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The present disclosure provides 2-(diethylamino)ethyl acetoxybenzoate hydrochloride, other high
penetration prodrugs of aspirin and other NSAID, and pharmaceutically acceptable salts thereof for use and
methods thereof in the prevention or treatment of cardiovascular diseases and conditions. Pharmaceutical
compositions, treatment kits and devices comprising 2-(diethylamino)ethyl acetoxybenzoate hydrochloride,
other high penetration prodrugs of aspirin and other NSAID, and pharmaceutically acceptable salts thereof,

as well as dosage forms, dosages, and methods of use thereof through topical administration are disclosed.
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The present disclosure provides 2-(diethylamino)ethyl acetoxybenzoate
hydrochloride, other high penetration prodrugs of aspirin and other NSAID, and
pharmaceutically acceptable salts thereof for use and methods thereof in the prevention
or treatment of cardiovascular diseases and conditions. Pharmaceutical compositions,
treatment kits and devices comprising 2-(diethylamino)ethyl acetoxybenzoate
hydrochloride, other high penetration prodrugs of aspirin and other NSAID, and
pharmaceutically acceptable salts thereof, as well as dosage forms, dosages, and

methods of use thereof through topical administration are disclosed.
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B LFk 2 A4 - g -4- RS E LI ER]-3- HERFE R L EE - (MEmgue-2-50) i
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EORHERES ~ 2-(Z &M R) L5k LG 575 B I T B T B = oy S DR B Y LA
HPP (B B TERTBO AR TR~ L& ~ DAIEZE - 0 508 » iR B AR »
JEGRAME Lol ~ TS LB TR ot ~ /Lo BRE) ~ Je KM Dt ~ L ABE R ~ EEIAR
&~ FESARRR AL LM E SRR EEY) Y R

[0038] — > AR — TR AN B AR T &R /LA ZE
0TIV ~ TREIIRERIRE ~ UL DBl ~ BRI Bl ~ oL SR ERE) ~ SRk
OB ~ DARESE ~ EBIAREE - R EIRRIEAIEAML OIS BRIRRY 74 - e
TR FEfE (AT UL EE A/ S M NSAID #y HPP B¢ HPC -

[0039] — i - AEHIRHE e - AT IEE S A NSAID
Y HPP » (il 2-( . LA EL) L4 2- AR s AR H Rl e 2-(C O E B L5 O

B S8 A2 H BRI R L B -

[0040] —HH AR AEER RS BfE TS e
Pyl PTETUCEE BN NSAID §Y HPP > g 2-(Z L8Ry 25 2- s A7
B B AL/ ST S U B AR R = 2P B M AT AR 2-(Z LE R R OB LR S B R
BLPEEARLES -

[0041] — > AT AR R S — 2 R R P UT

2 B NSAID Y HPP (40 2-(— 2Bk M AL 45k 2- Zlg R 7R R PR 2-(—
LENHE) LB LR AR IR R - A BROMERA -
[0042] — > AHEHEE  ZEEREAREA LIMLERR
R ERYAZ e B TRt —E A K ERIFT AT UCEE A NSAID &y HPP > 40 2-
(L) L8 2- L AR IR IEE 2-( LR R L& L AR TS
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W 2-( LHERE R LB 2- LB R AR RIS R 2-(C LA A LB L R AR H
FEBEER LS - Rl 2l B — 8 EN L - FERERET 1 mg £47 1000
mg > FHlEER 3 mg £ 200 mg -

[0044) — i HE - AFEHEEAN FEVECA R BT O M E R E
PREHY PR UC EE ECH A NSAID #Y HPP - {9130 2-(— L FRE ) L5k 2- R REA
HEERS » B0 2-(C O EEE) LA LB R E SR LB RA S - Horh HPP #8045
SR E o PR B —(EEE AR T - AERERE 1 mg ££J 1000
mg > FHlEER 3 mg £ 200 mg -

[0045] S EHRREEE T - ASFTRIRHETERUCEE B H At NSAID HY
HPP - (i3 2-(— 2B R B £ B 2- LB R E R IR IR EC 2-(C LB R D B Z
SEL LRI - CREAN R ZE L TEN BOEHF L M FR BRIERN
SEYIRYFAR - iR HPP #4523 7258 FonlE sl E— (s ZE AL -
& RERE 1 mg £47 1000 mg > F55I72HK 3 mg £ 200 mg

[0046] FE—SEEET - AEPRERNEVEOEEER OIME
PR EGRIEN i E I EL - R BB S HTICE ST NSAID §Y HPP > {540
(LB A 2- LB R R IR R 2-(C L EM A LB LR R AR H
FREARLE - AN EENGEE T 26 % » Fiil e el B —EEEEE i - HER
K& 1 mg 247 1000 mg - FFhllEEZ 3 mg 2 200 mg -

[0047] S EEREAE T - AR IR AN TN EOEEEA L
M R EURERN A E AR RS ZaR A% B IS A P T2 s H A
NSAID {9y HPP §y2H-&4) > (0 2-(— 2B RS 24 2- S AR R 2-(—
LR LR LR E AR AR EERL R - Ho HPP DURFR sEEE b R R iy
BRAVIEEIFAE - Hor - JEZ 2% - HPP /e ii4a 88 7 250 - Rl e s2al ey

—{EECEARERL - FE /XL 1 mg £47 1000 mg > FHZER 3 mg £ 200
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[0048] TR T - AR ST ECEE 2 E Y T
% BEE 2SS R IR AL Hr UL EE s A NSAID #Y HPP » 40 2-(— ZA&:H
B LE: 2- AR BN LR 2-(C LA A LA AR S A A H L P RR iR
Rl el A H— RS E E i F 8 R REY S ug/em’ £4Y 3 mg/em® Y55
FrHERK S pglem? £ 3 mg/em® JZE - HR—K ~ BRWK ~ BR=HEKR
PR -

[0049] TR T - AR AN M BOERE Z e /I
HTUCEE BCEA NSAID Hy HPP » 40 2-(Z 28R ) 25 2- AR s AR LTS -
B 2-(ZOE MR LB LR S AR HELBRERRLED - o HPP i FilsnsE T2l
o Pl s\ B — S EEL - FHERERE S ng/em’® £4Y 3 mg/em® 7
B FAHEER S pg/em? £ 3 mg/en’ I > R—K ~ BERWK - BR=TEK
BARIER -

[0050] B EREReER T - S R B TR /4T S cm? 2 15000
cm? > FFRIE 25 cm? £ 500

[0051] TR T - AR HTICE i NSAID #Y
HPP > {50 2-(Z LE RS £ 2- LB SE HRHBR B RN 2-(Z L&) L5 LB
AR BESER R A L R E ) TR AR - P gEY) ey HPP (S Elaa8E T2
e 0 RSB — s SAEE L - EHIHERERE 5 nglem® £47 3
mg/em’® > FERIERER S pg/em? £ 3 mg/em? »

[0052] TR T AFHIEH AR A ECeR 2 E
AIELE - ELFERTHTICEE S NSAID FY HPP » (40 2-(— L BERr BN £ B 2- 2l
SEAHBEERE 2-(C LB ) OB AR S AR EETRER LR » FN B Ela g T
2 E o Rl B — s AL > EHIHE/RERE Spg/em® £47 3
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mg/cm® - FFHIEEFR S pglem’ £ 3 mg/em? ©

[0053] fE— S F i Re A T - AR IR AR AV BOERZHE
HER 24 BE—TEAGY) » A HrUCEE s NSAID &y HPP - {41 2-(—
LEER R LB 2- AFREEAR B 2-(C LA R LB LR EAF H RS
LR - Ry L& MEE Sy - HPP LUFBERECEEEE B a2V = At - Hep - 1
&4 HPP g mEla g T 2ed# Rl zal a iy —(E e L - ZEHY
FIE BERE 5 nglem® £4Y 3 mg/em?® » FHEEX S pg/em’ £ 3 mg/em? -

[0054) FE—EL AR T - A IR At —AEEAY » Er e T e s
ftt. NSAID HY HPP - {5140 2-(_ LA A £ 4 2- LBE AR HEEHREL 2-(_ L5
HE) LA LR ECR I TEEARE D - (22 B YRR K%Y 3 mg/mL ££Y 200
mg/mL - £75l/E& 10mg/mL % 100 mg/mL - 24 3 mg/g 47 200 mg/g > FFHLE 10
mg/g % 100 mg/g

[0055] FE—EL et T - AR — A E - st el A TR it
BArFELY 0.1 mg 24 30 mg> RKrhlE 0.1 mg % 30 mg HYPATHTULEE B HAT NSAID
Y HPP » {550 2-(— ZHERG AR £ B 2- LR S B R Bl el 2-(_ LA B LB 2
P 8 A2 HH A PR I B -

[0056] FE—EL AR T - AR At —TEIE R - AE S E R B AL A
=% 0.1 mg ££7 30 mg > FFHIE 0.1 mg £ 30 mg FYFTULEE ST NSAID By
HPP - {5140 2-( LA B) £ 2- Al R AR R B BiR k. 2-(_ LA B L B OB
AR H R PRI -

[0057] — HTH > AFE0E 5 R PFTHTUCEE B At NSAID #9 HPP {540
(L LEMEE) L F 2- AR EER IR B 2-(C AR A LR LR A AR H
FREAREEE & R BB SR HIAE BE T L MAE IR BB R B YA SN2 2 1
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[0091] AR E T 35 A E R AT losE" ELE J(comprising
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includes F1 include)=X " &7 | (containing > A1 containing FY{EEZZ > 40 contains
1 contain) & B MEHYEBAIEAY - FHEFREAING ~ RIIBHYTTREITEDE -
[0092] FERE A SR AR BT S P O A PR S A E R E AR BT
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EAEPRYIIE H T EVE —(8 ] AR EE A - BCE ARSI T B YR {EECE 2 F AV
faTaHEET AT AR - 140 - A0SREERY) ~ 4BE ~ By ~ AF1(uxtaposition)B4H
B R B & (ECERE)4H T A B CRI/E. D RIZHGY) T LAEIEE A B
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[0095] FEEEHEEF - flash " 49 (about)E¢ ' K&Y ) (approximately)
AN — (A EAER A EA RS - RN EE T UE sy )7 A 72
S EITAAERYE(L - — 5 - flosd T 49, BT REY ) B B A EE EE EY
10% LA FERIIE 9% AN » FrAlE 8% LA » FERIE TR LA - FFhlE 6%LLA »
FFAE S%LAA » F5RlE 4% LA » F7RE 3% AN » FrhliE 2% AN - FFHlE 1%
AN » FFATE 0.5%LAA -

[0096] YOASCRTA » flosg " BT (treat - treating B, treatment) ELHE 4%
fige ~ Rk ECRES 2 aE 1Y 2 /D —REEAR BB BB TR M R R A R AR B Y AR A
FEITIE o B0 - BT O] DU S PR B — TR B R AR AT IR B AR BRI - Bl o
JE ~ DA ZEREC LB TR - fEASEIARY &N - ilesd " a% ) &%k -
FEFE R (B » AR AVER R ZRER < RIS B M/ B0 D R 2 e B LAY s ©

[0097] FE— S F RS T - WA - flosh " BI&E ) B (FEea
EERBIBVEY BGEMR I E - RS 2 5 — (A B A & ALY
EEYEOEME T HIEE -

[0098] FE— SN - AUASCFTH - flose T B S FEE RIS
SRR o BIRIRVEGIEFER B - BRI R - BRI - RASR - AU -
BHE| - WER ~ 12F - WAK - ERLRAE -

[0099] AR T - iTRE T BEAIKIE ) BT BIEE A B
ACE RiR AR E B BRI ERVAH S YECHAR T AVEIR - AT EER4E EEaT R A ()
FEFEE R PRIA R AR ~ FUBE SRR  SERER] ~ JER - $UEH] - Wi - B
Rl ~ #25) ¥ (shake lotion) ~ [EI#SH] ~ JB&RA] ~ M= 2 ~ BIR] - 28R ~ RS -
T~ AR IEERIAARE o T BEAKIE ) B T EIE AL TR iR
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FERSR » DA 78 AR ATt FH IEE AR B A B 2 A RIS R A YRR © B0 - BT ST
LUE > —iERZ % > —IR(EIAEME TR A TP E —20) » TR —R > —EREEATAS
R SRR/ INECE R A NERE > B— B — St ALE - UM ENERE > §
ORRT-~ AJ T~ TSRS TR SRRLECERG R E > A DIEGEE AL E R AR -
SERETR] ~ DEH ~ WOEH] ~ W ~ BUR - #E =) FLIR (shake lotion) A1 e B IR HY
SR —BEF B AR B B > 12~ 13 3 1A BIE) R EAVAEEY) - FEBER

SREERE T ] DU — e (E B A E - B4 v ERsR R A B S s 8y
EHYERH -

[0100] st " HEE2 TR Ry AT E 2 R L SRR R S K e
BN - G B2 S E AR T 2 T AR S ~ R B S A oAt R O 3%
ERY - A/ BIEttrba®) « 70k - dEEPmn/ =il -

[0101] flrst " YR EY) AEA P E R s e A 2/ v —TBRrs 5
Tzl & U BGOSR ~ F e e B2 sl S iR E RIF BUR ERY B RHY
VIEECREYIEGEIR -

[0102] YIASIFRTR » flasE T HoAM NSAID | 2RI HrTCE > S
fa] NSAID > F55l/2/Ki5l - s/l ~ ZEE s/l - B/KEREREA LEREEK
Yl -

[0103] iyt " SEE2 ERIRE 2 HVER ) EAE AR IH(E e R VALLEEE - Hon]
LlZz e thdage T 2ai - ARASEEE F a2 HUBIHYERAL - 552 7 Berge et al., J.
Pharm. Sci., 1977, 66, 1-19 » HiFE5 [FHH AL -

[0104] JEETRAR - TR ] LI R DL B ) & B2 (W B A TR &

AN/ BB RUBETGEEEFR—R > q.d) BT KGEERZ R — 0 HIdl
KA > b.id.) e
[0105] WASCFTH - fiosE " K R A& o ey —(# 5 8 H 23—

526 H > £ 91 HEEWRRAE)
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24 /NRFHYRFFETES ©

[0106] flesg ' B L BT 2EE ) BAEEEREY)  BREEREY) - &
EHESIEEHALEY) > PO S~ A B FE G LU B N R
REASERNIEASY) - fE— LR T > & FIER - ARRES
BCHTRE A FAERIAIIA - BB PR ~ ORI/ MBI -

[0107] S E RS - sk | AR AREE | IS DUE KR ~ Bl

R BRIRIARAEEE | fiinh | B HAREE | Bf5 LUE SYRIE ~ BT RIEsRIAIES

&% 5 loeE T ARG EE ) BRI LUA KRR - BRI E BRI ARG EE - BE
BZeAE T WA GEEE | FERENEEN/EZAEE T ERAREE | - HEEN/E
NEnE | ARHEEEE | FENHEBEN/ECZAETET T ARG -

[0108] FE—EF RN T » s (CZal gl " 3L ) BRIy
NAGas B ARSI AT R EAN/EGAG T - B4 - L0 ~ B~ Bl ~ B8 - S gl - F
B BB/ EGEEE - ABAERRE - REAE IR  MORAEERE] - 2B48% 3 R A0/20
AP F - Rl 2R ~ Lo ~ Bl ~ HoAth @S B A1/ s M aH SR S AV IR B ] ~ 1M
B R A/ BERERE R A TR LA/ A LM E BRI -

[0109] fE—EFfmReE T - IR - il T S8 T 2B R ER AL
BEBGHESR ¢ N EN/EERERE RBFT " E 0 HESEETRIALE R
/E(b) BRI/ B B RS Ze 1 F AR ALl R Fral " &AL, AVER{SAVLE -

[0110] B - FrakEb iz o] LU B ~ A B B E0A ATEE AR - L
gt ~ BAD/ B 28 B S A BRI R AT K2 RS - BE R st o, ~ DL ZE A
BCHEA MM PRIR - 4G EE T 0L °] LUR4A BE £ 1 A/ s B Ae R E M 4T - el
TAEL) 1om 247 20 cm > FFHIEEY 5 cm 247 15 cm > FEREEEE FE AR ~ /o
A/ H A Es EZHLY Tom ~ &y 2cm ~ 3 cm ~ &J4em ~ & 5cm ~ &) 6cm ~ &
7em > Z98cm -~ 4J9cm -~ 2 10cm~ &y 11cm~ 2 12cm ~ & 13¢cm ~ &Y 14cm »

527 H > £ 91 HEWRRASE)
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&7 15 cm BYEERE > F1/504Y 1 cm 247 100 cm > FplELY 5 cm 24 50 cm BYIRIR
Rl B8E B EEEANS ~ O ~ FiAl/ 2 B SRS /=4 Sem ~ € 10cm »
ZJ15em~8J20em ~ 4925 ecm ~ 430 ecm ~ &35 ecm ~ 440 cm >~ 445 cm ~ &Y
50 cm HYEEHE o

QUIRD B REReR T - fiosh T REAT ) Bk SEAT ) e AEREET A
L > BIRECRHE ~ Coff ~ BAD/ B EAT 28 EFHYTL0EY 1em £47 100 om > FFHEELY
10cm 2450 cm » FFHlE#EEHL) 10cm ~ 8 15ecm ~ 2920 cm ~ 2930 cm ~ 2y 35
cm ~ 4940 cm ~ 4945 cm ~ 49 50 cm BYEEEE o

[0112] FE—EERERsER T - fi05E IR L AR EMER - B0 -
3%~ BT LR~ NI~ SREE  WERGE e ~ B SS ~ LE0R ~ BREDR/ETE
P ~ JKHE ~ 57 ~ R SRR - FEA/ERRAT T ~ EERAILATE ] - SRah R EE
BRITER ~ R ~ BEE ~ ERRERR T - Ryt > SEIR o] B S B R A
R ~ PR (e ~ 5RO ~ SR~ TEOR/ERRIT ST - EERERSS R R L
HIE ZE A/ S AL I E PRI

[0113] SRR R B RE Y — SR Rea T - Py Hr UCE sl oAt
NSAID #y HPP » {540 2-( LB M BL) L8 2- Al AR RIS - 50 2-(C L&
B LE AR FAFF RS LI EY 1 mg 24 1000 mg > FihliE4y 3 mg
£49210mg - THZEZ 35 mg £4J 140 mg HYELEEE > G R—K ~ W ~ =K
PUZR > Hpall - R RS - R -

[0114]) g0 » s AL 3.5mg ~ 7mg ~ 10.5mg ~ 14mg ~ 17.5mg ~
21 mg ~ 245 mg ~ 28 mg ~ 31.5 mg ~ 35 mg ~ 385 mg ~ 42 mg ~ 45.5 mg ~ 49 mg ~
52.5mg ~ 56 mg ~ 59.5mg ~ 63 mg ~ 66.5mg ~ 70mg ~ 73.5mg ~ 77 mg ~ 80.5 mg -
84 mg ~ 87.5mg ~ 91 mg ~ 945 mg ~ 98 mg ~ 101.5 mg ~ 105 mg ~ 108.5 mg ~ 112
mg ~ 115.5mg ~ 119mg ~ 122.5mg ~ 126 mg ~ 129.5mg ~ 133 mg ~ 136.5mg ~ 140

528 H - 491 HESEWRRAE)
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mg ~ 143.5mg ~ 147 mg ~ 150.5mg ~ 154 mg ~ 157.5mg ~ 161 mg ~ 164.5mg ~ 168
mg ~ 171.5mg ~ 175mg ~ 178.5mg ~ 182 mg ~ 185.5mg ~ 189 mg ~ 192.5mg ~ 196
mg ~ 199.5 mg ~ 203 mg ~ 206.5 mg 1 210 mg AYE 458 » HFRA—WER K » £
AT EIHY B Ry — Lo E i Re e o - Pl UEE s i NSAID #y HPP - fifa0 2-
(OB R) L4 2- AFRE AR RS - 20 2-(C LA E) OB LR AR Hl
FEERILER - LIGREY S pg/oem® £4Y 15 mg/em® [758 » FFAI/Z4Y 10 pg/em® £4Y 7
mg/cm?® f7[E » 49 30 pg/cm? £4Y 2 mg/cm? F[E ¢ 49 50 pg/cm? £47 1.5 mg/cm? |7
B > 4970 pg/em® 247 1 mg/em?® f7 & - HIFEEEL] 100 pg/em® £47 700 pg/ecm? f7
& AR EEEELY 150 pg/em® ££ 500 pg/em” 7 EHYE4AEE -

[0115) @0 - B LALAEER] 17.5 pg/em? ~ 35 pg/em? ~ 70 pg/em?® ~ 140

)

ug/cm? ~ 280 pug/em? ~ 560 pg/cm? ~ 700 ug/cm? ~ 1 mg/cm? ~ 2 mg/cm? ~ 3.5 mg/cm?
5 7 mg/cm® 7 EHVE4AEE -

[0116] eI B E AR — S E et b 2l E SR E)
Y) - A AR BNV E AR A — L E e Re e b - ~2al S ALY - LSRR E]
N E RN — S E i T - 2B SR REARY) - (E AR FIHE fReEEnY

EEAREE T S E A o AL AR FIE TR aY — e E e iE T 25

BIEAREN - LRI E RN — e E iR+ > 250 & FoREA
R ARG/ NS 16 5, - AE AR FINVE IR Ry — S E et - 2l &
RN < IESeRREIVE MRS — SRR T - R ARV AR RN EE N
16 3% °

[0117] SRR FIY E R R — i Re R T - 232 - /=
YR B - AR EH B Wi BAERN a8 E - fEoriiREInY E iR
Ry —EEEA T - ZEEE o M/EEEYE RN EA - AR S A TR
BAERNZEE - FRlERA - AR EA 2 g BA LIME IR EURE -
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g2 o feATTR RN E TERE Y — ST RGeS o » HPP (B AE8E 5 A FORH] ~ e
FIMEFE ] o B — AR S AR R BB SR ER 45 28 - AL e RiR 2Ry B HERs Ry — o
Rtk - HPP iBIEETI EE A 2E - (Lt mifR 20y B fE sy — B feRetk o
HPP 40 FE R =) B & ~ LAEZER/ B0 L M E BRI 2 sl & R T4a 2E - 11
SeRTTR BN B MRS Ry — S EERE G T > HPP (AR S El 45 8% - AL AHE Ry
HHEREE R — S E AR T - HPP R = A TP R ~ LA ZER/ B0 L E
TRIRHY S E Bl aagE -

[0123] SRR RRY B RS H — L RGP UCEE B A
NSAID #y HPP fl40 2-(— L &R A L8 2- AR SR AR LR sl 2-(— AR
LFEEORREAFH AR - e a2 ([ B A K E YRR A S Bl 4G
g2 - {ESe AR RI E ERAERT — SRR T - BIRLEE 2R R AR ~ FLEH -
RE > BERRE ~ SRR - SR - IR~ BB ~ & 2 ¥R (shake lotion) ~ EIFSH] -
VR ~ U]~ EIRR]  ZESRRR ~ CREH R PR - IR AR T —
faEsl Zofd - H AR A RS — (s S (E AR &£ -

[0124] e EHREIR E R AR — S E i Ret - A AR IR E G
g - AL R E AR — S E R T > BIAUE AR A T E LR
/B E PRIRHY 2 S YR B - AL e mR 20y B h Rk A — L haRs i
PP R 2 I FE ) - F (W B AU P & B 2 DB FE I T By — T « AL e R 2RI B HERE
BREY— S EEREE T - B R 20 R AR S BRI & R 25 7 AR Y — MR - 42
SERTTR IR B MRSy — S EEREA T B R EISE 28 - AL e FE BRI B HERG
BREY— S H AR T - BIRLERBYEA TR LAEZEN/ B0 M E PRIRHY 255
EHYREE] - AL AHR FINY B HERE B — B HERE A T  BAL R 2 ORI > B
(AT 8 R 25 IR R Y — 07

[0125] AT RIRY E RS R A — L E AR T - KR ST UL ER

F31H - 491 HEWRRAE)
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BCH AN NSAID By HPP 40 2-(Z LFk R By L5 2- A AR HBERE L 2-(24
B i) Lk AR R AR H R R ARV eV B ER4E 3 T 25 E - A SeATiE !
I EHEREEH — B R T - B S VRV EE BEGHE T2 & i
A EYIE S 2-(C LAMA) LA LS AFR H AR -

[0126] SRR RRY B RS H — L RGP UCEE B A
NSAID HJ HPP> 501 2-(— LA AR 28 2- AR S AR B B 2-(— LR A
LR AR IR USSR E R IIIE 2K fE ER4G 5% - AL oA 2l
HYEHERS R — S E R T eV /E R - AL R R B iR A — 8
figstk T - sHEVHERRER - Ao BIR E R Ry — LRG> 4 a9
ENEEER - AL SR FIR B R — LB ERE R T - s W) AL iUE
R - AL RV E R —EE S T EVIElFKER - fEJeAliEE!

HYEHERE R — B HERs R T Ve WER/KER - 2SR 2RV E TR AT
—EFRR G T - S BV H B lUKIAIR - AL AR EIHY E s e — 8.
HgstR P - FTAH &) Ry B S/ KRBRRY AR > HrP Rl Ry st 5 B S ~ JFF - N
%~ BARE - BT RE - R =8 TE - IEKES - 2K ~ JEMEAEE ~ SUKHES -
HiES ~ ARV E S ~ ARV A HEEAD 3- T Bz they 2 /D —Ff  WiEEE %
Tl - fESeRTR BNV E RS Ry — S E R Re R T - dHe Ve e &K R /E R
NEZHVER °

[0127] AT R E RS R A — S E R RE T - dHEYIE LK
R - AECAR R E M RAR A — EEH R T > (HEVIE 0% 2 T5%(vIV) LB
TKIER - AL SRR 2R E G Ry — B
25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70%3K 75%(v/v) &
KR - AL AR B EHERE R B — L HHERE R T - SHE PR 15%(vIv) ZBEF/KE
e

4

E

LJ _EP.

4

l\?

Pl

W}

FHREEE T - AH ST 10% ~ 15% ~20% ~

F32H - 91 HEWRRAE)

112101788 FEHESE A0202 1123124359-0



202339711

[0128]  {ESCATHRRIN B HEACHED — S B HEARE S - 4B TR
B NSAID Fy HPP 40 2-(— Z B0 2.5 2-Z B e sk, 2-(—
2N 2 R TR A I B34 5 me/mL %49 500 mg/mL -
FERIE 5 me/mL % 500 me/mL - {ESEATHEEINTEHEAERENT— S BT ARG+ 4
£ HPP A 5% 30 mg/mL %47 150 mg/mL > 45 FIE 30 mg/mL % 150
me/mL - (AT B AR — LR AR » 4LV HPP HUIRRE B4
50 mg/mL %47 100 mg/mL » F B 50 mg/mL % 100 mg/mL - {E4ATIREINIE
FEAERERT— B EFFAEEE T 4 49 HPP B 5547 60 me/mL %47 90 me/mL
F5RIE 60 mg/mL % 90 me/mlL - {ESEATHEEIHT B HEAE RS — L B REABRES -
245 HPP HTJIARE B34 75 me/mL 547 85 me/mL £ 75 mg/mL % 85 mg/mL+
(SRR T B AR — B B HEAE 6 2 4 &%) HPP TR 5547 79 mg/mL
FERI 79 mg/mL -

[0120]  fESeRiiRsly ErHaR ke — e B REcE - B (R A
YIHTEERE R4 0.01 mL %49 1 mL » FAIE 0.01 mL % 1 mL « {£5eATHREINTEN
BEREHT— S BT FEAREE T » BLOORIR AL AR IUR4T 0.03 mL 47 03 mL -
KSR 0.03 mL % 0.3 mL « {ESeATHREINT B iR EEHT— LB AR LR » S
B4 S HRERUR4T 0.05 mL £47 0.2 mL > 5 RIE 0.05 mL % 0.2 mL - /1%
AR B B AR — S B EAE L + S P YT RE R 54T 0.05 mL 5
%7015 mL » F5 B 0.05 mL % 0.15 mL « {54 AT B HIAE e — Lo B HiAE
Btk » BLGrMR AR L YTRERUR4T 0.1 mL » HEFIR 0.1 mL -

[0130]  {EEATHRRIN  HEAHE — S B AR » (TR IC B B A
NSAID #y HPP 541 2-( 2 FE RS £ 8L 2- A S AR H AR B 2-(Z LB R)
2 E AR TR - DS B CrMIRAY 0.1 mg 54920 mg » FERIE 0.1

mg % 20 mg AIEAAEE © ALACATIREINTE HEAR KRNy — L BT HEAR T  HPP DI EE
5533 5 » ££ 91 H(ZEHHHD

EE
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IR E4Y 1 mg £47 18 mg ~ FhlE 1 mg £ 18 mg FVE4AEE - {LeHife I E
BERERY L EFHEAREE T - HPP LUS SR (84 3 mg 247 16 mg ~ 4571 3 mg %
16 mg HYRAATE - (SR ATHEEIN B URRFERT— LB N RERE D - HPP LIS B Arfl &
%5 mg F4 15 mg ~ FAIE 5 mg % 15 mg HIELEEE - (E e TR EIIVE FEARRENY
—ESETAERE S + HPP DUSEArRIEL] 6 mg 547 12mg ~ ¥ A 6 mg % 12 mg
T RATE AL SRR B AR — BB U BE P - HPP DUAFRE A I8 4T 7 mg

£4y 10 mg ~ FrAlE 7 mg £ 10 mg BYELEE © (HupiE 2RV E R — 58

WisEREP » HPP LUSHIrAIB4T 7.5 mg £479 mg - FHIRE 7.5 mg 2 9 mg K

[0131] e HHREIR E R AR — S E AR T > —(E = (E A
BIE LE TR EFEGEE T2 > P —FEHEURELES 1 (FREAH
B2 (HEUNE 3 EHEAKE - 4 HECKE S (HEUFE - 6 (HEUEE
7 HEAKIE - 8 (FEAE - 9 MEAKIE - 10 HEAKIE - 11 {FHELFE
12 (HEEUHE - 13 (HEURE - 14 (HECHE - 15 (EECHE - 16 (HEH
& 17 (HEAKIE - 18 (HEE A KIE ~ 19 [HEHE - 20 (HEIEE - 21 (HEAr
FilE - 22 (EEATKIE - 23 (FEEAKIE ~ 24 (MBI E - 25 (#HEEIE - 26 (HE
firfIE - 27 (HEEAKIE - 28 (HEEfU M E ~ 29 M AE - 30 (#EHEAKIE - 31 (F
BEArKIE - 32 (WEAKIE - 33 (HEKIE - 34 (HEIHE - 35 [HEUHE - 36
{EEEATEE ~ 37 (HEEALEE - 38 (HESAr KR - 39 (HEEArKIE - 40 {HEE K E -
41 {HEEATKIE - 42 (FEUHE - 43 (FEIHE - 44 [MEUEE - 45 ([#EAH
£ ~ 46 (HEAE ~ 47 [MEUHE - 48 [MEUHE - 49 ([HEIHEFR S0 (&§E
(rFI & - AL AR B EHERE Y — e E AR - 5-30 (M B (I A & DABE ORI &
a5 E - e AR RIRY B RE R Ay — S EHERs R > 10-20 (i B A
EETHIE /G T 26\ E ALl R RV E R — S E AR - 10

534 H > 491 HEWRRASE)
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{HEE U EUE R EEE AR T ZalE - AR Ry B sk —
REtET > 15 (FEEARE DB RREFBEG T 250 - LRV EHEREES
H—SERERE T - 20 (BB KIE IEXEE HEGHE T2 & - (LoafeEl
W EHREEH— S E HEReEc T - 25 (WEEATKIE LI E /G T2a5E -
FESERTR BN B RS R — SRR T - 30 (MBI A& DL A E F a2
TAZEAHE

[0132] e HHR EIH E R AR — S E AR T > P R B B A
NSAID #J HPP- 401 2-(Z Z &R 2 L5k 2- LR S8 F A T 2 2-(Z L5 5D
LR AR IEEARL S - AR SIE R ATELY 0.1 mg 4y 20 mg > Ryl
=E"E 0.1 mg £ 20 mg HY HPP HYREFERI4A 5 - LA FIHVE TR Ry —LE

FifEREd - HPP B BAESIE M AIELY 0.5 mg £4Y 18 mg » HHEEE 0.5 mg &

)
T

_Pl‘

El

sy

W}

W}

18 mg ; FIELY 1 mg £47 16 mg » FFHlEEE | mg £ 16 mg ; FHIEL) 2 mg £4Y
14 mg - FHl/2E"E 2 mg £ 14 mg ; §IELY 3 mg £ 12 mg - FrHl/Z2EE 3 mg
£ 12mg ; GEL 4 mg £4Y 10mg - FFH/ZEE 4 mg £ 10mg ; FEL Smg £
&9 mg > FrhZE"E 5 mg £ 9 mg ; FEL 7 mg £4Y 8 mg > FrHZEE 7 mg
F 8 mg FEFHERI4EE
[0133] LSRR RV E Fs ey — S B AR o - IR SE R - 41
FeATRFINVE s — L Re T - BIEAVAH S YIRS TE £4Y 0.01 mL £4Y 1
mL > £5RE 0.01 mL £ 1 mL - LSRR EINEREGEN —SFiEET - &8
HYAH & Y)8ETE %Y 0.03 mL 247 0.3 mL » 5552 0.03 mL % 0.3 mL - {E/cAi#z
FIVE MR — L E R - BEAVAEEYIRETE %Y 0.05 mL £47 0.2 mL
FrrliE 0.05 mL 2 0.2 mL - SRR RV E R — L EnRetE + - B8
HEVIEEE % 0.07 mL £470.15 mL » 7517 0.07 mL 2 0.15 mL - fE5ERTHE
FIESEN — L EEREGE T - SENAESYERBE KL 0.1 mL - FFHlZE 0.1

F35H > 91 HEWRRAE)
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mL -

[0134] EAeRR I E SN — S E et - EEEY)RE

£ 0.1 mg % 50 mg [A[EFUCEEEH {th NSAID &9 HPP JFeifeiin > i - 40 2-(—
B EL) OB 2- L R AR IR B S 2-(— OB B L B A A E R IR B R B -
TEe IR EIHVE AR — L AR b - BERYEEY)58E H&Y 1| mg £47 20
mg > FFH1E 1 mg £ 20 mg - HHFESE 3 mg £ 10 mg > fI41 5 mg £ 8 mg > 2 6
mg % 7 mg [T UL EE B HA NSAID /Y HPP el - B0 2-(— LB R B £ 4 2-
LR AN 2-(C OB R OB LB F A H AR R RS -

[0135] FESeATIR B E AR ARy — S E AR > [T HT UCEE s At
NSAID #y HPP 5401 2-(— 2 Bsfir B) £ 2- B AR I RLBE B 2-(Z L& HE RS
LECRREREAHRASHIE - BB HEIELY 0.05 mg 24720 mg » FHIEE
% 0.05 mg % 20 mg #Y HPP HYRERIXEEE - (LA EI E e n— L Ehinfs
fErh > FE[HTUCE L NSAID (5 HPP » {040 2-( /. ELfEL) /. 5L 2- /B E
HEEREC 2-(— LB R L A L B AR L BRE R S - A RE S B%4Y 0.1 mg
£4J 10 mg » FrAlE5HE 0.1 mg £ 10 mg ; &Y 0.2 mg £4Y 7 mg > FhlEE
H0.2mg £ Tmg; LHEZEEL 02 mg 247 1 mg > FFHlIEEH 02 mg £ 1 mg
iy HPP AR 4R 2

[0136] T RTTR IR E SRRy — e B R o T2 R A - 115
AR EIHY BRI — S fafe e & - M EaYnviRiEafdy 001 mL ££9 1
mL > FFHE 0.01 mL 2 1 mL « {5 FiifR RV E RSN — S EHiRe R - &%
(HEVIRIRETE %Y 0.02 mL £47 0.3 mL » 5172 0.02 mL % 0.3 mL © fE5CHTHE
I E AR — RS T R S YIRVARTE %Y 0.03 mL £47 0.1 mL »
rlE 003 mL £ 0.1 mL -

[0137] SRR RRY B RS H — L RGP UCEE B A

536 H - 491 H(EHHHS)
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NSAID #Y HPP» i[9 2-( L ARG ) L5 2- AR R B R EE 2-( . LA AL)
LFOTRE AR IS - MR EMERG T 1 mg £4910 g FrhlE 1
mg % 10 g §y HPP HYAGHEIEEE « {1 e pR 2RV E Hrfe iRy — S Ehrfstx o - HPP
HBMEREREAEE T4 50 mg £4Y 1 g KrhliE 50 mg £ 1 g HAFKISEEE - ALl
TEFINEHRRER— S EHEReti T - HPP A EREAE 545 747 100 mg £4Y 500
mg > FFH1E 100 mg % 500 mg HYAGEIEEE - AL AR RN E e H— L E
REBE T - HPP AR B ISR 5945 T-49 200 mg £ 300 mg > HF5(E 200 mg £ 300
mg HYAEHI4EEE -

[0138] FESERITR ZIRY E RS R Y — e E e o I SRR - f5E
FERIHYE R — S E i Rs kT - FREHVEEYIRRIE A% 0.01 mL ££7 30
mL > FFHE 0.01 mL % 30 mL ° f£SepiREIHY E RS R — S E R
AEHYSH S PRETE F54Y 0.1 mL 249 10 mL > F5H1E 0.1 mL £ 10 mL « fE5eRiie sl
Y E SR — S HiRe T - AV S YIRETE BEY 0.2 mL £49 2mL - Fijhl
& 0.2mL £ 2mL - fESFHR IR EHAREH — S E R T - BlHVH YR
fER4 05 mL £47 1 mL > F55H1E 0.5 mL % 1 mL -

[0139] SRR B B RE Y — SR E i Re T - FALEIRYERY)55
E#EEH 1.0mg~1.1mg~12mg~13mg-14mg-15mg- 1.6mg-~ 1.7mg ~ 1.8
mg~19mg~2mg~2.1mg~22mg~23mg*24mg~2.5mg~2.6mg ~2.7mg ~
28mg~29mg~3mg-~4mg-5S5mg-6mg-7mg-8mg*9mg > 10mg * 11 mg -
12mg ~ 13mg ~ 14mg ~ 15mg ~ 16 mg ~ 17mg ~ 18 mg ~ 19 mg ~ 20 mg ~ 25 mg ~
30mg ~ 35mg ~ 40mg ~ 45mg ~ 50mg ~ 55mg ~ 60mg ~ 65mg ~ 70mg ~ 75 mg ~
80 mg ~ 85 mg >~ 90 mg ~ 95 mg ~ 100 mg ~ 110 mg ~ 120 mg ~ 130 mg ~ 140 mg ~
150 mg ~ 160 mg ~ 170 mg ~ 180 mg ~ 190 mg ~ 200 mg ~ 220 mg ~ 240 mg ~ 260 mg -
280 mg ~ 300 mg ~ 320 mg ~ 340 mg ~ 360 mg ~ 380 mg ~ 400 mg ~ 420 mg ~ 440 mg -

537 H > 491 HEWRRAE)
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460 mg ~ 480 mg ~ 500 mg ~ 550 mg ~ 600 mg ~ 650 mg ~ 700 mg ~ 750 mg ~ 800 mg ~
850mg ~900mg ~950mg ~1g~11g~12g~13g~14g~15g-~16g~17¢g~
1.8g~19g~2g~21g~22g~23g~24g~25¢g~26g~27g~28g~29g~
3g~31g~32g~33¢g~34¢g-~35¢g-~36g~37g~38g-~39g-~4g~41¢g-
42g~43g-~44g~-~45g-~46g-47g~48g-~49g~5g~51g~52g~53g~
54g~55g~56g~57g~582g~59g-6g-6.1g~62g~63g-~64g-~65¢g-
6.6g-67g-68g-~69g-~7¢g~71g~72g~73g~74g~75g~T76g~77g-
78g~79g-8g-81g~82g-~83g-84g-85g-86g~87g-~88g-~89g~
9¢-91g-92¢g-93¢g-94¢-95¢2-96g-97¢g-~98¢g~99¢g -~ K10 g[n[Hy
VCEE s HoAth NSAID By HPP s 140 2-(— LR A LA LR E R H TS -

[0140] e HHR EIH E R AR — S E AR T > P R B B A
NSAID #y HPP 5401 2-(— 2 Bsfir B) £ 2- B AR I RLBE B 2-(Z L& HE RS
LF FRF AR EIERARLER - FREGEEE— I WK~ =TI~ AREANK
BEg— =M -A N tEH-X-

[0141] SRR R B RE Y — SR Rea T - Py Hr UCE sl oAt

¥

[0142] SRR RRY B RS H — L RGP UCEE B A
NSAID HJ HPP> 501 2-(— LA AR 28 2- AR S AR B B 2-(— LR A
LE R AR ISR - B/ NFEE 4 £ 16 /NG EE—R » fL5ATiREl
HYEHERE R — LB RG> HPP B/ NRF B 8 2 12 /IR 85— fE5TAT

TRRIRVE M RSRA Y — LS E RS T > HPP B/ N EE: 2234425262789~
38 H > 91 HEIRRHE)

X

112101788 FEHESE A0202 1123124359-0



202339711

1011121314~ 15~16~ 17 ~ 18 ~ 19~ 20 ~ 21 ~ 22 5§ 23 /NEf4AEE— o
TESCRIIREIRY E RS — L EaRe 1 - HPP B/ NI ECE: 12 /NIF4AE5E—X -
[0143] LSRR BV E AR R Ry — S B R - PR DCEE B LA,
NSAID #y HPP 541 2-( 2 FE RS £ 8L 2- A S AR H AR B 2-(Z LB R)
LR REERH IR B/ NG —REFRGHE T HEE TREG
R o Bt Z BRI ERABRR - iIBRUAR 2 Z HIRRE - ARHE B/ NG —
TANEE 24 /N — 28] > B i Z TR ERI3EE > il » & 2 /N — - & 3

INF—ZR ~ 5 4 /NIF—X ~ B 5 /NIF—R > 5 6 /NBF— F 7 /NF—K ~ 5 8

%

JINBE— F 9 /|NIF— 10 7/NIF—2R 11 /NEE——K
13 /NEE— ~F 14 /NF—R ~ F 15 /NF—X ~ & 16 /NIF—2 ~ & 17 /N
— R~ 18 /NRF—I ~ B 19 /NF—2K ~ 5 20 /NIF— 2R ~ 55 21 /NIF— 2R~ 57 22
INIF—ZECEE 23 /NIF— 2R - AEFe AR BV E fiRE R 0y — L B ReEE T - AEHE

et Pl UCER B NSAID (Y HPP - (540 2-( - L AR A L4 2- LS A

1
-t-

HHRZEEEC 2-(Z AR LR L BE AR IR EERAE - & 2 /N4 8E— -
4 /NIELGEEE— ~ 5 6 /NIFAEEE—X - I 8 /NHH4REE— 12 /NI a58E—2K ~

B 18 /NEFREE— B 24 /NRFEEBE— X -

[0144] SRR I E R Ry — S B ERetk o - HPP a] DI 1 R
2R 3R AKR SR 6RET REGEE—

[0145] SRR FIN E FERS Ry — B HERE R - BEGEE 1| X2
A AL RV E AR R — RS T A GG SR B R S 4R 4
112 % 3650 X R EIVE AR — LB R+ - EEh4a Sk

HEHAEEE 112 2 1825 K - fEepliR PRV E SRy — S E ek - Bl
SEHEIEECIREERNAGEE 112 £ 1095 K - fL/e e RV E MR — L EHERE AL
o [T AS S EAE B AN AG EE 112 & 730 K - (LRI B E AT — L

539 H > £ 91 HEWRRAE)

112101788 FEHESE A0202 1123124359-0



202339711

EhfbixF o BElsGEE AR B4R EE 112 2 365 K - {L AR EIRY E MRS
B — L E R - B AAa B BRI AR EE 112 2 224 K -

[0146] TEAERHR BN E RN — LT E T - BiseEe D —
(EE 2 EE R IR EER > Pl 1-2-3-4-5-6-7-8-9~10~11-
12-13-14~15~16~17-1819~20~21+22-23-24-25+26~27~28 29 ~
30~31+32-33-34-35-36-37+-38-39-40-41-42+43 44454647 ~
48 ~49+50~51~52-53-54+55-56~57-58~59-60~61626364-65-
66~67-~68~69~70~71~72~73~74~75-76~77~78~79~80 818283~
84 -85-86-87-88-89-90-91-92-93-94-95-96-97 9899+ 100 -
101 ~ 102 ~ 103 ~ 104 ~ 105 ~ 106 ~ 107 ~ 108 ~ 109 ~ 110~ 111 ~ 112~ 113 ~ 114 ~
115~ 116 ~ 117 ~ 118 ~ 119~ 120 ~ 121 ~ 122~ 123 ~ 124 ~ 125 ~ 126 ~ 127 ~ 128 ~
129 ~ 130 ~ 131 ~ 132~ 133 ~ 134~ 135~ 136 ~ 137 ~ 138 ~ 139 ~ 140 ~ 141 ~ 142 ~
143 ~ 144 ~ 145 ~ 146 ~ 147 ~ 148 ~ 149 ~ 150 ~ 155 ~ 160 ~ 165 ~ 170 ~ 175 ~ 180
185 ~ 190 ~ 195 ~ 200 ~ 210 ~ 220 ~ 230 ~ 240 ~ 250 ~ 260 ~ 270 ~ 280 ~ 290 ~ 300 ~
320 ~ 340 ~ 360 ~ 380 ~ 400 ~ 420 ~ 440 ~ 460 ~ 480 ~ 500 ~ 550 ~ 600 ~ 650 ~ 700
750 ~ 800 ~ 850 ~ 900 ~ 950 FI 1000 KHY—{FE Bk 2 B JEHE K -

[0147] AR I E AR — S E e+ - FiisssEeb—
(BB (E AR B IR BT - e 12234~
12-13-14~15~16~17-1819~20~21+22-23-24-25+26~27~28 29 ~

56~7~8~9~10~11

3031+3233+34-35-36-37-38-39-40+41+42-43 44454647
48 ~ 49 ~ 50 By — (B (EEE G FEET - SCE IR ERT & -
[0148]  fesemiRERVE RN — S E et - ARHEER
BEE A LA ~ FUE R~ RORAE] - S - JUE -~ EOEH ~ I 50R - 55
#LiK(shake lotion) ~ [EIREH ~ JEHARA ~ MG ~ B ~ 2GR ~ R ~ B >

540 H > $£ 91 HEWRRAE)
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202339711

e ~ MR R AR R Y — TR B BB - (R SRR R E ARy —
FERERR R » ASEURRVASE (1 &5 A KR IR BRI B - ELFR I R A
R Y — =B A -
[0149] TR RTR B B AR — L E et - ARSI
EFAERFEEIE T455EKY 0.1 mg £4Y 10g > FrAllE 0.1 mg £ 10 g HYPHTULEEE
FiAh, NSAID #y HPP - il 2-(— ZHR R L4 2- LR S ERHEERREL 2-(C2
B CECRAREAH ISR SRS E - AepiiR e s — g
HifERE T RS IHRVE B R R A B E R E 45547 0.1 mg 247 1 g FiRlE 0.1
g & 1 gy HPPHYEEE - {E5epiRFIHY E ARy — L EfRetet - A3 IHHY
LB A AL B A E 45554 0.5 mg 24 500 mg - F7j17E 0.5 mg % 500 mg
i) HPP EE'E - {EICATRREIMN SRR — LB - ASIEEEE B4
YT E F455%47 1 mg ££7 300 mg ~ €Y 10 mg ££J 300 mg ~ 4J 50 mg £
#9300 mg ~ 49 50 mg Z4J 200 mg 4 200 mg 4 300 mg [ HPP AY4EE - 11
SRR EIN E RS — ST Re A b - AR E ZREAEEL 0.5 mg £
430 mg ~ 9 1 mg £4720 mg ~ 473 mg £47 10 mg ~ &9 5 mg £4J 9 mg &J 6

E

B

mg £ %Y 8 mg /Y HPP #y4E
[0150] ESCRIR I Ei ey — S A T - BT EE

ST &Y 0.1 mg 2247 100 mg> F55(52 0.1 mg 2 100 mg HIFIHTULE LT NSAID
Y HPP » (il 2-( . LA EL) L4 2- AR s AR H Rl e 2-(C O E B L5 O
fig A B HH B PR B BRI 5 25 - AEe R FIRV B R Ry — S B iRs i o > 8%
FEETHASIEREL 0.2 mg 224730 mg > FjliE 0.2 mg % 30 mg #y HPP [y/H
T o AR EIYE SR N— S EiRe ik b - ZEESEEREHEELY 0.5
mg £4J16 mg ~ £ 1 mg £4Y 14 mg ~ 492 mg £47 12 mg ~ £ 3 mg £%Y 10 mg

iy HPP FIIEFEES  (L/eAfe BV EIERRER A — ST/ T » s ECEBHA
H41E 401 FEHHHE)

i
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HUE L 4 mg £ Img ~ & 5 mg £4J 9 mg ~ B4 6 mg £4Y 9 mg i HPP HYIE
T o AL SCRIIREIRY E RN — LB faRe R 1 » sx BB S BB AEHIE LY 7 mg
£ 8 mg » FFAliE 7 mg 2 8 mg #Y 2-(_ LA E) LB AR AR H B BEF1/EG
MRARYPTETUCEEAN/ECH A NSAID S ZA MR EE e HEEEE b nl e 2 AV ERHIE
[0151] AR B E AR — S E et - 2R E S
BEHIE s - EERIE ERNE AN o sZMEIETE LY 0.1 mg £4Y 100 mg » FFHIE 0.1
mg % 100 mg YR TCEEECH At NSAID #Y HPP » 140 2-(_ L&A L5 2-4
il SRR HH RS B 2-( OB B L B LB AR H L TR RE B B8 - AL SR £16Y
REERHY— L AR T - B BRTE AR - 52 " BT RE4Y 0.2 mg %4y 30 mg»
905 mg 24y 16 mg ~ 251 mg 24y 14 mg ~ 492 mg £4 12 mg ~ 43 mg £4Y
11 mg ~ &) 4mg ££J 10mg ~ &) 5 mg £&J 9 mg 54y 6 mg £ & 9mg Hy HPP - 1T
FeARFINVE EREEA — L ERR T 2 B S EEEEIEE &S FIEE
BT > BRI 7 mg £4Y 8 mg » FrAE 7 mg £ 8 mg HY 2-( LA AL)
BB R B H BB AN/ SR RARI T Hr ICEE AL/ S LA NSAID Ay S 2R M AiTEE
B HEEEE R REZAVER -
[0152] AR E RGN — S E e - ZEE 2R
5% 149 0.01 mg 247 20 mg > F7H7E 0.01 mg % 20 mg PAIErIEEE B NSAID
HY HPP » 5130 2-( . L BBt i) £ 2- LR R AR R G BR B 2-(_ LB R LA 2
it S A HH B B R I ER Y R R - AT SRR B Bt AR Ry — SR E i Rs i o 525
EERAE SR 147 0.02 mg £& 18 mg ~ 47 0.05 mg £4 16 mg ~ £ 0.1 mg £
714 mg ~ 4902 mg £4J 12 mg ~ 49 0.3 mg £%J 10 mg ~ 47 0.4 mg £4J 9 mg -
€J0.5 mg £4y 8 mg ~ £ 0.7 mg £47 7 mg HY HPP HYRE - fE5cHIfE IRy E ks

BRI — L E R T - 2B R HAESRE T4 | mg £47 6 mg ~ 492 mg £
FA2E 91 HEHRREE)

=

N
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5mg ~ & 3 mg £4J 4 mg 1Y HPP B

[0153] EAERREIERSEN — R E R+ - ZIEEREMEE
#4584 0.1 mg 2££Y 20 g ~ FrALE 0.1 mg £ 20 g HYPTHTICEE s AT NSAID HY
HPP - (i3 2-(— 2B R B £ B 2- LB R E R IR IR EC 2-(C LB R D B Z
FEFF AR EAALR - R RIN E SR — S E s 5248
TEILEEH4EBELY 0.5 mg B4 524 1 mg £4J 1000 mg~ 49 2 mg 4 500 mg ~
49 5 mg %47 400 mg ~ £ 10 mg 47 350 mg ~ 47 20 mg £ 47 300 mg ~ 47 30 mg
Z£47250 mg - 4740 mg £4J 200 mg Y HPP iYL R - fEJcATREIRT B HEREEENY
—EEHRERE T - 2B R EMEESAEEEL] 50 mg 247 200 mg - £ 60 mg F&Y
200 mg ~ & 70 mg 47 200 mg §J HPP HYAL &« fE/e AR EIRY E s — g
Hifet T AR BE S EMAEAAE 454 100 mg £47 150 mg ~ #7472 100 mg £ 150
mg ffJ HPP fJlLF -

[0154] A ESHR A — (5T 0 58 NSAID AY4R4%:235 » LR/ D i 4E
SRR LI REIE R - WM hnARAREEY RS DAY SR EERy -

[0155] H—AEREET B8 2+ C OE R LR LBREA TR
FREARE S RYAH SV TR ©

=,

‘ B {17 BUF] (mg)
5% IRE
EAgEy Epagew
A LEEE) AR AR EARH | 1582 % |791% 1+
~ SEMERR Ay
1 i e i G ) 15% 7.5+
5 L | I5% 2K | OB A

JEFE(15% KB 0 vIv) 2027 | ~

BIR EryiZii)

[0156] {5 —[AEFfifeket » & 2-(C ZEME 25 24- 2542
Al (1,1 3- B A B A B4 &) TS T -

F43 H > 491 HEYRRAE)
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‘ B {17 BUF] (mg)
5% IRE
= Epagew
(L EEEN B 24- " FE-4-2 1530 = | 7.65% 1T
~ SEMERR Ay
PR A1, 1-I ] -3-FH A R EE e | 5% 35% . figH
5 o L |35nlBEK | OB OE

JEFE(15% KB 0 vIv) 2027 | )

BIR ErwiZii)

[0157] H—EEEET - BE 2+ LEREE) L5 2 4- 5458
E-[1L,1-H7R)-3- R R RR BBy sH &40 MRPs -

. ﬁﬁlﬁ%lj Im:”(mg)
P e
HE  |Hokt
HAELEMEH L 24 TRmAAFE | 1546 2| T3%  HE
~ SEMER
Be-[1,1-BiK)-3- H R B ea Re B E 35% L R
. N (3% smEK |\ OB OE
LBEB5%7 KB » vIv) 0% |
BIR (B E)

[0158] - HEEEET - B 2-(COEMEE) JE 2-Q-JipEE

AR SRR H RIS R R RV H S 740 T RATK -
6 (i B (mg)
o) JHE
BE  Hstc
A LERE R LB 2-2-LBERE | 1528 2| 7.64%  AE
| EEESY
D) A o H B e B B B % 35% 2B
5 L BB AK | OB OHE
LBEG5%KAE T > viIv) 20=7 |
2l ()

[0159] A EEHESET - BE 2-(COEME) LHE 2-Q-FHEIEH

F44 H - 91 HEYRRAE)
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B s AR H PR R B s S0 TR PR -

B {17 B (mg)
B%a )1RE
e (Gt
A LFEREE O 2-Q-FRREAH | 1543 % | 7.71% 1F
- e Ay
R L) S AR H R e EE i B E 35% /. fig
5 L L |35nlBEK | OB OE
ZBE(5%IKIET > vIV) 2027 .
IR ErwiZii)
[0160] E—(EEREET 2 (g nE-2- 5 HE Z B S AR H R i
HISH &0 N R ©
‘ B {17 B (mg)
B%a )1RE
e (Gt
(MEEm&nE-2-EOHE AR s B AR HEE | 1594 =% | 797% 1+
e Ay
SN % 15% ZBEF
5 L | 15% 2R K | OB A
ZIE(5%7K® > vIv) 02| .
IR ErwiZii)
[0161] E—(EEHEREE T 62 (R IE-2- 5 FH ELFOROR FH RS eI 4H
G T RN ©
\ B {17 B (mg)
B%a )1RE
e (Gt
(L ERE) AR 24T AR 1546 = | 1.73%  AF
- e Ay
B[, 1'-7A51-3- FH B g e e it 5L 35% . figH
5 L L |35nlBEK | OB OE
ZEFE(B5%7/KIBR ° vIv) 02|
IR ErwiZii)

F45 H > 491 HEWRRAE)
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[0162] HE—EEHRREET - Aa (HIsE-2- A HE 2'4- %428k
A1, -1 ]-3- H R FERRRE ARV H SV MR -

‘ 57 B (mg)
%) )18E
e gttt
(Mg mE-2-EOEHEL 2'4- & -4-/FE | 1536 £ | 7.68% 1T
~ MRS
FE-[1,1-TA)-3- H R e L 5 35% . Fig i
" . O (3B%oBEK |\ OB K

ZBE(35% /KB » vIv) 2027 | )

B (B )

[0163] HE—EEHREE T > Bl & (HIRIE-2- A & 2'4- o478 A
[1, -] -3- H B PR R By sH S Y700 NRPoR

\ BE {17 BUT] (mg)
B LigE
= [Epais
(LG IE-2-FHEL 2'4- " & -4-FRE | 1553 2 | 7.77%  1F
~ sEMER ST
-[1,V-BoR]-3- H R A B B % 35% LI
- o |35 LEEK |\ OB A
ZHEEGBS%7KIAsI » viv) 20=F |
B ErwiZii)

[0164] H—EEHEREET - B (IgE-2-E) FHA 2-2-JMsATR
HERE) S AR H PR R RAVAH Y N RATR -

B {17 B (mg)
B%a )1RE
EAgEy Epasn
(T EEE) AR 24T 45| 1546 = | 773%  AF
- e Ay
B[, 1'-7A51-3- FH B g e e it =) 35% . figH
LBEGB5% /KB » vIv) 0% |35% LK | BB H

F46 H > £ 91 HEWRRAE)
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BIR Grvigl)
[0165] HE—EE RS - B a (e -2-E) A 2-2-FE AR AR
B EARH AR EIVH S N RS

L

‘ B {17 BUF] (mg)
5% IRE
= Epagew
(LR IE-2- L) R 2-(2-FCELSEHIfE | 1550 = | 7.75% 1
~ SEMERR Ay
BRI H LRSI 5L 35% . figH
5 o L |35nlBEK | OB OE

ZEFE(B5%7/KIBR ° vIv) 2027 | )

BIR EryiZii)

[0166]  FE—(EEHAEGET » el &0 SE EE S L REEY)
RN - 35 mg Y 15%LBEHEY 2-(C LERE) LB L R I PR
B) > HR— -~ WX - ZREUR - BEIFEETERE -

(0167  TE—(AEHEEEF - 2 EH RS - Bt - &rah - e - 58
T~ TR FH - BRES - BB R EAY £ EE A EEY A TR (I - 35 mg A
15% ZBEHHY 2-(_ LE MR LB AR @ AR HIRRR I E) - B R—R - WX
EREMUR > B EBIRHGRELTE2FRAE -

[0168]  fE—(EEHAEGET » el &5 EE S E L REEY)
I - 35 mg 1A 15% LBEHHY 2-(C LR LB LR S B R T e
B8) > HR— ~ B~ ZREVIR > HELOBE S ER e 2 FEE

[0169]  FE—EEHAEET - el &k 5 EE S E L REEY)
R 35 mg A 15%ZEEHREY 2-(C 2B R £ B 2 BE S HH R SRR
B BER—X > W~ =R > BEFLLTIRETEFEE -

[0170]  FE—EEHEET - 2l E K5 EE S E L REEY)

T—l‘

=
s

F47 H > £ 91 HEWRRAE)
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R 35 mg A 15%ZEEHREY 2-(C 2B R £ B 2 BE S HH R SRR
BE) > R WK~ ZREIUR - HRRARBIARE R 2 E

[0171]  FE—EEHEET - 2l &R 5 EE S L REEY)
R 35 mg A 15%ZEEHREY 2-(C 2B R £ B 2 BE S HH R SRR
B) > HR— > WX - ZREUR - BELLEIRTEERIE -

[0172]  F—EEHEET - 2l &K 5 EE S8 L REEY)
R 35 mg A 15%ZEEHREY 2-(C 2B R £ B 2 BE S HH R SRR
) BR—R -~ WK~ /UK > BRI ERESERRRE -

[0173]  F—EEHEET » 2l &K 5 EE S8 L REEY)
R 35 mg A 15%ZEEHREY 2-(C 2B R £ B 2 BE S HH R SRR
B BR—X -~ WX~ ZREUR > EELLIEERTEFEE

[0174] T —(AEHEEF - ZHREH RIS - 58 - fgdh - B - F
B~ HEED - FED - RAVED - BRERS AN BN K2 ENE 10-30 REEY SR (B - 70-
210 mg 2 15% LBEFHY 2-( LE M A L& LB R AR BEEEEE) - B R—
R~ WX~ ZXREIOR > BEFEERTELFEE -

[0175]  TE—(EEHREEEF - 2 EH RS - Bt - &rah - BEE - 58
o0~ FE - R BRED - RIS ERALEERY K2 EE 10-30 REEY AR (I - 70-
210 mg 2 15% LBEFHY 2-( LE M A L& LB R AR BEEEEE) - B R—
R~ WK~ ZREPUR > BEBARE(LTE2ERE -

[0176]  FE—(AEHEETF - 2R E RN - S50 - =i - IEEE
fir FE B K B IE 10-30 WEYNEIR(BIAD > 70-210 mg B 15% ZFE Ry 2-(_ 2.5
W) LA A RE AR H R ILER) - TR — - R~ =2 - B
e ER T2 RIE

[0177] A EFEREE T > 25U ER R ED - SR - B ER - BEED - AR
48 4591 E(BTRAE)

E‘Ef
il
5
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i~ FEFEMLEERYEEE 10-30 REYERGIAN > 70-210 mg it 15% LEEH
Y 2-(Z LFfE D) Lk AR H BEREERRLED) - AR —X ~ W~ =l
Ko BEILTEIGEEFIE -

[0178] A EFEREE T > 25U ER R ED - SR - B ER - BEED - AR
i~ FEAEANE L A EET S EME 10-30 EYERGIL - 70-210 mg JY 15% 2,
FEoHY 2-(C LB R OB AR S AR H BRE R AR ER) - R — K IR~ =2
MUk > BEIEIREIAR R e 2 e -

[0179] A EFEREE T > 25U ER R ED - SR - B ER - BEED - AR
i~ FEFEMLEERYEEE 10-30 REYERGIAN > 70-210 mg it 15% LEEH
Y 2-(Z LFfE D) Lk AR H BEREERRLED) - AR —X ~ W~ =l
K BELLEIRE 2 HE -

[0180] A EFEREE T > 25U ER R ED - SR - B ER - BEED - AR
i~ FEFEMLEERYEEE 10-30 REYERGIAN > 70-210 mg it 15% LEEH
Y 2-(Z LFfE D) Lk AR H BEREERRLED) - AR —X ~ W~ =l
R BEIOEARSEEFEE -

[0181] A EFEREE T > 25U ER R ED - SR - B ER - BEED - AR
i~ FEFEMLEERYEEE 10-30 REYERGIAN > 70-210 mg it 15% LEEH
Y 2-(Z LFfE D) Lk AR H BEREERRLED) - AR —X ~ W~ =l
Ko BELOMERR T EREE

[0182] il

[0183] LU IERR M B R B 1 — 25 S A A S IR F 28 5

[0184] o) 1 2-(C LEREES) £ LR A7 FH I B e I B (T i

UCEE () HPP)AYHL(E

[0185] i LR FRARHERE (20 o B#E L LB5(100 mL)P - JR &
549 H 4 01 F(HHSHHE)
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VIRHlZ 0°C « i L&A LRRE(14 QIIARIRIERSYIF - KESYHEE R
PR 3 /NERF > AR A ZK(S x 30 mL)JE% - IARIIE LB (30 mL)HHY 3N HCI > %
1RG0 A S LBS(S x S0 mL)SERIE AL 40°C 22 HEZER (90 %[ ) -

[0186] HHiP 2 2-(C LERME) JEFCER R AR RO RE R KI5 REHY
HPP)Hy#EL

[0187] i 2-( LFRE ) L Fk LB AR BRI B RR ER (20 o) AR AL
7K(100 mL)A1 3N HCI(10 mL)ef -~ SEEVHEZIRIRFFBEE - FEEYITIIA LR
ZH5(300 mL) - HEIRE NaHCOs RS YIHY pH #AETE 8 » W LB LHERET A
TRGX)FEHE  ANIHE LI L B8 (100 mL) 8y IN HCI > Y SR [E 51 B L1 LB
(5 x 20 mL)SEHRALAE 40°C HZEHAE TPEER(72%[EUER) -

[0188] HHiP 3 2-(CLERMHAR) LF 5-24- R AR AR AR H
BLls ER R ER (LR = JCHIHY HPP)RYERL(E

[0189] i’ 5-2,4- @ A5 LIRS ETR R R (24 478 A 1,1
Br2R1-3-0 R0 (31 @)/ BT LB LB5(100 mL) < SREVISHIZE 0°C - /i — LB
ZEE(14 IMARIRIERGYIT - FEREVMEEIRRA 3 /N - F7K(S x 30 mL)
SR LB LR EY) o INIHELEE(30 mL)HHY AN HCL - WARREIRS LA LBE L
(5 x 50 mL)JEHk - AL 40°C HZ= T 82 (88 %[n|R) -

[0190] Hip 4 2-(CLENE) LFk 2 4- a4 L1 -BEER]-3-
HEZ SRR AL B (s /T Aley HPP)RY S

[0191] i 2 A - 4R (L U ER]-3- R R B BR AR BE (20 o) B ARAE
7K(100 mL)AT 3N HCT (10 mL)H* < JE SYHEERIRIHFBENR - FIRGYITIALE
ZH5(300 mL) - HEIRE NaHCOs RS YIHY pH #AETE 8 » W LB LHERET A
FRGX)FHE > ANIIE L& ZFE(100 mL) 8y INHCI > (SR RS A LEE LFEES x
20 mLYFEARALAE 40°C EZE MR TP HZER(B0% [EIFR) -

550 H > $£ 91 HEEWRRAE)

112101788 FEHESE A0202 1123124359-0



202339711

[0192] BEHaG1 S (PLEISE-2-40) H AL LB E A HH L BRI B (i Ut
) HPP)HY B fsg

[0193] B2 BRKSEE(18 2)f] N-Boc-L-HHEEL(= 4k T EBrEL-2-0hg
BEHHES - 20.1 @A 1L BB @ EUESYIFIIAWERE(200 ml) © & 1-L4-
(3~ FHERE AN AR —no i BERZRA(EDCL, 19.2 g) ~ 4-_HHFALEFLIEIE (DMAP, 5
M 1-FEESRH =M (HOBL, 15 gyAIIENERT < REVHEZ RIBFBAE - K5
RIS B2 FHAIE - FUREYITIIA LM LZBER(500 mL) © 3205 FI7K(2 x 200 mL) ~
20% 5 (50 g ££ 250 mL 7K H)(2 x 250 mL)AI7K(3 x 300 mL)Feifk © 25 7% F bii g
PR IR o JEIEPR SR ERS - JERA ZBE L3 x SO mL) Nk - LB ABRAIRE S
FRZR o NI LB ZBE(50 mL)HRY 3N HCI - REE S PR 3 /NR - R ERE
A LB ZFE(S x S0 mL)JEiE » ZREAE 40°C HYEZE B T2 (85 % U ) -

[0194] BB 6 (PLEIEE-2-55) FH B F RS FH B PR R B By

[0195] eF(MELIE e -2-A25) FH A £ R i A7 FH IR i R FR B (20 2)iB g 7K
(100 mL)#0 3N HCI(10 mL) < JEEYHE 2R IBFHENE © IR EYITIA LB L
FE(300 mL) - ARG NaHCO; R &8y pH FHG1 £ 8 » W LEE LB/ A 7K
(3x) ek - AIIE LB LEE(100 mL)HHY INHCT > UZSRRERE LA L8 LFE(S % 20
mL) R AE 40°C H 22 Mg T E21E(80%[EUTR)

[0196] BEHaG 7 (OhugnE-2-50)H A 2'4- i -4- LR E AL -]
3-H B PR RL R R

[0197] 24 - -4 LlEE AL 1-BEAR]-3-HH B (3 12) A1 N-Boc-L- i
ZEE (=4 | A 2- IR e FHER - 20.1 )AL 1L BB - FUEEYIFIIA
(200 mL) o K 1-Z4-(3- AR A N EDIR ool E(EDCT » 19.2 g)

"R B NE (DMAP > 5 g)f 1-FEESR - =M (HOBt » 15 @) I AERT © IR

EBYMEEIRIBHBNR - RERZEE 2R - RSV IIA LB ZE(500

F51H - 491 HEWRRAE)

E‘Ef
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mL) - ZFRA7K(Q2 x 200 mL) ~ 20%E 502 (50 g 72 250 mL 7KH1)(2 x 250 mL)A(]
7K(3 x 300 mL)FEiHk - IR EL IRz RR o dBIEPR LABLEN - JEIRA LM LB
x 50 mLYSE - LB LBRIE R AR 3% R o TR ZBE ZBS(S0 mL) 4 HY 3N HCI
R EYIR 3 /N - UEREIRS 1A L8 ZH5(S x S0 mL)JEik - ZRAE 40°C HY
HZE A T EZER RS P [EIHR) -

[0198] BHERT 8 (LEIEIE-2-55) Ak 24" g -4-F8 - [1, 1] -3-

i P ER i By B
[0199] IRF(IELIS E-2- A8 AR 2 4'- 5 -4- Ll a1, -1 13- R
AEEAREEE (20 g)7A > 7K(100 mL)A1 AN HCI(10 mL) - JE &L = B A - [E5R

BV A ZEE ZB5(300 mL) - ARG NaHCO; R &%7)HY pH sHEI £ 8 » Yifk
LW Z a0 7K (3%100 mL)Feilk » ANIAE L EE ZFE(100 mL)FHY IN HCI - 4y
FEEIRSIH B G x 20 mL)JRik » Wife 40°C BYEZE AR 528 (80%[0]UT

i

[0200] HHP 9 2-(C LEMHER) L5 2-2- AR AR HERE) AT
HH B2 B R RE B (LR /KA IR Bar T AT SE 2 By LR

[0201] i’ 2-2-LEREEEHERED S A FHIRE(28 o)/EN LBk LB
(100 mL)H < SBEEYLHIE 0°C - K LB ZBE(14 A B ER ST -
REVHEERIRA 3 /N © FZKG x 30 mL)ZER LR LBSREY) - INIHELEE
(30 mL)HY 3N HC1 > UZERERSE A L2 LB5(S x S0 mL)JEifil AL 40°C HZEHE

E TPEZIR (91 %[ HR) -

[0202] EHip 10 2-(CLEMEE) L8 2-Q-FAFRHERE) fAE
sl el 2N LN E R

[0203] i 2-( LB ) LB 2-(2- AR AR R ES) 75 FH BRI R AR

RCORERIPRA0O LRI SNACAO U - ROPILSRIRITRR - FRs
52 H > 91 IR
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VI IIA LB ZE5(300 mL) » FEIRE NaHCO; REESYIHY pH 51 %E 8 > YRS
% L Ba/E 0 A 7K (3 x 100 mL)ZEiE - AL LEZ LB5(100 mL) Y IN HC > gk
[E1BS I FH Z8 JBS(S x 20 mL)JEiR - A4 40°C HYEZ2 R 2R (68 R [MIUR) -

[0204] EHEG 11 (EEIEIE-2-2) HH A 2-(2- A R AR B R AP A
7 FH R PR R B 2L

[0205] i 2-2- AR AR ERED) B AR HER(282)AT N-Boc-L-fli=
B (=8 T A EPRE-2- IR e RS > 20.1 ) 1L BT - FUESYITF A
AEE(200 mL) © 5/ 1-£F5-(3- HEEE N EObik — ne i BB (EDCI - 19.2 g)
4- AR EETE(DMAP » 5 )0 1-FEESRH =ME(HOBt » 15 )il VERT IR
BYHEZIRBHBEER o RIARER 28 FHE - FUEEYITIIA LB LEE(500
mL) o AR 7K(2%200 mL) ~ 20% 5% (RO089 » 50 g ££ 250 mL 7KH)(2x250
mL)A17K(3x300 mL)JEik - BRI IR - IEER Laile N - JERA LR L
FE(Gx50 mLYJeilk - ALk £ B JBE/A R AR 3 BHAR © INIME LB LB5(50 mL)HY
3NHCI > ®EE GV 3 /N WA LA L8 LB x 50 mL)JEik » Z8(&AE
40°C HYEZ= A T HZER (85 % [EIUR) -

[0206] BHEE] 12 (EREIE-2-50) A 2-Q- SRR A ) =
FEERRZERH Y 2

[0207] e (LI - 2-85) FH AR 2-(2- AR S AR A S A 7R H B S B8
BER(20 )& AEAE/K(100 mL)F SNHCIA0 mL)F < SESVMEEIRBHFAE - [P
EYITIIALEE ZEE(300 mL) - HIERE NaHCO; R G7RY pH SRR E 8 > UisE
L ZBE/E 0 7K (3 x 100 mL)Jeik - AANINE LB LBE(100 mL)ArEY IN HC - 4y
[EIRS A ZBE LBS(S x 20 mb) JeifF - diAE 40°C HYEZE e T HAER(80%[EIUL

e
) -

i
s

:
o
=

[0208]  EHEf 13 HPPHYLIEEF AR
553 £ 91 H(HHRHE)

112101788 FEHESE A0202 1123124359-0
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[0209] A E Franz ESSNHIE 2-( LA R B LR E AR H
BeESERRLER((EEY-1) ~ (HEIRNE-2- A A LR S AR H R PR BB (b & -2) »
PTHTCE (B EY-3) » 2-(C LA A LAFSATE IR BRI B (b &9)-4) ~ (L
e -2-5) RSO E IR H BRI R RE R ((L = 9-5) ~ KGR ((L&¥-6) ~ 2-(Z LB D)
LE 24 TR A LR AL VR -3- R ER R RR ER (L & 9-7) ~ (LIS IE-2-55)
HEL 2'4- g -4- AR AL -1 13- R PR I B0 (L 5 1-8) 2 4-a4- &
BRsE -1 U] 3- B (L& 9-9) ~ 2-(C OB R O4 2'4- -4 788 1.1
BeoR]-3- HERFRER BB ((E & 97-10) ~ (RERRIE-2-A0) A 2'4- s -4-FCR-[1,1'- ]
7R]-3-H R IR B (BB Y- 11) » 24 - a-4-F - (L V-IE5R]-3- HER (s el

(EE-12) ~ 2 CZHEHH 20 2-2- 2B E A S I T

E‘Ef

EY-14) ~ 2-Q2- LSRR S AR H B LR KIGREES - (E&P-15) -~ 2-
(L) 45 2- Q¥R A S A 7R AR R R R (L = 7- 16) ~ (LLIBIE
-2- 5 A 2-(2- SRR IR S AR IR B R B (L &P 1A 2-(2-F8ER
M) SRR B (BKIGRETE - (LEVI-18)ZF BRIV EER » ERREREE
FEAHS BT R A7 (JEE 300-350 pm) © FERGR T 10 mL &/KEHpR > 2052 1 P -
SRR WA LN Y BN B RS ERRIEA
* 1. 8/NFFAPIE RV RIEE
A b=V RiEE

1 /NBE PANE 4 /\BE 8 /NHF

fBJIt

E&Y-1 06lmg |127mg |258mg |5.19mg

&2 |052mg |[1.16mg [237mg |4.78 mg

{E&EY)-3 0.000 mg | 0.001 mg |0.002mg |0.003 mg

554 H > 491 HEWRRAE)
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&4 |057mg [1.19mg [236mg |4.79 mg
E&Y)-5 049mg |1.07mg [2.17mg [4.28mg
{E&Y7-6 0.000 mg |0.001 mg |0.002mg |0.002 mg
E&Y-7 0.53mg |1.07mg |2.16mg |4.33mg
{E&Y)-8 045mg |[098mg |2.02mg |4.11 mg
{E&Y-9 0.000 mg |0.000 mg |0.001 mg |0.002 mg
EE&Y-10 1049mg |[1.03mg [2.12mg |439mg
E&Y)-11 |043mg [099mg |20l mg |4.05mg
{E&%7-12 10.000 mg |0.001 mg |0.001 mg |0.003 mg
E&Y)-13 |046mg [097mg |1.99mg |3.89 mg
{E&¥-14 |037mg  |0.84mg |1.82mg |3.69 mg
{E&%1-15  |0.000mg |0.000 mg |0.001 mg |0.001 mg
{E&Y-16 [037mg |0.87mg |1.71mg |3.56 mg
EEY-17 1032mg |068mg |139mg |2.97 mg
{E&97-18 10.000mg |0.000mg | 0.001 mg |0.001 mg
[0210] Bhafl 14 2-(C LEME) J B JBE S AR N

fis TP B ARPH ZE(MCAO)5 LR ZMERA MR B BT

[0211]

AR HAYE S %

AL LB LS

EARZEREI R B REEE MCAO 5 LRy S HER IR GAIEBA EE L RE R IEH B R ©
[0212] {EAEME SD AER(258-280 g) » Zf I B Z ARG FRAR S IAS B 552
REAH - BVIHEETR T BOE] 7 2H(25 ERE/AHAIT MCAO Fig

{8 2-( 2 R 2 2 B AR B BB R - LI FRITHTICE
$117%2 (Edaravone) (IR S IH) S HERIBLARAE 8 &K BUAR AR BETAR) - 13t

112101788

555 H > $£ 91 HEWRRAE)

FEHESE A0202

(RECY) -
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(R FF 2 Hil R EALBIYIRE T 8 & — - B st R E LUK B TR
@b - FHSEER 2 PRI ERSET -

[0213] £ MCAO FHig(55 0 K& L/NRFAISE 122342567
8~9~10~ 11~ 12~ 1370 14 REGFHRHE 2-(Z LEME) LB LS AR H LTS
ERAMLER - PATHTUCER - (REENIFFIEGS -

®2. HERG

ZH PETE HE F=E AR UES RHEREI(R)
1 [BFig 8 |0mgkg [EEF KW 14
D EEE 0 15% L0F D5 |0 mg/kg |[EEP FRMX |14
3 MCI-186({{(¢ZEAIZF) 5 PBmgkg RIS [BRX—K |14
4 [PrIHrUCER D5 160 mg/kg [k FRWAK 14
5 (RHE D5 |15 mg/kg [EEP KK |14
6 HEIE D5 B0 mg/kg [EE KWK |14
7 =EIE D5 160 mg/kg [EED EARWX (14

[0214] 71 MCAO 71 > Ei¥/AE &l (B st B HEOK o TR
SE R 4R T 1 5 55 A SE4EE) Tk (common carotid artery » CCA) ~ $EA &)k (internal
carotid artery > ICA)FISEY B}k external carotid artery » ECA) o 53 EE44 (R B )B)
FITEEHEER IS CCA FEA - RFEHEEs PR B THEN Ry R 18 £ 0.5 mm
[y CCA - BSFE[H ) FRIAEHE B CERE R B A KRS miBhR > 7 FHEr 7R =
B P Bh AR (middle cerebral artery » MCA)AJIILT o 1 /\i%1% - 2y B 44
EITERE o Filmdie h AR R RIRFIE 36.5°C /&4 - fEFHZE R 2 /NG -

AR E AR E B HIERIR I DAREST M AE AR R « LR B RS E AT
DIREERIE(REE 3) - HEIEE 14 K - 1 MCAO % 14 K - HEWEHEZZSESE IR

556 H > $£ 91 HEEWRRAE)
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RETIEE S EREIREI R ((ERRERSEE » BREE 2 22K) < st/ {E 37°C T
FH 2% &b = ZE R0 &M (triphenyltetrazolium chloride » TTC)/AE 24t » #R1% H
4% % HEEEE - FrA YR VIR R &2 ARy - EBir iR 1
NEHS o L8 Tmage-Pro Plus #AS 5 HIEE U & IVIEZEETE (%)% » 1EEEE
RS A ZERSTE - fHZE IR (%)=CEH I BR e FE - [ {R 7 FASE 25 I )R BR T -
Pt B AR R AR A Z RrI

T3 S

THH IS
Imrasmiia 0
P RESEE AR 1
AR E M m R 2
EH R R 3
=17 ] 4
TREHSITE » HalkiEXR 5
ST 6

[0215] HHEZERR T - (B ERT /72517 (One-Way ANOVA)

1 Dunnett % 8 EElg ok EEEU G R ERGAH 2 FEHYE R © T feE R PR

M IEATSRASAH < FIHYE R - P <0.05 il Redl LS 2R - BRI G
TIGEHEAE - BPESE ST > (B ti e Lt Tl R EIREAHE 2 2 -
[0216] FTA BT FEATER IR ) R AR ERRIAME - A BRI

SRS 25 B 5 BQ0%)E 1T - REENIFIAHH 25 B 6 E(24%)5L 1T > 1

M PTHrUCEEZE 25 &5 3 (2% T » 2-(C AR L& RS AR H R

ERRRERA SRR 25 BFAH | E@RET > 2-(CLEMEE) LR LM E AT

557 H > £ 91 HEWRRAE)
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HH B PR A I 2 K PRI = A A S A 4H 25 EFRE A 0 £(0%)3E T ~ fRF-lT4H
8 EHH 0 E(0%)5ET - R BEIYIET 2 £ MCAO Fifiiz 48 /NEF(6 ERE)
F1 72 /NI 2 ] « BT HoAth MCAO BIIE Fila (655 | RES 4 REIEIRSERES -
BATZEEIE < HIPRFFH BT E AR - (Rl dR B E AL R o (& HY AT 2
RASERES - 2R AR TR KT -

[0217] Firidie FAR/ VA HE DAV EYHESE - (FEEDIEY) - B
FMEFHgHY Rt — T GBS R R EREGE 2 AE -

[0218] PP SE #1200 - B AR OT 5 (< 22 i1 28 4H (38.07% +
2.031) ~ CIARPAIHTUCEEAR(36.27% +2.123) 18k A% 4H(40.53% + 2.378)fHEL » 2-( 2
B A LB LR B B I I B A Y 4R B AT R B ZE R R ) © B
E4H(32.07% + 2.061 » P<0.05) ~ FEIE4H27.11% + 1.658 » P<0.01) ~ SHE|E4H
(25.15% £2.001 » P<0.01) - FrE{K ~ B~ B2 HEE SR = B2 9Et2E -
HEERY(P<0.05 5 0.01) - fHEE 2T - FUHFUCERA] MCI-186/{(CERI 28T R B,
FHERRESTIARD - RFITE R BB R R iR AN E 72 52(2.85% +
0.779) - &S ~ FTHFUCEE A0 MCI-186/{{< 2 H 28 /AR AH AY R 2 B 28 18 5 RS
BIARAL M AVSCIRBE I B R 2 g 28 - TR ~ Al KIS IR - Uik
REAIAHHE K2 JE Ry 2 Bl D - fEZERSTERRYE R4 A4S 108 1 A -

[0219] MACO K EHIASEE Fr RO R B TR - 2 RS

o T 2-(C LB M) LB L B HH S PR B B (B R & 4H.(P<0.05) ~ HH
F4H(P<0.01) ~ HEELHP<0.0DAYAREEALEE 5-14 KAFTMEN - &8 thgE » B
SESHARE SR - BEMEIREENNE 2 R

[0220] R B SR T Ao REE DRI R ERVEE ARG - 2-(C 25
B A B SRR AR IR BV ~ T~ S E A E AR A A T R R
B AEE SR - MEYREHMERT RS RY A S AE 3 Fos

558 H » 491 HESEWRRAE)
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[0221] AWFHE T 2-(CLERE) L5 RS AR N LA R
FIR B MCAO PHARIFSHR M A ERCR - BLgkAGsHAHEE - 2-(C 28 5 LR
FATE H R AERE A - o - SE EE SRR E TR By sE ireg (E
=

[0222] EHEG) 15 2-(Z LHERE A LAFS AT H L P RR R B A
BIARFHZE (MCAO)S [FERY SR MK B HHY AN

[0223] EITIEAIITRE Ry T BE 2-(C LR R JEFEH IR H R TS
FIR BB MCAO 5 [EER YRt M B (AR R AL D e d BRI B FRESUR. -

[0224] [N SD K ER(258-275 g) » Bl AT 22 ARG PRAR AT RS B
BEHEREAM - BuBatk il 7 025 EXEAHA MCAO FHiy > EfEE
Rt 2-(Z LAk LB E R IR I RO R B ~ CIIRPTHTUCEE - MCI-186/{{¢2E
MZEGFICER)GFEEESE © 8 ERE/MIRNERFE) - (T EAERFZ

Al KR BALE R P e E— & - B RSe R E LU e T8 b - 55

SR 4 PR ERREGT -

[0225] FEMCAO FHIT(ZB 0 R 1 /NFFRISE 122324567
8910~ 11~ 12~ 13 H1 14 K455 2-(_ LB E) L B SRR H B FEEE REEE
IKiGle ~ REERIFENIEAS -

x4 HYG

AH PETE HE FIE ARIE LS RHEREI(R)
1 (BFig 8 |0mgkg |[EE KW 14
D EEE 0 15% L0F D5 0 mg/kg |[EEP KW 14
3 MCI-186(f(ZZAIZ) PS5 Bmgkg FFIRES BFR—RK |14
4 PREEE 25 60 mg/kg R KWK |14

559 H > $£ 91 HEWRRAE)
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5 (RHE D5 |15 mg/kg [EEP FRM 14
6 HHIE D5 |30 mg/kg [EEP FRMK |14
7 =EIE 25 160 mg/kg [EED AWK |14

[0226] £ MCAO Zf1] > BPEE R T HE MEOK » (LR
S R V)OO R T A SEREBIAR(CCA) ~ SHNEIARACAFISEI NBIAR(ECA) - 7
B ERE) AEEFE RS E M CCA fhA o BHENEZEETRBHER T X
fi 18 + 0.5 2 RHY CCA 1  EEREIH R IE SR O IR E AL AR AT AR -
femPEET 77 =) AR PN ARMCA)RYIIART © 1 /NRFZ - i AR T

EE o FlTiERE T SRR IR PRIFAE 36.5°C 7o - FEPHZER 2 /Ny > A1/
HE RV S HIERR R > LIRS MG DIRERR 1R - R BRI T RE R
RO 3) > HEIE 14 KX - 4 MCAO 1% 14 K » BB B 2248500 AR DRk
S{ERIRTIR (EFARERSEE - [EER 2 20K) - Brfei&t] R 42 37°C T H 2%HY
FUL=REDUEM(TTOE IR > 28R 4% ZEHBEEE - Bra R eviE A
AbE B AR ERY < BRI IR R #P8 AR - £ Image-Pro Plus #1A2
B HIE(EV] R B ZE IR (%)% - G RASHITEZERSTR - I ZEm i (%)= ]
“FERER-[F AP EE ZE R/ A HI-FERER - 2808 FIE (A A R T R AR AT Z= 4
HYMERE -

[0227] HHEZERR T - (B ERT /72517 (One-Way ANOVA)
1 Dunnett 2% 8 PRl Bk EEEU GRS AT AH 2 FEHYE R - T AeE AR EEESS
MEA ARG 2 TR A2 2 - P<0.05 #G0 Redl 2 MABEER - BUREIR G
TIGEHEAE - BPESE ST > (B ti e Lt Tl R EIREAHE 2 2 -

[0228] FTA BT FEATER IR ) R AR ERRIAME - A BRI
SRS 25 BT 5 BQ0%)SE 1T - REENIFIAHH 25 B 5 EQ0%)LT > 1
foKi5REAHE 25 1 4 B(16%)E1T » 2-(Z LE MR LSRR LR R BL

560 H > £ 91 HEEWRAE)
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o~

B ERIE 25 & 3 B(12%40 T » 2-(— LEME) LEFSCEIR LS
BRE R TR EAE 25 B 2 BRPMILT © 2-( LA A JEFCEIR RS
BRER7 K =P EAH 25 A 1 EUR)3ET » RFModH 8 & 0 EO%)LT -
REBEVIILT LA MCAO Fla(k 48 /N6 BB 72 /MKy ZfH - T H
fi. MCAO BIP{EF012 55 | RES 4 RATEIRGERES - AAERALLEEIL ZAIRET
SR E RV - BFITHE Y BRTHITRATAT 2 RAGE RS - A RZH
WAR B IEE A ©

[0229] FHiriEte HIR/ VAHE B MAVSeeEE - (FigAeY) - B
FHEF YRR —F EHE SRR ERSSE 2 )IE -

[0230] LIPS EREZ LR - EFFIRESN RENIZFLH(39.94% +
2.256) ~ CIARZKIGEE4H (37.47 % + 2.856) &, #54H (40.95% £ 2.56 TFHLL > 2-(— 2%
L) LAFEER H GBS RR B B 75 F A B e R R BB ZE e fmy )y - (RRIE 4
(37.01%+2.053, P<0.08) ~ F 7| 4H(35.77% + 1.875, P<0.07) ~ =%|=4H(34.56% +
2.563 > P<0.05) - = H B H LR AGAHAY 2= B A TEE ERIEHY(P<0.05) < MHEEZ
T KIGEEAT MCI-186/(REERI VG IREY K EEfEZERR a2 A B - RF-iladh
YR B P B et SR A2 52(2.12% + 0.853) = 5z ~ 7K R AT MCI-186/{(%
ZERIZRAFHAT R BFE 2RI iR TP B AR (L AV SOIRRE AR SE f g 28
il > AT EI B ZE AR ) - SURASAIHIE R 2 B2 b - fH ZERRTRHY
FEA TS R ANIE] 4 o e

[0231] MACO KEHVRSEEAE T RRIAIPIR SR % - ZARAEES
TE © 1M 2-(Z LR ZEF SRR H B TR R L B8 OK G B B AU SR 28 Y (R E 40
(P<0.11) ~ EIELH(P<0.08) ~ FHIEH (P<0.05)HIAZEAL R 5-14 RAAIEHD > &
B e o BRI A B R R o RREAHERYERIERNAIE S B -

[0232] GRIM IR E R /A RES DRE R TRV RGN - 2-(Z 4%

o6l H > 491 HEEWRRAE)

5
=
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ML) LA PSR H B R Rl BR H Y = B B A B S RS AH Y Ao RERRRR T H B
R o MEYRERBRT o SHEHY SR E ENAIE 6 BT -

[0233] AWFEHE T 2-(Z LFEMER) LB SRR H B IR R L B X
Bl MCAO fRAUFS BRI A B E0UR - BREASAEM EL » 2-(2 LR LA PSR
BelsERRZER Y = B E s SR IS EZR ) B Ary e PR e -

[0234] BHEGT 16 (REOSHE-2-2) A L s AR LA
fs TP EARPHZE (MCAO)S [FERYZMERA IR B A BT

[0235] ABFEHY H HE5 2 (IR e -2-5) A AR | AR H B R R
BRER SR EERETE MCAO 5 [fERVASER MR AR (S D RERRIER A FERCR. -

[0236] [N SD K ER(255-283g) » Bt Al 22 ARG PRAR AT RS B
BEHEREAM - BuBatk il 7 025 EXEAHA MCAO FHiy > EfEE
B B (LN e -2- ) FH B LR 8 AR FH R TR B IR S - LUIRFTHTUCEE - MCI-186/f(
R GHOES) e E SRR 8 ERE/AH ARV RTFilasl) - AT E TR
LT FEREBALBVIRNE T 68— - SRS R E LU s TR
s 2R S PRTRRYERRRG

[0237] £ MCAO FHig(55 0 K& L/NRFAISE 122342567
829~10~11~12~ 13 M 14 REGFE(LEIEIE-2-BD) A LR
PeTSTUCEE ~ ((REEFIZEANEIAS ©

*S. B

FH
=

LB

hey

=

ik

fBJIt
P
H
=
g?ﬁ
E%E

AH PETE HE FIE AR LS RHEREI(R)
1 (BFig 8 |0mgkg |[EE FRM 14
D EEE 0 15% L0F D5 0 mg/kg |[EEP KW 14
3 MCI-186({(’ZHIZ) 5 PBmgkg EEICES [FR—K |14

62 H - 491 HESEYRRAE)
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4 [PrIHrUCER D5 160 mg/kg [k FRMK |14
5 (RHE D5 |15 mg/kg [EEP FRM 14
6 HHIE D5 |30 mg/kg [EEP FRMK |14
7 EEIE D5 |60 mg/kg [EIED FRWMK |14

[0238] £ MCAO Zf1] > BPEE R T HE MEOK » (LR
S R V)OO R T A SEREBIAR(CCA) ~ SHNEIARACAFISEI NBIAR(ECA) - 7
B ERE) AEEFE RS E M CCA fhA o BHENEZEETRBHER T X
fi 18 + 0.5 2 RHY CCA 1  EEREIH R IE SR O IR E AL AR AT AR -
femPEET 77 =) AR PN ARMCA)RYIIART © 1 /NRFZ - i AR T

EE o FlTiERE T SRR IR PRIFAE 36.5°C 7o - FEPHZER 2 /Ny > A1/
HE RV S HIERR R > LIRS MG DIRERR 1R - R BRI T RE R
RO 3) > HEIE 14 KX - 4 MCAO 1% 14 K » BB B 2248500 AR DRk
S{ERIRTIR (EFARERSEE - [EER 2 20K) - Brfei&t] R 42 37°C T H 2%HY
FUL=REVUEM(TTONE R > AR 4% 2 FHBEEE - BratlReviEA
AbE B AR ERY < BRI IR R #P8 AR - £ Image-Pro Plus #1A2
BHIEEVIR BFEEER (%) % > BEEE RIS ERE - MEmR(%)=E
{R-F-EX T FR () (D EAE ZE I RR /AP BRIEAR - 28R B (A A ZURF I RERR AT 2=
GEHMERE -

[0239] HHEZERR T - (B ERT /72517 (One-Way ANOVA)
1 Dunnett 2% 8 PRl Bk EEEU GRS AT AH 2 FEHYE R - T AeE AR EEESS
MEA ARG 2 TR A2 2 - P<0.05 #G0 Redl 2 MABEER - BUREIR G
VYEHEEE - HINREST > (EH T et Tl ik A [ REHVHREZ 2 -

[0240] FTA BT FEATER IR ) R AR ERRIAME - A BRI
SRS 25 BT 5 BQ0%)SE 1T - REENIFIAHH 25 B 5 EQ0%)LT > 1

563 H > $£ 91 HESEWRRAE)
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ARPTETUCEEAE 25 & 3 E(12%)50 1 > (HEIRIE-2-2) A LB S AR H LSS
RRERRE S (BT B 25 & 1 EUAR)IET > (HEIS0E-2-2) A Z RS AR
BeBSERRL ROV I PRI EEM S EIELH 25 &0 0 B0%)56 T > FRF-ir4H 8
T 0 EO0R)ILT - REZBEWISLT A MCAO Figtk 48 /NEF(6 B R EVAT
T2 /NEFZ ] o BTA HEAL MCAO B FITIRSE | RES 4 RIVIEREERES > 24
(RAFLLEIE Z HI PR BTE E RV BRI - R T o R B E AR TIT IR BV AT 2 K
A EERES - AR RIS R IR AP

[0241] FHiriEte HIR/ VAHE B MAVSeeEE - (FigAeY) - B
FHEF YRR —F EHE SRR ERSSE 2 )IE -

[0242] LIPS E R Z LR - EFEN RENIFLHG.27T% +
2.513) ~ CIARFTEFUCEE4H(37.99% + 1.985)F1HELAS4H(41.78% £ 2. 179)FHLL > (LIS IE
-2-F) W B LR AR H R FERR B B0 18 (7 &n B G Ry K B ZE RS e/ - (K&
4H(33.11%+2.212 > P<0.05) ~ & 4H(27.03%+2.123 > P<0.01) ~ =% =4H(24.85%
+2.376 > P<0.01) - (& ~ 7 ~ EHEHAESAGH LTS BIYAGETEERP <0.05
2 0.01) - AHEEZ T - FIHTUEEER] MCI-186/{(KZE T 22 S AT K ERAE ZEAGTERE T2
HED - BRFMTEAR B R A AT R A E 2 5 (3.12% £ 1.279) - #ifS ~ [
HTUCEEAT MCI-186/{{7Z il 28 R AH BV R 20 B 28 1 o i R T R S m Ay SUIR
RS ANBATAEE K7 fg 28 - Tl ~ PAIE M E A ZE IR ] - KGRI E £2JEHY
SHRY ) o FEZERSIEHYEEA oS R E 7 B -

[0243] MACO KEHIRSEEAE T RAVAIVI RSB T - ZIRAHEE
TE ° T (LIS IE-2-F) B L LR 8 AR FH R TR ER L ER R (R B 4H(P<0.05) ~ &
dH(P<0.01) ~ SHEIEHP<OODAYFREALSE 5-14 RAFEN > &8 igE » Bl
AR AR AR - IREFHHEAVERIIE N E 8 Pk

[0244] GRIMPEREER T ZERES AR ZAVERRER o (HLIS0E-2-

%64 H > 91 HEPRRAE)

&=
=
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HF 2 B A PRI R EAO(E - b - R R AR AT A S
SO EEE SR SRS SRS AR 9 BT -

[0245] AW T (OHISIE-2-5) H A 2 G S A B T R B
K E, MCAO MEAIISH AT ARG - BIEESAAMLL - (HLIETE-2-5) R Z G
HE TR ERRA AT  of « SRR AR A I PR 5 TR AT A S (Rt (-

[0246]  BFHEH 17 (CLLOSHE-2-H) B 2444 ZRGEE-[1,1-F¢
13- F B B M 1 AR BIARPEL ZE(MCAO)B LA i A B AP R8K

(02471  AHFFR BHYE SR HISIE-2-5D) FE 24— f-4- 2B A K
(1, 1Bt )-3- B AT R BA B 4 K BREE MCAO B [RS8 B3R B A% )
HEIE SRR -

[0248]  {EFIMEM: SD AE(R57-281 ) - ZEiA AT B2 BB R R AIAR &
BEHEREALE - BYEEH SIS 7 4125 A BB MCAO i - aiEia
ARG NE-2- B F L 24— i-4- LR AT 11 B 3- S S Rme g - 2
B GBI - MCI-186/{c B A (AR 4 S FRAE FIVERAE 5 8 B2k B4R FEFAMER
FAT4R) - AT 2 AT - R SAEBE P A - B e
SACREL R TR L - B2HE 6 PEURIVERR -

[0249]  7£ MCAO Ffi(55 0 R)fk 1 /NEFFIZE 12234567~
82910 11~ 12~ 1371 14 RAAHECHIZNE-2-H) F AL 24— 45 -4- ZBRSEA1,1-

13- B REA T 24~ -4 2B E L - B (2B — R AD) -

NI 2R A EAS
*6. Hhs
AH PETE HE FIE ARIE LS RHEREI(R)
1 [BFig 8 mgkg |FH FRMK |14
D EEE 0 15% L0F 25 |0 mg/kg |EEP FRMK |14

565 H > £ 91 HESEWRRAE)

112101788 FEHESE A0202 1123124359-0



202339711

3 MCI-186(f(ZZAIZ) PS5 B mgkg FFIRES [EFR—RK |14
4 |~ F—_ el 25 160 mg/kg R KK |14
5 (RHE D5 |15 mg/kg [EEP KWK |14
6 HHIE D5 |30 mg/kg [EEP FRMK |14
7 EEIE D5 |60 mg/kg [EIED FRWMK |14

[0250] £ MCAO Zf1] > BPEE R T HE MEOK » (LR
S R V)OO R T A SEREBIAR(CCA) ~ SHNEIARACAFISEI NBIAR(ECA) - 7
B ERE) AEEFE RS E M CCA fhA o BHENEZEETRBHER T X
fi 18 + 0.5 2 RHY CCA 1  EEREIH R IE SR O IR E AL AR AT AR -
femPEET 77 =) AR PN ARMCA)RYIIART © 1 /NRFZ - i AR T

EE o FlTiERE T SRR IR PRIFAE 36.5°C 7o - FEPHZER 2 /Ny > A1/
HE RV S HIERR R > LIRS MG DIRERR 1R - R BRI T RE R
RO 3) > HEIE 14 KX - 4 MCAO 1% 14 K » BB B 2248500 AR DRk
S{ERIRTIR (EFARERSEE - [EER 2 20K) - Brfei&t] R 42 37°C T H 2%HY
FUL=REVUEM(TTONE R > AR 4% 2 FHBEEE - BratlReviEA
AbE B AR ERY < BRI IR R #P8 AR - £ Image-Pro Plus #1A2
B HIE(EV] R B ZE IR (%)% - G RASHITEZERSTR - I ZEm i (%)= ]
“FERER-[F AP EE ZE R/ A HI-FERER - 2808 FIE (A A R T R AR AT Z= 4
HYMERE -

[0251] HITEZE AR AT - (8 A B 1R 5 22 o A (BR R 5 22 73 i) AT
Dunnett % LRk EEEC G RAEMERCH < FIRVAZ R - T feE R EEEFE
HHIRMEESH Z FIHYER o P<0.05 §50 Redl L MHRBEE =R - BiRER KT
PE 1A - BNEEE ST (FR R E LI R N E KRBV RT = R -

566 H > £ 91 HESEWRRAE)
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[0252] FTA BT FEATER IR ) R AR ERRIAME - A BRI
SRS 25 BT 4 B(16%)50 1 - RENIFIGHH 25 & 5 EQR0%)LT > 1
IR LB = JCHIdE 25 & 3 E(12%)501 - (HISnE-2-E AL 2'4- 5 -4-4

A1 V-IoR]-3- B B BO R B AV 128 (BRI B 4H 25 A 2 BB%)5L T - (it
IRUE-2-B) AL 2'4- g -4- AR A A1 V-l 2R 3- H BRI B0 RR B HV B Ky P &
HMEHIEHEST R 25 €FH 1 EA%)IET » R0 8 & 0 EO%)LLT -
REBEWVICT LA MCAO FHig{k 48 /NEF(6 AR BT 72 /Nkf 2] - BT H
fi. MCAO BIP{EF012 55 | RES 4 RATEIRGERES - AAERALLEEIL ZAIRET
SR E RV - BFITHE Y BRTHITRATAT 2 RAGE RS - A RZH
WAR B IEE A ©

[0253] FHiriEte HIR/ VAHE B MAVSeeEE - (FigAeY) - B
FHEF YRR —F EHE SRR ERSSE 2 )IE -

[0254] LIPS E R Z LR - AR EN RENIZFLHE0.35% +
2.078) ~ LR ZFE & JEMN4H(38.95% +2.176)F1&E A= 4H(41.08% + 1.982)M L - (Mt
IRUE-2-B) HE: 2'4- 5 -4- R A1 - 75)-3- H ER FE M BR B 15 K 4R 28 1B I

HYK EAEZERGTREY ) © (RAEIEHB7.52 % £2.789 > P<0.12) ~ FHIELH(35.02% +

2.827 > P<0.06) ~ =HI|=4H(33.53% +1.986 » P<0.05) - = =40 IS AGAHAY = 52
FEEETEE EREEY(P<0.05) - MHEE 2 T ZBE s JeHiAn MCI-186/((ZHIFE
BHYR B ZEREA AR o BRTIERTR BB R A AT Ay E =
(1.98% +0.751)  Hfg « ZBE —FJEMIFI MCI-186/{{c 22 fi1 25 6 REAHAT K 2 BifE 2E
A RS TP B AR M AV SRR AT BB EE f7 g 2 8 > Tl ~ A= I E A A ZE
fR N SUIRRSAITHNE K g Ry 2 Bl b - M ZE RS fRA Tl oA & SR A0 E 10 o

[0255] MACO KEHVRSEEAE T RRIAIPIR SR % - ZARAEES
JE © M (RIS IE-2-40) FH A& 2 4- @ -4- LFRE A1, 1-Bi%R]-3-H B B B IR B A (K

567 H > $£ 91 HEWRRAE)
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I EA4H(P<0.10) ~ FEIEAH(P<0.08) - S E4H(P<0.05) AR EAES 5-14 KAFATY
0 4538 thgaE - BlEESAH A B R - R BT RV AE S AE 11 Fos -

[0256] GAIM IR EE R T AEE YRR FAVERARER © (hignE-2-
A 2'4-F-4- JBREE-L B2 -3- H R AR B B0y = B B AH B s G 4H
HYFHEEShREBIERT P AR E R - M) gettER T S ERVE R E A0 12 f
7T< o

[0257] AIHFEELZE | (g nE-2- B A 2'4- _F-4- AFE A A-[1.1-
BiaR]-3- H L FRERRL B BR B, MCAO fREAUAS S T Y GHENCR. - BEGESAHMEEL
(LIS WE-2-F) H A 2.4 F-4-JBadA-[1,1-BR]-3- H i FR R I iy S R & 40
HRSHRMIBERIA N BV OB lE A -

[0258] Ehaf 18  (EIRNE-2-E) H A& 2-2- LB R AR H B A BEAR
FH I R ER R B KRS TR EIARPE 28 (MCAO)5 [EERY S MR R BB FR YR RY

[0259] ABFEHT BV S E2 (LIS IE-2-ED H AL 2-Q-LFSE AR H R
E)RERHIERE I RERE MCAO 5 [EEAViSH-MABEAIH R ik Ae
HRTEHY G -

[0260] {SE FHIEME SD R EE(255-280 g) © BxBS B[ REZ VBRI ARG B
B R A - BIEER T ECE] 7 425 EREVAHATY MCAO Fir - HIfEA
FZ PR AR (UL e -2- A AL 2-(2- LR F AR HEE A R AR H R - JBE%E
K5l ~ MCI-186/{(¢ZEFI 28 (FRIE ) AR AHANEEGAH © 8 R EVAHMN T
fledl) - AEEEFTIEIRERE Z A R EALEIY IR 68— - BV e
FERELKEFZE - F2EE 7T P ERRGT -

[0261] £ MCAO Flgtg 1 /NRF(EFE O R)ME 1-2-3-4-5-6~7>
8910~ 11~ 12~ 13 /1 14 REFEE(UHEIEIE-2-ED) AL 2-2- LB R A H ERED)

elEEARLER - 2-(2- ZREE AR HERE) S A H R (LB /K GIRS) ~ (K
55 68 F » 4 01 F(GHHHE)

il

s
;
1
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HIZE RS -
*=7. Bk

ZH PETE HE F=E AR LS RHEIFE(R)
1 [BFig 8 |0mgkg [EEF FRM 14

D EEE 0 15% L0F D5 |0 mg/kg |[EEP FRMK |14

3 MCI-186({{(¢ZEfIZR) 5 [Bmg/keg [FEIOES [BER—XK |14

4 | BREEREED D5 160 mg/kg [k FRMK |14

5 (RHE D5 |15 mg/kg [EEP FRM 14

6 HHEIE 25 |30 mg/kg |[EEF KWK 14

RE = D5 160 mg/kg [EED FRWIZ |14

[0262] £ MCAO Zf1] > BPEE R T HE MEOK » (LR
MASAE T G O B A SHRENAR(CCA) ~ SENBIARACANISES NIAR(ECA) - 7
G B) R EEI RS IEE CCA fEA o RiEEEESHEE AR5 X
fi 18 + 0.5 2 RHY CCA 1  EEREIH R IE SR O IR E AL AR AT AR -
femPEET 77 =) AR PN ARMCA)RYIIART © 1 /NRFZ - i AR T
EE o FlTiERE T SRR IR PRIFAE 36.5°C 7o - FEPHZER 2 /Ny > A1/
HE RV S HIERR R > LIRS MG DIRERR 1R - R BRI T RE R
RO 3) > HEIE 14 KX - 4 MCAO 1% 14 K » BB B 2248500 AR DRk
S{ERIRTIR (EFARERSEE - [EER 2 20K) - Brfei&t] R 42 37°C T H 2%HY
FUL=REVUEM(TTONE R > AR 4% 2 FHBEEE - BratlReviEA
AbE B AR ERY < BRI IR R #P8 AR - £ Image-Pro Plus #1A2
B HIE(EV] R B ZE IR (%)% - G RASHITEZERSTR - I ZEm i (%)= ]
“FERER-[F AP EE ZE R/ A HI-FERER - 2808 FIE (A A R T R AR AT Z= 4

569 H > $£ 91 HESEWRRAE)
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YRR -

[0263] EIPMEZEEE ST - A ERT )72 5717 (One-Way ANOVA)
1 Dunnett 2 S LIRS LI SR AH R ERAS4H ~ FEIRT 22 22 - T ARE AT LIRS
VS HRFNE RS AE < VA 5 « P <0.05 il Ry B4 A RE A 5 - BURRR R
TIEHEREE - HPERES - B/ T EtbB e~ RERVERER -

[0264] PR B AR FE TR ER H R AT AR AN - fE It BB IR -
HASAH 25 & 5 EQ0%)IET » {EAIZRIAEAE 25 A 5 EQR0%)5ET -
TR L EEEKGIETEAE 25 1A 3 E(12%)56T » (HLEIgIE-2-B) HER 2-(2-4
ER R S A F LI YA A &40 25 €9 2 £@%)ET » (M
I mE-2-55) FHER 2-(2- L FR S ER H B A 4 FH IR PR B A /A Ky R 22 4H 25 &
H 1 E@R)SET » (LHISHE-2-H0) FH A 2-(2- LB B F i) 55 H IR BRI BE Y

7 IR 25 €A 0 B(0%)ET @ BRF-lT4H 8 EFH 0 E(0%)EL - K&
BENYPET R EA MCAO Fig1 48 /N6 & REDH 72 /NEFZ[E - FTA HA:
MCAO WL TR | RESE 4 RITERE ERES - AR 24850 2 AR
HEEEAVREDIRON « BRFMTAHBIME R TFMTRATAT 2 RAS B RS - MR WK
BFIEE AT

[0265] FirBiE R A RS MBI s S - (FERNEY) B
FEF il e—F EHESR LR R EHEE 2 IAE -

[0266] LI E A ROR » BRI E SRR R 4H (41.33% +
2.792) ~ IR Z B e KGR TR4AH (39.25% + 2.98 1) FIHAL4H(43.98% + 2.256)fHLE -
(PLLIE BE-2- ) FH L 2-(2- LB S AR A E AR H IR ISR IR 5 K 4n 5 A
KESFEERETY)N - (EBIE4H(36.87 % + 2.265 » P<0.10) ~ HEIE4H(35.39 % +
2.479 > P<0.07) - S| E4H(32.98% +2.546 > P<0.05) - SIS 4RI HAGLHN 2
TEMRETER FEEENI(P<0.05) « MHELZ T » ZBREEKAGREEEF] MCI-186/{(KZEHI 214

F70 H > £ 91 HEWRRAE)

I

g
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BHYR B ZEREA AR o BRTIERTR BB R A AT Ay E =
(3.56% + 1.257) » &ifG ~ JHREE/KIZRERETN MCI-186/{(REE NI ZRIa HEHAY R 2 BIE

i E RS P Bk MY SLIRESFIBATREE A7 G 2 » (i~ AT K E4HEZE
HRREU] - SGRIEAIHIE L Ry 2 B b - FEZERGIRAYE R D ATsE R ANE 13 AT
e

[0267] MACO KEHVRSEEAE T RRIAIPIR SR % - ZARAEES
TE T (LIS IE-2-F) BB 2-(2- AR 278 AL S AR H L B B BL B (R &
4H(P<0.10) ~ tPHIEZH(P<0.08) ~ I EH (P<0.05)HVAGE AL SR 5-14 KA ATEIN
i e e > BER A RE R R - RESHEHYEEIERAE 14 Aok -

[0268] GRIMPEREER T ZERES AR ZAVERRER o (HLIS0E-2-
EO A 2-2- ZREE AT HERED S A7 H BE AR R L B0 0 = | S A B AT A A Y
LUIRETIBRE A BRE AR - M YIREHERT 7 SHERYF R & E 15 Fr

[0269] AWTFEHEEE T (REISIE-2-F) 5 2-(2- LRSS B AR H B #5
7 FH IR R R B B K Bl MCAO PEBURSHR MY BRECR. - BlEACEHAEEL - (HEIRIE
2-F)HE 2-2- RS A HERE) A H RIS SR MR S E E 0 SR 18
FHR BRI R (E A

[0270] BHiBI 19  2-(ZLERE) LE LM S A IR
FIEAFE T BIARMCA) AR BAE L e R BR RIS AR ZE AR

[0271] AT EAEFTE 2-(CLHEME) L5 RS E R LA

EH GUER T RIS T EARMCA) MR pAE R L D AE BRI ZE -
BB 14-21 FEYBTFEERHAM E SRRV ST IR A [F AL B RS 14-21 Ay 5E
EEY GRS AR BRI tPP i) ~ s AL MR (F1% |/ NFBR 2
60 K > BEEWEGEEMHN TR « OBREE - LIRS EAD DM E PRIR R
HYLIRE IR BUGE - MHEE 2 T M ESERAVIIFE T » S5V e e MR

FT71H - 91 HEWRAE)

=
=
=

=
s

]
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107

2 HIFRGEHY - 12 BSRE SN ERE & T TED » T2 T IRAE B MR Ry
HE -

[0272] BRI R - A ORI AL 2-8°C /- 7T RINfE
FA o JERE B AR o EF 113 AURIER T4 R ok e B e -

[0273] TR 2-(C O R R L B LB AR A ISR R (15.82 )il
ANHIE] 200 mL EEHEH « 4 80%HIAL BB TEMVALIREN /K FRY 15%(vIV) L1
(ER)NINEIEES T B EEYE 2 ESEE R R SINT 15%(v/v)
ZIRISINEEEH A % 200 mL HYAXESTE © (70 mg/ml 7Y 2-(— Z ARG A J B ZFa S
EORH BB Aes <)

[0274] FEE NI BCRETE I GG 3 /NI » 455 2-(— LB £
LB R ER F LB EA D - PTHTUC SR BGERS « 1855 _RFIE 27 K » 2-(C LR
B LR REAER AL - MBS ERS T RGN X - [ —R M
RS B AABEGA T 2-( LR LR LB E R RN T R S e B
0 o PRI UCER J A (5 A — M S Ay S B oK IR 4G 2 - AT B Ik
AT IR TER MCA AR RIS 0 RER—R BRI RIFE 27 K o
(R 8 FrnAVERRGET)

[0275] BFreaREaix - BERETEXREEL 50-100 gtk - ##
TR B AOE R H RN KRB - AR RAR B HEUR B 2K < B ER
FEHEREY 12 /NEFHYHEER -

[0276] RSB AR T e R AL RRR G D EERA IR A E) - it
RERIETE BT T » R a P EARLMBEAERIELE GB14924.3-
2010 70 GB14924.2-2001 HYEREAEAE - &S RIVEIAPREETEIFAE R

[0277] {5E &Y B 20K < & A B /KA NE RO A= 0 T 58
BEHERKAVEIR BN - ZR)ETRM - KEER & EE A RILFIEE

FT72H > 491 HEWRRAE)

)
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FIEAE GB5749-2006 L ERYER FI7KIZAE o i aE AV B A PR Y AL fE R+ -
8 EEmiEL

HA GES e
Gl 0.430 mL/kg/Z¢ » —FRRWZK 6
PrTHTUCEE 20 mg/4.0 mL/kg/ R » —F K 6

(EEIEST  [15mg/0.215 mLkg/R > — KRR 6

SR ESET 30 mg/0.430 mL/kg/ 2R » —RHIK 6
[0278] TR 24 EMRAVMTHIGE © IR IMEE I E R -
[0279] AR BCHVERVE R B AN A B AR » A R B ELER
MCA A& EAEEY ~ FFHEE D RE R BRI E T ZE R R AN B AR

[0280] MCA [tef AR AR e UG AT - BIEABIRAEE Y
AHAI4EEE -

[0281] IFZERE /0 12 /N RS AL A5 BRE MR (20 mg/ke)lii
B> BT RE - FHEET 1.0%HY R beiiE 30 7388 o B AR A i
(SN23402 - Hallowell engineering and manufacturing corporation > =[5 FIME 25

(SN23402 > Hallowell engineering and manufacturing corporation » Z£&) » B F-fi
PR F#ETT - LRl AR+ - BV R (B RSRE) EaE N Z R E(XMTA-7000
Delixi Electric., Ltd.)/JZ2&/E 37.0  0.5°C [ -

[0282] TERREF S » (R e R e A1 S E (Valleylab Force 1C, USA)Z:
PRCAR © SARAL SRS IR A MR TR - 55 R AR E M HH(20 mg/kg)
WRIEEY) 77 hEERSAE AR A HE T HERE - MCA eI Rl e BB ES [
HY - FH A (GLS32T3-100FC » i eigiE th AR A TESRHIVN &R 532 nm Y
LROCHEST MCA TRV 07y - WS 22 iR Ees FRVELRE 3 2Rt

F73H > 91 HEWRRAE)
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455 [ - BEARIBSTIAFIR AL EST T DRI ECBIAL 20 mg/kg © FFEEHRE 30 43 8% o 2R
1% PRV R R 78 R -

[0283] il B HLADEST S A M Z $H(100000 U/E)3 K - DATHR i

[0284] THEEHB (TR 3L MCA MARTZR(EE 0 R)$E41% 135 -
7~ 14§01 28 RUVEAMETRHE - MSEERHES - BEAS - EE RG0F
RSN AR TR T RS BUE 2% - B RSN F RS LI YR8 hB0 B
AR RABLE Sy o (EEERIEETY R Kito G, et al. J Neurosci Meth, 2001, 105 : 45-
53 fh YRy )T A TR E -

[0285] SR MCA M2 PR 28 K AR EL Z8M(35 me/ke
BT )R R © Lo VIBR % » B 200 mL FF-2% (AR FREE /K (10U/mL) 48 SE4HE)
HIREEE KRR - A% 200 mL 10% (& SR P MER TR - B2 - A S 10%
TR B M EENRAR A R - WINEEAISEA - £ 4 mm fEFERY
10 {& i BEELE S BEATRGIA TR (RRE 7-8um) « EREAREATEI R $5 1 H&E 5
BAL e o

[0286] AESE ZE P I A B DL S AT - U AIMELEL - s IR ZE
M E 72 RIBSEEN ) - MRS EEEI G S B U E T /2 KRS ER(A)RYAE
EEHETIEEAIE (&5 ) -

[0287] s 2 (FERE V) R AR ZEEIE 3 A IE DRI D' - (ERVI R B
(4 mm)AYFEZERSFE A T AZUHIE

FEZERGHE = {(D+D") x4} /2
[0288] AR ZERS IR By 10 (R U R R ZER AR A+ Y
[0289] RHEHE
D) FHECERERT S CER BB A% - 8 A4 B IS AL ) F14E

FT74H > 91 HEWRRASE)

112101788 FEHESE A0202 1123124359-0
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THEEHRIEET 77
2) THEERLASTR

[0290] SR

[0291] SRS ~ PTHTUCEE ~ 2-(_ &M E) LA LB S AR H LB EE L
ERREIEEA 2-( AR LA LM EAFH IR R SR EHAL TR
TIA Ry 4T~ 15~ 0/5 K0 0/7 » [N - B5E T ARHYHEEHRIB R AL PR 2%
T o £ MCA AR AE = RAL S AGAH TR 2T R R HIE IR - B LEHIsERI R
ARBREHZFRIE  PIHTILERHAYVHEHRIE E 2] MCA MR AR 28 XA HEH
WAE - 2-(Z LA OB LS AR IR PR IR BR (R A0 A 2-(Z 25 AD)
LEs O R AT T B s B L Bl e T B A S (A A (e D RE kR - (LI
16)

,-'.

[0292] £ MCA MR RARSE 28 K - #iGdH ~ FTATIEEAE - 2-(Z4
Bl R OB LR R A H S PR R R (K B4R 2-(C AR E) LB ARRE 5
7 FH R B R B B8 = R S A I BRI 228 R 57 751 2873 ~ 1901 ~ 945 71 988 mm’ (5,
R I PR R B (R B A0 A 2-(C LA ED)
LA BRI ISR R s K S E R T ZERGH -

[0293] FEAEZE - SRR RIR EIR(E - (TR AN 2-(— 4
Bl B OB Al AR H R R R AR Sl A P S 2-(C OB B) L& L
SEAH ISR S I B BT - P > (LR E) L& LS
7 BB ER L S = M B4 v AR ERVICH A B AIAE - mskasa(E R/ 2R
HEEL 2 TP AN - PrTrUC B B -1 I » il ek > P SRR = R
AUHHIESTART » B 2-(Z L ERED) LB LR S AR H B B E e B AR e 1 -

[0294] 2L F ) OB LR R AR H IR R B MRl TR
FIFEZERGHR - WO 1 HAEHRIE - SHERIRERSEIR - 2-(C LB L5 L

F 75 H 491 HEWRRAE)

[l
3
Lo
¥

N
b
=
@gt
N
b
N
2

l
><TT—‘>

il
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FOR R e R B A AR E AR E AR - mh 2-( LR ) L5
LB BT IR IS BR RE B AR DAL B (i AR e BE ey - NI IRSE TRT S

FERE LB TZAHAE - 482 BRI T 2-(C LB E) LB LR S EF H RIS
B RE TR KRS R EIAR AR B R Fh s T ki MERSHB S I AL 1 #h AT 5k
T o

[0295] EHiGI20  2-(Z L EWEE) LB LB EER H I B L
B NEIFE O ZE RS IT

[0296] BURHY B

[0297] e 2-(C LB CBRE AR PRI AT 15% LB
FHEERE (7.91%) T E 4558 FHTIC B RAE 0.5% MC H 2415 2 (0.5%)
FIRS I R4AEE -

[0298] {ER—R MR8 & 2-(C LA ) £ B L iR E AR L
ERNE EA RIS A AR BE TR IEE RBIAE R » HEIS 13 K - (EHR
H—RMEEH 250V S B E R 5 L R4S G UC 2 - BB M IR AT 4
156 2 REEERWR » HEIFE 13K -

[0299] TRIBEER (R AT - BIESHEAT

[0300] M LEE) AR BREEERE  REE 15
mg/0.215 mL/kg/R(LUTEREmgET - AHETY 10 mg/kg/RPTHRTEE) - FRWK 5 = H
£ 1 30 mg/0.430 mL/kg/R(LUFFRElRET - AHE T 20 mg/kg/RFTHTICE) » HRT
K+ PAIHTIEEE ¢ 20 mg/4 mL/kg/ K > BRRIX -

[0301] PTG ERCE > N ERRAIRION (L 2-8°C {RFF - 7 RINfE
A o SRS R ER AR TR o (FF 113 AYRSIE IR T-FO4 fE s T Bt -

[0302] TR 2-(C LB R E) LB RS AR H LTS HIL EE(15.82 @)if
AHOIE] 200 mL B o K4 80%AVESRRIRAVIE MEED EHT/K AT 15%(vv) L B2

F76 H > £ 91 HEWRRAE)

S
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ERR)INNEIE T MRSV E 2B EREEIR &R 55N 15%(v/v)
ZIEARIEIEEARS 2 200 mL HYEAETR(70 mg/ml #Y 2-( LERE R ZE LR
EOR IR e as) -

[0303] otk 24 S NIFE R EZ ST - B IETRTFRRENT o /N
FERETE 2-3 Al -/ NUFE TS HPREE L B IR AL B RS A
#IT T B E  WHBERHEE AR FRA AR 2 - B3R 9 FrneyE Rk

it
R EHRAHER
gk ‘o8 WE
By 0.430 mL/kg/ZR > — KWK 6
FIEFUCEE 20 mg/40 mLke/ R KWK 6

SR EHER T |15 mg/0.215 mL/kg/R > —KRIK 6

=HEHET 30 mg/0.430 mL/ke/ K > —RHIK 6
[0304] TR 24 &/ NFERIMTRTRG = > f2 it/ MEErECE Besh -
[0305] ORI R LUG AT - 1R E N B BB aHaEE -
[0306] eF22 BB 22 /0 12 /N NEUSERTL A B TRES EE 22(25-50 mg/kg)

e BHSTTPR Lo F O2 77 1.0%HY Fam e B o I AR 2R FH R e (SN23402 »

Hallowell engineering and manufacturing corporation > & ER)FIEEIE 25 (SN23402 »

Hallowell engineering and manufacturing corporation » 35) » BEH FATER T -
TERIE AR 7 BV RVRS R(ERS RS 88 I 2 PRE(XMTA-7000 > Delixi Electric.,
LtdJZE&I{E 37.0 +0.5°C [ «

[0307] TERRIE T - TR Tl - BHEE Lol ol e S b AR B o [CliE 2
AR EIIR AR BoE B (BB S FE S [RERY - FIEEE(GLS32T3-100FC » _F)E e

F77H > 91 HEWRRAE)

112101788 FEHESE A0202 1123124359-0
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AT OARA TGN R 532 nm BY&RE IS B - B85 hZe S R iR
s CEVELTR 3 2oRAVICHRS 25 - BRAGHEET AL AFAR A5 Z B BEAT 20 mg/kg -
FHECHE 30 774 -

[0308] flirtz & HHLAESS 5 Z 51100000 U/EHY)3 K LATARS T

[0309] OISR ZEE R ZE AT - K& S 3 H(TL11M2-D70-PCT, Data
Sciences International, MN, USA)ILAGEE N - LB H SN B A ARG MA]
FIZEAREED © $AEEHR it N ECBRAL 1R 24 /NP EC ek R BRE5HR(ECG)

[0310] FEEESTHAREIAR AR B3 £ 1% 14 K - SR/ NESE
TREEEE24M(30 mg/kg - FEAESD AR - VIETHCEIIRE > 1 TR Tl
L Lot o AR Lol Smm BEHY S PR - AARRFEEEERIZ A 37°C TTC B+ 5 77
# o ] TTC s 1% - 048 5 S LB USRI R - FrA USSR A 10%1E 6
MR ER DR T © 56 2 BRUBR R KERIESL (S © 7-8um) - Y] )5 A H&E &3
B -

[0311] OHEEREHVHE LR RET -

[0312] RN R TTC LEBRAVEBEE T < R 2 (WG] 7
YRR ZE I fE o2 3 MR D A0 D' (VI3 EE (S mm)BVEZERS R0 N A zUHIE |

fEZERGTR = (D+D) x5 } /2

[0313] iR 5 (WG V)RR ZER T AT R 2R -

[0314] {5 A H&E Zeti 5 Al U AR SRR AE S EER TSR (10T ~ 38

[0315] RHEHH

1) FHEELASE
2) SHEREENE

F T8 H > 91 HEWRRAE)

112101788 FEHESE A0202 1123124359-0
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[0316] SR

[0317] £ MCA MR RARSE 28 K - #iGdH ~ FTATIEEAE - 2-(Z4
Bl R OB LR R A H S PR R R (K B4R 2-(C AR E) LB ARRE 5
7 FH R B RO B B = R S AH I B HUIE 2288 TR 7 )l B 379 ~ 431~ 177 A1 138 mm” - 2-
(CLE ) A& L AR N I IR I D (R B E R T /(L&
B LA AR ATR ISR R B = K S A 2SR - (FLIE 18)

[0318] FEEASAHAT P HTUCER 4 o - BRI O] T EE AT TS -
PRI > 12 AR G PR AR B (B A 2-( OB LA LR S AR IR SRR AL BR A (K
B[ 4HAN 2-(— LM A £ 7k LB S AR IR B R0 R B = T B A T R S ey

[0319] AHFERY V@RS 2-(C OER A LB LR R AT HEEFE
ERRLER L NUFE LI ZERIE A - AL O BEIRFG T - JEEFIFTAEAY ST 3 A

R QN RILIAFTREHE IR A 12 LA MAYEEE - MCA AR RE S 28 KX

RN LB LR AR N IR R R B A T A ZE R RRR D - AL - %

HERRIH A ERAAEE 2-(C LA L5 A S AR L IR BL B AT O

HILFEZE -
[0320] Ehp) 20  JRERREEH NI
[0321] AT T — RF SRS T IE LR R HIER R SUR - &

AR B RE RN 2 M & GLP B5T ~ /NEFE SN E i K~ I & GLP it
5t~ 28 RRBREHEEKFEFIEAMEE) /5 GLP b5t(14 RIAEHD) ~ 28 K/
HUFE B A B E S A 38N 75 GLPHFFR (14 R IKIEHA) - 4l < (=1 2842 GLP
BB (Ames) ~ f25) CHO-WBL S YA OGS GLP 5iER ~ KBRS SR
% GLP 5% ~ (E Yl aallnntE A KRBT R E - REWPRZ 2%
FRERRTTRE ~ JAMEI B AR B/ NSRRI E I 5T ~ S S T R SE AT R BR 2
SR

$79 H > 91 HEWRRAE)
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[0322] (e FEERAE - 2-(C LB L) L5 LR S B 7R FH BE R AL
BRI A HARE M 2 M BAT -

[0323] gHed 21 TSRS

[0324] #IT T —IHEER - e -~ RIEIHE - FIEREETIT - DI
2 LFRE ) LFk LB R AR BRBER RR R B BB B M A B - e g B
BRZEE > HEREMZHENZ 2 ~ 2R PK -

[0325] 1 4 (FE SR Rl B R R REREE T > 8 Brzal B wEik
ACRE 2 VR aRY) > 2 2Zel bt o B B VCECHY 2RI - BTt seRyRIE R

%10 -
% 10. S[EEEHVARENEH EEEH
Bl LIS SR EEEY
1 70 mg 10 15
2 175 mg 25 15
3 350 mg 50 15
4 700 mg 100 "&
[0326]) E{EEIECEFEEIEEEAFTETEING | RLLERIE4A 55 TTEE Y5
4 o (E4REETR 120 /NPT R R TIIRAE A - FITR 2-(C LB R E) Z A L BE SR
EORH I e =M 2-(C R LB JM SR H P IR S A

Yy o Bl 2-(C LA A A - AR AR EELED  TErTC &R (LR KSR
acetylsalicylic acid © ASA)FI/K 5 (salicylic acid » SA)AYIMAE PK 534

[0327] £ 5 Rt - 15748 7 RERMREGEHELRIE 2-(C LK
B LB AR EAR R BB E (5 6-12 K 5 12 R{E4EEE FPREIE) - 156 12
K EFLEERERE 2-(C LHEERE) LE AREEAFH RIS S % 45 %

%5 80 H > $£ 91 H(EWRRAE)

112101788 FEHESE A0202 1123124359-0
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120 /NEFEARE - BRI S A Y PK 3 AfT

[0328] & —{l FEifEs F ZEEFR BRI ATE ER T £ H S EEE 2
Al > SERRZEMEBIBENER © AN FAEIERFF 551 (adverse events > AEs)
MER=EMER G N —EE SRR EEE: - HIE RGNS EEAELANE
2 MR 52 M EPAE - IR RE A5 - BEEE &M EF b ZE & (Principal
Investigator » PD)AY[EE °

[0329] -(C AR LA AREAF HIL IR R B I R KR E
Ry BRI R 700 mg([FJieEE 4) - S KHEIE R 1400 mg -

[0330] HIERE PK oM 1255 | REIERAYDL N IFERE 25
IEEEA : 0(Bl&Er]) ~ BIE1%£025-05-075~1-15-2-25-3-4-5-6~
8~10~12~18 2448~ 7296 F1 120 /NiEF o A& PK 947 ££56 12 K
& EFRERIREFERIE PK oM HIE YIRS RUCEE R IIRGA - It
Sh o 1E5E T-11 K EFEERWEGHE PKEA -

[0331] ZeMEaHEasE~ B EAED 4= anpliZ2 (M EE[blood pressure *BP] »
HRi ~ FRRERFOERE) ~ RIRER=ERESR - + -8R 0EEE N
(electrocardiograms * ECGs) ~ 7B R =F ik 1.5 #8187 (physical examination > PE)
R -

[0332] EEREEMISE 13 RETHERENFET SR L EEEEE -
FEEREE ~ 55 1 KA 5 RIEAFEHEL R XEIEGEERT 1 /N &aFE 4 dn
BER -

[0333] TEEREE ~ 55 1 REEARISE 4~ 1317 RIETERRER=aEidt
B MRERFIFRIR T - FEEREERDSE 17 RIS R A R TR A A IE £ (F e
A o HEFRBIELEEERTIGEES 30 oy s T R B RIETS -

[0334] A

%81 H > $£ 91 HESEWRRAE)

112101788 FEHESE A0202 1123124359-0
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[0335] T

[0336] L AHFERE » 2-(CLEME) LA LSRR B
ERTEDTSC T A EIE )7 R R 2 e A2 M REFRY © fem 700 mg HY BRI E A
= ORI 700 mg WY 2R E - HIEEL TEAE W35 4 2 R HIHERG: -

[0337) 2. 8 EHIBE R BB} (serious adverse event » SAE)ZY,
TEAE EE{bH 3¢k -

[0338] 3. FRTIEHEY TEAE 24 HEERZ 2SS Rintss
Frp o BEGHEREEVEEZEL -

[0339]  PK &5

[0340] I {EHFIENZHELSSE 70 mg £ 700 mg 2-( LAEME)
LB O RE R TR TR (% > TF0039 F1 ASA By AR (XA o] E /Y T IR

2. (LEBIESNZEEREE 70 mg £ 700 mg 2-(Z LEAEE)
e

]
L B HE T SRR » 2-(— L) 5 L R B B SRR B

[0342] 3. EEEIE452% 70 mg & 700 mg 2-(_ L ERE) B 2R E
HAAHRLASEREE % - KGR R M E TS /KISEEHY AUC I AUC, 1S
BEE 2-( L AR LB LB AR I B B B T S A B i B A 7K A B
SR EE 350 mg HEHIE] 700

E
&
[\)
)
Qﬂi
@gt
N
b
N
iy
o
af
=
.
=
=
4

mg 30 - ZHIELEE 70 mg £ 700 mg BY 2-(Z LER B LB LRSS BRI
FEERRLER1R - KGERHY T PLEHIEGFRGEIRVEERETF - BES] SA B
Conax A1 AUC: BSFE SRECBIE NN - BRI E SRR LGS 2-(Z L5 M) L5 LR
A AT R FEERRL R (R - K BRHY RS 1=/ E 23 22 36 /N & EA -
[0343] 4. REMTRERE T KGERHVR RR_Cua Al R_AUC)EE

%82 H » $£ 91 HEWRRAE)

«T

=,

)
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BB Cox - 1.5 2.6 AUC, 1 2 & 8 ¢

[0344] 5. BT 2(CLHEME) AELBERESR F R R AT
TKAGEEHT PK 2ETHR KA R -

[0345] 6. 1t 2-(“LEM
B (LB LA LRREAFHEEERERES S H%FeeEt
(299%) K 7K A5 -

[0346] ghip) 22 1 HARRERETSE

[0347] T BAERFRERERZE—IHZ Hul - BERE - BE@EIEN) - ZRKIEHE -
VAT ~ BISTRRIITT - LRkl 2-(Z LA B AR 8 AR H G PR i e
SRS RIMEEE - ki e R R AR M AR 22 e A EE 16
FEFTA B EEEY 707% mRS FE73(0 2 2 B 22K & - [hAh - KA ERT
fli TAESE 16 RIS 32 ESHIE 2-(_ LAME) LA L HRE AR F LB RS
BRI AT <2 1M BUZ R BIRELE 2-(C 2B R £ LR A A R H BB
B BB FR A S A 1 e Hp B B Y DD RE M B AR R iR EE 32 P A R
Y 737% mRS FF73(0 £ 2 BIRR 22kt & 5 DU BINELE 2-(C 2B D)
L5 Z Bl S R Y T T A i T A S 1 o LR S BT TR M A AR R
MBS 16 1SS 32 JH LALLM bh 25 B B 0 AR R ST BT R & 3% (National
Institute of Health Stroke Scale » NIHSS )57 85 = ZE FE 5% (Barthel Index » BD)AYIZ
=N

[0348] JiEMTE Rt

[0349] BAEA A HAVEEE DR T EFERGATESE 1 K)ig 3-60 X
FIAAEE S HY T 2R A TTEEY) 16 A - BB A0/ EERE R A B2 A0 o R piE i i
FAWT R EEIIE R - DA B E A/ LI A BB R RGEFEE 12 /NF—2)

BFEEEY B2 IR 20 B/ & - FRAERE 280 mg HFTEEY) - 20 IERTEEEY )i
583 F 0 91 F(HIRAME)

fﬂﬁ
mff
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N5 SHECEE 418 - )5 218 0 AlE 218 > Kot 6 15 > 72RE 318 - GRER 3
Mg o FEMETER AL KB R R E S LUE R R AR - BRI —TBRFRED S
TEARET R - LU E RS R kE

[0350] RIS 48~ 1270 16 B [OIWT FE sl BT TSN 2L
EMERFE - A256 16 FRFESERIR - BERHLE KR bTFaIEE ] - LUE
B2 EMEERY)aE > HE S 32 AR EOS) » M > 22 M aey) 6
BRI E RS RYaE > R ZRIB R B E RV 7T HIRIER 16
PSRz SEERaf - BAEEER 16 Maiti HEREZ | BIEbFEEY) -
BEIRHLER 24 FADER 32 B(EOS)R[aBFFEH RS TSN 2 2 MR - LRSS
BE IR > Al EIRE R B - AR R &R BRI R 32 FH(EOS)hH
&4y 14 REEH BT -

[0351] At ~ HIE - BEAGGEE 2

[0352] AR Ry 15% LEETHY 7.91 %8 2-( . LA A LA LR A
IR AR (T %R 2-(Z L E R OB LS AR BB/ A R B R
i > R RIEFERE R GREE - 3% 7.91 %05 REFH AR 20 mL 15% ZEF (viv)HHY
1582 mg 2-( 2 A Z& LS AR H R TR B (FHE 1Y 1400 mg 2-(Z4
B L OB R AR RS e i) sH BV - TR TR R R B TRt 100 pl iE 7
BIRAD T mg 2-(Z L) LE AR AR IR B ey o ~Zel B RHRIE I
YRS PR B i R R R AL S ~ BEl ~ RRECADTE BT A [E E B I 3, -

[0353] B EFI %

[0354] FEELL L LRt I BCE] A 4H ~ B 4HEC C 4 > WitER(E
JaRRSHA LA 2:1 VEERE—F Bt e - A sHREZ 140 mg/HE 2-(C LAHE)
L& O R AR L TR L B (20 Me/H &) B RIK > B 4H#%52 70 me/BE (10 &
BB SRR > C 40P~ 35 mg/HI & (5 "E/H &) B2 R -

%84 1 > $£ 91 HEPRRAE)
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[0355] TERFERYSE 1 RBFREIZE 16 BRI - ERMRCRGE 12
INRF— OGBS BT - FRIETEREAL S HY A (A Bk DUZ B IR AR -

[0356] 25 16 FERLTES » B —XBEAL IR 545 - (856 16 35
BBV —RBMR - IR TV TSRS a R - EEIFeaERGE 32 &)
Rl

[0357] A SHFZLUT 704552 20 IERFEEEY) « SHENEE 418 - )5 2
&GS 20 BTl 618 - AoRR 30E > AR 318 - & HWRAEET 40 TH(280 mg)/
R o BB AL A B YA [l & s AR B B RIRUY -

[0358] B 4HiZ DL T TGS 7 5EY) © SHAT 218 > SHEAEM 11 > 57
AR 105 - SEFTSHENRIRGED 6 18 - & H [y KAE5T 20 M5(140 mg)/ K - FHIEIEE
FERZ YA [F] Ik LU B R RIS

[0359] C&HZ LU T 2\ AaEET 7e 459 « SHAT 108 > SHER/AEM] 19 > 53
AR 10 - Bl 208 > & HWREEET 10 (70 me)/ K - FEIEREAL K B HY (A
W3 DA R e KR U -

[0360] T E

[0361] F B ES

[0362] EEFUEESE SR 16 FRFATABEREZRY mRS 57 - 7k

TERZ (0 2 2)sRRAC2) -

[0363] (ENNDEEITED=—Ccoay

[0364] mRS FFTEERBER 55 1 RGELE) 55481216 ~ 24 /(1
32 ¢ 1 R R (R ) AIBE R P4 -

[0365] mRS 5F 57 8 B EERYLIRE KT o Ry FISE R (1557=0-2)
FIAFIEER(155722) - mRS ST EEE(E OEHERE] 6(3ET) » 40 TR

0 = SE &2 HAER

%85 H > $£ 91 HEWRRAE)
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1 = EEAENMEIIHERLAE  SESETATH H S B AES)

2 =¥ERIRAE © AT T ZRUIRVFTAVER) - (EREFHZ AT BIRVIEL T i
H OISR

3=FE-EEIRITRERAE @ [BREFIBILITE

4=E-HEKAE  ANEBILTE  RABYRERL MEEREHCH B

CE
5= EREAAE | B  AUIMERES - AR R R -
6= 4T ¢

[0366] BB

[0367]  REFGEELEFES 16 FMSE 32 MPrAPEREEZRY NIHSS
nror ~ BIEFor#0 GOS-E #¥75 PAKES 32 & mRS P M ER4R AT (L - NIHSS
1 BIFEEEREER 5 55 1 RGBS 564~ 8~ 12~ 16 ~ 24 71 32 FGRYAE - 55—
(R EELRERIE AR TS 16 FFNZE 32 M B & S BRI IAE (LA -

[0368] A R B EIESE 16 RIS 32 ER BRI & A
BIARHSATE (LA A R RAVE (L - BB RS | REGIIKE 16 FRNE
32 EEEATHIE -

[0369] ERE LR T EER

[0370] NIHSS ZfH&SThsemiERy—EEEIEIE - A S BT E R t:
B R LT - ZERMBIEREAE MY 11 (AE HAER - BIESIERE - LOC
R - BRERAES) - HEF - BHEESRE - FROES) - NECES) - RIS
EVEINAE - SRS UIRE - B - BRI E IR (R RER) » S EIE
B 0% 4> BFUNOREBIGRNIETE -

[0371] EERIEH

[0372] BI 2 AR EIS B 10 THH & 4 5% EH)(activities of daily living °

% 86 H > $£ 91 H(ESEWRRAE)
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TR0~ 5

10 B¢ 15) >

A0z REE5- (12 B AR DO 0 21 100 Z V&R Sy > Hir 0 RoRdBRisE » 100 Fomix

£ - IEHAERS ST 0 Fn ADL SE 2= (KHEfTA -

I - HEHY B E SRR PRI A R A
FHY

HYy AE ~ A i (kg

[0373]
[0374]

B ECG -

[0375]

P~ BiEE

=1H ~ AFDUAE

[0376]
[0377]

7= 11.

BPE etk

R T AT
AR I

BRI BB
B - BEE L MBI (B > i -
Ml R ©

ERPRAE R
ERPRGER(EBEARNERE) R A 11-14 -

HEF ER D B(mRS)HYE(E

o

2-( B 7 5 £ B R T BT B

= ORES 4y 100 5~ ADL 52

EPEAERH - 295 L AR

L Mt T e R A [E] R RS
wE) ~ WRER=E - Seh - KER

G s EE N EE B E - FREED
OHEZEECT R

ZRIEIME EEE Y

44

% 8 4

% 16 /&

524 4

F 3254

il
e
]
—,

3.540.5

3.3#0.5

3.3#0.5

3.340.5

2.8+0.4
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