Background

An immune-related gene expression profile to predict the efficacy of adding atezolizumab to first-line FOLFOXIRI plus bevacizumab
in metastatic colorectal cancer: a translational analysis of the phase Il randomized AtezoTRIBE studly.
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* The phase |l randomized AtezoTRIBE study demonstrated that

Results - 10 sighature and baseline characteristics

Table 1. Baseline key characteristics according to 10 status.

Results - 10 signature and treatment outcome

An interaction effect between |O status and treatment arm was reported (p for

the addition of atezolizumab (atezo) to first-line Characteristic, % patients 10- 10+ P interaction=0.066), with higher PFS benefit in favor of the experimental arm among patients
. . . y /0 : :
FOLFOXIRI/bevacizumab (bev) prolongs PFS in metastatic (n= 89) (n= 33) with 10+ (HR 0.39 [95% CI:0.15-1.02]) than among those with 10- tumours (HR 0.83 [95% CI
colorectal cancer (MCRC) patients, unselected for mismatch ége,d years, median (IQR) 59 (52-67) 61 (52-67) 0.910 0.50-1.35]) (Figure 2, panel A and B).
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rep_alr (MMR) Sj[a_tus' Limited benefit was observed among Male / Female 65/35 64 /36 1.000 Figure 2. PFS according to treatment arm among patients with 10- (N=89) (A) and 10+ (N=33) tumours (B).
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Missing data - 1
Objective MMR status Similar results were reported in the pMMR subgroup (p for interaction=0.139) (Figure 3, panel
pMMR / dMMR 92/8 91/9 1.000
o > i A and B).
. . Missing data
We performed a mRNA gene expression analysis of tumour TMB status
samples from patients randomized in the AtezoTRIBE study to Low / High /8 82/18 0165 Figure 3. PFS according to treatment arm among patients with pMMR 10- (N=80) (A) and pMMR 10+ (N=30) tumours (B).
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 Methods Results - 10 signature and prognosis
« AtezoTRIBE was a phase Il comparative trial in which 218 Patients with 10+ and 10- tumours showed similar PFS in both the
mCRC patients, unselected for MMR status, were randomized overall population (n=122; median PFS: 14.4 vs 13.6; HR 0.84 o oh
1.2 to receive first-line FOLFOXIRI/bev (control arm) or [95%CI: 0.53-1.33], p=0.468) (Figure 1, panel A) and in the a1 e N rve
FOLFOXIRI/bev/atezo (experimental arm). subgroup of patients with pMMR tumours (n=110; median PFS: 14.4 o : ’ : z o ’ ° : 3

vs 13.0; HR 0.86 [95% CI: 0.53 — 1.37], p=0.521 (Figure 1, panel B).

. . . . _ Conclusions
Figure 1. PFS according to 10 status in the overall population (N=122) (A) and in

 RNA was obtained from FFPE blocks of pre-treatment tumour
specimens from 142 (65%) out of 218 enrolled patients. RT- pMMR subgroup (N=110) (B).

gPCR was performed using DetermalO™, to assess mRNA « The DetermalO™ signature may be helpful to predict benefit from the addition of atezo to

) A100- B100— . . . . . .
expression of a 27-gene targeted panel. In each sample the 10 _ —woraeay _ —oie0 first-line FOLFOXIRI/bev in mCRC p_ahents, also in the cohort of .pMI.\/IR tumours. |
score was calculated according to the established pan-cancer [0 —0--s9 " — -0 " « Our results support the hypothesis that a deeper characterization of tumour immune
slgaiihm: The: predefined 10 cutpeint: (0109} was =ppied o | meosasecosss | HR: 0.86 [95% CI: 0.53-1.37, microenvironment may help identifying mCRC patients more likely to benefit from ICl-based
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» » These findings are worthy of further investigation in independent cohorts.
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