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Abstract; Objective

and reference preparation of pregabalin capsule in Chinese healthy

To study the bioequivalence of test preparation
subjects under fasting and fed conditions. Methods Using a single
center, randomized, open, two cycle crossover design, 52 healthy
subjects were divided into fasting group and fed group, with 26 cases in
each group. The test or reference preparation of pregabalin capsules was
150 mg once. The blood
determined by liquid chromatography — tandem mass spectrometry (LC -

orally administered concentration was
MS/MS) and pharmacokinetic ( PK) parameters were calculated to
evaluate the bioequivalence. Results The main PK parameters C, _ of
pregabalin capsule test preparation and reference preparation in the
fasting group were (6 722.00 +1 390.00) and (6 065.00 +1 218.00)
ng - mL™", respectively; AUC, , were (32 570.52 +3 877.48) and

(32721.93 +4 270.54) ng - h - mL™", respectively; AUC, . were
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(32941.98 +4 040.07) and (33 097. 11 +4 428.89) ng - h - mL™", respectively; ¢, was 0.75 (0.50, 1.75) and
1.00 (0.50, 1.75) h, respectively; the ¢, were (5.58 £0.74) and (5.55 +0.80) h, respectively. The main PK
parameters C_ . of the test preparation and reference preparation of pregabalin capsules in the fed group were
(3 786.00 £513.90) and (3 786.00 +437.50) ng - ml ™", respectively; AUC,_, were (32 760.51 +4 250.79) and
(31923.83 £3842.92) respectively; AUC,__ (133371.21 £4 406.02 ) and
(32519.87 +4 050.39) ng + h - mL™", respec tively; ¢, was 3.50 (2.50, 4.50) and 3.00 (2.50, 4.51) h,
respectively; the ¢,,, was (5.95 £0.79) and (5.89 £0.91) h, respectively. Under fasting or fed conditions, the 90%

were

ng - h - mL",

confidence intervals of the main PK parameters of the test preparation and the reference preparation were both 80. 00%
-125.00% .

under fasting and fed conditions.

Conclusion The test preparation and reference preparation of pregabalin capsules are bioequivalent

Key words : pregabalin capsule; bioequivalence ; pharmacokinetics; liquid chromatography — tandem mass spectrometry
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B JE R A R [ e SO0, AT 22 . TR T
5 R 28] C,, AUC,_, AUC,_ JLATHIE LY 90% &
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# R

1 EimBAREMZERE - B 2k

TEAYGRE L 25 AL 26 4] 52 1 2 e
A T8 Hovh 25 (52 3 TRl P e AT PR
& HeRIRE PK S HE KA F s &
JEHLI 26 B Z 18 [ 4 ik A 2o B 4R 5 ix 4
A 24 Pl IXE BN PR ISR 2 X4 PK 2
B SR B o 2 I0E B DR 150 mg
Wi EARZ L0 (T) 52 el F (R) J&, B F 2
MZ5HSE — i [ i 2 DL AT 2.
2 HRIHFESH

TEAWBEGE R, 52 IR iy U bR e 2 (524K
WSS LR Ja, T a5 B R G A E T Brii A
TR PK SHIRILE 2.
3 EWMEHMESHR

TEABEFE W5 57 (T) 52 Hifil5h (R) Bt
177D . RS, T 5 R C,.
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d, (B) By Sl (3%

Typical chromatograms of pregabalin (A) and internalstandard pregabalin — d4 (B) in human plasma

R JHBARERE BB TE (LC — MS) A8 i L ARTE LS H 0K 8 B2 5 [l e

Table 1 Precision and recovery of pregabalin in human plasma detected by liquid chromatograply — tandem mass spectrometry (LC — MS)

Concentration Intra — day Inter — day relative
RSD(% ) RSD(% )

(ng - mL™") (ng-mL™"', x+s) (ng-mL™', x+s) Recovery( % )
10. 00 10.71 £0. 78 7.28 10.25 £1.35 13. 17 -

30. 00 30.56 £2. 12 6.94 30.53 £1.35 4.42 91.30
350. 00 352.90 +8. 10 2.30 357.10 £8.30 2.32 100. 20

4 000. 00 4 059 +140. 00 3.45 4 057 £93.00 2.29 -

9 000. 00 9 164. 00 +308. 00 3.36 9 130. 00 £261. 00 2.86 102. 40

RSD : Relative standard deviation.
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117.87% , AUC, _, i JLA[ 24 {8 [t 90% & 1% X ]
97.34% % 101. 78% ,AUC, _,, {3 JLATHIME HLAEL I 90%
BIEIX K 97.31% % 101.78% ., 7EEFRETF,
Co JLAT Y {H LE 1 90% & {5 X ] g 94.15% =
105. 71% ,AUC, _ [ JUAT 44 LLIELIY 90% A5 X (8] Ky
100. 96% % 104.34% , AUC,_ .. ) JL AT ¥ {H HC {5 i
90% E (%X A4 100. 92% = 104. 41% , LEHF0H L
WHEZS ik 25 %, T 5 R Z[ C,,, AUC,_,
AUC, _, (LA E4H LA B 90% "B X ] 1 58 475 1
A= ) RO E A 8 B o TR RE 119 80. 00% ~ 125. 00% [
WHEIZ N BA X T 5 R ¢, T HER, 451 iR

2HEBAEG I LR TG ITFE L (P >0.05),
W3,
4 ZEMTH

ARYARGE T, T A R A ROV 3 8 1 gk 2
P, RMBUFEA RFEF, IR A R EAF 8258 A
RS FECZ I E B O, 728 AR 1F T 2EAT
i, A 38.46% (10 fil/26 ) s2 i FH et 1
11 R EGYAS RN, T2 2R AL A O i [ 5 3 L0
I A R e AT TR IR, A
20. 83% (5 /24 ) ZilE KA S PIRZSPIA R IR
IO, F2 BT Sy TN R e % I O g L R v PR IR
SE LA B M s B A4S o

F2 FEMERE RS (T) S LHF(R) F 4R3I T1%55
Table 2 Pharmacokinetic parameters of pregabalin after test (T) and reference (R) preperations under fasting or fed state
Fasting Fed
Parameter
Test(n =26) Reference(n =25) Test(n =24) Reference(n =24)
b (R) 7 0.75(0.50,1.75) 1.00(0.50,1.75) 3.50(2.50,4.50) 3.00(2.50,4.51)
Cow(ng-mL™' xx5) 6 722.00 +1 390. 00 6 065.00 +1 218. 00 3 786.00 £513.90 3 786. 00 £437.50

AUC,_ (ng-h-mL™"', x+s)
AUCy_, (ng+h-mL™" %=xs)

tip(h, x£5)

32 570.52 +3 877.48
32 941. 98 +4 040. 07
5.58 £0.74

32 721.93 +4 270. 54
33 097. 11 +4 428. 89
5.55 +0. 80

32 760. 51 +4 250. 79
33 371. 21 =4 406. 02
5.95+0.79

31 923.83 +3 842.92
32 519. 87 +4 050. 39
5.89 £0.91

* :Median ( minimum , maximum ).

R3S PIRSZHIR (T) A2 LUl (R) J5 A= Sk i
Table 3 Bioequivalence analysis of test preparation (T) and reference preparation (R) after fasting and postprandial oral administration
Fasting Fed
Parameter Test Reference 90% CI Test Reference 90% CI
(n=26) (n=25) (%) (n=24) (n=24) (%)
Co(ng - mL™") 6 586. 40 5904. 96 105. 55 ~117. 87 3752. 19 3 760. 99 94.15 -105.71
AUC,_(ng+h-mL7") 32 343.91 32 494. 84 97.34 ~101.78 32 567.00 31 729.83 100. 96 - 104. 34
AUCy_. (ng-h-mL7") 32 699. 36 32 856.48 97.31 ~101.78 33 163.53 32 306. 69 100. 92 - 104. 41
CI: Confidence interval.
10 000 o T 5000 — o T
& R
8 000
o 6 000 )
£ g
2 2
S 4000 S
2000
0 \ \ \ &

20
t/h

30 40

2
Figure 2
under fasting (A) or fed (B) state

ZENRAH (A) 585 4 (B) FLUC T e SZ AR50 (T) A2 FEl 0] (R) J Al 145 i 24 9% S5 —f ] il 2

Mean plasma concentration — time curve of pregabalin after single oral administration of test (T) and reference (R) preparation



Chin J Clin Pharmacol

Vol. 42 No. 8 April 2026 ( Serial No. 454)

i

AT E 2 B B R 2 I R IR R e S
{5 5.F 4 (http://www. chinadrugtrials. org. cn/index.
himl) , DL 8 B EURR” b S8 ], 43 B 2021 4F 1 H &
SR B ERIE GRS B, 28 & 3 2021
A B E AR I PRI B SR e 2 0 — 4, XAR A
ATRES M AE IR BE BUR A KT . NI ER
TR 590 A I AR S FR i o AR R, AT BB
SR 1 7R RIS ) 1 BIF R AR A AR, BIF R R
S, AT LS PR AT 3, AT 0 R 5 % [ A
(2R BV POR VAL 5 5 21 [ 45 1 (2024 i) )™
e, 3 g AR A AR R A H 150 mg, 2 557 &
9 H 150 ~600 mg, P15 B 185 iy BRI AR5
o R R TR 330 myg, B RE R 1 ) B R
150 mg, 3 ] g 5 15 38 70 A= 4 ) FH B w8 L AR A A
PR RR A A OG o b o3 AT T, A i C AR PR I F
I FBEEREINARE X5 ILRA K L2E 2/
JECRE24 P2 b MR A 56 o 1 R 2 I A 1 36 A L B
RAETLINE FII R4 o

ARBEGER RS TS 58 G 400 F IR
B 245 A A R 2 W) A 7 1) 38 ity B BRI 8 ( 374k
#il77]) &5 Pfizer Limited $5 UF (% 3 5 AR 2 (S L
il 70) T fa B b [ AR 32 R v B AR AR AL
PEo B =S40 C,, . AUC,_, (AUC,
JUT #14E tE 1 90% & 15 X 8] # 7% #£ 80.00% ~
125. 00 % 1) 13 152 55 &% X 8] 4, & W 79 Fefr o] 500 1 i
WO SRR W 2 . A I 2 iR ) S
BB S 7 R0 2 H 3R R I DR B AT R AR 4R
TR B R

AMFTELE RN < Fi AR B 25 IR €, 2
FEIGIRI I 1.7 £% 1, WE SR R4 2. 4 h {Hzs
BERE ) AUC 548 5 050 22 R o 6 B AR X 3
Fity L AR P A AR A 858 R i, (LX) W A R JEE TG
Wi 3% SR = G N IR FE 45 AR o 28 R R
FIAS RSN 1 2 T8 TG IR, B G iR K ) 2
o 2SR 1R RSO A 32 Bk O L [ S
DRI . BUA FORME R & B 5 B O HL B
L od 105 T (EPESPIN DR i m g IR
J2 BN, 18 = g T AR R B T 24 405 i EL MR )

B KA ) 3 B S 2 T, LR T E A
U IR 1 B, XU B Ay 2 o 3o 3 o S
BRI IE , S s i PR R A A 0 AR 18 MR P A T AL
it EELARAR 5 I e AR B, TR T O ML 5 2
(R AR T FE 0 B MBS - AR AR VAL . AR
TS SE LA AT AT, B H R S AR
JER 5 3K F 245 400 F) - 32k 2 it i) 22 A 1Y s £ 14
R 2 R B A ARt O HR I R4 )%
2t

S

[ 1] CARDONER N, GUTIERREZ - ROJAS L, SAIZ P, et al. Does
pregabalin offer potential as a first — line therapy for generalized
anxiety disorder? A Meta — analysis of efficacy, safety, and cost —
effectiveness [ J/OL ] . Front Pharmacol, 2025, 16 1483770.
2025 -02-07 [2026 - 02 - 05 ] .
nlm. nih. gov/39989902/.

[2] MAYORAL V, GALVEZ R, FERRaGNDIZ M, et al. Pregabalin vs.

https://pubmed. ncbi.

gabapentin in the treatment of neuropathic pain: A comprehensive
systematic review and meta — analysis of effectiveness and safety
[J/OL]. Front Pain Res ( Lausanne), 2025, 5. 1513597.
2025 —01 —07[2026 =02 -05]. https://pubmed. ncbi. nlm. nih.
20v/39839199/.

[ 3] URQUHART L. Market watch: Top drugs and companies by sales
in 2017[ J]. Nat Rev Drug Discov, 2018, 17(4) ; 232.

[ 4] URQUHART L. Top companies and drugs by sales in 2020 J].
Nat Rev Drug Discov, 2021, 20(4) :253.

[5] SWARUP P, AGRAWAL G P. A review on delivery and
bioavailability enhancement strategies of azithromycin [ J]. Assay
Drug Dev Technol, 2022, 20(6) :251—257.

[ 6] BHUSHAN R, MARTENS J. Generic pharmaceuticals, regulatory
aspects, bioequivalence investigation, and perception[ J]. Expert
Opin Drug Saf, 2024, 23(2) :177—186.

(7] WRi%, 20, N, . JET IR RS0 & BB R
Tt R BUR AT [T ], E 25 B4, 2025, 42(06)
492—496. .

[ 8] JAERE, Ak, ME, . RTREMAAL SRR
ST EREELT]. PEEMZ G, 2025, (12): 56—67.

[9] RKRME, WERET, Rk . #hZs B G 5 2 b E 6w
(2024 ) [ 1], EAOR LS, 2024, 30(1) : 5—14.

[10] ¥Fim, Prars, s, 4. Eh DK IETE T+ E R 2
FHRRBEREREDIET]. T EIGRZ ALK, 2024, 40
(24) . 3621—3625.

[11] PARK E E, DANIEL L L, DICKSON A L, et al . Initiation of
pregabalin vs gabapentin and development of heart failure[ J/OL].
JAMA Netw Open, 2025, 8 (8): €2524451. 2025 - 08 - 01
[2026 =02 -05]. https://pubmed. nchi. nlm. nih. gov/40748640/.

(A #iE: M Yok B H 2026 -02 -05)



