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 E. BM HRE T IAERTE (CWCO) MTIFERIE (WZC) K CWC HRAK AL 253 b 7e 57 (FK506) 7£ KR
RANZNERE. 3% 24 LKRBENL B FK506 41, CWC+FKS506 41, WZCHFKS506 41f1 CWC7d+FK506 21, 4
6 Ho FK506 4. CWC+FK506 41 WZC+FK506 4537 — kM ig 457 FK506. CWC—+FK506. WZC+FK506, CWC7d+
FK506 4150 6 d #4E ig 44F CWC, 5 7 K ig 44 F CWC Fll FK506. &4 K 8 T4 245 51 145 245 J5 A B A 25 (CWC7d+FK506
KRR LT E) BRIERUM, 52 FK506 MZ5E, 115 FK506 EEAI¥%SH. R 5 FK506 4 LLE, WZC+FK506
ZHFI CWCHFKS506 2H K B FK506 ML 259K FEEMH (Cmax) WIS (P<<0.05. 0.01), Zy-BfHiZE T (AUCo-) &AM
(P<0.0D), fRPFEEHITE (MRTo-) BIEIEK (P<0.05. 0.01), KMASAAE (V/F) RZIHERRE (CL/F) BEm/> (P<0.01);
5 WZCHFKS506 44, CWCHFKS06 21K FK506 AUC,- SB& 30 (P<<0.01), CL/F BE%/> (P<0.05). 5 CWC+FK506
L, CWC7d+FK506 4 AR, FK506 Cmax SR E (P<<0.01), IMZ5HREEZWERA] (fma) WE4558H (P<0.05),

AUCo- 1R (P<<0.05), CL/F BEJEA (P<0.05). 45 CWC Ml WZC ¥ $25E FKS506 Cmax, 51 AUCo-, K
MRTo-, 98/ V/F Fl CL/F; TEXE N FK506 AUCo- 8> CL/F J5Til, CWC fiF WZC; TEFEH Cmaxs I AUCo- 4i%5 fmax
Jil, CWC KA T HIREA 2.
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Abstract: Objective To compare the effect of Compound Wurenchun Capsule (CWC) and Wuzhi Capsule (WZC), CWC single and
long-term administration on the pharmacokinetics of tacrolimus (FK506). Methods Twenty-four rats were randomly divided into
FK506, CWC + FK506, WZC + FK506 and CWC7d + FK506 groups, with six rats in each group. Rats in FK506, CWC + FK506, and
WZC + FK506 groups were given a single gavage with FK506, CWC + FK506, and WZC + FK506 respectively. Rats in CWC7d +
FK506 group was given a multiple gavage regimen of daily CWC gavage for 6 d, CWC and FK506 on day 7. Blood sample from orbit
before and after gavage at different time points (CWC7d + FK506 group before and after the last administration) were tested for FK506
blood concentration and the pharmacokinetic parameters were calculated. Results Compared with FK506 group, peak blood
concentration (Cmax) and area under the curve (AUCo-/) of FK506 increased significantly (P < 0.05, 0.01), body retention time (MRTo-/)
of FK506 prolonged significantly (P < 0.05, 0.01), the apparent volume of distribution (V/F) and the drug elimination rate (CL/F) of
FK506 decreased significantly (P < 0.01) in WZC + FK506 and CWC + FK506 groups. Compared with WZC + FK506 group, AUCo-
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of FK506 increased significantly (P < 0.01), CL/F of FK506 decreased significantly (P < 0.01) in CWC + FK506 group. Compared
with CWC + FK506 group, Cmax of FK506 increased significantly (P < 0.01), time to peak blood concentration (fmax) of FK506
shortened significantly (P < 0.05), AUCo-, of FK506 increased significantly (P < 0.05), CL/F of FK506 decreased significantly (P <
0.05) in CWC7d + FK506 group. Conclusion Both CWC and WZC can increase Cmax and AUCo+, prolong MRTo-¢, reduce V/F and
CL/F of FK506. CWC is better than WZC in increasing AUCo- and inhibiting CL/F of FK506. CWC long-term administration is better
than single-dose in improving Cmax, AUCo+ and reducing fmax of FK506.
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3 E (FK506) 2 —MasEBEZHEARG
— LRGN, {H FKS06 FIAPIR I FEAR (X
N 25%0BD . Itk BB, SRR A G R MHIE ST
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Table 1 Content of main dibenzocyclooctadiene lignans in CWC and WZC

[ U (mg-g ™)

Sk FURTREE R TRR %K% D KKE] HRTEZ UYHBEKKEH XK G sk TR
CWC 6.3853 — 03740 0.3570 0.946 1 1.0197 0.209 8 0.183 1
WZC 0.0384 0.168 9 0.007 2 0.1334 0.023 1 0.4333 0.079 7 6.754 8
1) FESH/(mgg™")

& TRFREZ TWRT® ZEMRE TWTFHE TWTFLE Ik TFHE it

CwWC 0.799 5 0.1422 — 0.824 4 2.899 6 03225 14.463 3

WZC 2.0753 1.0347 5.8772 11.4052 0.069 8 0.206 1 28.307 1
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2 FHE ZGIRFENHAERE, | IR 4G 25 % 2K B FK506 24-
2.1 EISTARALIE ek, UL 1, FIRZ 2R AR FK506 253) 5

24 HKRBENL B FK506 41. WZC+FK506
4. CWCHFK506 4LA1 CWC7d+FK506 41, R4
6 H. BZHRTRREEA 8 h (H KK, FK506 41
KB ig 45 F FK506 1.2 mg/kg(JR & T 0.5% CMC-Na
D, WZC+FK506 41K i ig 45T WZC H1 FK506
(WZC 0.05 g/kg, FK506 1.2 mg/kg, PiZgiRET
0.5% CMC-Na ¥ ), CWC+FK506 41 K ig 44T
CWC F1 FK506 (PiZjiiET 0.5% CMC-Na ¥,
CWC 0.1 g/kg, FK506 1.2 mg/kg), LA L& Z 1
d. CWC7d+FK506 4 KR J6iES: ig 44T CWC 6
d (0.1 g/kg), 25 7 K ig 45T CWC F1 FK506 (5
[ CWCHFKS506 41). 4 KREREZ 1K,
FK506 241, CWC+FK506 441 WZC+FK506 41K
BRA 250 245245 )5 5.0+ 10.04 15.0. 30.0 min & 1.0.
2.0. 4.0 8.0~ 12.0. 24.0 h HRHE 5 F kW B, &

X Paran

T EDTA Hi#tE, CWC7d+FK506 20 KRS 7 R4
24T ) R B
2.2 MZHRENE

ARCHITECT i2000sr 4= H 2 % % 7 430l &
FK506 Ifil 253k 18191,
2.3 HIEAIE
K DAS 3.2.8 B X ifi 24 9 FE Wl 5 45 SR AT
W, HEAEFEEEUSEIUHESH, HEE R
X +s R, KH SPSS 20.0 BAEXF 25 5) S HGHAT
Guit o, 2 AR BRI AS ¢ ke,
3 HH R LLRCR FH B R 5 22 20 AT T LSD A
3 Z#R
3.1 CWC #1 WZC KR FK506 iz HI52 00
MR M2 B e S5 5%, AR (R 9 A AR, Ifi

SHOTEMG E T e R R 2.

ZEREIR, 5 FK506 4lEb#, WZCHFK506
A CWC+HFK506 41K FK506 Il 24K 5 I fE
(Coax) WEAET (P<<0.05. 0.01), Zyif ik N1
L (AUCo) ZEWIN (P<<0.01), AP B A
(MRTo-) BJEIEK (P<<0.05. 0.01), FWHAHE
FLCVIE) K Z30iH %% (CL/F) &2 k> (P<<0.01);
5 WZC+FK506 4HEbH, CWCHFK506 2HK
FK506 AUC,- &3 1 (P<<0.01), CL/F B /b
(P<0.05). #&/r CWC Ml WZC #ya[$£E FK506
Crax» 3900 AUCo» FEH MRTo,» /N FK506 V/F
F1 CL/F, 1H CWC #4in1 FK506 AUCo- I/ CL/F

IR T WZC.
3.2 CWC BRAKHEAZR 73T KR FK506 Z55h =AY
220
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Fig. 1 Blood concentration-time curve of FK506 in rats of
FK506, WZC + FK506, and CWC + FK506 groups (X *s, n = 6)

=2 FK506, WZC+FK506 1 CWCHFK506 B A5 FK506 A28 (X £5,n=6)
Table 2 Pharmacokinetic parameters of FK506 in rats of FK506, WZC + FK506, and CWC + FK506 groups (X *s, n = 6)

HEF SR LA FK506 WZC+FK506 CWC+FK506
Cinax pugL! 11.53+ 2.58 18.23+ 8.30" 23.02+ 1.67"
Fmax h 0.50+ 0.00 0.53+ 0.27 039+ 0.17
AUCo~ pghL! 36.87+ 5.58 80.39+32.61" 122.824+26.39#
MRTo- h 582+ 0.44 6.50+ 0.36" 6.72+ 0.63™
ti2 h 9.64+ 442 7.42% 2.60 6.88+ 2.32
Vz/F Lkg! 398.731+170.81 157.98+57.02™ 89.60+30.08™
CLz/F L-h kg 29.11+ 4.46 15.68+ 6.82™ 9.35+ 228"

L FK506 #HEL4: "P<<0.05 "P<<0.01; 5 WZC+FK506 4LL#: #P<0.05 *P<<0.01

*P<0.05 "P<0.01 vs FK506 group; P <0.05 P <0.01 vs WZC+FK506 group
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Fig. 2 Blood concentration-time curve of FK506 in rats of
CWC+FK506 and CWC7d + FK506 group (X X5, n = 6)

#3 CWCHFK506 #1 CWC7d+FK506 AKX FK506 75
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Table 3 Pharmacokinetic parameters of FK506 in rats of
CWC + FK506 and CWC7d + FK506 group (X £s, n =6)

ZH BAL CWCHFKS506 CWC7d+FK506
Crax  pgL?! 23.02+ 1.67 4532+ 637"
fmax h 039+ 0.17 0.17% 0.00"
AUCo pgh-L™ 122.82+26.39  163.42435.75"
MRTo~ h 6.72% 0.63 6.06%+ 0.43
tin h 6.88+ 2.32 823+ 2.12
Vz/F  Lkg’! 89.6030.08 81.29428.27
CLz/F Lhlkg! 935+ 228 6.85+ 1.24"

5 CWC+FK506 41 LhH%: "P<<0.05 *P<0.01
"P<0.05 "P<0.01 vs CWC+FK506 group

ZEREIR, 5 CWCHFKS506 4E4:, CWC7d+
FK506 4K FK506 Crax it H2 5 (P<0.01); fmax
B 465 (P<<0.05), AUC, BRI (P<0.05),
CL/F B 8/> (P<0.05). #2785 CWC K424
15 FK506 Crax~ 4650 tmax~ 311 AUCo-n 98/ CL/F
IR T B 24
4 g

FK506 FITH BBt STHES R E 258
0.10~0.30 mg/(kg-d) F1 0.05~0.25 mg/(kg-d)**2Y, 7
HERKREMUFEN 063~ 1.89 mg/(ked) fl
0.315~1.575 mg/(kg-d), HSLEeH FK506 )55 &%
JEN 1.2 mg/kgd). /K E WZC 5 FK506 B& M
MR E—FARH 2 K, X 1R, BB RCK
REEFGHELZN 0.05 g/ked), H1# 1 7%, WZC

M CWC BRI EIR B AN RS S 2L A
201, WSEI T CWC 1 WZC RIFIES DI E N
0.1.0.05 g/(kg-d), HT B ANE 222 o3 7 B AH 4

SE AR BN, EARNRRERD G AHEME
LR, CWC TEH 5 ML 259K FE L 38 I FK506 AUC -1
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TEEF. ARTFEL. TR FERF 6 AN Tk
THE CHEm FKS06 L2453 55 A0 A= W) ) FH RS ()3
BB, ZEE CWC RIS &N 0.946 1 mg/g,
MAE WZC 1Y 4 0.023 1 mg/g. ik, CWC =
LEAN=tae R AWNER P-gp KW
PEJ AN P-gp JRADAMHELE IR, 3% K BRUFFIE
CYP3A [3d VA B SAMHI/E R, %25 nl fe
X FLWR P4 R FKS06 ML 253 B R 5 T h [FIEH

Sege g5 R RN R, R FKS06 [fi 259k B2 AN
Crmax~ /1 AUCo-in 4i%E tmax J7TH, CWC KHAZZ4
T HRIRG S, RS EBEZE AR TG
TFAEHR P AR AT 77 cwWC, —J71H AT AR e
IR, 55— TR AT LA FKS506 A £ I fFAE
BEPERO), {H Wang SERTATF FUA 2, R LT
CREFREU IR G 25 2525 7 d J5 45 T FK506,
SRR, W YRR KR FKS06 L2494 &
Cracr 1HEZ 7 d FIRCRAUWRIRGE 2. A 4R8N}
WZC WIHF 7RI, WZC RGN 12d J5 1
45T FK506, ¥JREHE R FK506 Y Comax A1 AUCo-,
H WZC R4 2R B TR 2. Gk
DL R R TR & T CWC =L 2w
WEER, BRHRABETT.
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