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Abstract: The study was conducted to characterize the pharmacokinetics, distribution, metabolism and
excretion of CHMFL-FLT3-122 after a single oral dose of 50 mg - kg ["*C] labeled CHMFL-FLT3-122 in rats.
Isotope tracing techniques were used to analyze drug concentration and identify the distribution of drugs in tissues
and metabolites in biological samples. The experiments were approved by the Animal Ethics Committee of
XenoBiotic Laboratories-China, Inc. The absolute bioavailability in male and female rats were 45.83% and
50.92% respectively. The parent drug and its metabolites were extensively distributed in the stomach, intestine,
liver and lung, and were eliminated completely in 48 h. The majority of radioactivity was excreted through the
feces at 92.34% of the dose with a small fraction through urine at 3.99% of the dose. The parent drug was the most
significant circulating component, representing 49.23% and 70.65% over the 0-48 h collection time interval in the
plasma of male and female. Two major metabolites, M553 (sulfate conjugate) and M457 (N-dealkyl product), were
identified in plasma. Metabolites of CHMFL-FLT3-122, including ten phase I and four phase II metabolites, were
identified. The metabolic pathways of CHMFL-FLT3-122 were proposed as N-dealkylation, oxidation, amide
hydrolysis, sulfate conjugation, and glucuronic conjugation.
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Figure 1 The total radioactivity-time profile in plasma after
intravenous injection of 5 mg - kg (a) or oral administration of

50 mg-kg' (b) ["*CJHYML-122 to rats

Table 1

Pharmacokinetic parameters of total radioactivity in plasma. “In the calculation of C, ., AUC, CL and V.
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Figure 2 Total radioactivity concentration in tissues at 0.5, 4 and

24 h after oral administration
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Table 2 Key mass spectral data for HYML-122 metabolites. P: Plasma; U: Urine; B: Bile; F: Feces

Analyte Identity t./min [M+H]" J/ppm Fragments Matrix
[*C]JHYML-122 - 40.3 472.245 8 0.505 8 427,399 P,B,U,F
M482 +11 (Amidehydrolysis+O+SO;) 20.5 483.144 9 0.728 5 403 P,B,U,F
M553 +82 (N-Dealkyl+O+SO0;) 21.8 554.1819 0.476 9 523,474,483, 443, 403 P,B,U,F
M567 +96 (+O+S0;) 233 568.1979 1.0375 495, 488, 523, 443, 415 P,B,U,F
M503a +32 (+O+0) 25.0 504.2358 0.781 1 459,431, 336 U, F
M402 -69 (Amidehydrolysis+O) 27.0 403.188 1 1.016 5 320 P,B,U,F
M473 +2 (N-dealkyl+O) 28.1 474225 1 0.6779 456, 443,415, 403, 320 P,B,U,F
M503b +32 (+O+0) 29.1 504.2358 0.853 8 486,459,441,431,419,401,304 B,U,F
M487 +16 (+0) 29.8 488.240 2 -0.569 2 443,415,320 P,U,F
M503c +32 (+O+0) 34.8 504.236 6 23634 486,459,304 B,U,F
M443 -28 (N-Dealkyl) 359 4442150 1.7529 427,387, 304 U, F
M386 -85 (Amidehydrolysis) 37.0 387.193 1 0.8779 304 B,U,F
M457 -14 (N-Dealkyl) 38.0 458.230 7 1.707 1 427,399, 387, 304 P,B,U,F
M444 -27 (N-Dealkyl, Deaminate+O) 53.6 445.198 9 1.456 5 427,387,304 P, U
M679 +208 (+O+0+Glu) 17.1 680.268 3 1.2577 504 P,B,U
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Figure 3 Main metabolic pathways of HYML-122 in rats. *Where ['*C] labelled
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Figure 4 Daughter irons of HYML-122
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Figure 5 ["“C]-Radiochromatograms showing metabolite profiles

of female (a) and male (b) plasma
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Figure 6 Percentage of metabolites in female (a) and male (b) bile, urine and feces (% dose)
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