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Background: Dosing based on UGT1A1*28 genotyping has been demonstrated to reduce irinotecan-

related adverse events. Previous data (Toffoli et al. JCO, 2010) showed that mCRC pts treated with first-line

FOLFIRI tolerated higher doses (310 mg/m  for *1/*28; 370 mg/m  for *1/*1) of irinotecan than the

standard 180 mg/m . The aims of this study (NCT01183494; supported by Eudract 2009-012227-28) were to

define the maximally-tolerated dose (MTD) of irinotecan in FOLFIRI plus BEV as first-line therapy in mCRC

pts and to determine whether BEV alters irinotecan pharmacokinetics (PK). Methods: Pts were accrued at 3

sites: Chicago (USA), Aviano (Italy), Rome (Italy). In *1/*28 and *1/*1 pts (*28/*28 pts were excluded),

irinotecan was administered at an initial dose of 260 mg/m  IV every 2 weeks. The dose was escalated to

310 and 370 mg/m  if 0/3, <2/6, or <3/10 pts had a DLT (grade 3-4 non-hematologic or grade 4

hematologic toxicity during the first 28-day cycle). MTD was defined as the highest dose at which <4/10 pts

had a DLT. 5-FU was administered as a 400 mg/m  IV bolus followed by 2400 mg/m  IV over 46 hours, plus

200 mg/m leucovorin. BEV was administered at 5 mg/kg IV on day 3 (2 days after irinotecan) and on day 15

(before irinotecan), then every 2 weeks. Irinotecan PK were collected on days 1-3 (in absence of BEV) and

on days 15-17 (in presence of BEV). Results: 44 pts (23 *1/*28; 21 *1/*1) were enrolled and 43 were

evaluable for DLTs during cycle 1 (Table). Neutropenia and diarrhea were the most common DLTs and were

each observed in 5 of 11 (45%) pts with DLTs. The MTD is 260 mg/m  in the *1/*28 cohort and at least 310

mg/m in the *1/*1 cohort. In a preliminary analysis of 22 pts, BEV decreased the AUC of SN-38, the active

metabolite of irinotecan (p = 0.026 by Wilcoxon matched pairs signed rank test). Conclusions: In first-line

therapy of mCRC with FOLFIRI plus BEV, irinotecan doses higher than the standard dose can be safely

administered based on UGT1A1 genotype. The impact of this genotype-guided dosing approach on survival

will be established in future trials. Clinical trial information: NCT01183494.
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A UGT1A1 genotype-guided dosing study of irinotecan in
metastatic colorectal cancer (mCRC) patients (pts) treated with
FOLFIRI plus bevacizumab (BEV).
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  # DLTs / # pts, according to irinotecan dose

UGT1A1 genotype 260 mg/m 310 mg/m 370 mg/m

*1/*1 1/10 2/10 Accrual ongoing

*1/*28 2/10 4/10 2/3

2 2 2

EDITORIALS  SEPTEMBER 12, 2024

Advancing Oncology Through Broad Access and Inclusive Science

ORIGINAL REPORTS  SEPTEMBER 12, 2024

Examining Racial Disparities in the Association Between Food Swamps and Early-Onset Colorectal
Cancer Mortality

ORIGINAL REPORTS  SEPTEMBER 12, 2024

Clinical Outcomes and Efficacy of HER2-Targeted Therapy in Breast Cancer with Uncommon In Situ
Hybridization Patterns or Discordant Immunohistochemistry

COMMENTARIES  SEPTEMBER 12, 2024

Small Cell Lung Cancer: New Hope, New Challenges

DEVELOPMENTAL THERAPEUTICS: CYTOTOXIC CHEMOTHERAPY MAY 20, 2009

A UGT1A1 genotype-directed phase I study of irinotecan (CPT-11) combined with fixed dose of capecitabine in
patients with metastatic colorectal cancer (mCRC)

GASTROINTESTINAL (COLORECTAL) CANCER MAY 20, 2012

A UGT1A1 *28 and *6 genotype-directed phase I study of irinotecan plus infusional leucovorin and 5-
fluorouracil (sLV5FU2) in patients with previously untreated metastatic colorectal cancer (mCRC).

DEVELOPMENTAL THERAPEUTICS—CLINICAL PHARMACOLOGY AND EXPERIMENTAL THERAPEUTICS MAY 20, 2015

Evaluation of severe neutropenia and diarrhea in Asian cancer patients receiving UGT1A1 genotype-guided
irinotecan dosing.

GASTROINTESTINAL (NONCOLORECTAL) CANCER MAY 20, 2014

A UGT1A1 genotype-guided dosing study of modified FOLFIRINOX (mFOLFIRINOX) in previously untreated
patients (pts) with advanced gastrointestinal malignancies.

DEVELOPMENTAL THERAPEUTICS—CLINICAL PHARMACOLOGY AND EXPERIMENTAL THERAPEUTICS MAY 20, 2013

A genotype-directed study to optimize dosing of irinotecan according to the UGT1A1 genotype.

JOURNALS PUBLICATIONS CONTENT INFORMATION  FOLLOW US
CSPC Exhibit 1053 

Page 2 of 2

https://ascopubs.org/doi/full/10.1200/OA-24-00060?cmpid=ec_ascojournals_jcooncadv_journals_website___all__glob_091224____aware_text_
https://ascopubs.org/doi/full/10.1200/OA.24.00005?cmpid=ec_ascojournals_jcooncadv_journals_website___all__glob_091224____aware_text_
https://ascopubs.org/doi/full/10.1200/OA.24.00005?cmpid=ec_ascojournals_jcooncadv_journals_website___all__glob_091224____aware_text_
https://ascopubs.org/doi/full/10.1200/OA.24.00016?cmpid=ec_ascojournals_jcooncadv_journals_website___all__glob_091224____aware_text_
https://ascopubs.org/doi/full/10.1200/OA.24.00016?cmpid=ec_ascojournals_jcooncadv_journals_website___all__glob_091224____aware_text_
https://ascopubs.org/doi/full/10.1200/OA.0000000000000001?cmpid=ec_ascojournals_jcooncadv_journals_website___all__glob_091224____aware_text_
https://ascopubs.org/doi/full/10.1200/jco.2009.27.15_suppl.2554
https://ascopubs.org/doi/full/10.1200/jco.2009.27.15_suppl.2554
https://ascopubs.org/doi/full/10.1200/jco.2012.30.15_suppl.3592
https://ascopubs.org/doi/full/10.1200/jco.2012.30.15_suppl.3592
https://ascopubs.org/doi/full/10.1200/jco.2015.33.15_suppl.e13572
https://ascopubs.org/doi/full/10.1200/jco.2015.33.15_suppl.e13572
https://ascopubs.org/doi/full/10.1200/jco.2014.32.15_suppl.4125
https://ascopubs.org/doi/full/10.1200/jco.2014.32.15_suppl.4125
https://ascopubs.org/doi/full/10.1200/jco.2013.31.15_suppl.2570
http://www.asco.org/



