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Nanodevice and method for in vivo monitoring and release of drugs are provided. The disclosed
nanodevice is characterized in having a drug-loaded nanosphere that is capable of releasing the encapsulated
drugs upon magnetically stimulation. The nanodevice may also be used as a contrast agent for in vivoimaging
and monitoring the concentration and distribution of the released drugs and/or active compounds injected

separately into a target site of a subject.
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Nanodevice and method for in vivo monitoring and release of drugs
are provided. The disclosed nanodevice is characterized in having a

drug-loaded nanosphere that is capable of releasing the encapsulated

o drugs upon magnetically stimulation. The nanodevice may also be used
." as a contrast agent for in vivo imaging and monitoring the concentration

and distribution of the released drugs and/or active compounds injected

separately into a target site of a subject.
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AU E W%%%oﬁ%$w%?%&%m$mkﬁ
BH o ERBTIREZT > BEEE A LTRKEE & ALK
g o R EF &TAHﬁ%$ﬁTWA%K+f§ﬂﬁ*
BawehyBEH —RARBESISETOPGL - - BEHBYE
L3 B RRP > BRER4R - s A JE B ~ 48 ~ 4L ~ ALK
B &R o e
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101 45 B 28 A ESRE

FRAESBRMOBEZE FMARGEEE S LEE
ek RbhItRT XM AL KEER
BB FTHENERBAZHOME - F T X 0 U B4
GBI —EFR o fleos 10 HE 180 0 UL A
BeEMB LRI T mMAELF TG EAE i
e R R 6B B E o w3 (magnetic field, MF)#&y 3% & #¢
# 0.05kA/m £ # 2.5kA/m: #l40 % 0.05~0.1+~0.2+0.3 -
0.4-~05-~06-~07-~08-~09~1.0~1.1~12~13~1.4-

@ !5 16-1.7-1819-20-21-2.2~2.3-2.4 % 2.5kA/m>
¥ ha MF a9 28 B #¢ 29 10 # 2] 4 180 £ » 40 % 10 ~ 20 -
30~40+50~60~70~80~90~100~110~120~ 130~ 140 -
150 ~ 160 ~ 170 &% 180 #» - — B & Bai M pl %% > THEA
NBREEBLELOETHEERKBMEEE S AKE Bays
BRI ZRER EmoBABCHTYEYTHE
M RBZGME ERBMABENT > B4 B A1t
NREBMGRBBZE TR EHEYHAREL - R

® sb o T 3R B I R AT e ho w35 69 38 E L 0F R o R BE B A R 4
BMEMELFE - BT 2 TEBBALWYWALE WD & B4
AR Y B 58 E Ao/ ReF M RIEHIMHEL 08 Aa K
HTAAAEFTREETHEYE -

- —BaRAEM AT B R L% BT A A MRI

- BT ETHRERNE NG HZEYESHLEL > Bk

‘ TAHA MRI P 6 NMRIIERE /R BBl ey B
Fo/R ot o BB RHE - A A NMR MR G B iy
MBNZRELETEAFTBEERF AR TRNEYEREE)
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101 £ 5 B 28 BB E&EiRE

S B TRAUERNAMEE Y BFYESH
fg o

RBEABTRAED— B THEAARABEB TR —

AREENAHABRBRER B H — F M E& B (H
do o ZIEfL ) LE M ENT AR B $%Tm&%ﬁ+
BEER BHIANSIBEINBAREZ —FZOR

LT BEBFTTRARAMBE T  &—FREAR
BHEARNE - Fro o RIEAMAA > FTRE T FHEETHF
AR K AEE TH -

-

o

g

& 5 1]
AT EwBI4ETHERAERAS T EAmBE > K8
BR $0 %% 3E R 48 MR A L o
EHpll LEBRIMOEABNEYHELREE
1.1 #i# PVP-FesO4 4% -2 & ¥ 3%
BRLHE LRI (PVP)E £ AMBAKT  RIREA
4%(EE %) B EH b PVP FEikmw#E 80T - £k PVP
® HRY o AN 00l EREEREAME-ERABKEELE
(fluorescein isothiocyanate, TITC) » # #2564 6 /)N 8F o
BRYHPVP €A S ERERKEN FITCOZEAR FM
H o & A& FITC & PVP X XK EHh - £ L AT » #
FeCl; » 6H,0 #o FeCl, « 4H,0 (& ¥ FeCl,/FeCl; 89 3 F itk
4B 2 Dizkkdits E A FITC &9 PVP & K f ke
£ SOCTHRIZEH -4/ 05 BEREWA2EFHA
7k (NH4OH, 33%) » 16 A b4 sh % T w# £ PVP & kK ay
@ BE S BARE 6000 rpm F & o > % EF R
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101 £ 5 ﬁ 28 HiZIEB#E
LB o A AKFER TR 4 R o A A B S BESR
PVP-Fe;O4 #% %% & K 3K -

Z2QB &~ EKRBEARAETRATHERRY R THEE
Mz AR EOREE - F20)R 208 5 M AKERE
R ERZE R KRS FEXNETFRABLK(TEM)R A 0 5
By ETEXEFEAMLEMHRTEM)E R - # % 2(b) & 2(c)

BlayE RITHREF—L2KRKABAEAE 10-15 nm o 69 3K
 BEAF - E&ABF— B LR E EHE > 887 A 1L

Q MM ERBETERSEEZLPVP R CAREER—IE-
1.2 A Ex#wp1.12 % %3kK%k®LERMH Zn-Cu-In-S (ZCIS)
7 1%
LTHESEHABDERE ZCIS B F 5% #FE e 1.1
AR ENBFAALA01-] EXF A _HRAK
¥ 8 4% 8 ([(C,Hs),NCSS],Zn)#y = % # B (TOP » 90% » 4%
HEB)F o 1 —F A+ A (ODE > 90% > &R BHE L
WIEBRA G — Bk HF > £ 50C T H#H CuCl £ InCly
@ AR TUBARE_ER -BE LEARATHRAER
R A Ao B 140C R EFEABE AT RS 1.1 8
Kok Ek @ L -
% 2B R#B %A ZCIS 2 £ k¥ ey HRTEM B R >
. Ay as kBB ELRBEE ZCIS EF 2 B 58
N ﬁnﬂm%ﬁﬁﬁUV%T@éi“%%ﬁ“2@5?%
%E%%%$%ﬁﬂ%%*%§ POAE B 1% & M%%&
BB ITMAEERANTRRE - En i X-LALHE
(energy dispersive X-ray spectrometer, EDS) % 47 #£ 3% gb 3%
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101 525 B 28 HEIEZHRE

KEBREIEZ A G Fea R B RERIZRAd CufoSa
A (3R kO B4R
# — 45 LB E E F F FH K E (super quantum
interference device, SQUID)(MPMS-XL7)4 298K H %% 35 3%
B 4£-10000 2+10000 G = Ml 69454 F » R 547 T aeds] 1.2
ZEREFTHEQD)HEKREEHNFTHHA 1.1 &5 KKOF
Bp» 2RI BR LR A EFBRAB)GHEME - BERTHNE
3E-Bap 12 25 KEEBERTRA 1.1 685 K KB H LR
@ R BuETE ARAHELE  HFEHH 1225
REE  ABBERAEHRE 1] 898 kLKA H > AR
fost Ao 3k B (Ms) o
13 #E®RH 12 22K EEFTERFBERLFrmaEs
A E A
HFERERBAEROFTLREETRERE AL 50~100
kHz [ &9 & 48 # 35 (HFMF) » £ 43 7 & 32 69 482 A 2 4 ()
Bp > 4k A FITORE M AR EEYHEL - FAEH -
@ it A4 R R AREF LSRR A B E B HEMF o #8484
WA R A PNAS 89 x & % (vol 103, 3540-3545 (2006)) -
G R EMAAMAGE M o EEFH T 0 LB L E 8
BEE - FEE%4L 50 kHz B B H)KNAE 2.5
- kA/m - 588K HFMF 2 4 S ey BB H £ 25C » &
Z AR gk (pH 7.4) ¥ Al & 4 0.0S%(fﬁ-‘i%)zzﬁﬁ
BHREEPTEL Z2HayE X - x PL R PL & kb
F-4500 > B 3 > 8 &) 4 8 8 v 50 kHz & 43 % 35 (HFMF)
% E2H s FHBEEE AL K EEYNEALARE
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101 4 5 B 28 BIEIEZHTE
0.05%(Z %)M RE > B EHB 1O KEESHAKF
—BABR R X-AAERAEXPSO R LG BB HAE
1253.6 & F k45 49 Mg Kax ESCALAB 250 (Thermo VG
Scientific, West Sussex, UK) P #h 47 - 48 ##» 284.6eV-~C 1
ey RERZEI XPS K EHLZHE - ERFTHNE 4
B+ -
LG 28 0 E8A FITC 2 Kk BAEEE
B 24 B REABRAEMENEL > BEEREX
@ EUPLALZBREFTEZRRELRER  ATEHTHE
BB AT -—BREGERMAE2RER - 220 F 4(a)
B Arc > — B HFME R B 8§ Rl 2 4% > B 2 Kk 3K F 12 &
ZRAUVEYAEH D ROEKBEAREL 517 nm F > &
ZE G ENE MRS  BREY > T FEYLLE
K 3% R & RE E PR 6 Au sk 35 BF R 69 38 Ao ok 2D o ) B iR G
RAARBZEGHFME £ 9K T o6 1 95k £ & & 2 %
MEZE BRAINFEAO)B T - Akt SHEREBRE
@  HFME @ 2 & 38 & fL A7 sk ho HFME &) 851 K8 B A
BMEMAG MR ETEBREHWBAEREZY HFME — & B L
R MRS BRSO TGO DEhEL
BETHARREEN ZCIS -F2 > REEBA EYKE
- HEER -
i} 1.4 BOAEILATERG | 2R EETPRIENEY
| WA T T A Ak (Hela dm i) % F5 4 7 b &
10%85 4 fn 3% ~ 100 B/ 2 B R @HF 100 pg/ml =
42 8 % (streptomycin)é) DMEM 3245 K & o K% # tm f &
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101 46 5 B 28 BEIEEBE
#3TCF2H S5%CO, BT EITHT - £ FEAF Mo
NEWB 1l Z5REE Smfio — A F 12 85 o 3 F
24 HFMF & # 4 ffs 0 ~ 90 Fo 180 # » 14 PL #4445 (Nikon
TE-2000U » B K )4 #, K ta A o L4 241 5 # 2 52 (Nikon
BR)RSHBAEY LA R KENSABRE BB — A
& iBiE R ik 48R - NikonCl kB R &7 04 0 £
BEABESR 1 2255 BABEGREB T  E6@
8 (60-255) ~ % @&, % 18 (40-255) ~ 41 &, i@ i (30-255) - & £

@ ~FESRO6HE -

o 5 B AT 0 e RS EE R A 0 #0338 Ao B] 180 £ T
ERPEDREANE (G LBE)R R K B T EBL
m BB TER ZCIS EF 8B LB E( e BE) R’
2T LB 82 (Nikon: 8 R)R 5 48R & M) Ffo
ZCIS 2 T2 8% 138 & ° Bsum® Goum 7 Roum 7 A R R F 1%
FPEE et RETHEREALRE ER2ARXEHR
WU DAPl e e thtmpntz > BRI B—wi P B LA
.ﬁ@mwﬂ%@H&’Eéfﬁ%%¢ﬁu%éﬁﬁ%ﬁ
BEeFBERE - Gunfr Rumn M Z oA XKERBFEL EHhE 3
TEHNEEHAEBRE Gun/Beum KKK EBENFH LEEHA
EpREBExBABENLE LREAE @B PEREEE
: AR EE c B RETFHE 6 BF o Gaun/Bsum # Roun/Raum
- Amip PrEGEEG KA E L ik 4R - 24k dh i f8
C RtaB b AR B MR (X Gaun/Baum £ 7)€ K F A 39
Flgg g hum g ho » BRE) » Bl —FRIA > ZFREEHFZL

[£S]
X
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101 § 5 A 28 BZIEBRE

e BE(FE > kB ZCIS EFoes B3 A > L Roun/Ram
& )R] R e M T PR o

b2 RNOBARBEEBOETREERTTHRNER
21 Rl BRAREH | 2B K EE

FERATR NGB Z AT ARIE T AT 5 BR o £ 4 & B
MBER P e BRATHESG 1l 25K EEHEN -

BTz BAMBEMME AS4O @B bk 5 £ N4 10%8
4o 1% R E A/ E e DMEM 38 % & ¥ o % 74 %
wmpp £ 3TCTAHF 5% CO, 6 3RIL T EATIHH » AS49
MR ERE LN EEBZAFOANTIHES 1 ZH
A FITCHAZYYARKE Sl —#TFFEGFH
B2 ESRPBS, pH7.)%E ik 3Rk » UHBHRRHER
NEFPerBE R EEE - L 3%FBE K =inB 1k U
DAPI o B RL E > RE KA LI EBRME T
B -
® THERWALTKEERFT 2 )05% BRHFKEELD

RE AP (2RAE TH) ¥H@BTRE - AHAWE

ATARANZTERREE -

22 FREEBELwBRNsHEOoN AL GE TR

% &
U MTT KB R o4 BB 1.1 2 5K F8k 9 F 5 45

12 22 # 38 AS49 tmip P e B2 SNHF M XM - B3

2 0 hds ASA9 mn st A 96 FL3E AR b (10% ta i/ aR)

R 3TCT B fiELE— 43 FEREG TG
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10145 A 28 QB ERBE

112%*%&&%%%121%%%§T°%i%’£%

EFPpaA20ul ey MTT AR #HEH 4/ o B FE
mzwummnwo%aK%%iﬂusmmeﬁ&ﬁ%
%4 570 nm #o 650 nm F R E IR E1E -

£ 8 BEEaTEM 1.l 2o rBRETHkS 12 25
XEEH ASO B EREE > £ O BAL Rl
P EGER TRER > SHLUGEESE 200 4 %/

TN ELABR AL A LERRE @i 48 85 > A&

@ HuwpLtRAEMEROFER(E 8 B) mwhiEtd

85%(% 9 B ) - BB RBE T 1 45 KBER KLk
KERFT@wBBBER LAY THEEMNE-

23 REEARBERNOSAKRNERE B RTFRI

%

BT A E Rk (CPT)R B 4 & k4 % -FITC 29> X
BEBERGIAETAREFELOEAIRBEHSZT K
£ 8 o U MTTREBREAFFEHRA CPTZ 2 R EEHEER

@ i Rl A CPT WA KE R RAE AS4Y
wm AR % 6B B EUARE R AZ Y HFMF R 2l 3 e i — &
R A CPTRAKREENBCHYERE@ie T -
BEumg i mBpy 18/ 8F » K1k ol MTT R &k ka4
fo ol 13 % o

% 10 BFHA#HA CPT 25k % BRIT AS4) tafp
i@ﬁ%%ﬁ&CPP&’m%%ﬁﬁﬁoﬁﬁﬁ(PTz
A EEAEBY BB EAGFETERBTHE > — K7

AR LSRR BLEYREREMAELNER -



1374751
- 1015 B 28 HEEERE
AERGIHERBEALUARAEAmE T AL A BE
CPTHI R KREBENR —BRUENENRE L2 4% L AEF R
WOty TREM -ZeB Rk FE a4t BT £ HFMF
TFRAITE D AIEHBK -

K Hwpl 3 u@ﬂ%ﬁﬁ%%w%%%ﬁiﬁﬁ%%%%
31 RN HEBESM)Z2KEE
M T LAGURE B E B - T3k Bk (ESM) & B X 4 2 & 4
@ FITC 24 ABKBEHH | HEFXEL B ImE
CHBYEKREE U REETRTHRTELE -
3.2 EH LR
f2 A E: P 4 A Long-Evans fo Wistar # 8, © FF A &)
DEREMERLEER BT RLAR-ZRE 12 F(8B &5
WFETEEDG ETE)VETEGERRMBEKGRIET o
HEERABAELBG YR ERLSAELEE CHATHRE
e T X MEWEBB(60Z L/ 2 8)E &M
@ v HAL%TE B HLAKEBEEN TR H
& (stereotaxic)¥ - AMBEF N E QB E L TR 23§ (4
HAAMEKE » A+2.0,L 2.0)fv it F & B (A-6.0, L 2.0)48 =} 44
B OMABERL U LR E NG T R EIEF 11
g (lambda) ] 4 2mm R A AN BT 4R o LT # A &4 B %
g EEBRETABTRB BEUFHELBS & FHH4E
FAmERMIILERA A ALY FHLAER -
EARXEHRP4A Long-Evans /) & 698 B £ i 48 /) &
&y kB KB M e Rk K E (spike-wave discharge,
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101 4£5 B 28 HEIEEfAE

SWDs)» k¥ HF % H @mehHEE > T4ig# SWDs B R A
Bl e B T#RSWDs RE G ZEHH AT H —HES
e B AN FEP A Wistar D R LS IKE EAKH D
(20 EE/NF o B ES) AT G HKBR T 0t
BTAERBLK - LHEESM) - A4 ESM & & K RK(F
¥ H-ESM) - 94 ESM &9 & k% B(H k% E-ESM)¥#H
Long-Evans /h R 2 B # M SWDs &y R - 2 HE KN A S
EXExS5EKXKx002 KGR REBEHKELHEANDNANYE
@ v RUHEAECHRRKESRET c BRFNE 11
o128 F -
2 11 BET~HHERGMWERALAERLEKR - LK
(ESM) ~ W 4 ESM #9 & # 3K (% K K-ESM) ~ 4o 3 4 ESM
Wy 2k # B (SR # B-ESM, device-ESM)# # SWDs # %
- SWDs $ &A%t - AT HRT > SHEHKTAR
Bl (AME)R A TR0, BEYBETH KRR
1 sy At G T3 M AR A & KK-ESM £ &K
@ LZESM o JRAH#BEEZAE—EEBETERBGKETF
0 BR R A EE I B (2.5 kA/m)E ESM e S 4 A B i eh &
kS EHEEPERER BARBSLEL ) AM
Ne) ESM A4 > 2] UAEEH L BEMNEHMEMA ESM
(% 11MOB )RR > £H AR ERKH-ESM (F 11O )R E
- #e Ak EE-ESM(F 11I(E)ZF L 2/ A4 A4 ESM &
BAAE T ) BB B M SWDs v s e st A3 Hn o
% 2 B4 HARBAEARABE K -ESM - &k 35-ESM
Fo Ak % B -ESM 2 AT 2% > AN SWDs #t B @1 &
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101 5 528 BEEZBRE

BIERARE - GERBEFRANA S ESM T o9 869 D
BN SWDs B HBRELBHEFEHE -

THBEAKE O EENMBEEFTHIHNER BTEA
ESM &9 &K B 82 & h 7] £ 38 Yl‘ﬁﬂzﬁi’ﬁmwﬁtﬁkiﬁiﬂlfim
M o — B RBTABRER G — A R KEY
49 ESM B A A28 T 4 4] SWDs &6 MR R -

Fh 4 UBHEIAREPFMRDAZRNERTKRE
® ., 7% 82 9f MRI

BT 05% PVP AR ASMMHAELR&EHERRAE
WA ARARIB 150 /B REREFT S 1 AT
HEAHSBAREES BT HIT MRIZEE » 5 5 2L 0.47
TH = ERRRHE Rl(E We b ¥ M TR R F) B R2(8 -8 3%
BIHRE) - # £ R1 82 R2 5 3 A 63.2 mM 'sec’
03728 mM'sec” » B EZH AT S H B EER -
4.2‘ 7% 88 ) MRI

AEBHRPTHERT S E Wistar BER(BEHH T v > &
Y B EFAE 250~300 A E AL o KR 3%E R AR
(isoflurane) 4% & 4% ik 8% - 4 % # £ A # Pk N — R PE-50
WA, P 1% 45 6 A o- & 8 48 (a-chloralose) it B & (70 £
FINFBRE) BRBEG)RBE  UBRNRKZLH
HAREE o udmEEaffIF B E S (incisor fixer) R B &
SR B TUBRE L S -

UEHEAEEHBEBE Z2AGOHMEH N 0~5.9 G/em )
&4 Bruker Biospec BMT 47/40 4.7 T %4 % R BB Z 1% o B4 —
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101 &£ 5 A 28 BEIE&BRE

B20 A eh i B A RFHSE L LBANFKE 822
THERBDEBMAENRSE BEFEFEAKFERRE - T,
MEORG BBEDE AT (A ®-0.8 mm) R ik & A2 2
L L E - B 13 B E XA % ® EES (TR = 4000 ms,
TE = 80 ms, FOV =4 cm, SLTH =2 mm, NEX =2, B # &
B A 256 x 128 AAEA OB BERE 256 x 256)
PrEAF ey i) Tr-4 o) % (H AR ar ®-0.8 mm, -2.8
mm, 48mm7¥a -6.8mm)- 13 Bl &8+ EE4 kK

.iww%%m%% P EF o T4 A BR 8 b B R 4 B ey AR
e R RBRA -

HEeEERLIEELM T ARKRMERSF 120-E48 9w
¥R E A& ZHE(TR=215ms, TE=20ms, & f& & =22.5°
FOV =4 cm, SLTH =2 mm, NEX =1, B & RE®R % 256
X64 BABEANOZIBMERL 256 x 256) 0 L& — %
%“EF 13 sk R T FLAHREFTR BLE s
EHHMBNGNELEEET  TEABZTAEFSHEBERY

@ MR #Fi# #4 - £ 8 K H(parachymal) ¥ =T #2 £ 2] MR R
SRR 35 4 45% (% 14 B) -

o5

43 LEHHG 1 LKL EUABEY BN TR N EAITE

2 4 MRI % B
- BT HESLME MRIE S > RFA-EHA w4 Ew &
BRA e FHE4ALERARE) BAF 10 RO FH R
A5 N IOP 30 250/~ A8 &) 483 15 544 B4F 100-
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101 £ 5 B 28 BEEEIRE

FHWHENESGEES 20 REME - EHALHE
o QER/I>TRE)-

Tt EH DAL KB RBEE L LR

X A5 fn B 14 R B 89 B 3 BS o % B2 7% (regional cerebral blood

volume, rCBV)# F LB 3 - EHREFRFALE B & &K

B . pEss o TR AL wE 15 BT AWK ERELAR

M EEmA M RAEE L ERATES 1 ZRKK

BB b8 B AR R A R R 8 BT R AR

[ _ £ > R F 42 4t & 41k 69 ¥ b - # 30 b (contrast-to-noise,
CNR) ' Flef& it h E£HNHE LT RERAFTEFTAT

o F ARt 0 KRB ZBE TG LSRR E M

WA e R BERETHATAALAZRMET EH

Z o B m RN R RN ERAEARAZE AN

e HARAMBHMAEARFTZRMBALTTT - B LEF

@&ﬁ%’ﬁ$%%2ﬁ%ﬁﬁﬁW%%ﬂ“%ﬁ%&E
® xq55uw -

[B X ERA]

AW ASE 2 Filifo H4b B o)~ - B E TR

RIS > AAME XA T -

£ ()R IOBAABEA—FTHRI XA FTAEZIRKR
Mg E E ERAKRKY S BT EE

@
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101 £ 5 A 28 BEC&ERAE

F2QBAHALA-—FRIXTFTRARELZLOSARS
%ﬁu&@%mﬁé%ﬁaﬁﬁﬁﬁzﬁmamﬁ%ﬁ
Ak EBNFTETER

%2R 2B RBEAAEA TSI AZARZRK
K FEXTFHEAETEMB A fo & B4 E T F RS
(HRTEM) & K

F2RRBALEATHA - FRITAELRZIFTKEES
LM EEFHEASEMRTEM)EB L > £ ¥ £ 5 KK EM

‘_%%L%%%ZOS%%%%&%%%%EUV%%%T
R BB RFEAR)
FOBARBEALATR A AE RGOS RKAES XK
EER S MBS REMIKRBR G HRE
¥ 4B A5 HFMF R 2 2 AR A E MO T REE
(30 mg/10 ml k)% 0~100 # 8% &y 25 44 5 3%
% 4b)E B AE LB RR Y HRET 5 5 M HE A
FITC #o0 ZCIS & F B A4 4t B R &Y LR A
® S5 EARBAEAETHE SR RNGIER FITC 27K

# 2 Ew Hela mhn 12 JFgmiames B LRy > HLF
Geum/Beum K24 Z A B L E & LB E b E B ALK
2 H—tmf PRA E4 FITC 948 8 E > Ron/Boum R %
Bt TR EENBERAE

% 6 BXREA%E SE P Goun/Bsum # Roum/Bsum 18
o wE M R R R KR a0 Ml A%

% TBARBASATE I XA eBRAZTKEENE
%’&%Hmﬁu%*ﬁﬁﬁﬁ@wzdﬂﬁﬁmﬁ%

26’9‘. My

_\
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101 5E 5 A 28 B E%iaE

8B ARKBAERHER I A BB BRASTLEKKE
KEE 12 24 R 485 A ZR N maFHER
ZEOBARBEALATH T AUNKACPTH LKL E
RERZRE 1224 R 48 4 A28 a7 5 %2 4
X
% 10 BAKRBERAEAETR I X > U#F CPT 9% K
EERAEmpifemBBRAREKREES L HFMF s
R#ZBA CPT 9 KL EXRRBRREEMBLYE
® =
FZIETTERERELBABETERETIFX HETHEM*®ER(a)
4 32 A Bk~ (b) 23 (ESM) (28 mg/Kg, ip) ~ (¢) W4
ESM # & 3K 3K (& K 3K -ESM) (48 mg/Kg, ip) » #»(d)N &
ESM &4 & % # % (& % # % -ESM, device -ESM) (40 mg/Kg,
ip)i4 ¥ SWDs & & &
% 12 B RBEAFTATERST X > £ ALER
K ~ESM (0.5 ml, 28 mg/Kg, ip)~ 2 3k K -ESM (40 mg/Kg, ip)
‘ 2k % E-ESM (40 mg/Kg, ip)Z A&z 4% > N A HE A
SWDs # B £ £ 48+ 4 # i -
% B3 E e REAZATRTIX R AREKE
A ERABE AT (LH) R X (T ) Priash ey To-2
' HA%
% 14 BA%E 13 B RAKITERGEHEHEY B
MRID £ F(A)RESH ERE B 30 o2& reaie T-# &
» (B)Fa (C)R] - Al & & B8 F 3K 81 & B ¥ 3L &9 T 42
ﬂ’ﬁém@ﬁii%ﬂ+ B Ay R
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101 45 B 28 BEEEIRE
# 15 B & % IE 4t o Rl ik b R AE 3 69 MRI #1442 &
Tty FLERE Ao usBibgEmeRixF
a2 E BH+0.5 &B-0.50
(22 A4 HRRNA]
10 ZRREYFEEE 12 &Kk

14 & -F32 16 4% v
18 %% 20 # 4y
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7 ¥ £ ,j’z
A5 (R A

’/\\’B:-Z';& L-

8 '8g | 10148530 BEERRE
+ -~ F Bﬂ?i-ﬂ
1. —HELLTFREPFLEETHOFT XL OFEURT
A I

RB®—F -5k RGH - F2ARIRELAHBZ
— BB AFusrkRzaRte— 48 Attt
REOF—RY ERARRARBBERE —BR TR
Ena s 1-40 £ %/% 4 0.02-0.2 £ &£ F/& 5 ;

R#E—F Bk AGHREVRBETRNEN £ —
® i omems reE-ErmAsMENE-BRT
BE % 0.003-003 ELF/EFM  »A&

- HMHABRFLET  H—A»n10CZE 300CHEE
 ERE—BERARE ZBERRE RAERERKZ
B ALHI R EBEHB KR —ETFE -

-

2. WwF KRB Iz FE A PZLEEEKRZGUT S
BB PR E R

E-ﬁ.ri,zﬁﬂl‘#’  #F 1-10% (E2%)2— R4 MHHgH
#0.01-80%(EZ2%)Z ZEMBRILREER—BFR £t
R — AN eEhReER KBRS P

EZBFRYWANEDRELE AL ATRY > £ 4
# 200C 24 120°C T B ZU4E 4 2-12 /) 85

EF 4B At EN TERHLELTZRNAE,Y LR
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