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Early tumor shrinkage and depth of response analyses in metastatic colorectal cancer treated with
first-line mFOLFOX6 plus panitumumab or bevacizumab: Results from the phase 3 PARADIGM trial
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Introduction

* The primary analysis of the PARADIGM trial (NCT02394795) demonstrated that panitumumab
plus modified FOLFOX6 (mFOLFOXG6) significantly improved overall survival (OS) compared with

« Demographic and baseline characteristics across treatment arms for ETS evaluable patients are shown in Table 3

Characteristic

Left-sided population

Panitumumab + mFOLFOX6 Bevacizumab + mFOLFOX6 Panitumumab + mFOLFOX6 Bevacizumab + mFOLFOX6 Panitumumab + mFOLFOX6 Bevacizumab + mFOLFOX6

Table 3: Demographic and baseline characteristics
Right-sided population

Overall population

* |n left-sided and overall populations, DpR was greater with panitumumab compared with bevacizumab
(Figure 5)
« Among patients with right-sided mCRC, DpR was similar across treatment groups

Figure 5: DpR in mCRC populations
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Data cutoff: January 14, 2022

+ Patients with left-sided mCRC treated with panitumumab had a higher rate of ETS and a greater DpR
compared with patients treated with bevacizumab

No. at risk No. at risk
« The relative change in the sum of the longest diameters of target lesions was analyzed between Panitumumab-ETS 30 26 17 15 8 6 1 Panitumumab-ETS 30 14 5 2 1 0 0 * In patients with right-sided mCRC, ETS appeared to predict better survival outcomes with panitumumab
. Panitumumab-No ETS 54 32 19 14 10 5 0 Panitumumab-No ETS 54 13 5 2 2 1 0 i i
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« ETS was defined as 230% decrease in the sum of the longest diameters of target lesions at week 8; OS Bevacizumab-No ETS 61 45 31 16 14 8 0 Bevacizumab-No ETS __61 19 U 1 1 0 0 — This finding highlights the need for additional analyses to identify biomarkers that may predict a
and PFS were compared in patients with or without ETS with stratification by treatment arm and primary  |[SS= Parameter benefit with panitumumab in this population
tumor location (left-sided vs right-sided vs overall) Median OS, mo (95% Cl) 34.1 (21.0-42.2) 15.2 (11.3-20.2) 22.3 (17.4-30.9) 25.5 (16.9-31.6) Median PFS, mo (95% Cl) 12.2 (7.7-15.2) 6.8 (5.6-8.2) 12.1 (7.6-16.7) 9.2 (6.6-13.0)

HR (95% Cl); P value 0.47 (0.28-0.79); 0.005 0.94 (0.60—1.45); 0.746 HR (95% CI); P value 0.66 (0.41-1.07); 0.084 0.70 (0.46—1.07); 0.084

Future Directions: Biomarker Multi-omics Analysis

DpR was defined as the maximum post-baseline percent decrease in the sum diameter of target lesions
No formal hypothesis testing was performed
Descriptive P values were determined based on a two-sided stratified log-rank test

* In the overall population, patients with ETS had longer PFS and OS than those without ETS, regardless of treatment with panitumumab or bevacizumab (Figure 4) « Alarge-scale biomarker analysis is currently underway using plasma and tumor tissue samples

collected pre- and post-treatments (NCT02394834)

Figure 4: Survival outcomes by ETS in overall population
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Panitumumab Bevacizumab Panitumumab Bevacizumab Panitumumab Bevacizumab Time (months) Time (months) § -_Q § ~_Q
Parameter + mFOLFOX6 + mFOLFOX6 + mFOLFOX6 + mFOLFOX6 + mFOLFOX6 + mFOLFOX6 No. at risk No. at risk / /
(n=312) (n=292) (n=84) (n=103) (n=400) (n=402) o o
Panitumumab-ETS 234 219 172 138 104 58 4 Panitumumab-ETS 234 122 49 30 20 9 0
Panitumumab-No ETS 166 119 81 61 46 22 2 Panitumumab-No ETS 166 57 22 13 8 6 0
Bevacizumab-ETS 156 142 112 71 50 20 2 Bevacizumab-ETS 156 83 34 15 14 1 0 Plasma Tissue Plasma Tissue
Patients with ETS, n 201 111 30 42 234 156 Bevacizumab-No ETS 246 206 153 95 69 34 3 Bevacizumab-No ETS 246 99 49 30 21 5 1 754 756 617 161
_ _ (91.6%) (91.9%) (75.0%) (19.6%)
Parameter Parameter
Rate of ETS, % (95% CI) 64 (59-70) 38 (32-44) 36 (26-47) 41 (31-51) 59 (54-63) 39 (34-44) Median OS, mo (95% Cl) 42.1 (37.5-48.4) 23.1 (17.7-31.0) 33.8 (29.3-41.3) 30.5 (26.9-34.0) Median PFS, mo (95% Cl) 15.2 (13.6-16.7) 8.9 (7.2-10.6) 14.1 (12.0-16.7) 11.2 (9.8-13.0) 2 Until disease progression, unacceptable toxicity, withdrawal of consent or investigator’s judgement or curative intent resection. CMS, consensus molecular subtypes; DNA,
HR (95% CIl); P value 0.50 (0.39—0.64); <0.001 0.78 (0.62—0.99); 0.036 HR (95% CIl); P value 0.58 (0.47-0.73); <0.001 0.82 (0.66—1.02); 0.055 c!eoxyribc_)nuclfaic acid; IF, immunofl_uorescence; IFN, inFerferon gene signature; IHC, immunohistochemistry; mCRC, metastatic colorectal cancer; MSI, microsatellite instability; RNA,
ribonucleic acid; TMB, tumor mutational burden; WT, wild type
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