U B -
(RIS S K E T ERRFIRE NS R LM

2l 12 B 3 AR, R 250012; 2 AR U B 2523, 11K BET 2720005 3R KL — BEBRZG2ETE, YR 250033)

WE: BN SMATEREZAFZE. BetRoRikeEEANGHFR oM, HiE ¥ 68 iR XA ALY
AEBMAARIG L, F AR IR R IR 34742, LC-MS/MS M Z A f PiRIcH $ ik &, A WinNonLin #4Fit
AHHFAH, WREBFREE S A R RALLH N B3 F £ FUAZRE RNt atie s §h B3P PR, A2RX
FAEGRIERARKA S . FHEASEARCE B ERAIRFRITRIEE A AR FN., GR =THAZRF A A
W) A 6 25 3 F AL Tmax A 1.25, 1.25 h, Crax AR 767.50£421.89), (2 707.81£674.90)ng-mL~"!, AUCo.% (52 967.87+
13 843.25), (53 479.56:16 066.32)h-ng-mL™"; £ /&40 % XA M A= Kb ) H 69253 F A3 Tmax H 2.50, 1.75h, Cmax A
(2 000.61£314.89), (2209.06+429.05)ng-mL~", AUCo-# (51 450.80+17 241.02), (49 287.23£16 192.87)h-ng-mL"'; &J5
YL Z KB A o BRI A T 27 BA % FEL(P<0.05), EREAEEAEL, TREFEM. BB vRKIEFETHE,
Taxs Cmax 25 B A %3t F & L(P<0.01), 12 AUCo £ F R4 FENL; RAMAN LKA THE e BIRIEE TN G, L85
HF I Toaxs Cmaxy AUC¥) LT F E L, A2l X F )5 2 IRIRIEH H 1 5 L. AUC-3R F M 23X 4 % (P<0.05).
THARRGLLERRFRHT RS A%, WABRE, LPERRRN, it B ERIEL S H RIS EH N LA L4
Sk, YRR E AWK RE, RRYRETREE; THLHERRESZANHGDFEHARANER, 2
BIEHHE iy, AUCAEMRR 257, RieE 5 R EFEREZRE T LA RIFaI2 4 RFm 2k,

KW RILFEF; HHhF; £4H; A FaH

FESES: R969.1 XHEkFRAERD: B XEHS: 1007-7693(2023)18-2569-07

DOI: 10.13748/j.cnki.issn1007-7693.20223622

SIRAAI: £, 3MEF. KIEEFRETEREZ RN B FAELAMART]. T EILREBH S, 2023, 40(18):
2569-2575.

Study on Pharmacokinetics and Safety of Etoricoxib Tablets in Chinese Healthy Subjects

LI Can'?, SUN Deqing**(1.School of Pharmacy, Shandong University, Jinan 250012, China; 2.Department of Pharmacy, The
Daizhuang Hospital of Shandong Province, Jining 272000, China; 3.Department of Pharmacy, The Second Hospital of Shandong
University, Jinan 250033, China)

ABSTRACT: OBJECTIVE To study the pharmacokinetics and safety of etoricoxib in Chinese healthy subjects following
single oral administration under fasting and fed conditions. METHODS Sixty-cight healthy subjects were randomly divided
into a fasting group and a fed group, and administered using a 2-period crossover trial design, LC-MS/MS was used to determine
the concentration of etoricoxib in human plasma. The pharmacokinetic parameters were calculated using WinNonLin software, to
compare the pharmacokinetic differences between domestic etoricoxib and original reference preparations, and the effects of
different genders and meals on the pharmacokinetic parameters of etoricoxib were compared. The safety of etoricoxib tablets was
evaluated by vital signs, physical examination, laboratory test results and electrocardiogram changes. RESULTS The
pharmacokinetic parameters of the test and reference preparations in the fasting group were as follows: Tmax 1.25, 1.25 h,
Cmax (2 767.50+421.89), (2 707.81£674.90)ng-mL~!, AUCo-» (52 967.87+13 843.25), (53 479.56+16 066.32)h-ng-mL~". The
pharmacokinetic parameters of the test and reference preparations in the fed group were as follows: Tmax 2.50, 1.75 h, Cmax
(2 000.61+314.89), (2 209.06+429.05)ng-mL~!, AUCo- (51 450.80+17 241.02), (49 287.23+£16 192.87)h-ng-mL"!. There was a
statistically significant difference in Tmax between the test and reference preparations in the fed group(P<0.05), but it has no
clinical significance. After the subjects took oral etoricoxib tablets on an empty stomach and after meals, there was a statistically
significant difference in Tmax and Cmax(P<0.01), but there was no statistically significant difference in AUCo-». There was no
significant difference in the main pharmacokinetic parameters 7max, Cmax, and AUCo- among subjects of different genders after
oral administration of etoricoxib tablets under fasting condition, but #12 and AUCo.- were higher in female subjects compared
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with male subjects after postprandial administration(P<0.05). Adverse events after fasting and postprandial administration
involve multiple systems and were mild without serious adverse reactions. CONCLUSION Domestic etoricoxib tablets and
original reference preparations have bioequivalence; meals affect the absorption rate of etoricoxib tablets, but do not affect the
extent of absorption; there are no gender differences in pharmacokinetic parameters of etoricoxib after fasting administration, but
there are gender differences in t12, AUCo-» after postprandial administration. Etoricoxib tablets have good safety and tolerance in

Chinese healthy subjects.

KEYWORDS: ctoricoxib; pharmacokinetics; safety; bioequivalence

R RIE—F LT g B 16 WA A
RO T B S5 A AR N S ERRAE A AR A M ST R
Wi, RER R, UE R AR, R
PUARZREI A TR « BN OG5 35 3l S A ] 4
RRE, FEIRTTE RTT RI—& N, ARICH E
— A HIRIEPE SRS AR, AT RS
IEG-2, TR 8 0 5 SRS R 191 1
PRAMARAE DL K 28 AU 561 9 21, 5L 7 it A ol
PEBRUR SR AR 1 il 2 2 3 B30

B NAFER TIRE S & 7 h E R 2
RESE . BIRGAEDENERS, BAFME
STA) 24 8 2 26 S o DL SOk T . M5 25 S Pl fig s
FEAYER AR ES, FFmsgm B 2R
G PERERCED], B T RIC % R 2 o2 e
PRI 22 506 T4 v 25 1 2 e ve A sk B &
PR WA, m T EPREEE B AR KRS
BRI AR, 25 AR AR, 2505
WA REAFFE 22 57, AW 5T LA A [ a2 10 N =2
EXE, 43 e E = ARFE % & R U A2 Ll
R Zi 8225 5 . HEEOR L2 3 1 2 i LA SO
] VS 1) 25 3l 2 0 22 5, B B R A2 1l PR
MRAKHES B R &4, i R 253 Ik .
1 R
1.1 2555

AR  RATH (R AL AR A Wyl 245 1y
HIRAF, #5: 160814; #A%: F A 120 mg);
Z KA IREE TR (R ARLHA, #te:
MO17391); ¥k . BEA 120 mg). KL% B PriEA
WS : 1-AZM-76-1; 41 : 98%)  AKFEH Er-d3({it
51 1-RBO-8-1; 4li i : 98%)¥4J1) H Toronto Research
Chemical Inc.; %5 Al (Bioreclamation IVT);
s ZHE (%4l , Merck 23 w]); — B L AR5
T4, J&K SCIENTIFIC LTD A #l); £ FRER (brifE
%%, Sigma-Aldrich A 7]); /KH1 ELGA 4li/K 48
il 45 o
1.2 R

B 30 RYNBAHETE{L . AB Sciex 5500 =

.2570 -

Chin J Mod Appl Pharm, 2023 September, Vol.40 No.18

VU 2% FF B 3% X (Analystl.6.3 I Watson LIMS
v7.2.0.02 ST ; BY-R20 B v vk B0 0L
AR BT A FRA A, B02E42 9.8 em).
2 FEEHR
2.1 ZREER

ENTR Oy E SN IIFRyNE2y Ny (L g
WA, ZIRXEARR RSB MERE . W
ABRHE: 4RI 18~40 2 (&), BRI &R EE
19~26 kg-m= HARF B =45 kg, SRR, 0.
JELOB . THAkIE . MRS R R AR
WA, IRIGRT 2 JE A RS I AT far
W28 HEBRARIE . (@RRE AR ShniEd s Xt
ARG LGW AT — i s, 5O 255 R 2
Wi S PRIE s B g B 3 BRG ZEpi2 Wy ast
IR 5 A0 R 95 B B IR R e g s, B
IRAEPEAR I R s, s gt el s BRAA T
BB SN LIS . B sEE; R, R
S A5 E  REE A IR 14 d Ik
it 259, iRt . LS,

22 KB HE
220 AWt B RS ZGER BRI
ARG, SZIRE LA, 3 Bk AR
SRS R (B R 120 me), Bk 1,
VERE 14 d.

ZIRE RS 1| REEBRE—& ZIMYET

WE, 2 RERUBIEFRE. SBEHAZAHE R
2417 10 h, IRZ5J5 4 h WES &, IRZGTI/)E 1 h 4L
1ERAK(BRIRZGROK AL B HZIRE H L —bn
HER A B IER)S 30 min 4% MORI6 22 HEIR 152
RS il .
222 CRIM AT ARG R R
21 ARAESET, 0(4A 27T 60 min ), 0.25, 0.5,
0.75, 1.0, 125, 1.5, 1.75, 2.0, 2.5, 3.0, 4.0,
6.0, 8.0, 12.0, 24.0, 36.0, 48.0, 72.0, 96.0,
120.0 ho B—R i SCREEFHIK M 4 mL, T4 CTH
3000 r-min~' B.0> 10 min, H )2 M3 -80 CI%
FEEI

rhEI AR FHZG 24 2023 47 9 A4S 40 555 18 11



223 iFMENR 2482380 AUCh,. AUCoaw.
t12+ Ciax~ Tmax~ FXHEYIFFHE (F), %2 MEFEFR -
A RAE S AARAS KA . SCER A A, M. IR
FRLL mAAE . BEMTIEE . KAERRUAL . MLAT YRS
(B, 12 FPCOHERA | NRF. GIFHZ.
2.3 A% R A
23.1 %% ACQUITY UPLC HSS T3
(2.1 mmx50 mm, 1.8 um)@aigt:, H:iE 40 'C, H
S REERIRE 4 °C, WEhAA 2 mmol L' Z Rk
K (A)-LE®B), BEEEVEN, 0~0.2 min,
65%A, 0.2~1.5min, 65%—5%A, 1.5~2.0 min,
5%A., 2~2.01 min, 5% —65%A , 2.01~2.5 min, 65%A.,
YRR 3 ul, BEBLARER 0.6 mL-min~', AR K
I H-d3,
2.3.2 IR CRATHEMIZSE TR, R
3500V; BFURIRE: 350 C; KA. B TR
AT FE TR 2 WA 5 20, 40, 40 psi;
R A REEE A R e 6 Hfr; LRk
ESI. IF& T, MRM; il 81X A m/z
359.0—280.1(4 ¥ : KFEHE E)FI m/z 362.0—
280.2(MbR: MRFEHE-d3).
2.4 MBI

PR B AR E WARIEE B DL i i, il
1.00 mg-mL~" MIRAAI; BRI « =
FEWAN(L = 1)EWTINFRREAT TAER W W T
W2 AN IR AR R L BC R 434 5.00, 10.0,
50.0, 250, 1000, 2000, 4500 F15 000 ng'mL""
MR HE I ZAE i ;  [RIRE I LR B B e it
&5 I FR(lower limit of quantification, LLOQ). 1
WP s . U S (IR 4% . PR s
T SR, WA 5.00, 15.0, 150, 2500
#3750 ng-mL™',

B RoEE B KRICH H-d3, FIERE
250 ng-mL~" BB ARSI, —20 CHR AT
2.5 IMRAE S AL

Bl A Sy 50 uL, A 50 pL AR
300 L ZJiE, A€ 10 min, 4 000 r-min~' 2.0
10 min, HU ISR AE .
2.6 TEEEEER
2.6.1 WEFEEEE  BUS A . 2 H MK
PRFE S B BRI W R NAMERFE S 5 -d3 TR . 2
A MERES, & “2.57 TR dkfefk,
BT (6 P ] L] 1 ARFETS AR B BRI

P E AR F 255 2023 41 9 5 40 55 18

1.11 min, I3 RIEPEY) T R oA g 3 4
THARFCH & X NFRIIRLH, kst R AT
2.6.2 PRUEMIZE S LLOQ %48 HL “2.47 I F{R
Fo% 8 ROVESEREN, # “2.57 TR kaidfk,
PIRFE 5 5 P9 b e 11 R EE A () R B A 0
(x). FIAUR /N — 3 i (w=1/x) it ATk e, 75
b o il £ 150 )5 5 #2 8 »=0.001 292x+0.000 518 6
(r*=0.998 0), £k 13 5.00~5 000 ng-mL~!, LLOQ
4 5.00 ng-mL~'(S/N>10),

2,63 EWREE SKEE RS %L 3d X 6 itk
K. . EFERES TS, SRRHALNA .
RGBT 3.1%~6.4%, HE N | HETHERA E-5.4%~
5.3%, FFEAYIRE I EEOR

2.6.4 FEWENGE RS EH AN, & 9257 T
TR AL, AR R R 04 1 FR 5 R B A e T
FRUZ LA DA AN N A R BT e e, 25 511K
L R R TR AR S B ERNSOR 430 94.3%,
94.4%, 96.5%, fFHAEWFERITHTINEDR .

2.6.5 LR BSOS, #% 2.5 BN
DARTR, DAY AR BRI VBOR T AR LA )
YIRINAR AL, SAFE— R TR R, 2l
9 1.01, 1.03, 1.00, FF&AEWRESRTIIER
2.6.6 IMIEAEERCEMERE  Dias MK 20 fi
it T v e T4 RV W B8 o 4 A R il 5 L A
FEVEREML, HATRREMEE S, SR IRIEE BHTEAN
MR 22 h B0 R 22 50008 6.7%Fi
—1.3%, —20 CHE 70 d HERRIEmEN 4.7%H
—0.3%, —80 CHlE 68 d MIUEWIE RN 3.3%F
—0.5%, LI SARE T RIS

2.7 ZyBhEedl

271 ZiAHEWGER SEAAE 34 #5320k
L, Hoepo1 BT R A R R
Y, i 1 BlfER s R v i T A2 A
TR, A B E A RS2 32 ],
Ho B 20 ] 2R 12 B, BIRAATE 34 5%
R, Hr 2 FlfERE s FEAS A B Bk ks,
S 532 R 253 D12 g i B k2 il E 19
Bl 14 4, 55 IR 24 shE g m B
ZIRE 18 4], Lk 14 1,

2.7.2 kRS kR aiezR HAEDR
FERIUH WinNonlin 41{f:(Pharsight Corporation,
Version 6.3)I15 25812 240, 45 L3R 1.8 H SAS
B AE(Version 9.4), ¥ FE 8% BEL Crnax s AUCo.

Chin J Mod Appl Pharm, 2023 September, Vol.40 No.18 - 2571 -



111

0.73

40 H 993 u7
304 Hosod ‘ l 143
h hm l

071| MI ‘J

5—

10

0 02 0406 0810 121416 18 2022 24
t/min

6000 - B L1

5500 -
5000 -
4500
4000 -
3500 -
3000 -
2500 4
2000
1500 -

1000 -
500
0 T T T T T T

SR /cps

0 02 040608101214 1618 202224
t/min

8.5x10°
8 0x10° 1 C 111
7.5%10°
7.0%10°
6.5%x10°
6.0%x10°
5.5x10° 4
5.0x10°%
4.5%10°
4.0x10°
3.5%10°
3.0%x10°
2.5x10°
2.0%x10°
1.5%10°
1.0x10°
0.5%10° l
0

58 /cps

T T T T T T T T T T T T
0 02040608 1.012141618202224
t/min
B 1 LC-MS/MS &M E AmFFRILH F HA %K
A-ZEHIM3%; B-LLOQ Ffh; C—Z ik MR 240 )5 B9 I S RE o

-
SE83s

NOW

0.71 1.09] |
1.02’ I
0.73

B E/cps
= DI NI L I B B NN NN I ~J 00 00\O\O¢
ONO!

SNOUNONOSUNONSNO U

il BN 143 ”
094\ “\
‘077

l” u.‘l

'JM

0.2 0.4 0.6 0.8 1.0 1.2 1.4 1.6 1.8 2022 24
t/min

(=]

8.5x10° 111

50 EF/cps
N
o
X
2

~
n
X
—
o
2
T T T T T T B Y

1

T T T T T T T T T T
0 020406081.01214161.8202224
t/min

3.0x10° 7 L
2.8x10° 7
2.6x10° 7
2.4x10° 1
2.2x10° A
2.0x10°
1.8x10°
1.6x10°
1.4x10° A
1.2x10%
1.0x10° -
0.8x10°
0.6x10°
0.4x10°
0.2x10° - u
0

5 & /cps

T T T T T T T T T T T T
0 02040608 1012141.618202224
t/min

Fig. 1 Typical chromatograms of etoricoxib and etoricoxib-d3 in human plasma by LC-MS/MS
A-blank plasma; B-LLOQ sample; C—plasma samples of subjects after oral administration.
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*x1
Tab. 1
preparations under fasting or fed condition(x % s)

ZREZR. BEEROBRZAFAAFSLHAAANETELHF S H(X L)

Main pharmacokinetic parameters of the subjects following single oral administration of the test and reference

- ] LLLE]

Akl (n=32) Z i (n=32) ZARHIH (n=33) Z Al (n=32)
Tpax/h 1.25(0.50, 4.00) 1.25(0.50, 4.00) 2.50(1.00, 4.00)" 1.75(0.75, 4.00)"
Cinax/ng mL"! 2767.50+421.89 2707.81£674.90 2 000.61314.89" 2 209.06429.05"

AUCy./h-ng-mL!
AUCy./h-ng-mL"!
t1p/h

49 483.58+10 776.98 49 964.45+12 998.20 48 432.76+14 397.15

52 967.87+13 843.25
29.05£10.31

53 479.56+16 066.32 51450.80+17 241.02

46 572.15+13 933.53
49 287.23£16 192.87

28.41+7.89 26.10+7.59 25.83+6.57
T Tax AP OCER/IME, KD FRR s SEESA 2L, DP<0.01,
Note: Tax is expressed as median(min, max); compared with fasting administration, VP<0.01.
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Fig. 2 Mean plasma concentration-time curves in subjects following oral administration of etoricoxib under fasting or fed

condition
A~—test preparation; B—reference preparation.

®2 TEHAZAEZRORZAAANSLAN ETEZLHF S H (X L)

Tab. 2 Main pharmacokinetic parameters of male and female subjects following oral test and reference preparations under

fasting condition(x £ 5)

=2

ZA i) Z Ll
L (n=12) B (n=20) M (n=12) B 1 (n=20)
Tynax/h 1.75(0.69, 2.00) 1.25(0.94, 1.50) 1.38(0.75, 2.12) 1.12(0.94, 1.50)
Chnay/ng-mL"! 2 865.83+514.17 2 708.50£357.19 2 730.00 = 825.65 2 694.50 + 589.93

AUC,_/h-ng-mL"!
AUCq./h-ng-mL~!
tip/h

49 630.28+10 406.95
52 817.68+12 418.27
29.64+6.32

49 395.55+11 259.32
53 057.99+14 945.38
28.69+12.25

48 274.67+11 210.77
50 890.88+12 692.49
27.07 £4.09

50 978.32+14 142.57
55032.77+17 919.66
29.22+9.49

e Tonax AP (R/ME, SRR R
Note: Tiay is expressed as median(min, max).
3 TRAUAZRFEEIRZRAANEUFHANZEZLHFSH(X L)

Tab. 3 Main pharmacokinetic parameters of male and female subjects following oral test and reference preparations under fed
condition(x £ 5)

Z Al 1) Z Wil )
S
L (n=14) B m=19) L (n=14) P (n=18)
Tinax/h 2.50(1.81, 3.75) 2.50(1.50, 3.00) 2.50(1.62, 4.00)" 1.50(1.25, 1.75)
Cnax/ng-mL"! 22 077.86+332.55 1 943.68+297.23 2202.14+444 .47 2214.44+429.59

AUCy./h-ng-mL"!
AUCq./h'ng-mL"!
tip/h

55590.73+15 436.64"
60 112.65+18 914.16"
29.62+7.11D

43 158.48+11 277.49
45 068.39+12 989.42

23.51+7.02

51 861.52+14 106.85
55 724.42+16 847.73V
29.00+5.401

42 458.20+12 684.12
44 280.52+14 157.00
23.37+6.47

TE: T BUP R RAME, REDFR; SHMEZIKEMIL, DP<0.05,

Note: Tinax is expressed as median(min, max); compared with male subjects, VP<0.05.
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