AACR Annual Meeting 2019, March 29 - Apr 3, 2019 in Atlanta, Georgia, USA 19-A-4767-AACR

cXNir<s Bl Use of comprehensive cell-free circulating tumor DNA analysis to identify genomic biomarkers in newly diagnosed advanced non-small cell lung cancer patients MGWR

Medica Scientia Innovation Research

Ramon Palmero’, Alvaro Taus? Santiago Viteri?, Margarita Majem?, Enric Carcereny?, Javier Garde®, Enriqueta Felip’, Lourdes Gomez®, Andrea Malfettone®, Miguel Sampayo®, Noemi Lopez®, Rebecca J. Nagy'®, Richard B. Lanman', Iris Faull'', Daniel Dix'°, Niki Karachaliou's, Rafael Rosell'

'Department of Medical Oncology, Catalan Institute of Oncology, Hospitalet (Barcelona), Spain; “Hospital del Mar, Barcelona, Spain; *Quirdn Salud-Dexeus University Insitute, IOR, Medical Oncology Department, Barcelona, Spain; *“Hospital de la Santa Creu i Sant Pau, Barcelona, Spain; °Catalan Institute of Oncology- Hospital Germans Trias i Pujol, Badalona, Spain; °Arnau de Vilanova University Hospital, Valencia, Spain; ‘Vall d’'Hebron Institute of
Oncology, Barcelona, Spain; ®Medica Scientia Innovation Research (MEDSIR), Barcelona, Spain; °Medica Scientia Innovation Research (MEDSIR), Ridgewood, New Jersey, USA; '°Guardant Health, South San Francisco, CA, USA; "Guardant Health, Barcelona, Spain; '“Hospital Universitari Sagrat Cor - Grupo Quirénsalud- Oncology Department, Barcelona, Spain; *Catalan Institute of Oncology, Hospital Germans Trias | Pujol , Badalona, Spain.

Results Conclusions

°*In advanced NSCLC patients, current guidelines Table 1. Figure 1. Figure 2. Figure 4. * This is the first prospective, multi-center study
recommend broad molecular profiling for EGFR, ALK, reporting outcomes and demonstrating that a

Introduction

BRAF, and ROS1 and consideration of testing for other Cohort characteristics (N=186). Detection of actionable biomarkers  characteristics. Tissue Incompleteness, QNS and TND rates. Pro.gr‘ession-free survival (PFS) in tissue and cfDNA comprehensive and highly sensitive cfDNA NGS assay
emerging targets such as, RET, MET, ERBB2, BRAF, and positive cohorts. is non-inferior to SOC tissue testing for the detection
NTRK. Although KRAS is not actionable, it is informative » Between August 2016 - June 2017, 199 patients were The non-inferiority of cfDNA relative to SOC tissue testing * Less than a third of patients had tissue-based testing for of guideline-recommended actionable genomic
due to its mutual exclusivity with other biomarkers 2. enrolled and 186 were eligible for the final analysis. was significantly demonstrated (p<0.05, Cl -7.5% to +5.4%). KRAS, ROS1, MET, BRAF and RET compared to 90.8% using The PPV of cfDNA was 100% (n=25/25A) for EGFR and alterations in NSCLC.
. . . cfDNA.Tissue genotyping rates for biomarkers other than 66.7% (2/3, 95%CI 17.7%, 94.9%) for ALK. Progression-
* Thirteen patients (6.5%) were excluded based on the * cfDNA testing detected 46 (24.7%) patients with at least EGFR and KRAS ranged from 1.6% to 28.5%. free survival for the overall cohort of tissue and/or cfDNA
study inclusion and exclusion criteria. oneofthe8actionablebiomarkers;tissuetestingdetected positive patients treated with targeted therapy was 8.6 | | |
| | | | 48 (25.8%). months (95%CI 7.6. 11.6). * By modelmg. a blood-first a.ppro.ach ’gq genotyping,
» Comprehensive plasma-based genotyping may * All patients were required to have tissue available at ’ comprehensive cfDNA testing identified 80.7% of

* Although KRAS was not included in the non-inferiority
analysis, it is an informative biomarker given its mutual
exclusivity with other actionable targets. Figure 1 shows

» The clinical and demographic characteristics of the 186 detection rates by gene in cfDNA and tissue.
subjects are shown in Table 1.

the patients with informative biomarkers, while SOC
tissue testing identified 57.1%. These results are
confirmedinaparallel prospective, multicenter North
American study “

provide more complete assessment of all guideline- the time of diagnosis and a blood sample collected pre-

recommended biomarkers than tissue. treatment. * The PFS in the tissue positive cohort was 10.2 months

and 9.5 months in the cfDNA positive cohort. These
two cohorts had significant patient overlap, which
precluded statistical analysis.

* The present study was conducted to prospectively assess * Overall response rate in the patients treated with

performance of cfDNA compared to standard of care targeted therapy was 61.3% (95%CI| 42.2%, 78.2%) °The PPV of the cfDNA assay utilized was high,
(SOC) tissue-based genomic testing to identify guideline s : based on blinded assessment, which is similar to supporting the use of cfDNA in treatment selection,
S , Characteristics Categories . hich firoad with J Y
recommended alterations in NSCLC patients. previously reported targeted therapy response rates which was confirme wit | PFS and overall response
ALKfusion © o for first-generation EGFR and ALK inhibitors. rates similar to those previously reported.
Median Age (Range) 64 3years (39to86)
BRAF o

* These results demonstrate the clinical utility of

m Male 12165%) e W Tissue genotyping completed o RN | TesueElE comprehensive cfDNA genotyping to identify
Gender’ n % ° —— Tissue positive : . .
( ) Female 65 (35%) EGER ® *QNS was defined as samples negative for an actionable biomarker and not successfully genotyped for all genes. tarQEtabIe biomarkers in neWIy dlagnosed advanced

__________________________________________________________________________________________________________________________ 110 —— cfDNA positive NSCLC patients.
PO :
* [n this prospective, multicenter study, blood samples EREDZ o Figure 3. -
fromtreatment-naive stagellIB-IVNSCLC pts were tested Caucasian 180 (97%) Informative biomarkers identification by tissue and cfDNA |
. : ) . Race, n (%) . . i References
using a well-validated comprehensive next-generation Other 6 (3%) METex14 «~& testing as primary genotyping.
Sequencing (NGS) fFDNA panel (Guardant360“") and ® ‘ L 1. JE’KclingerDS,etal.NCCN Guidelines.lnsights:Non—SmaIICeIILung Cancer,Version 5.2018.
] ) e e atl Compr Canc Netw 2018; 16: 807-2.
compared with SOC tissue testing. . . . — | . |
MET amp @ e [ftissuewasthe primary gengtyp|ngte5t,57.'] % ofthe119 B 2. Planchard D, et al. Metastatic non-small cell lung cancer: ESMO Clinical Practice
. Adenocarcinoma 172 (92%) ¢ patients with an informative biomarker would have been g an 30, DOKI0. 1008 anmoncmdydya o P Ann Oncol 2073; published onfine
HIStOIOgy, 4 (%) Other 14 (8%) __________________________________________________________________________________________________________________________ |dent|f|ed, Wlth an addltlonal 42°9% Of patlents Identlfled 5 N _l— 3. Bonett DG, Price RM. Adjusted Wald Confidence Interval for a Difference of Binomial
RET fusion .‘ on reflex cfDNA testing. Using cfDNA genotyping as the % >0 Proportions Based on Paired Data. J. Educ. Behav. Stat. 2012; 37(4):479-88
* The primary ObjECtiVE was to demonstrate the non- primary genotyping test, 80.7% of the 119 patients with = 4. Leighl, et al Clinical utility of comprehensive cell-free DNA (cfDNA) analysis to identify
inferiority of cfDNA vs. tissue analysis for the detection 0 45 (24%) | an informative biomarker would be identified with initial - ?ﬁﬁ%@ﬂcc).b}&rggrggqsg,':bsrlfavzltyﬁa'%?nosed metastatic non-small cell fung. cancer
pf seven guide!ine—recommgnded .bioma(kers (nqt Performance status, n (%) : 113 (61%) HEDU LSS :: .chNA.testipg, with the remaining. 19.3% of patients
including KRAS’) in NSCLC(SOA) non-inferiority margin ) 28 (15%) identified with reflex tissue genotyping.
based on Wald’s method). KRAS J° ACKNOWLEDGEMENTS:
Ec?rvrsrer 28((2372?)) . olo ol : Io : | 0.20 olz olsso We thank all participating patients and study team involved in
Smoking Hystory, n (%) Current 72 (39%) N ; | | |
» Secondary and exploratory analyses included response Unknown 3 (2%) T : - - .
rates in the targeted therapy treatment group, tissue GBI 7
and cfDNA insufficiency rates and rate of biomarker- . o Detection in <fONA Months to progression
complete genotyping and estimation of positive Pfrlor d}emothelr\laspcym o Yes 11 (6%)0 o Detection i s 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% TRIAL REGISTRATION: NCT03248089
pr9d|Ct|Ve Value (PPV) Of CfDNA ( or ear y Stage )' 4 ( O) No 175 (94 A)) A Includes one case that was tissue negative on initial genotyping but EGFR L858R positive on subsequent
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