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Abstract: Objective To prepare herpetrione nanosuspension (Her-NS) with different particle sizes, and explore the effects of
particle size on the oral bioavailability. Methods Her-NS with two different particle sizes were prepared by anti-solvent
precipitation method, and optimized by single factor experiments with average particle size, polydispersity index, and stability index
as evaluation indexes. The morphology of Her-NS was observed by scanning electron microscope (SEM), and the physical state was
analyzed by X-ray diffraction (XRD). The drug release of Her-NS was evaluated by dialysis method. The oral pharmacokinetics of
Her-NS with two different particle sizes were compared using SD rats. Results Her-NS with two different particle sizes around 200
nm (Her-NS200) and 450 nm (Her-NS4s0) were successfully prepared with P188 and P407 as stabilizers. SEM showed that Her-NS
with two different particle sizes were all spherical in shape, and the XRD analysis showed that Her-NS with two different particle
sizes were amorphous. In vitro release and pharmacokinetic results showed that the cumulative release and the Cmax and AUCo— of
Her-NS with two different particle sizes were significantly increased as compared to coarse Her, but the Cmax and AUCo—, of the
Her-NSa00 were higher than those of Her-NS4so. Conclusion NS can significantly improve the oral bioavailability of Her, and the
small particle size is more significant.
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AR TN 2 B R AR T A W R R
Herpetospermum caudigerum Wall. [f] -5 B 24F ¥,
B e ARG T IR (8 R 28 2 — s Pk R+
ZIR SRS, I RREY), R, MEFE, REIEM
o MEIA, BATERERE. KA. BELRE
H, FTFEIT I SEEM A Y B 225500, HAR
WHARM, PN EARITFERE. ST B 20
# (hepatitis B virus, HBV) RHUH£F4E4L 5% 2 Fh
ZIPRAE 3L, &R (herpetrione, Her) 433U
A C30H32010, FAXS 7T & 552.579, & MPFHER
T 4 B AR B I A G 2 AR L A ), Joxt
D-Z AU T 00/ R AR 3507 B R
R VEH, A R4 HepG2.215 40 2. BT % %
HPLIR HBsAg fl 2T 4% e $LJE HBeAg [IFRIE K
HBV-DNA &, F 20— rFIsmEet. H
KT LR, BT R, O
A= ) FH AT AR R R PR 1) T 122 25 P D s R S FH

KR E 7 (nanosuspension, NS) & HZi¥)
b5 /0 B AR s TR 2E R P ST AR A 43 Bl A &R 1671, AN
Al T g X R s 2R IR &R, NS 4kl
wind, HAGRE, JuHAE T A 2 ROk
I3 B SR T KRB, JEAER, NS HIR AT i
KHESZ BN ICVE . BFFURIL,  RLARIE T 5 2 WL I
FE J FLAT AR W I (038 32 1 R 3 3 4% N TG 52 )
NS IR A oA,

ARSI SR ST 4 2 PR R
Her-NS, LIFHEIRIAE (PS). £4rH3E% (PDD K
FREMEFREL (SD Nfabr, 8BRS AL Ak
HRMTZ, FHARMETEME (SEM). X H£k
TGt T (XRD) MIEEHTEA . MRk, JRdkeT
WL 2B AL
1 NEE5RS

LCMS-2010EV =GR AH B4, HARBEA
Al; Winner802 A4 KKLEEAY, T R AN MORLAN 25 1
WARAF; BT125D i RF, dbatge2 fiik
LAY PSR A T ; DE-101D S 30T I8 0 $is 4
FEE, T TR AR 5TAE A\ ; KH5200DB
TR P T8, BRI P RS A TR A A s
SHB-IJEF /KA Z H A3, MR TR AR
AT, WHS61 iR iEIR A %, ALt RURIER A R A
F]; S-4800 M T RANEE, HAHAFA.

BHHE, REH=95%, SZixEE], it
5 SPR190505-KZ01; JHI&VDA} 188 (P188). VI

Wil 407 (P407) 50T Ak 3¢ ALK K 7 B2 A PR 51
fEAT; BNHFLF4E3 HPMC-E15. HPMC-ES0,
6B 2L Z A RA IR AR, TR, A E
WAl HARIR i 4l

SD Kfs, MM, A& (200£20) g, SPF
&, AbRBFFESFRE S L, SV ATHIES SCXK
(50 2018-0010. LI E RO B ZE
e, #E 0T SR CRHIF 2 2020-148-PJ01 .
2 FAEEHR
2.1 CERBRAANERT (Her-NS) AIHIFZ

K SIEFDTE LS 4 Her-NSHZ 131, FREX 50
mg Her M) K, ¥&T 025 mL ABEAERS, #HfFH
TR RGIERL IR FAE N, KA Her 11
CEDEBINE] 5 mL &4 — 2 B e 7R
H, REEAEZANER, REEEETKE
HRJFAEFN, RIf3 Her-NS,
22 RNES

& & Her-NS, NHZETH/KFRE 20 £5, RHW
KRLEEACIE PS 5 PDI, EAE 3 K, BUTFH1E .
2.3 SIAYUE

HUid& & Her-NS T &0+, 1500 r/min &0
30 min, HU bEIREMR, MZAEEKFME: 20 £5, KA
KR AN E PS 5 PDI, EAENIE 3 %, BFY
{E, Her-NS I M@ ST #EATVEAY, ST fH bk
T 1, FI~ Her-NS #faE .

SI= .08 PS/B 05 PS
24 BERER

ARSI KR E I PS. PDI Al ST NPEMRY
fabr, Rl RERIRE, REfHE. Kok
AL 25 S5FaE R BEEEEE 5 AN Rt
1ITHEE,
241 FREFMEMTE BEfREHHERN
0.6%, ZERGEFRILHE A 2 11, BEFEE 600
r/min, 25 %% P188.P407. ¥ N 2t H L 47 4E 2 (HPMC)
E15 Al HPMC ES50U'4%f Her-NS f¢] PS. PDI Al SI ]
s, A RLE 1 FIER 1. LA HPMC RAIE R E
A, Bl R B TRE, G AR AR R I
Ko HPHLL P407 AFEE RIS, Her-NS (1) PDI B8
/NF 0.3 (SI>0.75), (HRARECR; HAkLL P188 Ky
FRE IS, gRIREFBRAE/N, H PDI KT 0.3
B S1<<0.60; [k, E#eH P188 A1 P407 BXHAEA
Her-NS [#125E 71 o
242 FOEFIHZEMmIE e 455 E R )
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P188 P407

&1 FREFIFZST Her-NS H PS.PDIFISIBISNE (X * s,
n=3)

Table 1 Effect of stabilizer type on particle size, PDI and SI
of Her-NS (X £s,n=3)

HPMC E15
1 FREF AR
Fig. 1 Effect of stabilizer type on Her-NS

HPMC E50

=3 REFILLFIXT Her-NS A PS . PDIFISI IS (X + s,
n=3)

Table 3 Effect of ratio of poloxamer 188 to poloxamer 407
on particle size, PDI and SI of Her-NS (X £ S, n=3)

TR PP PS/nm PDI SI P188 5 P407 Lkl  PS/nm PDI SI

P188 167.80+18.49  0.302£0.090 0.60+0.12 4:1 189.06+15.14%0.350+0.020"0.75+0.03"
P407 492.21428.78" 0.128+0.034" 0.75+0.09* 2:1 199.094+7.03 0.308+0.019°0.7940.12
HPMC EI5 225.00+16.23 0.289%0.015 0.48%0.14" 1:1 206.21416.83 0.121+0.032 0.8310.07
HPMC E50  304.90+15.82" 0.311£0.047° 0.50%0.21 1:2 221.33416.41 0.109+0.020"0.8440.03

5 P188 tL#%: *P<<0.05
*P <0.05 vs P188

21, REF (P188-P407) ELHI N 2 1 1, Pk
FEIH 600 r/min, PR 205, FEFIHES BN
0.2%-+ 0.4%. 0.6%- 0.8%, %M “2.17 Wi K Jjjik
il € Her-NS, HZEAFaEIHEX PS. PDI Al
SI Hysem, S5 2. B FeoE I H MR,
YKIREFN PS K& PDI RAEMRE T A%, X4
FEFIHERN 0.6%H, PS. PDI Al ST k.

2.4.3 FUEFEIRTEE e dYSRRE Rt
By 2 1 1, BasE 7 BN 0.6%, 1L 3 600 r/min,
PEPERS R 20's, P188-P407 ELGI/ 74 1 1.2 1 1.
11 102, #%M8 “2.17 T K ikl 4 Her-NS,
JEsE PS. PDI F1 SI, 550K 3. Ff#E P407 Lk

#2 BREFIFAEX Her-NSHPS.PDIFISIAISM (X + s,
n=3)

Table 2 Effect of stabilizer concentration on particle size,
PDI, and SI of Her-NS (X £S,n=3)

SFaERte 11 AR *P<<0.05

*P < 0.05 vs the stabilizer ratio 1: 1 group
BN, NS ¥ PDI J&/h ST MGk, Akseian
P407, Her-NS [fki42A1 PDI. SI 6Bl ARk, 242
FhAZERIELBIAR] 1 2 1 K, ATSRAS R AR KA,
WICIRAS BRI, PDI &k, SI>0.75 HI NS,
244 ZYSROEFILLEIREE  [EE P188-P407
Eelormly 2 01, ROERIHERN 0.6%, fiEE®E
600 r/min, HEPERTE] 20s, %08 “2.17 TR 77k
7% Her-NS, Xrg§¥p5taefimbes] (501, 503,
10 1) #E4T7%%, JF%E PS. PDI Al SI, 4558 0%
4, KW SRaEFILLHI N 5 ¢ 3 I, B IFEAREAL .
245 HiEEEE  [H P188-P407 LLBI N 2 ¢
1, ZiSiaeRimtes 2 o 1, BERHEN 0.6%,
P FEIS 18] 20 s, $5RE9 5 73701 9 4004600 800 r/min,

# 4 HYSEEFELFFT Her-NS B9 PS. PDI F1 SI 0%
M (X+s,n=3)

Table 4 Effect of ratio of drug to stabilizer on particle size,

FEET/% PS/nm PDI SI PDI, and SI of Her-NS (X £s,n=3)
0.2 232.03+11.63* 0.330£0.020° 0.73+0.11 A S5RERES]  PS/nm PDI SI
0.4 218.02+17.05  0.228+0.034* 0.75+0.09 5:1 213.43£9.63 0.33010.020" 0.8540.02
0.6 206.13+6.83  0.121+£0.020 0.77%0.11 5:3 210.28413.98 0.121£0.018 0.85+0.04
0.8 209.29+12.41  0.108+0.038  0.78+0.10 1:1 209.341+14.26 0.117+0.038 0.88+0.01

HiaEFIHER 0.6%4LE: "P<0.05
P < 0.05 vs the stabilizer dosage of 0.6% group

S Eie Rt s - 3 dtkk: "P<0.05
*P <0.05 vs the 5:3 group of drug and stabilizer ratio
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FfE “2.17 IR 7k % Her-NS, JEJIlsE PS. PDI
ST, ZERULEE 5. Her-NS HIRLAR B FE 18 K
MY, 4533 400 r/min BF, AF3RAFRIE A 450
nm 7245 /) Her-NS (Her-NSaso), 4543y 600. 800
r/min B, 7] 3R K454 200 nm 72 45 1) Her-NS(Her-
NSa00), {H 2438 800 r/min [, PDI B &4 1,
STy, ATRERE o T Hedd K3 BORA 4 <,
fiE NS FaE VE R,

x5 RHEEEXT Her-NS B9 PS. PDI 1 ST 19500 (X s,
n=3)

Table 5 Effect of stirring speed on average particle size,
PDI and SI of Her-NS (X £S5, n=23)

BEEE/(rmin')  PS/nm PDI SI
400 450.02+35.01% 0.1100.031% 0.87+0.03
600 21525+17.05 0.208+0.034 0.83+0.04
800 218.02+14.41 0.26140.026 0.73+0.05

5HEEERE 600 rmin! LELE: *P<<0.05
“P < 0.05 vs the stirring speed 600 r-min~! group

24.6 L2%MF0fe  FEGRET P407 F1 P188

(P407 5 P188 bl 1 2 1, JiEIKE 6 mg/mL), &
T 5 mL ZEFKA, BEEEH AR, 15205
JE TR . FRIUEAE R KR 50 mg, T 0.25 mL
LR, AR AR, S ITE 400, 600
t/min ¥ E L IBRE RN S B A AL

Her-NS-200
2 Her-NS #J SEM
Fig.2 SEM photographs of Her-NS

WFUE I R ERLZ4 . P188. P407. s &5 P188.
P407 IV EVR AW Je 2 FPkif2 ) Her-NS £ 83T

XRD 73Mr. TAEZAF: Cu f, &HJE 40 kV, &
HLL 60 mA . F3HH Z 2°/min, 33 20 TEHI N 3°~
60° 54 (Bl 3) IR, ANFEHRAEM Her-NS ik
B B R JEORL 25 A0 R AL B 3T RT e, U RH bk
FH 25 ) 8 AN [FTRELAE AR Her-NS, 1148 13 A2 AN 2= i
EE /ORI

2.53 faEMEE 4 Her-NSao. Her-NSuso £
BT 3E 7 d, BREE, ZE1M/KHRE 20

TR BN B RS ARG 5], R
20 s, WIEIEZEVIER, FAREEEEFKER
2 JFAARE, BI1S Her-NSaso. Her-NSz00. A PS. PDI
A SIOATEARHEATINE , S5 R WA 6.

R 6 Her-NS RIETZHFMNWIE (X£s,n=3)
Table 6 Her-NS optimal process conditions verification
(Xts,n=3)

il 751 PS/nm PDI SI

Her-NS-200 202.23+12.01 0.191+0.023 0.83%0.09
Her-NS-450 453.47+31.03 0.181+0.071 0.87%0.03

2.5 Her-NS HIFERIF

2.5.1 JEEWE  SEM M5E Her-NS FIH M H &R
BIAGRIEAS, IS SRS, ¥ Her-NS 7
WESAR L, SRJGTE 20 mA HLIR T 448 5 i 2k
SHERE 1 min, JR7E 10 KV BN S T HEAT
MEE, Her-NS HITEA I 2, b & k25 22K
REATMPOR, #5380, KAOAA—, FARIE 5~
40 um (] 2-A); Her-NSxo £IEIERIR (K] 2-B),
FIFELE 150~200 nm; Her-NSyso 2BRR (1 2-C),
A B KRL 2 [B A R, RN 5
Z/NF 400 nm, KA2TE 600~800 nm.

252 BRI KA XRD 43505 2 FRiER)
Her-NS A Btk B & JEURH2 @ R EAT S48 3 47 o 290l

Her-NS-450

I e
WP R
;M‘-ﬁ—/ .
e Her-NSyyp
Her-NSuso
WHR A
o I 20 30 40
20/(°)

&3 Her-NS Y XRD &
Fig.3 XRD photographs of Her-NS
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=.5.n. ) PS (Her-NSzoo)

6007 3PS (Her-NSas0) r0.3
—&— PDI (Her—NSzoo)
500 4 —e— PDI (Her—NS450)
— ™ :
400 1 - 0.2
g S
£ 300 a
g =%
200 1 0.1
100 1
oLk ‘ ! i 1lo
1 2 3 4 5 6 7

t/d
4 Her-NS HKIZF1 PDI BERTEIZEL (n=3)
Fig. 4 Variation of particle size and PDI of Her-NS over
time (n = 3)

e PS Al PDI, 45 3 41 4, Her-NSag0« Her-NSuso
ERERFATHE 7 d, KR H4E 200, 450 nm
#i4i, PDIAE 0.25 o4y, B Her-NS 7£ 7d N3
2.6 RIMEREMR

2.6.1 il BIEHCN Inertsil® ODS-3 (250
mmX4.6 mm, 5 pm), NN LNE-2%EEER K
W (301700, Rl 280 nm, FEiE 30 C,
B 20 pL, AFURE 1.0 mL/min, BEEESHRE%
B RGBT 4500, BIEEILA S,

A [ETLES
1
[
A
N " \
PN | N
B IV TES
[\
II‘ I‘I‘
—_— /
‘Q_.__A—J"; S S —
0 5 10 15 20
t/min

E5 HEFRRMER (A)Her-NS #& (B).ZH (CO)
HPLC
Fig. 5 HPLC of herpetrione (A), Her-NS sample (B), and
blank (C)

2.6.2  NTRE SIS B ECE] A B BRI AR
B 697 mg, BT 10 mL &, IA—E&MN
H I I AR T e B R R, TC R R i ik
A 697 pg/mL %} I b i 45

2.6.3 AR L] RS % IR B A%
Her-NS 0.1 mL T 10 mL &+, &= FREdr
Wfl, 7Y, eI, FEE W EEIEM 1 mL T 10 mL
B, PEEEREZIEL, 125RS MR

2.6.4 RYEXRRBE  FEE IO IR g 20
R % i 34.850. 27.880. 13.940. 6.970. 3.485
ng/mL PR 2 AR, B P R O e
B ELL, $E5] HPLC VAR E A EIRE,
DIZGPR IR EE (O SR (V) fELMERIE, %4
HilbRE e, 341 R VH 7 FE Y=25 051 X—52.926,
r=0.999 9, Z&MEVE N 3.485~34.850 pg/mL.
2,65 JEFIAE oREUK. . w3485,
13.940. 34.850 pg/mL) 3 /N B B 13 H R T
FRSRIAW, o SRR HPLC i 6 IR, iHE %
MNREREIEE R, SRER, K T mHE
R T 1038 g R 20T B V9 RSD B 43 31 0.94%
0.19%- 0.23%. FKIUIHKER B RLT.

4 “2.6.3” Ul #4430 04 1.
2. 4. 8. 12, 24 h HHAIGLAMEI TN, WMEL
U T AR LUAE A4 5 L, H RSD A 1.71%, R A4ER
AR E M R AT

el “2.6.3” TR 40 il 6 A ik it Vi,
PRI R W T AR, B NS R R R,
H RSD 4 0.52%, RKHZITIEEEERL .

2w B O e & 2 [F] — A 9 %
1 mL, 43I0 B 1) &8 5 AR NS R E R b
BN 0.8 1.1 1.1.2 0 1, B 3 43, 1%42.6.17
TR G 2 F R, 1O SR TRIAR, T SRNAE ]
W, ARG T SR EIREER T R R
SN 101.12% 102.74%-. 101.17%, RSD {7\
T 1.81%. KHFEIEFTFEERK,
2.6.6 llETVE CKRHENTEY BUENE Her-
NSa00~ Her-NSuso FIJ % FH 5 7E PBS (pH 7.4) H)
FEAT N BUAW 2 mL CHI24T 20 mg I H R
T 6 Jo R AR PR ()0 AR P SR VA VT A B AR TR
8000 FIIEMNTAS Y, LA 200 mL Z81E/KAE A HA
Ji, PR N (37.040.5) °C, 3% N 100 t/min,
TREAUG 1. 2. 4. 6. 8. 12, 164 22, 24 h BUkE
I mL, [FIFFNESREREIE BT, RS
JENEYELL, @it HPLC MlE & & (BLERH R,
HeLmBE M, WE 6. &R ER, f£12h A,
Her-NS00~ Her-NSaso A 5 FH 21 1 B AR RE U734
N 49.78% 40.76% 21.95%. £ 24 h I}, 735
BTN 85.88%- 80.10%- 35.41%. fF 24 h
W, S RIFERZMEL, Her-NSao. Her-NSuso
B RE R T (P<0.05), Riftilk/), ZFUR
TSR
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100 4

1 = wmnz
801 —e— Her-NSyy
] =% Her-NS4s0

60

40 1

RBBIE %

20 A

0 5 10 15 20 25

t/h
6 Her-NSxo~ Her-NSuso FE %R Z R R Z57E PBS (pH
7.4) REYESINGYIRERBIL (n=3)
Fig. 6 In vitro release profile of Her-NSz00, Her-NS4s0, and
herpetrione coarse in PBS (pH 7.4) (n = 3)

2.7 KRB HERR

271 SATEREFENRSE SD KR 18 X, B
SRIH, FH6 X, BAHIZER 12h, ALK,

7 ig 4525 Her-NSa00~ Her-NSuso M 4 H 2 ik}
24 (0.5% CMC-Na Ll ) HRIBEBD . 5 A
K257 250 mg/kg (LLEMHIZET), 4424
Ja o WIAE 0.083. 0.25. 0.5+ 1. 2. 3. 4. 6. 8.

12 h TR RRUR R B ik AN B, BT A3 I RE BT IR
B H, 6000 r/min B0 10 min J5WEL L&
W, Rl

272 IMEFESAREE R A MK 0.2 mL,

BT HESLEF, A 600 uL K HEIEEA,
WRHERTE 30 s, 8000 r/min B5.0» 10 min, WH F i
W, 7625 CFHESWT, BN 100 L H i
B, Fer iRk, 8000 r/min &> 10 min, HY
B 40 uL BEREHT

2.7.3 il AN Inter Sustain® Cis (250
mmX4.6 mm, 5 um), AR CHE-2%BERR 7K
(30 :70), KK 280 nm, #iE 30 ‘C, #E
FEE 40 pL, AFUAE 1.0 mL/min, FiSEHREH
M R ENME T 4500, BRI LE 7,

274 JNELENE OB “2.7.27 BHLLEERAEA
2% 25 2R ANARAE & FH 25 24 1 2R R b 2% 40 pl
BEREAHT, AR 7. KRR A P IR 5 X
KRN ETT T, %7 TE .

275 LMEXRRFELE WM 0.2 mL, 7lkE
NN RGP B0 BT, IREIR AT, i
#% 0.945 1.1.890.3.780.5.671.7.561.9.451 pg/mL
JR R FE AR UHE AR o 4% “2.7.27 TR AR FR I
FRES, % “2.7.17 TUEGEZAEAT 2590 e, U

A
|
N
‘; Wbk
I“*.‘.- |_ S . _’."l‘. _ _
B |
|
L
i
_____ e oo
|
||
|
| Vb %
| S A -
D |
|
\
|
|\ ‘ BB TR
(I)‘ S é ......... 10 . — ]; —— 2,0
t/min

7 REBEEMRE (A). TERLEES B). TEME
HRHRIEREMNRR (C) MARLZ Her-NS 1 h [FI%R
¥ (D) B HPLC

Fig. 7 HPLC of herpetrione (A), blank plasma (B), blank
plasma + herpetrione (C), and plasma samples of SD rats 1h

after administration (D)

YR ERE (X0 WIEmAR (V) fELMERE, 73
FruE 2k J7FE Y=47 700 X+29 285, r=0.999 3,

LR MEVE N 0.945 1~9.451 pg/mL.

2.7.6 IR alEGE . . K (7.561,

3.780+ 0.945 1 ug/mL) 3 AMNFEIRERINZ MK,

SRR fEHEREIE , BN R EIREEPATIE S IR,

THE MK YRR, BT Rk 5 Se i &
WEER LA R A R . . AR 3 ANRRIRE
[P35 [ 4053 97.66% - 101.35% 97.40%,

RSD 73518 1.19%. 2.60%- 2.67% (n=5). &
HEIRE S BT TR AR

277 REEERE oaEGE. . K (7561,

3.780+ 0.945 1 pg/mL) 3 N5 mEyk B 1N 24 i ¢ %
“2.7.27 WUR LR, % “2.7.17 Wik 4k,

HREME, 1d IESRIE 3K, TR HNBEE,
TERME 1 RFESNE 3 d, WHEHEREE.
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B K 3 AN EIREE T H A% RSD 405N
1.65%-+ 1.93%-. 1.06%. HE¥EZE RSD W4 514
1.78%- 2.44%. 2.36% (n=3). {FEALWRES T
TIERFEAR K,

278 faEtEikE  onlEGE. . K (7561,
3.780+ 0.945 1 pg/mL) 3 ANl sk FE R INZG e,
BAMIFES I b 3 Ik, LA B BEREN 2,
FHRHFENME. m T K 3 MR EIRFER) RSD 4
BN 1.34%. 3.23%. 2.26%, ZEREIR, R
ANFEIA I HEAE i R 5

2.7.9 EEMRFIRIIR B B 2 BRI
B MR, HPLC Wl 5E 75 o1 2 UK J& 0 B A5 M: tb
(SIN). LA SIN=10 e &R, LA SIN=3 JtallfE .
ZERER, TERN 09 pg/mL, HIMEAN 0.2
pug/mL.

2.7.10  MZGVREE - ISP A4 DA 24 o7 S B 5
BFEE R, IR 259 0T B S - TR] h 2R DL T 8, 24
YIESHNK 7, Z5- IR EMA IR Her-NS 78
KBNS IEAT A E S8 i 8 FIk 7

181
~ —m— R
I
o 147 —a— Her-NSyso
E/ 1 —e— Her-NSjo
2
m\ﬂj
i
s 67
] 4 _
N - r
= 24 4 t I
; '__h.__
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t/h
8 Her-NS fUEIREHER (RHFTE 250 mgkg™) HIIMZ
IRE-RTEHIZ (Xts,n=6)
Fig. 8 Mean plasma concentration-time curve of Her-NS
and herpetrione (administration dose 250 mg-kg™") (X s,
n==06)

#®7 KRighZHer- NSEMEEANFSH (XLs,n=6)
Table 7 Main pharmacokinetic parameters of herpetrione

or Her-NS after oral administration in rats (X + s, n=06)
S <K A R HE  Her-NSao
AUCo— mg'L""h™" 12.8440.81 32.55+7.69" 27.18 £4.50™

Her-NSaso

t1/2z h 2.07+0.87 3.13+0.49" 2.26+1.10
Tmax h 0.83+0.26 0.50+0 0.50+0

Cmx  mgL™! 6.67+0.68 15.50+1.83" 11.84+0.59"
MRTo-¢ h 1.77£029 2.4540.69" 2.57+0.44"

iR RALE: "P<0.05 ™P<0.01
“P<0.05 *"P<0.01 vs herpetrione group

AR, KB ig 5 24 )5, 2 FPRLAZR 1Y) Her-NS 34J7E 30 min
TK B 11 208 P ( Cinax) s Conax 73518 (15,504 1.83)
(11.844+0.59) mg/L, S5y HRIERZML,
Her-NS [IAUERS ] (Tma) SEWR RN 0.6 £5,
Her- NSx00~ Her-NS4so Cmax /2 A% H 25 (6.67£0.68)
mg/L 1) 2.32, 1.78 fif. & W] Her-NS AU ph, HIfL
25K 157 . Her-NSago~ Her-NSuso 124 128 T 1
T (AUCo-p) 439N (32.55+7.69). (27.18+4.50)
mg/(L-h), 43lEda 2 (12.8440.81) mg/(L-h)
) 2.54+ 2.12 fi5. Her-NS F1 ] Crnax F1 AUCo—, 5%
WHRERZAHE 7T RERS (P<0.0D), A,
Her-NS # e R A Z WU, Her-NS W3 {E
TR R AR N AR
3 Wie

AR SEZBG R FH SO IO v S AR TR 27, T
R RS, Rl T 2 MO ERIAR I
Her-NS, Bl Her-NS-200. Her-NS-450. Fif%%51N
200 nm A1 450 nm %45 ; PDI /NF 0.2, ST KT 0.75.
REPRAR A SIS, ARG H L | R e FIFhE
e FIHE. Bea e Rt pl. 2595 f e bl
P 2K 0t Her-NS Kid% M2 PDI (5200, 45
SRR E T PSS % i e e 0] L L
XATREH T A R E A e R AN R 250 1) NS 1R R
RORAE, BN E R 4E R geRiR B AR e M
FETE, RIFRRRE R AT ORI &R 32 gt 2
i (1) 7% ()AL P ERGER R HE R 70, DABHLIE R SR AR D17,
TEARFFLH, H—FUER] P188 [N EARREE IR
3B INRIAZR ) Her-NS, (H 2R AR, AasE
WHITRIE, B IEG AR e 77 AT S8 A I R K TR B
FIRIFRE M . AT FLSH SCIRIRIED Y, RIHECG R
SEF P188 Fll P407, A sLuGtifbbbl, M3 E|
iFaE i) Her-NS. P188 Al P407 ¥ NE &Y, REls
N Her-NS $24 R 48 [ 2= R BH,  DABH (-85 48,
fRIE Her-NS [Fa5E . TRE I FEMII R FEE AT GE 52
MY FE AR R S ok, IR, Wl
YIS, RIS REDIER, FEGLKRIRE
LN LSt SeR =SS =sunicE 1N AR 4 Y
AP, FECIREFRIGRRIEREE, A%, PDI
AR R, Gl LR R SES, AWK P188
P407 BXFHIEN Her-NS (A€ A, Fril 411 NS Hi
BN RS IRAE . AR T BURIR T R AR X
Her-NS Z55)24 15200, 7Ef 2 4bJ7 (28 al -, @it
BHIAF L ZSHEAFA R RALH Her-NS. 4 HL
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11% éud:: % \E‘[Aﬁ? ’ Her-NSmo N Her-NS450 i’;j% ﬂ@lj( H
XRD 45 R 7r Her R4 KA FRLAE ) Her-NS 1)

NTEEBZS, RGARMS FEA 2 FEMa B T R A
YN ER

A2 A1 RO S 56 45 B S 7R, Her-NSag0« Her-
NSuso Gt HERJFRHZGMH L, Her-NS ) RBVRIL
ERFERE (P<0.05), 3K B H R 6K
Her-NS Refg m AR SMEE . NS KAt 5B &
AR, XRFABEERAR N, BRI R
TR E NSOVRIA AR 2 =181,

A R IR, 2 FRIR M) Her-NS 1
AUC)— M Crax ¥ RZE 3 T HER (P<0.01); £
WA F 3R AN KR BRI S, AR R R 2 4
e XEERF VP RIANE, Rt REE
%, Hhnpbe BRI 5 B miE i, 2
BE T ek R RIS, HETIHR & 7B R I H Rk
AR . teAh, BEAEK) MRTo-, AR T
AR FE 30 . Her-NSaoo 9 AUCo— 1 Crnax 10
T Her-NSuso, 1t BURLAR/NEE A BT A= W70 FH FE 1 e
Ho MAZERFARE, X5CHRE A — 18,
SIHTATREJR I A0 R : Her-NS RN B I7iE, &
10 B M E RS A AN R pH R, T A0 55 ) s,
T2 Her-NS 7£ B A BRMESE, BFIK T RAZE
7, R ERARE .
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