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[ Abstract] Objective To determine the trough concentrations of regorafenib and its major metabolites M-2 and M-5 on days 7-
8 of treatment in patients with metastatic colorectal cancer (mCRC) and to evaluate their associations with progression-free survival
(PFS) and the occurrence of hand-foot skin reaction or hypertension in order to provide reference for dose optimization and individual-
ized therapy. Methods A total of 40 mCRC patients who received regorafenib treatment at Sichuan Provincial People’ s Hospital be-
tween February 2022 and July 2024 were enrolled. Clinical data were collected. The initial treatment dose was 80-160 mg/d. The
trough concentrations of regorafenib and its metabolites M-2 and M-5 were measured after 7~ 8 days of administration. Correlations be-

tween plasma concentration and efficacy as well as adverse reactions
[E€mBE) W I & & T & S0 % W H (4 5. were analyzed. Kaplan-Meier method was used to estimate overall sur-
2022YFS0272) 5 U )11 45 T 24 S 2 TF AT ( 4, 20212D02, vival (OS) and progression-free survival (PFS), and survival curves
2002YB02) ; 15 % K M BF B A PR A W W By W (4 B, Vere plotted. A univariate Cox proportional hazards regression model
2024HXO006) 3 S W & 2 4 2 VE BT ( 4 2 WT320, 6750, ™2 used to analyze factors influencing PFS. Differences in plasma
2025-18-113)
[EWRIEE]MT &

concentrations between patients with or without grade 3 hand-foot skin
reaction or hypertension were compared. Restricted cubic spline

(RCS) analysis was used to assess nonlinear associations between
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plasma concentration and PFS. Results The median OS was 10. 0 months. The median PFS was 3. 6 months. Compared with patients
whose primary lesion was located in the rectum, patients whose primary lesion was located in the colon had significantly longer progres-
sion-free survival (PFS) (HR = 0.39, P<0.05). The most common adverse reactions were hand-foot skin reaction (65.00% ), hy-
pertension (20.00% ), diarrhea (17.50% ) , hoarseness (17.50% ) and fatigue (15.00% ). No significant correlations were observed
between the plasma concentrations of regorafenib, M-2 and M-5 after 7~8 days of dosing and the PFS or the incidence of grade 3 hand-
foot skin reaction and hypertension ( P>0.05). Conclusions  Within the observed dose range in this study, plasma concentrations of
regorafenib after 7~8 days of administration are not directly associated with the risk of disease progression in mCRC or with the occur-

rence of grade 3 hand-foot skin reaction or hypertension. Therefore, low-dose regorafenib (80~ 120 mg/d) may be an effective treat-

ment strategy in Asian populations, particularly for patients who are intolerant to the standard dose.
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%2 mCRC B#& PFS WEEE Cox BT
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Ge's 0.018 0.023 0.610 0. 435 1.018 0.973~1. 065
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(17.5%) 75U 7 9 (17. 5% ) K55 6 41(15. 0%) .
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1.39)mg/L, ¥ %AESE Cmin B0 55 T M-
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Fi XAk e M-2 M-5 Csum
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Hhn AR RRGEF RS, EEE R, X R
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