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Study on postprandial bioequivalence of Diacerein capsules in healthy volunteers

XU Fenghua', HUANG Ming’ (1. Dept. of Pharmacy, the Affiliated Suzhou Science & Technology Town
Hospital of Nanjing Medical University, Jiangsu Suzhou 215153, China; 2. Clinical Pharmacology Laboratory,
the Second Affiliated Hospital of Soochow University, Jiangsu Suzhou 215151, China)

ABSTRACT OBJECTIVE To evaluate the postprandial bioequivalence of two kinds of Diacerein capsules in healthy volunteers
with oral administration. METHODS A total of 24 adult healthy subjects were included and randomly divided into two groups,
with 12 subjects in each group. A randomized, open, double-cycle cross-over trial design was adopted. Both groups took 50 mg of
the test preparation (domestic Diacerein capsules) or the reference preparation (Ambridine®) respectively at 30 min after eating the
standard meal in the morning of the first day of each cycle of the trial. The cleaning period was one week. Blood samples were
collected at different time points before and after taking the medicine and the protein was precipitated with methanol for sample
pretreatment. The concentration of active metabolite rhein was determined by LC-MS/MS using emodin as internal standard. The
pharmacokinetic parameters were calculated with DAS 3.2.9 software, and the bioequivalence of test and reference preparation were
evaluated. RESULTS After the subjects took the test preparation and the reference preparation after meal, the main
pharmacokinetic parameters of rhein were as follows: cu. were (3 517+ 1 121) and (3 225+ 755) ng/mL; AUC, . were
(25 764+6 134) and (24 316 +5 856) ng-h/mL; AUC, .. were(26 679+6 409) and (25 170+6 415) ng-h/mL; fu.were 3.50
(0.67,12.00) and 4.00(1.50,7.00)h; t.. were (4.26 £1.12) and (4.19+1.05) h, respectively. The 90% confidence intervals of the
geometric mean ratios of cmw, AUCi—un and AUGC,-. were 100.8%-113.9%, 103.1%-109.4% and 103.2%-109.9%, respectively.
CONCLUSIONS The test preparation and reference preparation are bioequivalent in the postprandial state of healthy subjects.

KEYWORDS Diacerein capsules; domestic generic drug; postprandial bioequivalence
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Fig DAL S % (s il 44 22 0 T, [ 25 1 HI20150130, ALA%
50 mg) FH FIFRZE TRB Pharma S.A. 28 w42 7= 3F i LA AR
Kl 25 e A A PR A Al 43 4 R RS (At
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i A, HH A RS 459 0T A vk B2 43 5] A 200.0.,100.0
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TR bR 48 TAE% M, 160.0.16.00,1.600 pg/mL ¥ K i
1% 45 TRV 0.600 0 pg/mL 1 R R E = FRR T
YRV
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TAERH
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I R B R bR o i 2R L BT ARV MR e T R
TAEE W 10 WL AN FR TAEE K 50 WL, #F A& A
DLVER () 600 pL, =% 1212 1 min, T4 °C R LA
23 755X g 5.0 10 min. [7] 33t 4 1 R H I AR R 51
(7K)600 pL, FHAIA _FIRBLO S/ EIEWE 300 pL, R4,
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FEOHT LRI TIAR , DAREINN ) ot v R i AR A ()
REY) 5 bR T AR LU AE R A AR (1) L R R/
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2.7 Bk

B3 A28 P IR R 2.6 7 T TS i v o o TR AR
IEFRFE(10 000 ng/mL) HEATHE ARG . eI e ey o 1
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B2 ZiIXEERORZIKFIFIFSLHIF 50 mgf/FX
HERH T MR E-R B 1 2k (n=24)

*3 ZREERORZIKHFIFISLLHIFI 50 mgFX
BERNFEZEATFESE (x+5,n=24)

il AUC,_2ey/(ng*himL) AUC,_/(ng*h/mL) ~ ¢,./(ng/mL) fo fiohh

FILER 2576416134 2667916400 351711120 350(067,1200) 4261112
SR 243162585 B1T046415  3225+755  400(1.50,700)  419+1.05

@ b BT STC (BR/ M, BB " 7%

RGN Z B BIGRE T M EEL 8= S5
(Coax ~AUCo-2n, AUC,—. ) 1T A SR X5, SR 5 LA Z A
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AR DX BRI 223X 50 5 S b 70 0 A S o
v 480 BURE 4 I 52 32 R AN 2 LE R e s AUCo-00n
AUC, . JUAT $49 {8 [ 19 90% ‘8 15 X 6] 7% 75 12 3% 3 [
(80.00%~125.00% ) Z N, WIZRm I il R A= 0 57, %
b FEAT RO AT BR ARG S . SR HI DAS 3.2.9 BAF#k4T iRGE
T, K5 K HE =0.05,

Oy 224y MR e AR B 25 SR A [ R S
ZARE 75 ABEHLEON , A 282 S B0 LY
1B EE (231 550/2 Lo i 7)) 19 90% B A X ) . 255
7 P 5 s AUC)-200 . AUC—. JLART H41{H FE 1 90% ‘&
% IX [8] 43 % K 100.8%~113.9% . 103.1%~109.4% .
103.2%~109.9% , #HXF A= Py FIl B (323800500 5 2 Le il
I AUCo—2n Z H) J(106.6 £8.9)%., Hi il H5E , (&
JERAT B A SR Ak, Z R fow 55
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RGBT, A 2 YR W AR R
He o FHSRREIN 2 B R 24 44 328 UH HL IR LA
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TS AE BT N 3
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P B DLVE R ik B T PR A O ™, AT XL
Tl B 181 JU 20 245 Bl 2 R 5 )RR ARG - A1 0, A 52 R
FH R B D0 UE &R 14T 00 RE S AT AR B, E TR
30.00 ng/mL I T SCHR TR 45 1Y

TE I 245 6 I 2 e, AN R AR 25 A T T
Ak : TEZK AR I A S IR B , A R T K R A bk €335
WEIEIE ek . BRI h FE B T X
T AT IR PE BT CAnH R ), BRE T 2508055
KR A (a5 e b H A PRAZH A 5 2 25 A R
TETK AR I A /i FRRR A 1) T DR 3 T AR PN s 2 35 D
TR0t | A2 KO R I 1 PR 5 [WI
PR AKAE A 0.4% f R Bsf, DR R €2 135 06 174 i) )3l
A HAR Rl iE rf o A, 2B ARSI 7 vk ST it
R R L RS BV NS i 2 S L R
B 11 JOT 1 e 7 30 0 B Sk LA D55 R A, 43T i DL AT e
5 EUUTE PR AR b R 28 R 2 6, iR TE
PRAUEIRIS R A B b, SR R 15t - (D 7EDIE R
J BRI 300 wL I 7K 600 wL A B VR 2 J5 FE2EA:
G3HT  AT Bl TR 5 RSO ) B I R AP T R R AL
A TS Gy AT REME 5 ()45 R ShARE I O XLk
T BEBRMG , BP 96 H 759% HH RS B2 Ve 0t , R B iR S b
HH 0 5 ] 959% Y BERG L V 25 INTRPE 2% S5t DA sl 2 Xt i
SERE SRR S

ABFSERIE T JE RASTE b [E Mg R 32 10 1 IRAL
it Ji PR 8 i 3 AR ) KB R 1) 24 B 2 Bl
Mandawgade 55" ¢ 18 , EJJ EE f e o SRS 2 48 0 10 IR U
Fity PRI % 50 mg , AR PN FEE TR 1 AUCo-—. . Conan + b 7331
A 26 578.63 ng-h/mL .4 298.63 ng/mL .5 h; Nicolas 5"
TRAH 92 B S i 1 RO i P Je 4 50 mg )i,
FAR P R BRI AUC-. 4 25 900 ng-h/mL, fuw N 5.2 h.,
AW 5T FT A5 52 1 500 R 2 B ) G 2 22 B 2 S
AUC ot 5 W SCHRFEIT , [H Cux -5 Mandawgade 55
MG i 25 57, 3% ) BE SRR A s A28 ARl
Ko AW o, 2 50 (7 XU B PR 4 ) il
Z iR (b T) A 538

Zi bk A B JE AT, ZialHl F 2
il AR P ARk . AR5 R Y BT AR 1 J Ak 4 0l 5
BEdh, #FH HPLC-MS/MS 35 22 1 v [ fi B 7 i
Je 0 R XU TS ity A1 g 288 J 1 4 w3 PR AR = 4 K R Y
B THA T ) B2 Sl 25 IR T 2R
T35 2 LRI 04 AR A A58, Ay 7 U i PRS2 |-
7 Rl R AR T 2 K40
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