Negative hyperselection of patients with RAS wild-type metastatic colorectal cancer for panitumumab:
A biomarker study of the phase lll PARADIGM trial
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biomarker study was assessed using a custom panel (PlasmaSELECT-R 91, PGDx) 1 39 (15.1) 58 (21.4) 24 (21.8) 19 (20.2) 34 (15.4) 47 (21.6) 12 (18.2) 10 (20.4) 4 (11.4) 11 (22.0) 11 (25.6) 8 (19.5)
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. 20, an m -related genes, respectively, as well as microsatellite instability Right-sided 35 (13.6) 50 (18.5) 43 (39.1) 41 (43.6) 0 0 0 0 35 (100) 50 (100) 43 (100) 41 (100)
— Targeted genomic regions spanned 250 kb Number of metastatic organs, n (%) Conclusions
J B J J _ P _ 1 141 (54.7) 139 (51.3) 40 (36.4) 39 (41.5) 120 (54.3) 115 (52.8) 21 (31.8) 20 (40.8) 20 (571) 22 (44.0) 19 (44.2) 18 (43.9)

* Prespecified gene alterations for hyperselection that have been reported to confer >2 117 (45.3) 132 (48.7) 70 (63.6) 55 (58.5) 101 (45.7) 103 (47.2) 45 (68.2) 29 (59.2) 15 (42.9) 28 (56.0) 24 (55.8) 23 (56.1) _ _ _ _ o _ _ _ _ , _
resistance to anti-EGFR antibody therapy included KRAS, NRAS, BRAF (VG600E), Metastatic site, n (%) * In hyperselected patients with no gene alterations, OS tended to be longer with « OS was similar or inferior with panitumumab vs bevacizumab regardless of the primary
PTEN, and extracellular domain EGFR mutations, HER2 and MET amplifications, tiver - 172 (66.7) 182 (67.2) 82 (74.5) 66 (70.2) 153 (69.2) 147 (67.4) 55 (83.3) 58 (77.6) 18 (51.4) 32 (64.0) 27 (62.8) 25 (61.0) panitumumab than with bevacizumab regardless of primary tumor sidedness tumor sidedness in patients with any of these gene alterations

: iver as only site _ _ _ _ _
and ALK, RET, or NTRK1 fusions?5 Sfimetastasis i) TP 2 (e (o] 66 (29.9) 64 (29.4) 16(24.2) 16 (32.7) 6 (171) 12 (24.0) 7(16.3) rarl — Overall: mOS, 41.3 vs 34.4 months; HR, 0.75 (95% CI: 0.62-0.92) » Negative hyperselection using ctDNA analysis rather than tumor sidedness may

. Hyperselection status (all negative vs gene altered [any positive biomarker]) was Prg’r:;::f;r:‘;::r“ (%) — Left-sided: mOS, 42.1 vs 35.5 months; HR, 0.76 (95% CI: 0.61-0.94) identify appropriate patients for first-line panitumumab over bevacizumab
correlated with OS, PFS, and RR in the PARADIGM study population resection 165 (64.0) 184 (67.9) o7 (51.8) 00 (63.5) 136 (61.9) 145 (66.5) 33 (33.0) 30 (1.2 r{re) 36 (72.0) 22212 27 (65.9) — Right-sided: mOS, 38.9 vs 30.9 months; HR, 0.82 (95% Cl: 0.50-1 .35) e These results warrant further validation in additional cohorts
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