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Bioequivalence of Beraprost Sodium Tablets in healthy subjects
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Abstract: Objective To analyze the bioequivalence of Beraprost Sodium Tablets test formulation and the reference formulation in
healthy subjects. Methods A single-center, randomized, open-label, four-period, two-sequence, replicated crossover design was
employed. Subjects received a single oral dose of Beraprost Sodium Tablets 40 pg (2 x 20 pg tablets) under fasting or fed conditions.
Plasma concentrations of beraprost were determined using LC-MS/MS method. Pharmacokinetic parameters were calculated using
Phoenix WinNonlin® 8.3 software, and bioequivalence between two formulations was assessed. Results The geometric mean ratios
of Cmax~  AUCo-t, AUCo- in fasting and fed states, along with their 90% confidence intervals, all fell entirely within the range of 80.00%
to 125.00%. Conclusion The test and reference formulations of Beraprost Sodium Tablets are bioequivalence after a single dose in

healthy subjects under both fasting and fed conditions.
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Fig.

1 Blood concentration-time curve of beraprost after single-dose oral administration Beraprost Sodium Tablets under

fasting (A) and fed (B) condition
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Table 1 Pharmacokinetic parameters of beraprost after single-dose oral administration Beraprost Beraprost Sodium Tablets

- oy _ ‘ i} ‘ _ ‘ ®n ‘

2l (n=80) ZH (n=80) WA (n=60) Sl (n=60)
tmax h 0.334 (0.167, 0.834) 0.334(0.167, 1.006) 1.876(0.334, 4.500) 1.751(0.500, 4.501)
Cinax pg-mLt 5524193 4971200 240+117 230186
AUCo- h pg-mL™? 576.5+200.8 547.3+180.8 721.7+319.3 670.4+250.1
AUCo-» h pg-mL™? 608.3+210.2 580.0+192.2 791.9+326.3 753.3+288.0
tuz h 0.790+0.256 0.786+0.273 1.479+0.605 1.543+0.769
Az h-t 0.9439+0.2315 0.948 540.217 2 0.5443+0.204 8 0.540 94-0.206 7
AUC wextrap % 5.34+1.58 5.64+1.70 9.43+3.77 9.46+4.14
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KA B B 8] S5ON tmax GRS 156 8D, U1 BRZ2Z
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J I 90% B AR X 8] 73 A 112.64% (105.53% ~
120.21%)+ 104.79% (101.53%~108.14%)+ 104.45%
(101.23%~107.77%); BT, ZlHH53

Eb 1] 7571 L AT 24 ) EL A AT 90% B A5 X 18] 43 51 A
101.54% (92.98%~110.88%)+ 105.34% (101.04%~
109.82%). 105.59% (101.09%~110.27%), 564
A 80.00%~125.00%. =1 32155 5 2 Ll 51
TR IG5 N RA RSN, R Uit
ARG E e B, iR Aa .
TIEHEG tmx IESEATIEE R 0A P=
0.0150 (P<<0.05) F1 P=0.1800, &/~ FHPH|F5
JEFEAE T tmax BB G F 2R RMR 1 SRR,
2 RS T 52 T fmax B AL 2N 0.334 (0.167,
0.834) h, ZLUHF tmax IR ALEL CHR/ME, BK
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Table 2 Bioequivalence assessment following single-dose oral administration of Beraprost Sodium Tablets
- sk (T S (R TR Sud%  RSDI% RRES
n o JUMEME n JUIE JUTIEH%  90%EE X [H/%
il
Cinax 40 521.89 40 463.35 112.64 105.53~120.21 0.2296 23.27 84.23
AUCo-t 40 547.84 40 522.79 104.79 101.53~108.14  0.1302 13.07 >99.99
AUCo-» 40 578.82 40 554.16 104.45 101.23~107.77 0.1309 13.15 >99.99
§ 95
Crmax 30 219.64 30 216.31 101.54 92.98~110.88 0.2725 27.76 98.62
AUCo-t 30 658.14 30 624.77 105.34 101.04~109.82 0.152 2 15.31 >99.99
AUCo-» 29 738.71 27 699.61 105.59 101.09~110.27 0.138 6 13.93 >99.99
®3I HRMDWN
Table 3 Sensitivity analysis
- sk (T Sl (R TIR T ——
n o JUTE n JUREIME  JUATME L% 90%E (% X [F]/%

Crmax 30 219.64 30 216.62 101.39 92.76~110.82 0.2762  28.15 98.50
AUCo-t 30 658.14 30 626.40 105.07 100.70~109.62 0.1550  15.60 >99.99
AUCo-» 29 738.56 27 701.64 105.26 100.69~110.04 0.1421 14.28 >99.99

f8) 4 0.334 (0.167, 1.006) h, FHA7{E 570 SLhr
FHIEL, HZGWHE N NG 2 IS FR IR 2% tinax 7F
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FBRA 20.0 pg/mL, FHIRTTIEIIFT G AW S i vF
MrimEsk.
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P R M, VR R My T AT B A
FRIEDO,  TEIE FH T DA B R A A S VR
WA R SR, TERAE T, S B Conax 1
BRIE S 91K (5524£193) pg/mL, AUCosn [HE
B2 51 (576.54+200.8) h-pg/mL, fmax N 0.334
(0.167~0.834) h; &JEHM T, SHHIFH] Cuax 1
HARIME N (230+86) pg/mL, AUCo.12n ALY
5 5(670.4+250.1 Yh-pg/mL, tmax {Ei N 1.751€0.500,
4.501) ho VRTFIZAN 75 H A B B Te, 7Rqgkk
ZRE T 74525 40 ug (20 ug X 2) JEEMIER
AL, SRER, SEZMET Coa FEARIE
N (451.6+158.7) pg/mL, AUCosn B ARIIE N
(603.2+146.0) h-pg/mL; tmax A (0.5+£0.2) h; %
JE ST Coax WEARIIE S (228.4194.6) pg/mL,
AUC6n FIFEARIME AN (228.4194.6) h-pg/mL; fimax
N (1.340.6) Bl AHFFE SCHERRE I DLATS1 R
W 2 SR R E, BRI AN
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