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Abstract; Objective

colchicine tablets under fasting and fed conditions in Chinese healthy

To evaluate the bioequivalence and safety of
participants. Methods A single — center, randomized, open, single —
dose, two — formulation, two — period, two — sequence crossover design

’ s p q g
with 36 healthy

participants in each group for fasting and fed conditions. Single oral dose

was adopted, enrolling 72 healthy participants,
0.5 mg of test formulation (T) or the reference formulation ( R) was
taken across two periods, respectively. Plasma concentration of colchicine
was determined using ultra — high performance liquid chromatography —
tandem mass spectrometry ( UPLC — MS/MS) . The pharmacokinetic
parameters were calculated and the bioequivalence was evaluated using
the non — compartmental model in Phoenix WinNonlin 8.2 software.

Results  The main pharmacokinetic parameters of a single oral
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colchicine tablet under fasting condition for T and R were as follows: C,, were (2.70 +0.88) and (2.54 +0.87) ng - mL™",
I were 0.98 (0.48,2.00) and 0.98 (0.73, 2.48) h, 1,, were (29.54 £5.46) and (29.67 +4.86) h, AUC,_,
were (18.40 +5.30) and (18.00 £5.10) h - ng - mL™",AUC,_,, were (21.80 +5.90) and (20.70 +4.90) h - ng - mL ™",
respectively. The main pharmacokinetic parameters under fed condition for T and R were as follows: C,

(2.49 +0.84) and (2.58 +1.00) ng - mL™" ¢z, were 1.48 (0.73, 3.98) and 1.48 (0.73, 4.00) h,¢,, were
(31.79 £4.69) and (30.65 £4.91) h, AUC,_, were (19.80 £4.30) and (19.90 £5.00) h - ng - mL"",AUC, _
were (23.20 £5.00) and (23.10 £5.20) h - ng - mL™", respectively. The geometric mean ratios of C,, AUC,_,

and AUC,_,, of the T and R formulations under fasting and fed conditions with a 90% confidence interval ranged from

were

80.00% to 125.00% . Conclusion Under both fasting and fed conditions, the colchicine tablet test formulation and

reference formulation were bioequivalent in Chinese healthy subjects, and both were shown to be safe.
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Retention time/min

Typical chromatograms of colchicine( | ) and internal
standard ( colchicine —d6, I ) in plasma
A Blank plasma B:Blank high — density lipoprotein plasma C:Blank hemo-

lyzed plasma D :Lower limit of quantitation
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Table 1 Precision and accuracy of colchicine concentration in human plasma

Intra — day(n =6)

Inter — day(n =18)

Concentration Relative recovery
~ Measured RSD RE Measured RSD RE _
(ng+mL™") (% ,x +5)
(ng - mL™" x+5) (%) (%) (ng - mL™" zx5) (%) (%)
0.05 0.05 +3.00 x 10 ~* 5.45 2.33 0.05 +3.00 x 10 =3 5.62 0. 67 -
12.50 x 10 =2 0.13 £0. 04 3.22 4.67 0.13 +6.00 x 10 =3 5.06 0.89 96.36 +3. 87
0. 80 0.80 +0. 03 3.08 -0.58 0.79 £0. 03 3.33 -1.19 -
2.00 2.05 +£0. 06 2.75 2.54 2.00 +0. 06 3.15 -0.01 100. 32 +6. 84
4.50 4.47 +0.07 1.58 -0.24 4.46 +0.09 2.11 —-0.81 99.41 £2.94
RSD ; Relative standard deviation; RE: Relative error.
PN N Y R QeI % N =R gV DR Qe 7] ‘14 1B
SERMERIETE I GE T 248 5 R ) K, Y BOKleK T 2 3 2 3
%n R ﬁi"J ;%ﬂJ PK %%ﬂ(ﬂjﬂ‘i@{ﬁ Hﬁ E/‘J 90% E'fg B: I‘E—IJ :[:/“«j % ign Concentration vs time éﬂ Concentration vs time
" N g 27 =R g 27 il
RFFE80.00% ~ 125.00% LW, IBWI PRI
BAEYERAE 3 3

# X

1 MZRE -’ E Lk

23/ SR I Y A4 36 it R 2R, 2k
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fa R 52 12 3 25 I AR i Rk B IR B K A B A
0.5 mgf i3 128, Wk 2,
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AALAR A T #1 R 570 )5 09 £ 2 PK 344 C,.., AUC, _,
FAUC,_,, JLAT ¥ {H 1 90% & {5 IX [8] 43 51 4
95.37% ~117.18% .94.68% ~ 109. 87% .96. 71% ~
114.30% H1 88.34% ~ 106.37% . 96.20% ~ 103.38% .
97.28% ~105.76% , 3 B =5 I f& J5 RE T, Bk
il w4 i 700 A A BE AR I R B A AR )
ER o
4 ZEMEH

WA T 25)5 ,36 432 v 6 f]3Z2 i 3h&
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Table 2 Pharmacokinetic parameters of colchicine tablet(x +s)

2 1

24 37 50 63 76 2 11

24 37
/ min ¢/ min

2 ZRAFEEE(A) FESE (B) H AR KAl 257 (T)
52 R (R) 50 -7 B 250 i 22 (n = 36)
Figure 2

50 63 76

Mean plasma concentration — time curve of colchicine
test(T) and reference (R) preparations after oral administration

under fasting (A) and fed states (B)

9 PIRAS BN, AN R R A RO 16.67%
(6 45736 i) , i R 245,36 fi| 32 18E 4 B 321K
B KA A BIRA B BN, A RN K& AR A
11 11% (4 §1/36 1) . #2Ja il T 25)5,36 4523k
b 6 32l L A 10 BIRAS RO, AN RS2
KRN 16.67% (6 41736 ) iR R 25,36 #i%
E T B2 AR 8 B ROV, AS RSO
KRN 19.44% (7 Bil/36 Bil) o T A RN A 1%
I PRIR MUAE N &R B BT = R TR AR A
FHR BT MZLE TR DRI IMAE 2900 1 -2 9
2R T A2 L] 790 249 o I8 38 7 F A RS,
B AXE W A BBV o 9 1 570 AN R RO A AR
REABEESR.

. Fasting Fed
Parameter( units)
T(n=36) R(n=36) T(n=36) R(n=36)

Co(ng - mL™") 2.70 +0. 88 2.54 +0.87 2.49 +0. 84 2.58 +1.00
e (1) 0.98(0.48,2.00) 0.98(0.73,2.48) 1.48(0.73,3.98) 1.48(0.73,4.00)
AUC,_,(h -ng-m],_]) 18.40 +£5.30 18.00 £5. 10 19.80 +4. 30 19.90 +£5. 00
AUC,_, (h - ng - ml ") 21.80 £5.90 20.70 £4.90 23.20 £5.00 23.10 £5.20
ty,(h) 29.54 £5.46 29. 67 £4. 86 31.79 £4.69 30.65 £4.91

*: Median ( minimum , maximum).



Chin J Clin Pharmacol

2339

Vol. 41 No. 16 August 2025 ( Serial No. 438)

ASKE PR oA 5 ) e s iR, RO g G

S M 0 O A T ORI 925 13 9
e

FROKALBRAE Ry —Fh 22 2, HAE AL 285 3R A P ]
DD M. TR FIRR AR, —tk T '
lj&@(ﬂ(/ﬂhw H‘ ?’j—:‘ LJFI &%%%ﬁk%ﬁg V\] iy ggi ‘HE ingl\ [1] AVIEL Y B, RAWAN S, FAHOUM S, et al. Discontinuation of
T&iﬁ N ZIKE}I:% U%ﬁ]%%ﬁyﬂﬂzm% */T‘ , H_/AZB? T :”:j‘?: colchicine therapy in children with familial mediterranean fever[ J .

. J Rheumatol, 2021, 48(11) :1732—1735.
S MREL B A A R 2w A 7 i 5 TAKA-
A AR B3 AT RO R = OB K AN BUT 5 (2] HRUDEHEARBLREEI, 4. /INFIRE 20K 25 B A /N Bk

TA SEIYAKUCO. , Lud 27 O BKK Al 76 1 [ fE Ffe ARAIBRIAT AT 15 S AR LY. e 25 40 P
SE AR TR A A A D R, 45 2R A 1 i ) A s A ik 2024,30(12) 22862288

IR T HREA R E 2k, B2 IS IRAS R [3] TRISTAN P, PASCAL R. Colchicine in Gout: An update[J]. Curr
258l 2 BB UL AR . BROKALBR 7 8 (R R B Pharm Des. 2018, 24(6) ; 684089,

s L e o ; (4] XIBYE, $REAL, XUETS . BRORANG A AR RL A B AN Bz F
J i RN RA I 25 Bh 2R 4 o IS B
B BRI 25 30 R 1K RN e e 101

3T AR A B R 32 1A BT IRBOK Al i [5] AIMO A, PASCUA - FIGAL D A, BARISON A, et al. Colchicine

i I E@Jﬂlﬁ@ﬁﬁﬂ% s %Bﬁ%ﬁit% 1) 1ML PR R for the treatment of coronary artery disease[ J]. Trends Cardiovasc
M TR T 2 BL IR A LA, S AL e, 2021 31 8) 497504

%ﬂ{éﬁﬂﬂj}ﬂ%{ﬁ‘é&%fﬁﬁﬁa,Wiﬁ;ﬂﬁ%%ﬂﬂ“@%ﬁ [6] ELSHIWY K, AMIN GEE, FARES M N, et al. The role of
?—E ,%H;%{é,ﬁﬂﬁﬁ%%l[ﬁﬂﬁﬁ% , ﬁﬁ]—‘:{;ﬁﬁ/\%iﬂ‘, u{%ﬁ% colchicine in the management of COVID — 19: A Meta — analysis

[J/OL]. BMC Pulm Med, 2024,24 (1) :e190. 2024 - 04 - 20

lﬁ(ﬂ(/ﬂ“ﬁﬁ {8 A BT o e 8 [2025 -04 —25]. https://pubmed. ncbi. nlm. nih. gov/38641775.
BOKANTRAR 25 5/, FE AR NI 25 BERRAR, 30 (7)) iy im0, 902 45 . LC — MS/MS sl A b BOK ALk

HRFI T T 22 R P [T A 2 B R U 4 BB iR AT I A ORI D], 2GR IR PRZGTH, 2012,23(5) ,551—554.

ﬁﬁﬁ}% , ﬁ%%ﬁgﬁ , ﬂﬁ*ﬁﬁizﬁﬁ% , ﬁj\*ﬁ' E;J‘ ]‘ETJ ﬁ [8] BI CW, GAO Y, LI CL, et al. Development, validation, and
L [7-8] N o R o N \ Y clinical application of a rapid UPLC — MS/MS method for detection
EEQH i_'z'»ixiiﬂi T ﬂ:ﬂ = )FH {/&TH\‘@T %Eﬂé}iﬁfhﬂ /£ of colchicine in human whole blood and urine [ J/OL]. Biomed

FE SN N AL HREAS PR AR 1 3%, R 4R Chromatogr. 2022,36(10) ; €5437. 2022 — 07 — 19[2025 — 04 — 05 1.
IJ:_[ iﬁ: ?ﬁ; ‘Zi‘ iﬂ: 1? *‘:'é Z'K H/‘J ﬁﬁ 5& H ’ % ,ﬂi& % % %E J;{F J‘j—i Eu https ://pubmed. ncbi. nlm. nih. gov/35766796.

0.05 ng » mL™" AAFEA 43 A7 B AL 2 min, B A ( 1c78 B 8 2025 - 04 —28)

ST E

fRRVEAR G5 L VT TIQ AT BRSO AL R AL 22 0 58 1R i T
¢o¢> SEPE I RWNER 2 ¢

5|8 : ZHOU H, et al. Genomic census of invasive nontyphoidal Salmonella infections reveals global and local human

—to — human transmission|[ J |. Nat Med, 2025, 31(7) :2325—2334.

JAT RS 1 B SN B R 4 BR 5T A9 A1 AR, 470 R 2% i 25 74 (antimicrobial resistance, AMR) () H i
et o — I T X — Bk Her, AR EAR FE YD1 T IR R (invasive nontyphoidal Salmonella , iNTS) &G fYiR
TR S RIME , B BRAGHR AL 1 AN . ASHTFERES T 1 LIS (0B IC R IF M 1 42 19 iNTS RN 4%
Ptk o AR WSRO E o H XS A, Hrp i R VDT T IR A 2O LIS B . AT TSI 2] i 3 7
FESERY AMR B, JEHO S v AN S = (K AR R AP AE B T 251k X R U T T IR 1 2Bk R G N
g ria s T =A% 00 30, R HAE 2R AR 12 BUR AMR BUE 1o B2, SR A R4 o
Hr#W], INTS YL ] REA7 12 N Pl fld At ——M 5 (8 vl REAE iR A AL H A, 1A [A) T UL Y i 7 JE AR A4k
s AT EE A BAS AT INTS S R A KR 42 , AR v DAL DX INTS B (g 4R (I THESL, R38R 1 87%
HOf STy Sk T8



