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(] B8R 58 5% A& (abiraterone acetate, ABA) By 1R £ 4 A B, 00 4 25 5| &, I 2
FEWENR N, Tk KA EE Y Bk 6 & BB T4 A B 4 Kk 3L (ABA-loaded lipid nanoemulsion,
ABA-NE) B2 A XLl 5 ER K IR MA T E T Z 5%, 33 7 k&% 2 8 48 2 (polydispersity
index,PDI) \Zeta W K& £ X HATERAE, AR A A sh 4, SEAT R W 25 50 F #F %, H % ABA-NE 5 Jf #F
Al £ AR E . SRR ABA-NE 2 g6 3 — 0Kk, F 42 h (195,61 £3.12) nm,PDI % (0.05 +
0.01) ,Zeta B, L} — (48.17 +2.64) mV, & H £ 3£ (95.76 +1.59)% ,# 25 & % (39.84 +0.23) mg-mL ™', 23
FHRLEW, GWBRTIELREAF A ML, ABA-NE ty C,, Fn AUC B £ # 5, 0 At £ %A & & E &
Al H16.06 15, 518 ABA-NE G R R EH ABA WO RAEMAHE, A LBRKIERAL LA E, B 5 H KR
BN RETHERE AKRFEHS S REABEFEZRRIE,
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[ Abstract] Objective: To improve the oral bioavailability of abiraterone acetate ( ABA), reduce the
administered dose, and eliminate its significant food effect. Methods: ABA-loaded lipid nanoemulsion ( ABA-NE)
was prepared by high-pressure homogenization. The formulation and process parameters were optimized through
single-factor tests and orthogonal experimental design. The prepared ABA-NE was characterized for particle size,
polydispersity index ( PDI) , zeta potential, and entrapment efficiency. A pharmacokinetic study in beagle dogs was
conducted to compare the bioavailability of ABA-NE with that of the reference tablets. Results: The optimized
ABA-NE appeared as a white, homogeneous emulsion with average particle size of (195.61 £3.12) nm, PDI of
(0.05 £0.01), Zeta potential of — (48.17 £2.64) mV, encapsulation efficiency of (95.76 +1.59) % and drug
loading capacity of (39.84 +0.23) mg-mL™'. The pharmacokinetic study demonstrated that compared with the

reference formulation, ABA-NE significantly increased the maximum plasma concentration (C_, ) and the area

under the concentration-time curve ( AUC). The oral relative bioavailability of ABA-NE was 16. 06-fold higher than
that of the reference tablets. Conclusion: ABA-NE can significantly improve the oral bioavailability of ABA, which
is expected to reduce the clinical dosage. It also provides a potential strategy for eliminating the effect of food.

However, further experiments after meals are needed to verify this hypothesis.
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T 51 J i 4 3K 5 v A DL B S SR AR
RIFRHEAE AL JETRHELE 2 1, &
R ZF ST R P R S IR 0 BRI . B L
¥: ¥ (abiraterone , AB) 42 fits fig B[ [t 4F & (abiraterone
acetate, ABA ) i 7 £ A9, o — b 40 0 €0 3R 480 fk
B PASO1TAL AN A 33 41 8 551, mT A5 2 L U8 2 9 3R
AR T BE 55 5, J2 BELIBT R 51 MR b R A K
RYSCHEZG Y REA AR T AT 9 IR JE . ABA J& AB
HITT2Y , B Janssen Biotech 23] L) Zytiga® b 17, I F
2011 4EZR13 3 [E FDA Hit i, 5k e B & M 736
I B R M 2 SR 1T 51 it g AR O % 1 v XU 25
URRT B R

ABA 2257 % 4325 &R 48 ( biopharmaceutics
classification system, BCS) IVZ&{b-& 4y, HoK & HEK
fiK( <0.5 wg-mL™") 3l i I 40 M £ 38 38 1 22, logP
512, PRt H PR A R EAR AR ( < 10% )7
TE 1000 mg-d ™" K A AE K BRI M K
B esh ABA SR AT Y £ IR , 5 B D £
Yola) i 25 24 25 S 50 AB (9 2 5% f (AUC) 55 10 £%,
BRI HSE (C,, ) 390 17 45 Zytiga® B U6 43
FLE ABA B8 ik A, B0 2= /D 4& 0T 1 h 8i4& )5 2 h
Ik .

ALK, SR 9 oK H AR Y 25 ) 388 1% R Ge it
e NLR A% GEIR Y7 15 3 22 i Jy IR D7 T (a0 AR )
JEAR BB 1) BE A R IT RO AE 0 A A 3 DL S
RERAE) RBLI % . 9K L5 (nanoemul-
sion, NE ) J2 — Ff 37 iR 90 FL R, 1 A 245 W 480 14 7 2
RIS B R T 2 BT M. NEAERZ
AR BEAA G BROAR 2R 1) — 8 53, o — b S A R 42, | il
JK T I R B 2 RS R R AL . NE R
i NS H 7E 20 ~ 200 nm Z 8], FIR 25 R 851 T
FEWR ROT A% /), LB A 800G V2 1 i K 1 25 490, DA T
BRI YR R A Bt — s R Gk
Y AT o

97 TR ABA BB YR, B A R
AT 5 38 3k B PR 3R S RN O A8 S A R Ak A T R A%
T2 R v e 8 o v il 4 1 — R I R BT L R AR
JE K FL ( ABA-loaded lipid nanoemulsion, ABA-NE)
IEXF H AT RAE T LOAR R AT 1A N 25 3 28 5%
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M5 FE

1 #YEKH

ABA J5URL 24 [ VL 75 A it i 25 A FRA w5
DA350(5)-230901 ] ; ABA J ( Janssen-Cilag Interna-
tional NV 24 &, #tt 5 . CYMYB, 1 & 4 - Zytiga® ,
B :250 mg- F 1) s AB g ()N RSB R B A
BN ] 45 :0805-RF-0008 , 4fi i .98% ) ; C8 ~ C24
B4 N8 W BR (AL 5 05 A8 25 AR A B | it
5 :X20M211001) 5 28 B2 % B (#5136 55 )5 A48 24
FHHRLA BR A A IS5 F241C240801 ) 5 9 iR 2% ik
BAOSUH IR (L 5 0 A8 25 TSR A RS | it
5 :F131C240101 ) 5 8% A5 (L BH K 0& 24 A, it 5 .
S0-240602 ) ; 5.y B2 H il Be (5% 35 00 2 |, it 5
197133); A= FR N ZBE IR (5 00 A v, dit 5.
193839) ; B Rk ( 2 ff B2 245 0 W), 415 . LT-12467) ;
g = I H I (TR 24 2 R A BR A H) L
240301-2-01) ;44 % E B 2 38 3R ik ( 2 4 2
250w A5 1230505 TGB ) 5 H il (i VL% & B R 24
A PR ] 45 :20240201 ) 5 A A AL B (RCER 4R &
2l 4 RL 1 3 A BR AT 2 | 45220601 ) 5 2,
( Byl i A w5 : 20220704, (5 1% 40 5 2
(VLIRS 25\ 42 A1 A BR A \) L i 5 . HS240907 , &
Pl ) s 2 MR e (T 2R R B O A BR N A it
Y5 :P3232884 a4l ) 5 R (I i 2 1 Ak 2% 3 5
F R A 520240318, 4 ik 46 ) 5 K S A il
4K,
2 {usE

JT2003D Y H K (3§ 2 K] B B 22 {38 A B
N W) ) SZNCL — T AUERE R ) 3 1 4 ORI AR A A
WA T) ;LDZF —50KB — 11 %I 57 5 & 1 757K
K A (T BT AR )T ) 5 T25 digital AU
WA EHL (IKA-Werke GmbH & Co. KG A H]) ;AH —
1500 A R B bl (L B K EAR AR A A ;
Nicomp B4 BE 43 H7 AL (PSS A #] ) ; FE20 & pH
T (i E M RE - R 2 A8 A R A |]) LX) — JLB
BB O AL (B 2SR 22 AR T ) s LC — 20AT R
RO A5 A (H A S Al A8 A BR 2 w] ) ; TRI-
PLE QUAD 6500 %I AB SCIEX LC-MS/MS 1% ( I ¥
FA B AR R F IR A o
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3 ZEHY

JICAT fil R B e A R (29 10 k), I H VL5 TE.
ARSI S YIRS B A BR 2 A AR 7 VR FTHIE 5 - SCXK
(75)2021-0015, SC55 3l Py 1a] 55 4 PR R85 451 . &
I 22 °C A XHRE 60% OB 12/12h, H f & & Al
YOk SRR SR 1R . SRR A R IR A S
Wi Z T 5 (% 5 R o A, Bir A sh 4 o
FEPARTE e A=W B 25 BB (L) A BR 2 W) 3l ) 4 P
Y54 FH 2= 51 2= (Institutional Animal Care and Use Com-
mittee, IACUC ) A it #E, it #E 5. TACUC-NG18004-
24001,
4 WAFHEELZHR
4.1 HAERBE EIWE ABA LA Y
VSRR 00 AR ) . ABA [ logP Ry 5. 12 (GER
PE) , P e JE VA R VA R IF 5T ABA VA i 5 00
4.2 BRERZFXW [FHE ABA JHAH HA pH Y
IR L 6152506, 38 i B R S g B 48 4k 1 R
E 2 2 — % 3% ¥ % Wig ( D-a-tocopheryl polyethylene
glycol succinate, TPGS) 1 ABA ) it & L ( mypes
m s, ) B 8 ( phosphatidylcholine, PC) Fl ABA #Y ik
HFH (mpet myy, ) XF P 290848 | 2 4 038 50 (polydis-
persity index, PDI) Fll Zeta H {37 {52 T 5 [& 52 BT A J5
FAREB LU AE, 38 0 B PR 3R S 6 75 1 B ) X P
KLAR AN PDT A2 W0 5 [ 7 JsU Bl kL9 &, % 48 pH
X Zeta HL ALY .
4.3 EXXE LZERNRLEER, BOHIELE
XA TT AT A o BEHE moppest myp K 124 20 4F
3:4 mpcimyg, M504 20471 3:4 $4 H J 0k 800
1000 Al 1 200 bar, IH N HZER0 4, 58 D 51y =5
F151, & SPSS BB it = P &R =K P 19 1E 58 52
B, LS BpR AR A PDIAE S PFAN 8 b, R T 255 AL
PEOR X SE I S R AT VAN B W = (S/8,,, + PDI/
PDI ) x100(S HMkifs, S, . N KFL4; PDI hy 43
A%, PDL, O B KO AR K, WO o 0N 3
W] ABA-NE #ifeE "o IEACSEg R 3K T %0

1,
F1 EXRERHNE KR
%
K
A(H S ) /bar - B(mypgsimypy ) Clmpetmyg, )

1 800 1:4 1.5:4

2 1 000 2:4 2:4

3 1200 3:4 3:4
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5 ABA-NE By#l& 7%

1o H B8 T 2 T A AOR FL A R i . M —E
) ABA . TPGS .PC 5 C8 ~C24 IR G BWiRIE &,
FE 60 C R #E S0 HE T8 17 B A% S AH 5 K H I 4
£ 60 °C (1) HB 47K v BDAS KA . FFJa BT UIHL, 85 4%
R 10 000 remin ="K IHAHZZ A8 0 A KA A
SEEEJERFLE BT Y] 5 min, SR J5 4 BT AR AT R 2L E AT
o R4, B R EE 50 ~ 60 °C, K ) 1200 bar, ¥ JiT
WHCN T W, BARREFL, A 1 mol-mL ™" NaOH %5 #i #4
ABA-NE f pH 835 % 6.5 ~ 8.0, 4303 5 121 C .
12 min K EI15
6 ABA-NE [y {E
6.1 REHIHF Zeta BAKME KA Nicomp
TS 2k BE 43 7 A0 .2 ABA-NE 1% - 1 ki 42 . PDI
K Zeta HAL o E 25 C R K FE S FHOKH B 1000 4%
IEORAEAE TG e B ML H o LE £ DL B T A 2% o, DU
O ERLAR PDI ] Zeta HLAV
6.2 HASMEHEMNNUE WidHHE LC— 10AT
TR 25 RO 5 I 3 9K FLh ABA () L TR
B R LR # (10 mmol - L™1) -Z FE-2 Jif (151 40:
45) . fF 254 nm 4 {fi F§ YMC-PACK ODS-A C,, &
JEH (150 mm x4. 6 mm,5 um) Il & ABA 15 &,
IR PR 0.5 mLemin ™' FEIE R 30 C . KA
i FH C BERG BE 200 £, E AR5 10 L, 54T &
W5

il g B LC — 10AT 1Y 5 4% i A (2 3% A3 5
ABA-NE (@, B 1 mL 49K 7L & T HIEE L
& (#15 : Millipore Amicon Ultra-0.5 100 kDa) #, 7
2 PEAT B0 (5000 remin ' ,20 min) |, B0
2 U, MR U0 I 0 VI K R, 4 S
O FTRE A SO TR T ABA & B R =
(B ATAE S & i - B0 TS & i) /80 fe
A x100%
7T BKRAHEHAR

8 Wit R ME Tk LU A% R (2 10 kg) BEBL 4 95 40
(n=4) 17 I RZ5 B4 Lk, XTI 4 T ABA
H3 9 —414 T ABA-NE, 45253848 0 TR, 57 4>
250 mg+ HU7' L S ARTAE AR K 4 h AR 4 h R
RERK . FEA T K4 255 0.25.0.5.0.75,
1.1.5234.68.24 f148 h &k R4 1.5 mL
MRFEA . AR SEER S 20 1.5 h 19,3000 x g,
10 min B0 B AE &, B AT - 20 C L LLUF vk AR
o R RE R AR SEHERE RS 2 - 80 C UKAH HARAF TR

e



WM HEAE G 25 wl, A 25 wL AB I (N F5 ,
100 ng-mL ™) I ETR ) . FEINA 300 L 1) LI, i#
eI A 10 min, £ 4 °C 758 AR B HLLL 1700 x g
B0 15 ming B0 H 100 pL EVE W, A 50% &
IR 200 WL IR 5] 5 BEAT AR e B o R LC-MS/
MS L g8 o3 BT I3 v AB R . B35 55 1 G AR
Ultimate XB-C,, (50 mm x2.0 mm,5 wm) ; /i 31 4 A
N0 1% W RS W, i sh A B O S s A T I 35 7E
4 °C ;P 1 mLemin " JERE 5 20 Wl 43 i 17 A
B2k 2.7 min, ¥ B FE ¥ A 30% B (0 ~ 1.2 min) ;
60%B(1.2 ~1.3 min) ;95% B(1.3 ~2.1 min) ;30% B
(2.1 ~2.7 min) o BTy 554« o g I A H 6 25 1 1 I
(electrospray ionization, EST) ; & ] 75 =X o £2 [ i W
D5 348 07 20 1E B R I 5 0 R B X Dl m/z 350. 1
—156. 1, N¥rk m/z 350.1—160. 1,

PABRPE Analyst 1.6.2 RAEZE &0 ¥5 N AR
RN § TR AN B 7 & e R o VA 7/ R - S ) 1
(W =1/2") fe/N T35 LA AT T 0 00 e B () 5 08 i
R Cy) BEATERAE I H, Fr A3 59 WA 7 B (y = ax + b)
RS br it 22 o S2 kSR it v 23 47 0 1) 9 P AR
ST A0 bR el 23T SR AR . SR WinNonlin 14
IE 55 BRI SR ARG 2 34 S8

& R

1 R7ARKESTZHR

1.1 GHMEFRIE W5k 2 s, ABA 1 C8 ~ C24 i
£ T U5 TR v 0 VA AR E J 5 (400 mg - mL ) gt £
HAE D9 AH o

R 2 ABA (ENG PRI IO L
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Ji 35 5 T A A AR FL AL AR 1 — o T mppgs
m g O 18 S B T HE B D 20 4R AR A PDT /N
Mpet Mgy 1.5 AIRPRIARFI PDI fiz/h o 25 b i id , 5
DR 2R 52 6 400 25 A B AL Ak D7 AN T E S 0N < ¥ U
77 1200 bar,mppes: mygs A 214, mpeimy, AL 54,
HARBHE L2 3.

&3 PHRERLRER x*s,n=3

il R /mg-mL ™!

C8 ~ C24 R A g 1 iz 400
B AR H i e 100

B RR 66.7

= R 55 TR 5 UHT Vi B 166. 67
R VR R B 200

LS R T G 200

rh e I = R 33.3

1.2 BEEXBER AWnEdRERELRS
LT HBIETT cmapes® moygy LA mope s myg, ST 40K FL
SEHRLAR K PDI Y 52 M o 45 S R B Bl % 14 0 R ) 3
I, 4K FLA- YR AR B 2 /N, HOPDI AR, Ud B =

F & QIS YR A%/ nm PDI
¥ 5 HE 71/ bar 600 277.20 2. 14 0.15 +0.04
800 231.77 +1.32 0.10 £0.04
1 000 218.06 +2.54 0.06 +0.03
1 200 195.61 +3.12 0.05 £0.01
Mapes® Maga 0.5:4 224.98 +2.66 0.04 £0.03
1:4 228.07 +1.37 0.04 £0.01
2:4 195.61 £3.12 0.05 £0.01
3:4 225.35 +3.89 0.11 £0.02
4:4 205.64 +4.56 0.13 £0.03
Mpe’ Mgy 0:0 237.12 £1.21 0.04 £0.01
1:4 226.14 +0.56 0.09 £0.02
1.5:4 195.61 £3.12 0.05 £0.01
2:4 231.61 +4.16 0.09 £0.03
3:4 233.39 £2.36 0.10 £0.01

MR 5 A 1 4% 4148, ABA-NE [ %) iy pH {8 Ky
3.95, LA Zeta HL i 4845 15 ABA-NE ) pH, &
MKEE pH T+, Zeta HLA 48 X5 5 3 &, {24 pH
KT 8.0 I, ABA-NE i 2| i 38, K & J7 A A= & 8 .
Misn: Moaps B FETE B 40,235 1 ~2.5: 1, ik pH
JEFE 6.5 ~8.0, W% 4,

x4 pHEX] ABA-NE Zeta H {37 it 52 1H

xxts,n=3

K # A pH Zeta HL v /mV
M - T ABA 0:0 3.95+0.02 -18.32+5.20
0.23:1 6.53 +0.05 -42.74 +3.67

1:1 7.58 £0.06 —-48.17 +2.64

2.5:1 8.05 +0.03 -61.77 £1.56

5:1 8.59 £0.06 —

1.3 EXKEERDH ] SPSS A iy IE 525K
BRHETIELL ., EXLR AW (WES)
WO 2E RAE R, 2% R X285 320 (W) 1Y 52 I
FEUMUT R B FETT (A) > mppest myp, (B) > myp:
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M (C) o TTZEHr (W 6) #E — IR, IR A
B X4 R A B E L (P <0.05) i A=K C G
BEHEEWE(P>0.05), BTHE Clmyt myy,) 0
AN AR AL T7 52 A P 55 AR £ JIE 25, 26 4%
AR CL(1.5:4) o X FREEFZF(AMB),

%5 KT BT 2 4 A (KL K2 K3 A,
W AT R R B9 25 4 flE OB 42 A1 PDI)
UL TS A b (RN RO AR A 2
ALBLC, BT 7 9 1200 bar, my,f mopest mye K
420105, HLARAb Iy O 20 2 O LR Ab O I T

RS OIERSE EM AR x+s,n=3
Y B A B C D Fi4%/nm PDI w
1 1 1 1 1 270.36 +3.22 0.12 +0.03 185.71
2 1 2 3 265.25 +1.53 0.09 +0.02 163.82
3 1 3 2 3 230.53 +4.35 0.14 £0.05 185.27
4 2 1 3 2 256.01 +2.36 0.09 £0.02 158.98
5 2 2 2 3 220.25 +0.76 0.08 +0.04 139.32
6 2 3 1 1 229.03 +1.56 0.10 £0.02 156. 14
7 3 1 2 3 225.24 +4.12 0.08 +0.01 139.03
8 3 2 1 1 195.61 £3.12 0.05 +£0.01 107.35
9 3 3 3 2 215.36 +3.38 0.07 £0.03 129. 66
K1 534.81 483.72 449.21 449.21
K2 454.44 410.50 463.62 452.46
K3 376.03 471.07 452.46 463.62
k1 178.27 161.24 149.74 149.74
k2 151.48 136.83 154.54 150. 82
k3 125.34 157.02 150. 82 154.54
R 52.92 24.41 4.80 4.80
R 6 LA Iy 2 AT R
IR M 2675 Al ER:iNs ¥75 F T
R 207 109.942 1 207 109.942 45 105.504 0
A 4 201.003 2 2 100.502 457.458 0.002
B 1 021.399 2 510.7 111.223 0.009
C 38.123 2 19.062 4.151 0.194
R 9.183 2 4.592
Bt 212 379.651 9
%7 ABA-NE 475 4H A%
Ak 75 21 1%, ABA C8-C24 R & i 1y iz PC TPGS i pH ¥ 5 51 7K
HH/e 4 10 1.5 2 3.33 4 75.17

2 ABA-NE {&R1E

il £ 19 ABA-NE 2 (@A 5 20K, W sl PE4r .
ABA-NE (9 #8642 195. 61 nm ( JLI& 1A) , PDI
7 0.05, 3 W] ABA-NE H 47 4 5] P Fl 2 5 1 ; Zeta
RS NG RN ORI S RN LD R (SN

1774
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BF V0TR[] 1 W 51 0 R TR ), 45 5 35000 POk 22
S, 8 H N NAEXE >20 mV B HA R 414
PIFAE M, ABA-NE (1) Zeta HE {2l —48.17 mV ( 1L
K 1B) , L UH B4 R m Y ese v
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A 100 B _is-
%0F 20l
80
70} 25T
< 60} Eam
?ﬁ 501 g =35t
B 40t < 40}
30+ N
20} 45y
10k _50_\
0 2(I)0 41I)0 660 81l)0 1 0l00 1 2‘00 -550 3|0 6|0 9|0 12|0 15I0 léﬁ 2i0 24;0
Rsfb/nm tis
B 1 ABA-NE K120 46 (A) & Zeta 17 (B)
3 ABA-NEHWHHAERSHERNE ABA-NE [ 37 2 25 ) A 25 9 & i, &5 R 36 0 40 &)
H &l 2 Al 400, 78 254 nm &b, ABA & & 5E 6 T #oh 95.76% , 352K 39.84 mg-mL ™',
W, kTR Y. R HPLC 30 & it 1k )5
A B
(I) 2:5 5I 7:5 1I0 12I.5 1I5 I7I.5 2‘0 (I) 2:5 é 715 1‘0 ]2‘.5 1l5 17l.5 2I0
t/min t/min
AZS YK EL ;B ABA-NE
B2 ABA-NE &millE kL gtE
4 HHMEMRER # 8 ABA F Ml ABA-NE 7 b A% K
ABA HETZ, OR G AT G R iE AR AB, (INSELESIE=2E 24
M8 Ik ABA FHl ABA-NE J& , HEVE FEL R R AR AB LT Yl ABA H 3 ABA-NE
A I sk ) gl £ UL T 3, A N 1) 2 Bl 2 S B WL K 8 t,./h 3.13 1.25
JIr A 48 h 11 e AR I AR T e AR I FR , ok 4y ke 2 €\ /ng-mL ! 86. 55 1 882.50
18, 25 s i P HEER o AUC,_,/ng-h-mL ™' 261.68 4204.35
AUCO,Q‘,/ng-h-mL’l 365.45 4 257.60
2000
t,,,/h 5.46 4.61
- 1500} —— ABA-NE TE R IE/ % — 1 606
E —— ABAK I
21 RS 45 220T, ABA-NE AT B 3580 K 25 TR 25
g s T, ABA-NE 1R 255 ,t,,, 4 4. 61 h, [ B
RIS DN, Hee, A 1,25 b i 3 TR A,
o s 10 s w1 TR B2 40 K L R B K 4 0 T 2 ol i,
/h .
t S AR L, C, 85 T 21,75 45, 1l 9 0
B3 RO ABA H 5| F1 ABA-NE

(250 mg-kg ™) JR ML 3K AB ¥R JE-HF ] £k (n =4)

JEPR R T 16.06 475 . ABFFTIEN], A1 L TR A5,
ABA-NE A= 9pF I RE 5 42w

1775
2026 HEEE 35 £5 16 H

r
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5] it

YK FL I P MEVE P25 ) O IR A= ) A R A
BOR Mg 2 — o HA/NRAE (<200 nm ) T
B F 2R TR, DT . 5 48 5 24 ) 0 I o R R
e BEIR R AR EE SRS, AA R
U B A AR S g K R AT i AR , 2 K Sk &R
WS 1) K AH T R 25 04 1R ot PR 2 25 4,y A K L
R/ R B g S Y i S B iR Pk S Sl
THH Y miE B E®E """ TPGS 1 g — F
1 RLFLAE ), BEAE AU AR 40 oK L 0 kL A2, 34 m 245 )
BB . 245 3 5 A 98 45 SRAIE S8, ABA-NE 7E [ %
RAENE C,, 1 AUC 535152 5 AF 5 21,75 A
16. 06 £, RUIZ K FL B F =27+ T ABA (19 1 ik
VR B

AKHFFE 2 2 55 5 R ,ABA-NE f# ¢, ,(4.61 h)
Fe s AF Fr 500 (5. 46 h) W& A W/ ; ABA-NE (1 ¢,
(L.25 h) 85 A i) (3. 13 h) B F 4000, X R A
TE LA R E i v, ABA-NE f9 B ik A0 0 HE T A
R B R AR L Y 25 W LA a3 RS RN ol
W R AEAE T3 A0 b, O RS JC 4028 F5 A4 i 771
WA T AR PR D B TT B R B 1A TR
W, A R b 4 T 2 )R R ] . ABA-NE 9 1,
A% SR B F 0 45 %5 0. 85 h, ABA-NE 3= % 38 33 #%
KA A2 Py 00 W e ok A8 2 4 AR W R BE i 0T R
B ZE WU ABA TER N I BRI BR AL . [FI BT ABA-
NE 9y AUC (4257.60 ng-h-mL™") & J5 8 H #
(365.45 ng-h-mL~") & 1, o] £R30E 75 45 2 7] b
DAL 24 e B R 2 v T R AR A ROk B2 . IR ABA-NE
M 1, R AL AN 23 5 WA I DR 48 25 0%

ABA £ BCS V2254, H 1 IR 45 25 T i AR 7K
VA R S B S B A S I A ) R R B 3 E
YR, EEARET, BB U KERE N E,
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