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Abstract: Objective To study the radiopharmacokinetic behavior, mass balance, and metabolic transformation pathway of ['4C]
Suraxavir Marboxil Suspension in healthy male subjects by '“C isotope labeling technique. Methods A single-center, open,
nonrandomized, single-dose, fasting oral administration trial was designed. Six healthy male subjects were po administered with 40
mg (approximately 100 uCi)[*C] Suraxavir Marboxil Suspension on an empty stomach. The whole blood, blood, urine, and stool were
collected. The pharmacokinetic parameters were estimated by non-atrioventricular model according to total radioactivity and the blood
concentration data of Suraxavir Marboxil and its metabolites. The cumulative excretion of drugs was calculated by the concentration
data in urine and stool samples obtained to provide material balance data. Results Suraxavir marboxil was not detected in the plasma,
and the main radioactive substance in the plasma was the metabolite GP1707D07, and its exposure accounted for 95.4% of the total
radioactive substance. The pharmacokinetic characteristics of GP1707D07 were similar to those of total radioactive material. During
the 0 — 336 h period, the total recovery rate of radioactive substances in urine and feces was 90.1%, with 84.1% of the total radioactivity
in fecal samples. In addition to the original drug, a total of 8§ metabolites were identified in the human body. The main metabolic
pathway in the human body was the generation of metabolite M2 through O-dealkylation. Conclusion In healthy subjects, the
suraxavir marboxil original drug is rapidly metabolized in the body, and its main component in plasma is its active metabolite

GP1707D07. Its metabolite does not tend to be distributed in blood cells and its elimination in whole blood is slightly slower than those
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in plasma. Suraxavir marboxil and its metabolites are mainly excreted through feces.

Key words: ['*C] Suraxavir Marboxil Suspension; suraxavir marboxil; GP1707D07; radiopharmaceutics; mass balance; metabolism
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radioactive substances in subjects after a single oral [C]

Suraxavir Marboxil Suspension
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Table 1 Pharmacokinetic parameters

ZH LA RIS EYIR (n=6) GP1707D07 (n=6)
tmax h 5.50 (3.00~8.00) 5.50 (3.00~12.0)
Crnax ng £q gt 85.9+14.4 (16.7) 67.5+14.8 (21.9)
AUCo-t ngEqgth 4790+1300 (27.2) 4480+1110 (24.7)
AUCo-- ngEqgth 6380+1490 (23.4) 4750+1 260 (26.6)
tue h 69.5+17.5 (25.2) 63.2+12.4 (19.7)
A2 ht 0.010 60+0.002 91 (27.5) 0.011 30+0.002 23 (19.6)
AUC_wextrap % 25.40+9.78 (38.6) 5.41+2.73 (50.4)
V.IF L 648+145 (22.4)

CLF Lht 6.63+1.33 (20.1)

MR To- h 95.9423.7 (24.7) 85.8+16.7 (19.5)
R 95.4%

Rz 74.2%

Ry M Ry 73 93 ik MA M2t GP1707D07 AUC.« il AUCo..0 i L S TBUR P 0T 1 1 23 EL SR E 1
R and R; are the arithmetic mean percentages of GP1707D07 AUC.; and AUCy. in the total radioactive material in the individual plasma of the subject.
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Table 2 Total radioactive substance concentration ratio in whole blood and plasma
o TR P B

2l T0L #7022k 703 2Zil#H To4 il 705 2Zik#H Toe  #fH bRifE 2

0 N/A N/A N/A N/A N/A N/A N/A N/A
1 1.160 0.931 1.030 0.960 0.966 0.525 0.930 0.215
3 1.170 1.200 1.170 1.070 0.821 1.270 1.120 0.160
6 0.961 1.120 0.891 0.912 0.883 1.340 1.020 0.180
12 0.959 0.997 0.943 1.010 0.912 1.260 1.010 0.120
48 1.340 1.380 1.040 1.840 1.050 1.940 1.430 0.380
72 1.240 0.830 1.050 1.020 2.130 2.120 1.400 0.580

168 N/A N/A 1.190 N/A N/A 2.99 2.090 N/A

N/A FoRAEM, 0T ARSI B M 2R BERUE, PRI EoR v S5 4 A 3R 3 e U R AR i & A M SR A FiE bE /D T 3, Rk St

N/A indicates not applicable. Due to the lack of plasma or whole blood drug concentration values, the whole blood to plasma ratio was not calculated or

the obtained whole blood to plasma ratio values were less than 3, and the standard deviation was not calculated.
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