BRCAI1/2 alterations were more commonly biallelic in gLOH high tumors (33%)

compared to gLOH low tumors (19%)

HRDsig IDENTIFIES BIALLELIC AHRR ALTERATIONS IN BRCA WT NSCLC
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FIGURE 1: A pan-cancer genomic
profiling dataset (n = 202,472) was split
70:30 for training and validation using an
XGB model. A broad set of copy number4
and indel features® were used to identify
signatures of HRD. Biallelic alterations
were predicted using a computational
zygosity algorithmé. The HRR geneset
included BRCAI, BRCAZ2, PALB2, RADS5IC,
RAD5ID, BARDI, ATM, CHEKI, CHEKZ2,
BRIPI, CDKI12, FANCL, RAD5IB, RAD54L.
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FIGURE 2: Driver alterations were less frequent in HRDsig(+) NSCLC except for
MET exon 14 splicing alterations and amplification, both of which were more

common in HRDsig(+) NSCLC

. Alexandrov et al Nature, 2020. pmid: 32025018

FIGURE 5: In BRCAI/2 wildtype NSCLC, biallelic alterations in other HRR genes was observed at
. Sun et al PLOS Computational Biology, 2018. pmid: 29415044

higher frequency in HRDsig(+) vs HRDsig(-). PALB2 (p < 1.0E-05), BARDIT (p < 1.0E-05), and RAD5IB
_ o _ (p = 7.2E-03) were most enriched for biallelic inactivation as compared to HRDsig(-) NSCLC
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