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Background CONCLUSION: In the AGENT trial, 46% of the included patients (37% in the arfolitixorin and 55%

In the AGENT trial (NCT03750786) the primary endpoint of superiority for overall in the Ie_ucovorln arm) met per pljc.)tocol compl_lance for treat_ment hapdllng. In this cPP
response rate (ORR) was not reached (48% for arfolitixorin vs 49% for leucovorin) in population, there was a non-significant, but clinically relevant, increase in the overall response

the ITT population (Tabernero et al 2023). The aim of the current study was to

evaluate the compliance in handling the investigational medicinal product and its rate in the arfolitixorin compared to the leucovorin arm. Notably, in all regions excluding Japan,

Faniiaiatia i G e e st SRR A the overall response rate was higher for arfolitixorin, with statistical significance. Adherence to the

treatment protocol is crucial for the outcomes of patients with metastatic colorectal cancer.
Methods

In a randomized, multicenter, multinational, phase Ill study, patients were randomized cPP by Region (ITT) Overall Response Rate by Region (cPP) ORR (cPP - No Dose Reduction)

to receive either arfolitixorin (n=245) or leucovorin (n=245) with 5-fluorouracil (5-FU), = B ey e s [T g Ty ey ey
. . - . . - - - - 100 (96.6%) o - - - - - p-value 0.026 0.023 0.30 0.018 0.78

oxaliplatin and bevacizumab as a first-line treatment. Logistic regression was applied o2 OR(95% Cl) | 1.40(0.81-245)  2.11(1.09-4.06)  1.50(0.71-3.15) 7.95(1.45-43.62) 0.42(0.13-1.31) oo

for overall response rate (ORR) and Cox regression for all-cause death, and all-cause

death or progression, adjusted for randomization strata.
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Missing or incorrect IMP handling was reported for 28 (11%) patients in the arfolitixorin Randomized treatment group B Aroltorin I Leucovori
and 23 (9%) in the leucovorin arm, <80% compliance for duration of bolus 5-FU 2-4min : 40 - :
for 101 (42%) and 97 (41%), respectively. Considering the time between the bolus 5-FU Dose Reduction (cPF) ORR (¢PP - Dose Reduction)
and arfolitixorin, non-compliance, defined by <80% doses given within 25-35min PP o525 20 - R
window, was reported for 92 (38%) in arfolitixorin patients. Adherence to the timing N
between the first and second arfolitixorin dose (30-60min) was high. In total, 91 (37%)
patients in the arfolitixorin and 134 (55%) in the leucovorin arm fulfilled PP definitions
(cPP population).

The bolus 5-FU dose was equally likely to be reduced in both the arfolitixorin and | | | | cPP Population 0

leucovorin arms across regions (ranging from 22% to 39%), except for Japan where e hustata Randomized Treatment [ Arfolitixorin CI Leucovorin N o popuiton

55% of patients in the arfolitixorin arm had their bolus 5-FU dose reduced, compared Randomized treatment group 3 Aritiorin B Leucovori Randomized Treatment - B Aroltxorn 3 Leucovorn
to 28% in the leucovorin arm, despite similar type, grade and frequency of toxicity. Progression-free Survival (cPP) Overall Survival (cPP)

In the cPP population, the ORR was achieved by 54 (59%) in the arfolitixorin and 69 A Regions ATRegions

(51%) in the leucovorin arm, adjusted odds ratio (aOR) 1.40 (95% CI 0.81-2.45), p=0.23. 1.0- 5 1.0 :
Excluding Japan, the ORR was 41 (62%) in the arfolitixorin and 49 (46%) in the i Afoitiin 61,3 (456805 0.75 (054- 118
leucovorin arm, aOR 2.11 (95% CI 1.09-4.06), p=0.026. Corresponding aOR for Europe 05 - 5 T o
was 1.50 (95% CI 0.71-3.15), p=0.29, and for North America aOR 7.95 (95% CI 1.45-
43.62), p=0.017. In Japan, the ORR had better outcome in the leucovorin arm (71.4%)
compared to the arfolitixorin arm (52.0%), aOR 0.42 (95% CI 0.13-1.31), p=0.14. The
relationship was numerically opposite for patients without bolus 5-FU dose reduced.
All-cause death during the complete follow-up was reported for 37 (41%) in the
arfolitixorin and 61 (46%) in the leucovorin arm. 0.
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