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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 | and four phase Il 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 2  Total radioactivity concentration in tissues at 0.5, 4 and
24 h after oral administration
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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) [**C]HYML-122 to rats
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Table 1 Pharmacokinetic parameters of total radioactivity in plasma. ?In the calculation of C,,,, AUC, CL and V, 1 g plasma was equiva-
lent to 1 mL. °F(%) = [AUC,,,, (po)/Dose (po)]/[AUC, ,, (iv)/Dose (iv)]x100%. —: Not applicable

Parameter Unit Intravenous Oral

Female Male Female Male
tax /h - - 2.00 +0.00 2.00 £ 0.00
Crax’ /ng-eq-mL* - - 3435 + 595 3976 + 484
AUC,,,.¢ /h-ng-eq-mL* 4688 + 1000 4622 +304 23869 + 2032 21183 +3053
AUC,_*? /h-ng-eq-mL* 4762 +1036 4701 +319 26766 +1 118 21726 +2 806
cL? /mL-ht-kg? 1089 + 270 1067 +74.2 1870+77.2 2328 +313
Ve /mL-kg* 2688 + 281 2611 +108 - -
MRT, 10 /h 2.33+£0.265 2.23+0.141 4.71+0.244 3.57 £0.404
ty, /h 2.14 +£0.119 2.41+0.046 3 3.22+0.793 1.61+0.187
= 1% - - 50.92 45.83
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Table 2 Key mass spectral data for HYML-122 metabolites. P: Plasma; U: Urine; B: Bile; F: Feces

Analyte Identity tz/min [M+H]* Jlppm Fragments Matrix
[C]HYML-122 - 40.3 472.2458 0.5058 427,399 P,B,UF
M482 +11 (Amidehydrolysis+0+S0,) ~ 20.5  483.1449 0.7285 403 P,B,U,F
M553 +82 (N-Dealkyl+O+S0,) 21.8 554.1819 0.476 9 523, 474, 483, 443, 403 P,B,UF
M567 +96 (+O+S0O,) 23.3 568.197 9 1.0375 495, 488, 523, 443, 415 P,B,UF
M503a +32 (+0+0) 25.0 504.235 8 0.7811 459,431, 336 U F
M402 -69 (Amidehydrolysis+O) 27.0 403.188 1 10165 320 P,B,UF
M473 +2 (N-dealkyl+O) 28.1 474.2251 0.6779 456, 443, 415, 403, 320 P,B,UF
M503b +32 (+0+0) 29.1 504.235 8 0.8538 486,459, 441, 431, 419,401,304 B,U,F
m487 +16 (+0O) 29.8 488.240 2 -0.5692 443, 415,320 PUF
M503c +32 (+O+0) 34.8 504.236 6 2.3634 486, 459, 304 B,U,F
M443 -28 (N-Dealkyl) 35.9 4442150 1.7529 427, 387, 304 U, F
M386 -85 (Amidehydrolysis) 37.0 387.1931 0.8779 304 B,U,F
M457 —14 (N-Dealkyl) 38.0 458.230 7 1.7071 427,399, 387, 304 P,B,UF
M444 -27 (N-Dealkyl, Deaminate+O) 53.6 445,198 9 14565 427,387,304 P, U
M679 +208 (+O+0+Glu) 17.1 680.268 3 12577 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

M402, M503c. M443. M386 fll M457., % 1Q 14} = ¥ 7F
B g KGR PRV IR RS rp 5 5 B LI 6.
4 Het

AR K A 24 5 0~168 h, ZEH . JR BRI 76 H ik Ve
IO [T 43 31 A7 92.34% . 3.99% A1 0.97%, & [7]
W2y 97.300%. HEME F ERAEAELL 25 0~48 h,
Y5 255 1) 96.46%; BDC KR 4524 )5 0~72 h, JH7 . 3¢
A DR VR 8 L 37 e YRS S 1 1B i 6 43 il 9 59.44%
33.22%-4.78% 10.79%, . [A1 U5 3R Ay 98.23%. AHITHE
R AR 4 25 )5 0~48 h, 45 25 & 11 59.25%.
KA LWYIRIG F LR > R4 SR

g

B2 R HT AR N 254880 70 2 S H R IR R 2
VIR o3 AT AU A HE ML R 350, 0 25 0 1 1k P9 3 Ak
ARG LR, X AT B8 I B S B 4 A T
Mo RHEEHYML-122 78 K BUAR A AR EHE B, B
TR PERRICE, XA T AT 3T DA, SR A B 1B
FR IG5 3 FR A B B 0 e AR e M S R,
WA Py 25 P 1 S R R AL T R

HYML-122 iR A= R B2 R &, DAJE Y FT R i
B 28 Bt 5, £ /045 64.22% 25 W IfiL, t,,, CL
HTMRT &5 500 2 W I 5 b S 25 03 B s bl o 2540
WG A oA )iz, B eE T il 2, LS .
OGP T B, R A E . BEE TR 52407

TRV, 2 IRG Y] REAFAERIBAE FH, % H 2%

YT )5 48 Wil e 4, RNAWIEARN L B &
B, BERSLIG T O B A A SN A8 B EE .

25D AE R R AR P9 L REAR 38T 0 3=, AR = P el 2
6 BH S 2 R o ISR S AR P2 4 D MB53 (i



RBP4 [“CICHMFL-FLT3-122 75 K A P i 2518 30 1 2400 72

719

Dose [ %

Dose / %

W AFFI I IFFTFTITITE.

LI | L L L
I SR LA S A I S AT g
e e B x nid
FTFFEFFFFFIFFISY
)
Q.

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