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HRFN,@RRA,E BRETE, T AR BT, d (o = BRI VY g R e 26 550 B, [l 22 24 i s PR AT
FE LM, IR 400038 )

 E: H WIRE N SHLEE WA @R N 3R R, Jitk 12 52308 NI LR 2z 7 U IRE
FRWERBFWMA 1.2.3 b (B &FHEE A 220 mg FGHE] 20 mg) ;57 12 Z521E RG] 1 [, 3552 10 K, &
8 /NBFARES 1 ¥R o R FH e AR €0 % - T 3 a0 I 2R PR v S5 D 22 5 LU bR ORI hr B VR B2 T2 3 5 8. SR
ZUCHER G2 (1 ) Ja R RL I Rk 2 (C,,,, ) 7390 8 (143. 75 £33.995) ng/L H1(63. 608 +56. 908 ) pg/L, AR5
W (t,,,,) 50 (16.619 £26.588 ) h F1(9.507 £4.932) hy gk F AL (AUC,, ) 451 A (1 226. 022 £476.67 ) h + wg/L Fi
(470.161 £219.52) h - pg/L, ZWHBKGH (1 F) Ja RNER LN C,. 55310 (3 220 =1 304. 781) peg/L
(3252.083 +1 135.837) pg/L, LA LT W] (1,,,,) 23 H1 4 (3.029 £1.856) h F1(2. 826 +1.211)h; AUC,, 4354 (6 522. 007
+1714.091)h + pg/L F1(8 055.037 +2 418.651)h + pg/L, 20 mg R L RA G F BRSNS E (C,..)
7 (143.750 £33.995) pe/L, EIFa S B IREE (C) 77 (49. 225 £39. 187) pe/L, EH RS E (C,..) H (65.399 +
14.942) g/ L, ZIR G2 J5 BN EE (DF) 2 (1. 627 £0.532) , HFEF (R) Ay (3. 098 + 1.444) , 220 mg 57 L8 LK
Cooee (3 320.0 21 304.781) pe/L, C,, K (151,211 =138.197) pg/L, C,.. 4 (749. 052 + 183. 166 ) we/L, DF Hj(4.255 +
1.294) ,R 4(1.222 £0.800) , &5 {@HEZIAH HIRE r 5L WM Or G R IR N I 2%, MR 22 Sk, 1
I T 2RI RN S TR 22 LU ARV B 0 AUC BRI AR PESE I, #e Bk 1 B, B H 3 KA TR 7 RN LU R I 2RI hr
iR YNNG EERTE v A
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Pharmacokinetics of compound propyphenazone and diphenhydramine tablets in

healthy volunteers
CHEN Yong-chuan, XIANG Rong-feng, TANG Min, XIONG Li-rong, WANG Yu, XIE Lin-li, XIA Pei-yuan, LIU
Song-qing ( Department of Pharmacy, Southwest Hospital, Third Military Medical University, Chongqing 400038, China)

Abstract; Objective To assess the pharmacokinetic profiles of compound propyphenazone and diphen-
hydramine tablets by LC-MS. Methods The single dose study was conducted in 12 healthy volunteers taking
one, two, or three tablets of compound propyphenazone and diphenhydramine tablets ( each containing propy-
phenazone 220 mg, diphenhydramine 20 mg) in one week, then another dose at the next week and so on. The
multiple dose study was performed in another 12 healthy volunteers taking one tablet every 8 hours for 10 times.
The plasma and urine concentrations of propyphenazone and diphenhydramine were measured by LC-MS meth-
od. Results The major pharmacokinetic parameters of diphenhydramine for the multiple and single dose study
e Were (143.75 £33.995) pg/L and (63.608 +56.908) pg/L, t,,, were (16.619 =
26.588) h and (9.507 £4.932) h; AUC,, were (1 226.022 +476.67) h + pwg/L and (470.161 £219.52)
h « wg/L; The major pharmacokinetic parameters of propyphenazone for the multiple and single dose study were
e Were (3220 £1 304.781) pg/L and (3 252.083 +1 135.837) wg/L, t,,, were (3.029 +
1.856) h and (2.826 +1.211) h; AUC,, were (6 522.007 +1 714.091) h - pg/L and (8 055.037 =
2 418.651) h + pwg/L; The steady-state pharmacokinetic parameters of diphenhydramine were as follows: C, ..
was (143.75 £33.995) pg/L, C,,.. was (49.225 +39.187) wg/L, C,.. was (65.399 +14.942) pg/L, DF
was (1. 627 £ 0. 532), R was (3. 098 + 1. 444 ). The steady-state pharmacokinetic parameters of

were as follows: C

as follows: C
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propyphenazone were as follows: C

pe/L, C

maxss

avss

was (3 320.0 1 304.781) pe/L, C
was (749.052 £183.166) pg/L, DF was (4.255 +1.294), R was (1.222 +0.800). Conclu-

was (151.211 £138.197)

minss

sion There is significant difference in pharmacokinetic parameters of compound propyphenazone and diphen-

hydramine tablets (220 mg/20 mg) between single and multiple dose administration. There is significant acu-

mulation after administering one tablet every 8 hours.

Key words: propyphenazone; diphenhydramine; pharmacokinetics; high performance liquid chromatogra-

phy-mass spectrometry

ST 5 22 UMK R i B v B o B9 Streuli 28 ]
HEPEIE LT, B AD 44O Barbamin, B F7 O RN LR
220 mg FRFAHENII 20 mgo SN LR LAt
AP AS i AEECS 24, AT R D B ) DR AP FR) I 475, figp A
VEH &L AR P4 . SRR R W] Pl ik 24,
PRI, A POIRGR e RURRRVERT . &7 5+
PN LUK R N AR 25 3l “ 5 1 [l P4 /0 WA, AR 5
Bk e SRR (3 - O IA T A 24 2 R JE A 1
RS T 7 PR 2 FE A R ) It MR 24 Wk , LA
UM Z R & 25 AR 25 322 280, Dl IR 5 BT 254
(RIS

1 #REHE

1.1 ME LKA

Agilent 1100 Series ¥ AH G351 , ABI MDS SCIEX QTRAP Jiii
A, = B O PL (3 E Abbott 23 #] ) , B8 417K £% (Milli-Q plus,
USA , Millipore 23 ] ) , 18 FL 7€ B8 Az 3o % 2% B ( Millipore USA)
KQ-400KDE % 55 Ty %5 42 i 7 P 1 k% ( B Ll il 7 A 2 A
FRZAF]) , BWRAL 18790 (Pierce 23 H)) o & J7 57 N 285 Lk Jr
(BT 57 TN 58 LUK 220 mg #h R AT F1 ] 20 mg, #it 5
060602, 11 4B A il 25 1y A BR A wI W A7) o R R AR i Hir
WX i (A5 100066-200506 ) | 55 75 22 85 Lb AR Bl (45
100525-200301) 45 FMout BE St (P9 L 41t 2 100503-200301)
Y e o 2 A W R G E BT R YRR LR ER IEC SR
gl K Ak, HAEGR R 4t
1.2 Fi&*
12,1 GEREEREEE 24 HEERB G, R (22,46 +
1.59) %, E4E5 (1.68 £0.06) m (A& (61. 10 5. 92 ) ke; A1
TR TCCo I T AGIE AR ST S S, f R RS T
RE MLPR AL A AL S FBTR CO I O U 7 A A
YEH o 2 AT 2 0 ) 2R I HA AT AT 254, TE R 259
W oA AR AR RN R . 2R E A F M A, OF
FREB IR 5 A HE R = .
1.2.2 R
1.2.2.1 Bf&E RAUEEEMILZE XA, 012 2Z1H
I3 3 L BRSBTS bR 1.2 .3 Fr il i 1
ARG T T 1AE, GAZE RIS 28 12 h,
B4 H AR RS 200 ml ROK MIRECE R B W2, 4 2405
2 h FAIHOK 4 h GG PR UERE . 0 T 2RI 205
0.25.0.5.0.75.1.0.1.52.2.53.4.6.8.12.24 36 h I} #H 5 %%

BRIk 3.0 ml, T R H0EE, /B ML, — 70 CRFHRAEZE N
o R  T4H2RIMA 25 E0~22~44~6.6~8.8 ~
10,10 ~12 12 ~24 24 ~36 h B} [A] Be i 5 PRBFR AR, T2 SR AR TR,
BE ml & -70 CERHRAERIE

1.2.2.2 ZH&E 5k 2 Z2ZXENRRITES 8 h AR
L 2, 2825 10 . 1656 8.9 .10 IR ZHT IS 10 IR 4
25)50.25.0.5.0.75.1.0,1.5.2.2.5.3 .4.6.8.12.24 .36 h A
FHE A IR M 3. 0 ml JFFEHUEE, B MK, - 70 CHR AT
EME, NG 1 IRGZEIEE0~22~44~6.6~8.8~
10,10 ~ 12,12 ~24 24 ~36 h (A BEJR WiAR A , 10 SRR, B B
I ml % -70 CAHGEAEME.

1.2.3  FER I E

1.2.3.1 {035 & {6 3% 4% Ultra C18 (2.1 mm x
150 mm, 5 pm) G5\ /AP, WA HEESh 0. 1% H R
& (90: 10 AAFHA0) 3k 0. 2 ml/min, FFERE S pl, Uik 550
i 75 2 22 5 Wil ( MRMD) o 3% 435 25 5 % %0 7 W
256.0/166.9 ; SR b 231.2/189. 1; & 3 bRy 232. 1/
113.0, 77K, 30.0 PSI, B F-HL R 5 100 V, 5 TR IR JE 350.0
°C, 5 E(DP) 4 15.3 V/62.0 V/24.0 V, Rlif&RE(CE)17.0
V/24.0 V/17.0 V,

1.2.3.2  FERL AL

1.2.3.2.1 IfitkE BUEFISE 0.5 ml, finA 10 pl & 3L Fb AR
AR TR (2 wg/ml) AN pH R 13.0 130K 0.5 ml, g
BIRA130 s, A 4.0 ml IE %, JR 3% 1R 4] 2 min, #.0> 10 min
(3 000 r/min) , B[ 7% 3.0 m1,50 C /ST, 100 pl FI g
i HERE DU E o

1.2.3.2.2 JRFE BRI 0.5 ml iIfA 10wl Z 2 AR
ARSI (S wg/ml) A pH B 13.0 A¥RZK 0.5 ml, #k
PRSI 30 s, A 4.0 ml IEC 8¢, #5157 2 min, 5.0 10 min
(3 000 r/min) , B35 3.0 ml,50 C &AW T,0.5 ml Pz
BEE RN

1.2.3.3  JRiEATR R h R B R B At (m/z)
256.0 /166.9 #£47 2 S0 WS 5 55 79 22 5 LU AR Y JBE 15 6 45 m/z,
231.2/189. 1 kAT Z2 2 o W 5 0 5k LU AR A 0 35 13 4 mv/z,
232.1/113.0 #1472 RN Wi .

1.2.3.4  fRdEmh o4

1.2.3.4.1 ikt TG SN IS 1PN TR = o W S A
WX Bt P59 (25708 200 pg/ml) 3, 18 200 ng/ml, £
R 2 (A I3 BEAY 100 ,50,20 10,5 .2 .1 ng/ml ¥k, 4% BE
d A F 3 A B A AR 5

1.2.3.4.2 JRFE BUZS DRI 5 PR 228 LUAR it 4
Xof B FH B (34 2y 400 pg/ml) i, (1 400 ng/ml, 4K
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S5 5 B8 LU T A BRI 25403 1 205, 2% BRI 1699

WHZS F PR BERL 200,100 .50 .20 10 .5 ng/ml ¥ BE , $54F:
AR BTy A B HEREI AE
1.2.3.5 frfEih& SEMER KRB (As) 5)
FRa FE UM AL (Ar) Z Eb R(R = As/Ar) X (C) i 47 [m]
U, A5 1t 3% PR 4 [ )3 7 #2430 S« I3 : R = 0. 31C +0. 138,
r=0.999 8, n =8, ML 1 ~200 ng/ml, F KA MHk BE 7 0.2
ng/ml (L S/N=33t);R:R=0.157C +0.083 7,r=0.999 9,
n =T, LN 5 ~400 ng/ml, B ALK 0.2 ng/ml (L)
S/N=3il).,

W LR UARIEFR (As) 5 N AR EE ARG TR (Ar) 2
L R(R = As/Ar) X (C) AT B3, 45 135 1 BR 4 10 09 5 7
SRR 1M3% R =0.059 3C +0.059 8,r=1.000 0,n =8, £
LR 1 ~200 ng/ml, B AEA I Mk BE R 0.2 ng/ml (L S/N=3
) s PR:R=0.0222C +0.059 5,r=0.999 9, n =7, 2k [
5 ~400 ng/ml, FARAGIHEEEH 0.2 ng/ml (L) S/N=3 i),
1.2.3.6  J5 ik R FOkG 2% s [ i 3% i A g i
B ST LMK B R SR (10 pe/ml) 38 S, TR0 &
AR 3 FOR[E MR BE (200 .20 .2 ng/ml) |, #5RE S AL By i Ab BS
BEREDUE , R B [ OB Rl #E 93.8% ~108.3% , RN &
FLAR T ISR BB 7E 93. 2% ~ 115.0% . 3 FREE R H N AT H [A]
(5 d) AEXFRUENR 22 (RSD) AR KT 12.5%

A PRI A PR T8 1 B 55 TR 42 88 EL MO JR i PR B9
(10 pg/ml) if &, i1 5K & L AR 3 FPAS [6] ¥k 3 (200,50
10 ng/ml) , $eh i Ak 38 7 A 385 3 REIN 28 , 2R I [l R
1E 95.4% ~101.3% , SEPVZEE; LR EICRTE 92. 6% ~113.0% ,
3 PVREE I H RN H E] (5 d) AH X AR E R 25 RSD 1K KT
7.5%,
1.2.3.7 RUeMilss R RIH SR R bR R B
FRAEAE =70 CARIR VKA ARAR 1A AR E 5 AR
FPRFE UG Rl 3 U5 DI E & WA R A b Sk E = IR
(25 CHRUE T h FARRGE , U LG RBP4 T %
TR A IR RE & B PR FERS 8 T BB T R PR TR 22
1.2.4 GuifspabsE 250k SR AT DAS 2.0 25R3h 52
A (LB 290 PRI o g i) 64T Ab 38, LG B 2 A
B R AR 1258 BRIRG A& R R 288 S22 550
M LEAE, R FHBCXT ¢ R 305 PR 5 2 IR 45 25 2503 J1 2 S 4L
X EG AT, SR FH R BT P RE A I 5 LU A ¢ K

2 #R

2.1 $rhiEetahd

2.1.1  m#ueE R S5  ZERRORE T 5H
G (1 2 BRI 3 | JE 2RI R0 | 57 79 %2 88 LU AR 37 34 1
2R B DL 1. 4 I 2 v I - ) B0 48 DAS2. 0 & b3,
g% TERMESAREY F RIS, % S0 E 5 8ie
1 B SCPE  h R BLA R BE AT ALC Z54847 , 156 e A s 2 s 7
PG G5 R 2R WTHE AR DY B 25 A0 R 22 ek,
11 AR D BB, 1 4 DL — S B R AR A 1
W 1/CCo SR ELARAE AR P9 1 25 W) A8 DL — = A5 A0 i
4 ANE R 1/CC, MG T 2R 12 S k1 2,

140 « 20 mg = 40 mg « 60 mg
120}
N
= 100} {
3 T
3 30k Ii‘."
6ob ¥ e
! 1 |'t_ h“h.x -
40F 3 s \"-h__ =
. Gyl O Lo, o, LSS
wff ko TRELL IR A
: Catitens s
0 10 20 30 40
t/h
900 - e 220 mg = 440 mg & 660 mg
800 L
700
S 600
3 500 i..l
il
400 4 .
3004 Ls,
200 §7h e
1007 Mty B
- t—"-._—- T l—— .
0 10 20 30 40
t/h

AR B AR Ak
E1 ZXFEFOREFRARERFEHNEHARNBE(n=12)

®1 BROMEFRARERHKAEEEBRBNSIT
BHRNFESH(n =12, x£5)
28 20 mg 40 mg 60 mg
AUCo(ng - /L) 470.162 +219.520  855.149 £289.399 1 326.154 +712.124
AUCqq (pg - /L) 542,027 +251.180  894.620 £307.289 1 397.541 £739.620

MRT,,,(h) 9.818 +2.352 9.571 +0.717 9.605 +1.567
MRT,_,, (h) 15.220 +9.958 11.778 £2.142 11.848 +3.675
VRT () (h?) 67.879 +33.892 66.636 +11.570 64.924 +13.695
t1/2,(h) 9.507 £4.932 7.714 £2.673 7.862 £3.245
Lmax () 2.167 £0.443 2.917 +1.184 3.042 £1.725
Cl,(L/h) 43.880 +17.938 55.999 +42.578 62.509 +54.751
Conax (/L) 63. 608 +56.908 101.708 +42. 801 155.575 +65. 684

R2 BROBREFFRARELHAREFREE KBS
BHRIHESH(n=12,x25)

SR 220 mg 440 mg 660 mg

AUCo.(pg - W/L) 8 055.037 2 419.651 15 695.993 +3 520.060 23 701.075 +8 019.822
AUC.o (pg + h/L) 8 078.154 +2 414.374 15 725.176 +3 515.226 23 721.524 +8 026. 807

MRTy_,(h) 3.195 £0.977 3.297 £0.725 2.967 +0.577
MRTy._o, (h) 3.285+1.023 3.338 £0.730 3.009 +0.571
VRT(g.1) (h2) 10.982 +7.533 11.022 +5.257 9.755 +4.740
t1/2,(h) 2.826 +1.211 3.053 £1.031 3.038 +1.797
max(h) 1.063 +0. 623 0.958 +0.334 0.771 £0. 198
Cl,(1/h) 91.772 +40.814 29.325 +6.736 30.936 + 10.707
Crnax(pg/L) 3252.083 +1135.837  5965.833 +1929.402 9 819.167 +2 718.982

R 3 FhiEE(1.2.3 ) B 5 R NEE G R igH Y
Copo F1 AUC,, B 5 5 5 HEAT LM [0 U 20 17, AH I R B (r) 43 53
70.995 (P =0.063)10.995 (P =0.064), C,. fil AUC,, =
[ HEATAE OGS4, r = 1. 000 (P =0.002) , #HC RELE K 5,
Z B B (P <0.01) 3R] C, Fl AUC Z 8] £ 1% 2 A1
Ko FMR3FIFIE(1.2.3 7)) Bl RWERE WG FHLH
HEAK Co B AUC, 1B 570 S i AT 4 [0 A 34, A5G R A (r)
5314 0.995 (P =0.064) f11.000 (P=0.008), C,. 7l



1700 =

O N

430 %

AUC,., Z A #EAT AR 73T, r =0.996 (P =0.055)

2.1.2 JREAGWERAWMMIRIEY 2 R R 3 R
(12,3 1) &7 5 2R UMK R, A1 I 1 S5 T 2285 L
9135 SRBURHE R UL 2.

L2 020 mg 040 mg M 60 mg

1.0f
0.8F
0.6
0.4
0.2

N

0 ] 5 5 ] 4
2 4 6 8 10 12 24 36
t/h
S 0.20 220 mg 440 mgm 660 mg
0.16 -
0.12-
0.08 -
0.04
B
0 2 4 6 8 10 12 24 36
t/h
A RSB SR bk
B2 BFIOREAFRARBUHREEHRRRERE (n=12)
2.2 3REBEHHFHER
2.2.1 MZPRERAH%SH  RAZRAEZRAORE T
SWLE M 1 R a2 i 2 0L 3,
160
140
120
—
S 100 i
% g0 .J|
60r -J-‘- [ !
40 B A
20 o PRp—
0 10 20 30 40
t/h
4 000=
3 500
3 000
= 2 500
N\
2 2 000§
1 5()()[13;
1 000
500 - B
0 Tz, [ - - [
10 20 30 40
t/h

AR 5B 5 A A Ak
B3 ZXESXOREAFRRLZE LMK EFHE-
MEZE (n=12)

ZWHBW AL (1 F) J5 M R0 C, 5030 N
(143.75 +33.995) pe/L F1(63. 608 = 56. 908 ) pg/L; & A 2k 52
] (t,,,,) 4 5% (16. 619 = 26. 588) h F1 (9. 507 = 4.932) h;
AUC,, 5331k (1 226. 022 £476.67) h + pg/L F1(470. 161 +
219.52)h - p/L; 242 C,, H AUC, (H BRI A 24575,
GMANLREA ¢ K5 C,,,  AUC,, il Cl, 22 i HL & 1 (P <

0.001) ,MRT,, VRT o, \t,,0, 25 5T (P >0.05) , 45 5 1L
#3,

ZWHMBREZ (1 F) Ja RWER AN C,,, 50K
(3 220.000 +1 304.781) pug/L F1(3 252.083 =1 135. 837) pg/
Lo AT (1,,,) 43504 (3. 029 +1.856) h il (2. 826 =
1.211)h; AUG,, 4> 3} (6 522.007 =1 714.091) h + pg/L Fl
(8 055.037 +2 418.651 ) h - wg/L; W2 C,, Fl AUC, 5
BRI, M ST R AR K% CL 2R BHE B (P <
0.05),C,. - AUC,, . MRT,, \ VRT ) 1,,,, 22 5 T B E (P >
0.05) 453 4,

®3 ZREOREFRARREUMRFEEBRBATEAKF
NESH(n=12,5£5)

ZH ZRGY IR P1E
Coa(p&/L) 143.750 +33.995 63.608 +56.908 0.000
AUCy,(pg * W/L) 1226.022+476.670  470.161 £219.520 0.000
MRTq_,(h) 10.420 +1.433 9.818 +2.352 0.457
VRT (g (h2) 72.778 +12.548 67.879 +33.892 0.643
€l,(1/h) 16.393 +6.617 43.880 £17.937 0.000
11/2,(h) 16.619 +26. 588 9.507 +4.932 0.372

x4 ZHEOREARRRBUMFFRRELKE
BHRBNESH(n =12, x£5)

S5 A/ o] BRI P{H
Cp (/L) 3220.000 +1304.781 3 252.083 +1 135.837 0.981
AUCo.(pg - h/L) 6522.007 =1 714.091 8 055.037 +2 418.651 0.087
MRT,_,(h) 2.867 +0.999 3.195+0.977 0.424
VRT (g4)(h2) 10.861 9. 189 10.982 +7.533 0. 650
Cl,(L/h) 35.974 £10.474 91.772 +£40.814 0.011
t1/2,(h) 3.029 +1.856 2.826 +1.211 0.639
2.2.2 RELANESH ZAAE A 8.9 A1 10 KA 2y Hi Y

G RL L 5 VR B 4 )R (55. 733 £44.31) pe/L (52.992 +
53.131) pg/L F1(38.95 £20. 12) pg/L, 20 mg g7 W] £ 1k
MR S L 25 W (C,,,.. ) (143,75 £33.995)
pg/ L, PR REE (C,,,, ) H9(49.225 £39.187) pg/L, P2
FaASMREZ (C,...) 9(65.399 +14.942) e/ L, Z IR 45 24 J5 B 5
JE(DF) 2 1. 627 0. 532, ZEFHE T (R) H(3.098 = 1.444) ,
558.9 1 10 YR 45 24 1 (9 5 T3 22 B LU MR- 34 4 ok BE 43 N
(163.233 + 154. 975) peg/L. (155. 283 = 165. 698 ) pg/L Fl
(135.117 = 93.919) pg/Lo 220 mg SN L LK Z K4 25 )R
IR R L 259 EE (C,, ) (3320, 0 £ 1304. 781) pe/L,
SFIRRSAMREZ (C,i ) F (151,211 £138.197) pg/LL, 153
BYREE(C,..) J7(749.052 +183.166) pg/L, Z K4 245 )5 ik
B (DF) 2 (4.255 +1.294) , EFHE 7 (R) J(1.222 =
0.800) ,

2.2.3  ZWLEENT IRETUR B K 25 (1 PR HE E2/ & ik
2J5 36 h B oRHER B SR AR HEZS B O (10. 826 £6.034) % , R
W& 2y Ja 36 h PR ORI LB R AR & O (0. 735 +
0.438) % , Z YR A LI FEAIX 45 25 )5 36 h NIRRT IR SRR
He2f B AT BEAS ¢ RS A i W PE2E 5 (P =0.001) . 2R
KANGZ)E 36 h JRA R LAk RABHEZ 52 (0. 179 =
0.169) % , "R %5255 36 h R SR N 28 LUk BRERHEL &4
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S5 5 B8 LU T A BRI 25403 1 205, 2% BRI 1701

(0.086 £0.030) % , 2 YA 45 25 MK 45 25 )5 36 h NN
LAE MR B BE 2h SL AR AR ¢ RS TE 25 7 (P =
0.135),
2.3 RRFMHAZEMIFN

SR BEHLAS S IR 2 07 SN 2 LUk 1.2 J A 3
Fra 2 B R R LB, 3 R 2 BUR A R
440, BRIk ZARXE LW IR 7 N Ak 1
Fra i g i e v B R 3 B, e sk B 1 =
J1 1) ERE 1], Sl X FIRAE AR BRI 52 , R £ e R b
TR R A2 2 iR A RS ER AR A AT R
A SLE AR R B AR R

3 itig

AL S 1 LC-MS 3k [ IR A0 1y 2% 1 BRAE
S N ORI R & i 7 k. KBS E
R A0 2 S 78 28 R AR BRI R B Oy ik
FAEE, BAT P R & Jm R A4, BEAS I 2 (R
FELGHyi e K 25 3~ BT B 2

WF 58 3% BH 5 9 2235 BUPR 10 Il W RGeS 2 R
(15 ~30 min) , He=F 2 309 75 otk s B 177 A= W) b B,
U b HEBR PR, I R0 23 28 B JUEHE B, A= 9 A
0.75, R 7 g A B 11 IR I AC T T 58 4, 15 ~ 60
min i@%{,Z ~4 h ﬁm%ﬁ, 98% Emlﬁﬁﬁléléﬁ%,tuﬁﬂ
4 ~24 h, 5 RoN R, FE TGRS R GEHITZ 50% 2T
AR, — KGR 2GR T AT 47 3 ~ 6 h, AR W A R
FERRIFIAR " A I B 22 YK 2 24 24 By 2 4
FW RS2 1R 52 07 5 TN 2 8 LUk Je AR
MR R R 2% MR ZE SRR, AN R AR P 2 A R 41
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