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woge) 37 BAe uabel welel v &3E AFSE RS AFSE ol PEe wEHA L Ao
show Sg7bsd MFRAY BA LS 2B, Pelol, R 2Aol, B o] i Rlo] AT
of Foleh: AL EFATH. MFFAY AL ol T oF 247 ol ALALE AW, 27] Bk BE
Qlol, el Fol & A%HQ Ha AR PO s kA AuE AT A8l A WEe 2
.

o] ajje] belol A, A a4 vpHAl, A So, ojvE- Ei olsH2d 4 viE AT

B oge] 27 BAe ool 29 vk adE Aleshs e Alwsks otk e vhAl B oAl
groz slerbsd VA BAT Tdate 2ABE, Belol, B9 A, B9 el mE R4 Ay
stol Folahz A& EFwnt. MIFFAY BAE, 2B F5t Fojd w] 2B oF 244)3) o] VI3t
F3k oF 200ng/me o) el wAHAS] A &A1 Hw AFFH B FE (COE FIR AT 5 9, bl
o ¥ AHAQ T4 vHHE 5o s vhE adE Awsy] s viAAe] e 2w

e shue] el A, mHAlE =& wHAlL o 5] opvlE- EE daHEd S vhAlet
o] ke BAe gide] Folel vk &vE ATE] A% WS Agshs Aotk e Al v
Al Az mEA R Ao R 5187k d NS BAE 2dehe 2AEE, o, B9 A, 79
el = ool ifste] Folshs e E2FAT. A2 vHAE AL vHEAIE A Sofoln], FolA] R4
of 271 vhl &FE AT WTRAY BAE Fol T oF 243 o], nigkHaAlE oF 36 WAl 48413F
o, B wes s Fol F of 48 ulA T2A1RE ool A&AIRE, B 7] Hrh WE§lel Tl of 2413F
ol AAE 2=, FolelAe] A& wa vhHE SH0R sk A&l viF ads Awsy] 8 Al

wp A Y] HEE 2dg)

CE e 4 9tk HVLCMO] ARgHwW, &v
£ WF7)d S&3 Aol H}%W%‘}D} S AAGHANA, Gull= A2 vHEA, oA dd "a‘fi_’—%l T °lD}.
w2 EuE dEelA, Al vpEHAlE v A, e 50, ofvE- e dAHEY w4 vhE Aol
71eb AAFE A, A2 vk AlE B HVLAE 8 &vfoltt. A2 wiFAl= 4=, WIEFS &¢F, i B== A
FEA ), EE A7 &l dofe 2FY o dvk. wbrA g AAGHelA, A2 wEHAE wd gFoltt.
T v AAGH A, AL vHEAE frel 97 FEHE FUtE AR 5 sds Fyupilelt. 7E
HhrA gk el A, HVLOMZ ol ~E|2, o) FaR2s ofAEHo|E o]&RElgo]Eet 22 T ol AH 2ot
o5 ZAEA, HVLCMo] 718A4¢l &mE AFse Hol §83 5 ).

wowrye] mrhe greld, 2YEe Pl U@ & Fol, 43 Fol, Tl ofs] Ei o|4EeA Fold
o B4 AAGHANA, 2HEE o3k FA R Folsnl, 2HTe A ol W/EE A 3 stol
ol et

2wl F7b Bae ohgel Folel o EaE ASe PEe AT Aol PHE AL BHAA, A2
S R A oR HEbed MFEGAY VAT Tk 2B, Fo), A A, B9 Wl =



[0038]

[0039]

[0040]

[0041]

[0042]

[0043]

[0044]

[0045]

= Az mHAAE AL AAE A Gulolr], FolAl F9jd] 2]
TEHAE FAE FAdAY A&HHQ] a4 nHE BEARORE g ASKAH

71 f1s8) Al “1’%11]9] =S Ay, 2AAELS ¥ Foli], oF 24/«]7& o] Abe] 7|7k Eob of
200ng/me o)) whH A9 A &A1 AWt FALH B =

2 oy st FEloA, HFRAAL EA= AA, urEASAlE 37CAA °F 5,000cP o]de] HAEE
7HAH, 9 e A 27 shdl 3] AAseA @ 1FAE A w@A B (HLADe|th. 3] 9
24 24 Edo] 7849 S} == 4 k. HVLCMO] AFEHW, &vjs= HVLCMNY] HAEE W5
710 S Ao wiEAsit. 5A AAYE A, Sl A2 vFA, dAd WFd EEd & U
S

of 2 FefollA, Al vFHAE & vEHAl, dE Eo, ofv=- Ee

A FEf el A xﬂz v A= =g VLS 913 &tk A2 wiHAls &F, B35 4F, A = A
, EE Y] WY oo =3 4 ok ukERS AAdE A, A2\t w

ZAg A 1°kﬂloﬂ*1 Al v A A= 2 7] FEHE IR A" 5 dE F

AXNFEH A, WL o =HZ, AT FAR2 oA E o|aREoEY e T o iy Eo)

o5 ZAE A, HVWLCHO] 7F&-AQl &ulE AlFsts Fo] 8T & U},
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o ZFE| 7Uzte A Hy P FIuigiel
3 Aol ola) Yehun, mEE 2 vlolElE AR A o8 yEhdtt.

AAle] 4, ZFE 1ZFH 0 WA 1444300l A3 Ht 7 Fanpkel & (F583hs 23 &

fol 1
m

bt

SN
ool

>
[

!

AAd 4, AZE 1ZFEH 0 WA 1243kl 23 B @ Fauigiel aE (Feyey 2ahe

al
rie

AAd 4, FTE 22562 0 WA 300A17e] AX Ha E7 F-yulglel £F (gsEey A1) =
Alst | o714 ST 3 HolEE &% =4 (O)oll g8 YEldH, s 2 dolHE 3 34 (O 3
VERE | skel 19 dloElE A A (A)ol o) yehdt).

% 5t A 4, ZBE 225E e 0 WA 1247k A2 B D Pkl FE (o 2

NS, o714 B9 3 HOEE S A (Ol dal e, 91% 2 dolEt F2 34 (D)ol <19

e, S92 19] dolEE AR 2 (A)d] o8] e

e AN 4, BEE 225 Ee] 0 A 100m A oPERT wF (AS)S ALgske] 7)SE Ha FHA"
) ET AFE BN, o1 Sl 3 Ao A m)oﬂ ola) vpeh, shel 2 Hlolg

20 2 (D)l o8l YEde, a9 19 HlolEE a1 24 (O)el oa) vepd

v S GAE dWE] dell, # 2 28 Y e HAHeR dqild 94 =2 EBe o4 v
el of A Al gk = = HE A



[0046] A7) B olstell A Rele] Q8E BE FH, 53 2 53 92 1 AAF FaE lgdrt

[0047] 2 A g AR E e Ml AREE vhel o], @ FE| "a," "an' % "the'i: EUY WS ut
Z ANEA G 3 o dide 3] FAFH ok @k wEkA, dlE Sol, "ISTEAY FA"Y] tid
2 ool 7] wAES ERES xda, "grfrel oz ot 2 o] Y] SviEe] EES -,
" A g ode 2 o] AV AAEY] EFES TFsE A Folth

[0048] 2 oage] BEA2 Fo] $ of 24A3F o), wiEASAE Fol F oF 36 WA 48A1%F o], v% nigkAE A
ol & oF 48 A 72A13F o] wol Folo] R-gjo] w4 whF adE ATerlel T2 AgE Akl Ax
MHEAAE WEeE A7 Agste 2dE HE A2EE AEshs glelt. B owye) RXe we gz &
ok vhE AR &4 viEAY] wEe]l 7] v WEgle]l MAsh: Aot e U HAe
g0l Fat Fod wf, dEo] of 2443t o] el 7|3k &t oF 200ng/mé o)/, whEA A= o 250ng/ml
o), HEi= °F 300ng/mé o], HEi= oF 350ng/ml o]l whHAlS] A&HH Fa AL F = CGoE A

[0049] wowge] 2Ae w@ vhHA % AR eR H87k5d nFEA

[0050] e 5A2 B3 A B Al or s8rbed T dAY FAE dRshe 2HES Awshs A
| ¥ '

| ,
A3 AIE ¢F 250ng/mé ©]4F, FEE oF 300ng/ml o)A, HEE oF 350ng/ml o)A+ mFHAY A &AHQd HIE A

= S| -
AR 4 wE (COE Agshs, tidddA Fo F A&HH =4 vh3 & SA R s vE a3E Awst
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. , = Al v HAE 8 gujely, diidel A T 7] Bf
HVLCM2 o 5= oF 24213k o)), vl glAl= Fof & oF 36 Ul 48A12F <], o
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[0053] Z1 shell 3] AgstelA] ek, 37Tl 5,000cP o]
d, BlEeA nEE A v 22 (HVLAD, Al A 2 A2 vFHAE E23ee
1, A2 #HAIE Al v HAAE 98 Sufjol, didelA FAA 27] »f
o] s} Fold w, of 24Xt ool 7IXF &t °F 200ng/ml ©]%, Wi
°F 300ng/m¢ ©]%, HE= oF 350ng/me o]l Wk Ao X|&Al i AFGE

PG EE (COF ATT 5 9dom, A5H T MHE SHow ke A%de nH wdRE AT
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[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

Ao Yol Relol vl anE AT 9

Sl; o
g HTEAY wAE Eee =S e, 9 ZAdd, F9 W

ol KR ] TC - B_‘Hoﬂ
= 11— = T ST T

Aste] Folebz S 2AT. HSFAAY wAE, 2AEEC] It FojE w, AEC] o 24A3F o]
713 E<F °F 200ng/me o]Fe] whH A A&Al HiF ALY B sE (C)E ATsta, oA Fo §

A%He Fh HHE BHoR s b AdE AT A8 A PES 2PP,
wowgel F7b mAe el Rge v anE AT A9 e AFeE el

AL A2 A R AGGACR e bsE MFTAY HAT TP 2YES P, 29 2A,
A ol pele] sl Felshs Ae EAh A wAAL AL HHAE A2 §

wolol 27) v ARE ATEG. WBFAY VAL, Fol T o 2447 o1, 1 =

WA 48AIZE o1, Bl ke et

ofe] of 247t olvfel ANE 2
Fa7) A9 AL mAAS wE e 2dw,

B oyl F71 BAe wye Red vk ang A% 2
AL A2 A R AGGACR SHEbsH MNFTAY HAT TP 2YES 29

[} i=4 1 ’
W9 el wele] Qaste] Relshes AL TR A2 BAAE AL HHAAE A guieln, FolA
ool 27) vhH AR ATIG. MBRAY BAL, 2Pl A Fold ), 2Bl o 2443F o]
717 Bk o 200ng/mt oFl vHEAS A% AAH B BT (COE AFHD, FAAAY A%H

2789 z=7] 713k

)

o
A=A AR 27

il
2t o2 olg7bedtA He= 54 AAE = Fod

FHop gz EA H L Bl eAE xF ok AE Vs ARgstel Bl o8 |44 549

g Avk. HAG AlgH O A HE S-S e X% 459, =3 2 UM 20& AR USP 1T HE

gk 24E0 271 TJrDP HJ’@ %*é% FE A W A"E ARESte], oz Foixl Azt

RUHPEgozHN HA 4L 4 Jdrh. 2 Ao
AEol A, vl E A vE A oF 40 IM 60% 1ﬂl ]
30 WA 50% wRF, oY whEzs A oF 20 WA 40% w Rk
23k AA el A, s ALl oF 5 WA 10% v]wke] 7] AIZF ol
u

ded, ¢ Yl 2YEE 99D 10 DA AANS B 24D PE 2R St 39 o
FR 9 9l owsie guel wel, z4Ee A
5 5

2o AbgE o "mFHAE 9 g4 vpe], B5 &3k, A4 A 2 Vg A 9s mE 85
dI~ 3, oAAY He) FdRe AYH B (54 E/Ee F7F), FF Z/EE vEFHE ATste 999 A
E ordlt}. 9 5o, ¥3 [Strichartz, G.R. (Ed.) Local Anesthetics, Handbook of Experimental
Pharmacology, vol.81, Springer, Berlin/New York, (1987)]2 #xdt}, ol Fd, Iz om Fojyi
B, A A4 2/EE T Ve wastd ((94) & Be B E gAE A 499 AAE 2T
stoh, 2 o] AAoA wiHARA ARESt7]o] HHEE BAH o AMEE wFEHAY oE 4FEIFA, olRE

obuzlel, iAol =, WA ¢, METI, MEAZSL, HAGE, Buuiel, Rekel, ek,
Etd7lel,  FHER, FEAIRL,  FI2EIRI, EFEERIZI, g, iﬂ‘ﬂ, Al ZZHEsiel,
g7kl HeE s, guEsRl, fees, gaed, dauyd, daad, =kl frRAl, ddm
q, #HE2Rgl, AT, 3]35%’\151153}7}%, o|AFold, o]AHFY p-ofumHlEdo|E, FALFIRl, H
Fauzkel, HEAIEE, &L, WIEpgiel, wlZEsrl, WERSAIFR], dg 2,
e gl, eI, LE2EIRI, SAERR], FRSEAZRL, AU, dE, ddAZg1, JEEAS], THE
s, TR, Rl Z2IRQ1, 2L, Eii}a}ﬂ\_, ZRIEIRI, ZEEAFI

HU_1E

)

&
X
;;

wEmAll, WA, Bl deld 4@, dEel, Bevkel, Eduiztel, AU, Fehu, of
Sl miAMoR BY FEA, A W Qoo AGTFHOE HEsksw 9, L ol5e Y] EFRE X

sht, olo] #guE AL ol

_10_



[0061]

[0062]

[0063]

[0064]

[0065]

on

£501 10-1492361

S vpAAle] oflE- 9 olsHlEgoel Belol ALgEY] wiASt. olEAl Hi vhAAE o= 287
g 2t A% 540 s 99, dad=d S AL s 48708 gRad. HgAe opss
T2 vhAAE PEgtel, Pulutel, mmel, vsuslel, AqEEstel, Zalusel % ORsE £
o wAE osH=E Fa sAAE HEGA, ZEskel, MxA) @ FEexzsle zgwEt. )
4 A S Sk v Peluelelt,

BEAE $Y G, 5o A7) FHEA, mE AgSHon HEskse 9o FuE 2Ywel AZHG. @
A gol Ak AOR S8 Gre T A ABA B3 U YL F %
§52 A8 BE AL o dug dudh. AGHAOD HeRod de A LAt
9 EE @l 98 ERET RAE D18 A e ] 9 A
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BalolE, golelE, vgHelE, EAdelE, + EANGIE, oz aEdelE, of
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) %ol
FPHOR Hgbsd 9L IHT & Atk A 1
¥, 2w, 9F, hdE, 2F, BEF, ofd % ow
. (1977) J. Pharm. Sci. 66:1-19]& =

o r& = (M
o
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o2 _ll-ﬂ
o
ol
iz
o
ofl
ox
il
4
pass
3
T
iz
2.
S|
ot
o
D
—
0q
D
D
@
s

}71 A3 vFHAL TES @ Ax H/=x
J7l7bs e s Y] e I3 AA 5 .
T A A AT Zlelrk. WX FE didel |, o
(dE Eof, W= oarlde]x (v HEES A<l
)l o] A}ﬁ)é E3etn, o7]A dolEl= olFd A
b, AE didel digh Falel AEE Az gE el

] (oﬂ, IACUC No 9511-21999) AFA13] 71A1€ Axpoll whg) Aol 3

RS
4
2
[-'O
Al
_)‘.l_r,
x4 B
L) o
=)
N
TS
Y
N
tlo
2
1 of
ol

X
18
2
[
4
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2

o rir
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2 e
N
&
(M do
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e oz
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e |o
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4 rsﬂ

W EAE gk fee
), @ (e

A
v}
)

3] (von Frey Hairs)), , z}
ol 71AElol ek, & 5o], £F [Dahl, et al. (1993) Pain 53:43-
51; Moiniche, et al. (1993) Brit. J. of Anaesthesia 71:201-205; Moiniche, et al. (1993) Regional
Anesthesia 18:300-303; Pedersen, et al. (1996) Anesthesiology 84(5):1020-1026; Pedersen, et al. (1996)
Brit. J. of Anaesthesia 76(6): 806-810; and Pedersen, et al. (1998) Pain 74:139-151]%
Eo], AE AAY =& ntH dES 54 S ARESR, 7H’\] 93 dx 9 g3e] AEANS

g F Aok 1) ZIAH A AlF (F Zdo] dlolE Abgste VA4 B HAE 9D 2) 9 E Zio]
dlolE Abgste A (U1A1A) Al 3) @ A4 AR (B2 AE 9A); 4 7HE B AFE 945 5) 94

¥ Al

s
)
(i

2
A
8
o
N
>
2 e i
X,
Y
flo
r—{u

H2F

S

EARTA=N

=

A rE) AEs 6) A2 HE AR 2 1) 2 3 A O1AA BA HE A, olE dolHE AE vt
FAe Fojo] i wEor 4 5 g3, 4 vhH] W/EmE =24 A BHE FAE g ARt E
Z W2 0 WA 109 Ao 5F == (o, 0= 5F ¢S, 2 10 = 4T 5 Je= Hxne 5F5) T 0 UR
100mme] 7FAIA ol 21 & (o, 0 = %5 $l5, % 100mm = A = e Hio F5)S AME3ste] 54
34 4 gl

57 niFAle] Aelel wa], FdAE T, 7 2 AAY sy 54, dE Eof JiAl, wE axe 7
T, AEAZ Sl B8 g AYS ®=3 AT Ao, 5H A= Ao APs A& A, 2y
e AEALE 2 e v auE AT 5 . A7) AAE 2] wE man e AEs] 98l
B oatyo]l 2483 ) AMEE § lo, o)A olEd H¥How FA ¢E HIHA A, 2 o
< e 5y 2@ g 2 AEANNSE o= e "AEHQ T4 wFH"E AFsE Aol v Al 3 ol
Ao, 27] vE 5292 AFshy] gal AHgE S e nEAY ds dEd dFolg. XEFH A nHE
AFst7] 8 AHEE § dE wEAY o= FEyupgicleltt.  x7] wiE ARE AFstE d AMEE £ e
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[0066]

[0067]

[0068]

[0069]

[0070]

[0071]

[0072]

242G A SAAY, SEA/FHIANL S e R

4
o oA W, e We 27 A ANE AT F A AATL 27 A ENE AT A9 B

wel Aol AgE vl AAE, dmshs ARE ATH AN AANE ZHBRRE A5 PEAD
GRS s pem, B4 &3 AT R Jom A48 24 AR (27 W @
g ATH] AR AAE FRFE) 47 AAF 2B 2he, B AN gAY wA 2 AP =
¥ ]

] O

poo] 54 AAFHA, E2PEES AL A L Az sHAAY 249 vHEAE E£FEe A
FM, o)A, Az BHAAE AL A o Selelrh. olF 54 2AEIA, A2 vhAAE QYo
g AT A AEHR, AL SAAE Fol F o 2443 o) B 1 ole] %A,
WEGO] el B Folol of 2417 ool ANE 2E, %A Fh vHAE FHOR e
) 2 AFeA) e AgR. 54 vAE AAFHAA, AL pHAAE Fole] oF 1 WA
2% el ANE 2 A%A Fa oHAE ATH, S RS AAFENA, AL pRAE Fole o
of ANE 2= A% T AT ATEL. ek 5 ANFHAA, A2 AT E

[e]

!

F

A, el AAZ 248 Ax T e & Al Tl Holm FEHor g o, o7]A EHE
Aol Wg §ujzA g Zolrk. KL, wiHA &ulE 271 vHE aRE Alwsta, oE vEAE Ao
oz ZaA7I7IC ' ¥ ol EAFT. 5A AAGENA, webA, A2 vEHAE

= o7 = ok 50 UlA 15F %] Fow

o
=S
=

718 mFHAE s ulEA 3 gele ohge] Hdgk wFAYE B ode AAle] AREE = 9l xR
St AAE WIS 4, A F A FEA, F o5y 23S XIe. FU) vHAE 9% SHEA A8
F JdE 53] v nFHA = Wd dZolu

2 odbygol 2B Algd A BHE @A A2"e HFEAA GAEA BERdc. Aggyoew 3Evte
sk HFAY Al d¥HoR A AL, st AE Aidld, AEFAE B AEFTAel
B4 54 9 Joe 19 #a AHEC] ojwd Fo474Q SFAY viEHAHA B3 aRE ATEA A
U, Aol FFo] Fola AdA %32 AT T AR doy|x g A4S ATt EYolA
FrzugtHoz kg "AENA" T "HEFAA"S A4 BT TAA Edo]l AA YolA EI e §-43)
o o 2 3 TS AL = don, q7A A7) BilE dE B9, 544, g3t4 2 B4 3=
5 a4 ¢ 9SS gudtt. "AEFFA"S Fol NFHAL EHo] dF Eof, AE, 27 T 93|
FTE O] A delA &3l 2 F5E 5 ASS v

HFdAAg A A2 oF 2443 o] AEHAIE E Fof oF 247 ool JMAIE Zhe AEZHQ A4 v
S AFIFES ohv WHoR, 2 WUy AHEIZNE Sy o)y wiFHAY WwES xdeeE d AMEHT.
2 age] AR 2B, HFHAE A BEL s o4 miFAY] 12 24E WE Z2E, BE f§A4)
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17:00) Aol FAAAT.  HEO dgz g = 55 Far, vk Ay 73 Heke aelEkA olyskith.

RE AYES Yok Aol oF A Fobel] gt RE HAe (v o) TYUAE e nive A
= .

2
S 0.5em ofefol FsA Fof, HAF el SHAFT. 5 WA Teme] HAE

,d
o
o
o
2
4
12
il
Ac)
[
i
)
=
=3
<
w
ko]
o
-
S
®
i
1
B
1,
ol
2
o
>
S

goladZ wa)E =gAstal, FEAA 7500009 HUYAA G =T

= E
Qareleh. wol(Shan)-Hel FEE vhHsa WEsgom, 0% B o ABFW vk o

Ho
N
>
™
ot
=
i
1A
i
[op)]
I
fr
N
N
ro,
5

o
_‘

o
_0|L
32
v

ZA9 WE Runpglel 2R Fol. AY HEA F 19 wel H]3]E(70:30, SAIB:NMP), 1.25%(w/v),

2.5% EE 5% FIugrle Fodth. 1.0ml Al 2 1.5 in 22 ga BFES )&% EHIY T4}
(trailing injection) 7IH& AMg3le] H¥-5 53 $o] ZAHES F3le, 0.25ml ZAEC] A ¥9 9
2k 0.5cm A Mol #UsA REHEE STt AR Walom A 29 ok 0.5cm A F WA Fo
2 Pk, K 2 L ol o, 0.1ml Y 1.25%(w/v) BB 5% F-3ulglele] 7} FoE R 2§ o By
Aol EdUY FA} 7IHE ol &ste] Huk UlFo Aol dsioitt. Fuulgl 2AEe] R &% Fys)
7] A1 WA 2% e B UlF Aol FAEES st TR IARE 2AEAL, 2R 24EC] T ¥4

Fol 9 %% Ba AFAE AL WASAG
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[0177]

[0178]

[0179]

[0180]

[0181]

[0182]

on

£=0 10-1492361

=
=0
32
b

BT & A = TEE 4718 Hig Zo] & 5HF
T A g

AA ] A g]

BB 2o £

e 0.5ml W&F

DD 0.5ml 1.25% B3]ul7}el

EE 0.5ml 2.5% F3]ul7}9l

FF 0.5ml 5% ¥-3]u}7}el

GG 0.1ml W%, 0.5ml 9] % 1,25% H-mjul7}ol

HH 0. 1ml W4, 0.5ml $]% 5% H3u}v}9)

I A LIS NS
WS BEEF AQIE ok
stk 24 AYvs,

(stereotypy

M7l ZenlE AL
5\":

4
N
o
38
K

94
BN

Ak q og

AT E O (HE o] hA]oo]=(Med Associates Inc.),
g Alztem stel, B Aes Bt

Bl 2447 S5
1

5"Q1 17" x17" ZA7)9] oA ™ ANF=ZA(enclosure)Z T4 5

45 220 ¥4 92 1" Ao X H Y e miFo|

dstar. Hed 1571

=t}
=

=
e 60wl FHE FAgkd=

A stell A FEC 3em

T3 9643 AFel,
IS} }j}.‘-é‘—.g.
of gt
Feg adz FAT. 4 =8 A FH0lA 2 WA 33 A6t ¢4
ol A Aol=

k7t Hd 20 ga
39

ol Agl(cm)l g 2-2A &} ANOVA 23}

i

i
$0 o
ot
o r’ﬁ:
By
fr
i
|
A
<)
(e}
j=]
=
D
-
-
[}
2.
=)
=
=
2
-
|
>

AE719 Al WA BAaE =

4 HE welsty] A8 side =
1AW E F- B S-okst dE=A el WSkt =5 16, 24, 40,

o

A~

T

o

oz
&
s

ox

=
AL #@ASA o
-

" 89l af ATk & B AFE F-gk P-%
& 7| 26500237696 3.78575E6 | 2.2584 0288
A 7 4 3.377THET 8.44478E6 | 5.0401 0006
A ki 28 6.07186E7 2.16856E6 | 1.2043 1488
ZER} 435 7.28855E8 1.67553E6

9&: A
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[0183]

[0184]

[0185]

[0186]

YxzaHe] oF vuE 98 ZH2Y/d (-AES o] &3 AF AL RIS Fodt BE o] R
A sk fFelsA AolubA @t W, Aelg 4 2e W) BE EE 0dF A B AT i
Az B gz FotA el AZ FAHJSES YT (F 2). IAM BT LSDE o83 BE oY
HlaLe] ARE BAe Hup o] 29 8l olR & R 5 Fujulrlel Hi 1.25% Fyublels Fold &
who] Wel F3} FelahAl AolubA ek e (F 3).
# 3
BE ol ¥unE A HAM BF LD, olF A (em).
Vs, Diff. Crit, diff. P g
ws 2 A7) 116.35748 47402504 5304
1.25% A el¥l 213.04748 474.925094 3784
Z 5 W/ 6% 332,81365 47492594 L1691
2.5% Alo|u] 343.37232 474.92504 .1660
F B9 W/9) 1.25% 402,70898 47492594 0963
6% Aol¥ 514.73865 474.92504 0337 | S
2e) 826,22848 474.92504 0007 | 8
A7) 1.25% A°]H 96,69000 464.48674 6826
F 59 /9 5% . 216.45617 464.48674 .3602
2.5% M o)¥ 227,01483 464,48674 .3373
F 59 U/9l 1.25% 286.35160 464,48674 .2283
5% Aoy 398.,38117 464.48674 0926
2o 70887100 464.48674 0029 | S
1.25% o 29 u/e 5% 119.76617 464.48674 6126
2.5% A °] ¥ 130.32483 484.48674 .6816
< 59 1/9] 1,25% 189.66150 464.48674 4227
5% o) H 301.80117 484.48674 2024
79 612.16100 484.48674 0008 | s
& 29 /9 5% 2.5% Aoy 10.55867 464.48674 9644
% 59 U/9] 1.28% 6989533 484,48674 7876
5% Ao ¥ 181.92500 464,48674 4418
29 492 41483 464,48674 0378 | S
25% o] F B9 /9 1,25% 59.33867 464.48674 8019
5% Ao ¥ 171.36633 464.48674 4688
59 481.85617 464.48674 0421 S
F F-91 /9] 1.25% 5% 1ol 112.02967 464.48674 6357
29 422,51950 484.48674 0745
5% MolH 29 310.48983 464.48674 1896

8= o @AM #98 Fol7 A+

w3 = B3 5 gl gt
& o ek HolE B Fe% 7 A A A
Foll gisk Heat @ FEF Az

ATt (GE 4).
#* 4

B8 o gk 2-<20 2 ANOVA Z 3}

o
2
iy
~
)
offt
r [}
o

[e]

A Ane 37 olF Aol tal /%8 A3 AHew AT, B

% Aelsh pastel, wa

o
AL, o] WMEE e folH FEAgo] ¢

HE aq df AFZ & g7 AFE& F-& P-k
T 7 5.70066E6 B.143BES 1.9317 0631
Az 4 8,44878E6 2.1122E6 5.0101 .0006
T+ A ZE 28 1.42666E7 65.09522E5 1.2086 2161
3 435 1.83392E8 4.21691E5

o E B &
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[0187] MelEy AR RN B FF olgsts BARU/E -AFS BT AF B0 o Agd u3 vy
s} fAtE At $£5HUT (F 5)
#Z 5
o uRE 9 BeEY/d A", By 5

Vs. Diff. Crit. diff. P#%

229 A7 -354.50000 325.73352 0029 S
] 5] & -346.51061 333.05428 0045 | S
1.25% A o8 -281.00000 325.73352 .0182
T 59 /2 6% -213.43333 32573352 0725
2.56% Holv -207.28333 326.73362 0811
G 59 /9 1.26% -174.08333 325.73352 1427
5% Ao]8] -128.61667 325.73352 2785

§ = o] FEAAE 794 &Aol7t A&,

[0188]

[0189] 9N BE LSDE o4 WE ol e BA& wel ol tx A &, veF-AY ¥ % e Fopyl
Foupgel(1.25%) 22 Ael® w3 x| FolsiAl zelds el (i 6)

#Z 6
EE o4 vZE 9% IgM BE LI, By F.
Vs. Diff. Crit. diff. P#
AA ] 8 & 7.98939 238.22066 9475
1.25% A°l¥ 73.50000 232.99321 5356
F 39 uli/e) 6% 141,08667 232,98321 2347
25% Ao 147.21667 232,99321 2150
& B9 /9 1.26% 180.41667 232.99321 .1288
5% Melwl 225.88333 232.99321 0574
29| 364,50000 232.89321 0020 | §
W &g 1.26% ~lo)# 65.51061 238.22066 5891
3 39 U/ 5% 133.07727 238.22966 2729
2.5% A= 139.22727 238.22966 2513
F 9 W9 1,26% 17242727 238.22066 1556
5% Ajo] s 217.89384 238.22066 0729
9] 346.51061 238.22066 0045 | S
1.26% 4 o] B 2 29 W/ 5% 87.56667 232.99321 5690
2.5% Aol s 73.71667 232.99321 5344
% 59 U/9) 1.26% 106.91667 232.99321 3676
6% Mol¥ 152,38333 232.99321 1983
29| 281.00000 23299321 o2 | s
F 54 u/9) 5% 2.5% A8 6.15000 232.99321 9586
% 39 W4 1.28% 39.35000 23299321 7401
5% Ajels 84.81867 232.89321 4747
29 213.43333 232.99321 0725
25% Mo % #9 U/ 1.26% 33.20000 232.99321 7798
5% Ale]H 78.66667 232.99321 5073
29| 207.28333 232.99321 0811
F 59 W/ 1.26% 6% Aol 4548667 232.98321 7015
2 174,08333 232.98321 1427
5% ol 29 128.81667 232.99321 2786
8= o] $EAME FoiF Fe)7 U

[0190]

[0191] AEF S BT LFEAEDA W8l 25 Aol fold Aok glont, &% Ak @ Fd
B, DAY FEF AZE Y] fFog dsAgo] AT (i 7, = 11 WA 15). ZHEY/E -AHS
o] &gk ARE AL, 40AZFE] AlFo] o] H8E A% T2 AlAI FoetA Aold-g UENRTE (I 8). 404
7o) Aol wiAl B 2-R1AF ANOVAO! &g v #] wlolH o] AL, dEs Aol tid A dAHR
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9).
EE sl deHew
o 1.25% H-¥lulgtel e Az

=

Z7
2-212} ANOVA, AtE= =&,
WwE a9 df AFaY & Bt AFE F-#% P-#
= 7 8,17653E6 1.16808E8 1.2165 .2021
ARk 4 2.00711E7 5,01778E8 5.2258 .0004
FeAZh 28 4.84266E7 1.65809E6 1.7268 0131
Zar 435 4,17686E8 9.60197E5
0192] A& AFF AL
Z 8
Nz o5 HugE 4% B2/, F=5 A7
Vs. Diff. Crit, diff. P-%
16 (24 -95,20474 367.84078 5031
48 -44 54737 367.84078 7542
72 300.09474 367.84078 0354
40 415.45263 367.84078 0037 | S
[0193] S =o] #EAANE F93 Ro)7} QL.
Z9
40A1 7S] A A E AT 2-20 & ANOVA, &5 .
wE a8l df AFEHY § g A7k F-%k P-#
T 7 1.2537E7 1.791E6 1.8741 0728
A3k 3 9.26855E6 3.08952E6 3.2329 0225
THA T 21 3.24302E7 1.54429E6 1.616 0435
A7 348 3.32568E8 9.55656E5
[0194] g&E: A5F F

- 28 -



on

£=0 10-1492361

% 10
40741718 A S AR ZE o]Y HuE AT A BE LD, AEF F.

Vs. Diff. Crit. diff. P
A 1.26% A ol ¥ 4854167 392.46077 .8079

2.5% Aol # 70.66667 392.46977 7235

% 59 /8 5% 83.68750 30246077 6752

|8 & 12264924 40120041 | 5485

F 29 /9 1.26% 14458333 39246977 4692

5% A °]% 43195833 39246077 0311 | 8

29 530.02083 39246977 0083 | 8
1.25% Mo 2.5% Aol # 22,12500 392.48977 9118

3 191 /9 5% 36.14563 392.46977 8603

BEES 7400758 401.20041 7170

F H-9 W/ 1.26% 96.04167 302,46077 6306

5% #19]4] 383.41867 392.46977 0655

29 48147917 392.46077 0183 | 8
2.5% Alo]¥ 3 9 W8 5% 13.02083 392.46977 5480

B 651.88258 401.20041 7994

& #9 W/ 1.25% 73.01667 302.46077 7113

5% Hew 361.20167 39246077 071

29| 459,35417 39246077 0219 | 8
R T &g 38.86174 401.29041 .8491

F 9 /9 1.26% 60.88563 392.46977 7604

5% Mol 348.27083 392.46977 .0818

29 445,33333 39246977 0258 | S
H#F F B9 /9 1.25% 22.03409 401.20041 9141

5% AelW 309.40909 401.28041 .1303

2o 407 47150 401,20041 0466 | 8
& 39 /% 1.25% 5% Aol 287.37500 392.46977 1507

29 385.43750 392.46077 0542
5% AelH 29 98.06250 392.46977 6234
8= o] FEANAE 93 A7t AL,

[0195]

[0196] T2 & (ZF 4. ZF A7 tHfz & AT BF R FEF AR fFo FH 4%, B o] MFE Y
frolg Aaagel AT (E 1), BiRU/A -AFS o83 AF AL wof gxrd wE AP 1
A o1 AlE U GE12). S wE L Adel Aake dud wd Uge aEsgen, o ¢
S A9k, o BE AgTde fod zbelr) gldth (&£ 13).

#Z 11
2-90A} ANOVA, 3]
HF 89 df AFFY & B AFH F-3& P-%
T 7 25480.85893 3640.12270 6.1118 0001
A ZF 4 7396.90415 1849.22604 3.1048 0154
A 7 28 30524.37145 1090.15612 1.8304 0067
A 435 | 259082.15909 595.59117
& 453 AT
[0197]
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SES4l
Z 12
HExs 93 vas 4% EdzY/4d, 3 .
Vs. Diff. Crit. diff. P-gk
29 1.25% HjolH] -25.20000 12,24308 0001 | 8
s g -22.60909 12.51824 0001 | S
F A WA 5% -21.95000 12,24308 .0001 s
5% AolH -20.80000 12.24308 .0001 s
2 -20.63333 12,24308 .0001 S
% 39 W/ 1.25% -19.08333 12.24308 .0001 S
25% AelH -18.685000 12.24308 .0001 S
§=o] PEAME 44 dol7t A L.
[0198]
x 13
= = = = el
BE ol vuE #t ¥AM BE LD, 737 F.
Vs. Diff. Crit. diff. P g
1.25% Al ol# |5 & 2.50091 8.95415 5609
s /e 5% 3.26000 8.76733 4661
5% AelH 4.40000 8.76733 3239
A 4.568667 8.75733 3060
& 4 Hi/8 1.25% 6.11667 8,75733 1705
2.5% Alo)H 6.55000 8.75733 1423
Zo 265.20000 B8.75733 L0001 | 8
)8 & 2 89 U/ 5% 65909 8.96415 8850
5% Ael¥ 1.80908 8.85415 8815
AA 1.97576 8.85415 8847
3 59 u/el 1.28% 3.52576 B8.85415 4394
2.5% Ao 395908 B.85415 3853
24 22,60808 B8.95416 0001 | 8
2 #9 WA 5% 5% Ao14) 1.15000 B.75733 7965
A 1.316687 8.75733 7678
% 39 /9 1.25% 2.88667 B8.75733 5203
2.5% Mol 3.30000 B8.75733 4583
29 21.25000 B.76733 .0001 S
5% Aol A 16667 B8.75733 8702
G 59 /8] 1.26% 1.71667 B.76733 .7002
2.5% Meld 2,15000 B.75733 8297
.8 20,80000 B.76733 .0001 S
anA F H9 W/91.25% 1.55000 8.76733 7281
2.5% 918 198333 8.75733 8565
2 2063333 8.75733 0001 [ 8
F -9 W9 1.25% 2.5% M1 43333 8.75733 9228
2 19.08333 8.75733 0004 5
25% Aol 29 18.65000 B.75733 .0001 B
8= o #EAME #47 #ol7t 2l 2.

[0199]

[0200] A AE AT TEAA FEF 9627 Al d) 0.5em ool Wl W AF AFE T
W HH(L.25% Fouprhels B 255 B2 55 S Bl R vd sus ANY B
Al W3Stk o] T T AU FARFH i 3em AHe Folel ASE F W 4 A
ol whe-skait.

[0201] A AN 2SS 98 AR WEERY] T AR s vE Ade s 82 5
af &4 Sl i Fold TS UEhhA k. olF AHE T AR AN E e
B s F Gl AT HolH= AtE olF A SelM EAdhs Ao ®ols A
Foupgielel freld dE e duEA AXFG. 5% FIuigkel 2AE e 2SS A4

_30_
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[0202]

[0203]

[0204]

[0205]

[0206]

[0207]

[0208]

[0209]

#wH A AEEA

# n a7l g

o AW % 9N HR 2853 B 12 & Folg &, A A% @I} vehgon), 1 ad
WA S 2RF 56 PO Fold AEAAS gol AwEA gtk 56 Fulubsle] Gge
48 0 T2AZE ARAA B s, o] BEE0] wrt o2 AFEeA urh e B4 ekl ol
=, o] FEREe] IAE SeldA ARA A% L pelE Urhin 298 o Helx g olfsh 2ol
Ags ek, o] dolEE, i vk mI} Ruuslel MHAE FRee Bowwel 241 9E 24E
2 ogle] 24 Be 24 A6 FEES ARG

a17] Foppe] WA F7h, AR 2 FEHSH gael BAE AU Az U FAste], FARA o
AElOlE ol EdolE MFFAY FAS EFehs 248 BE Pyt 2dEe] b/ AN 2 o)
By 4A A5S Y

alulshele §18 SulEA At N-d-2- EYENP)S FhE Less SR opAlHolE o iy
Elelol=(SAIB) M FAY BA, % SAIB HANM AFHE PAuA frel 9218 olgel, 2HTS AY
Stk SAIB Al W NP £01(70:30 WEE)E 5w Fusleld zREond 24BL Axdd,

2.5mL FAF AA W 137.5mge] F-Hulrid e skt A FoS AlFEd. 2AES FAMEE A RA
A &3kt

Ao 2 FEE(Cohort)E o] 83ttt FIE 12 22 x| 38419 659 A7 G o s o] Folxlt}.
FATE 19 A9, EE gidEdA A WA Fo R0l sem EdYE FARA HE I8 Tt FoEE,
SAIB/NMP/ -7} u}7kQl 224 E(137.5mg F-InF7kel 1) 9] 2.6nLe] & A4 FALE FYsa, 7 HAl Fo F
o= 5em EFY® FALRA HE 95 It Fol¥ e, H8 S (SAIB/NWP) TS -3k 2.5mL EHAIR T
AFE T, R F, Fo] RooAe w4 2FE EYHE] {8 8AzE o3 Fok uidE
Hristda, 83 AES FHEAY. FUr 8% AES, 1, 2, 3, 4 9 28dA FHIY, ZE g9 A
58 27 WS o83ty dF Funpgiel sk uis] Algseltt.

ITE 2 B3 22 YA 3849 6% 1AS A tidoR o|Foixtt. ITE 25 2719 TR Ul
on, 7 F A WHA FHt(n = 3o Zt7] 2.5ml9] 28] 5 cm EHFLH FARA B I3 Tl FAH =,

SAIB/NMP/H-m]u}74el A B(275mg - mk7kel H) 9] sml el & A4 FALE FAeATt. F HA 9+t (n =
el gk Z}7] 1.26mle] 23] 5em EYE FALRA HiE gsl Fitol] FoEi=, W3] E(SAIB/NWP)RES -3t
= 2.5ml F A FEA R FALE Bttt o7l ], Fo] & Fof F9oAe] IAa 24 FEHE
HYEsy] 98] 8AIRE o3t Fet S Hrkekla, 4 AES P8, FMH 3% AES, 1, 2, 3,
4 8 28Rl Hskgint.

A A=A, SAIB HAl R SAIB/NWP/ 37kl 2452 Wgldo] dasiglont, FAME oust d@drkset
xR, FF, R, WA BEe FAF 599 Qoo tE X X B4, Ev AT 7I3F Ak ZA el
3 E7bsetA @2 x4 vgE zdEhA aFokgel WA, we, Fouiziel ke sA gdde] Hrbe 3
WA 499l 7|zl AA Faulgiel &4 EFE WESIHA, SAIB BA2RE FIugiel 24 EXS {99
A3 (A7) LE=AE e o] FyEetd Ade Axrt = 1o b k. AT 4= e wiep &
o], ZTE 1 (84ng/uL) R FIZE 2 (174ng/ul) FAF F9 Cu B F-IHIFRRI e 2709 B7F 54 €4
X HHAF 1 WX 4pg/mb) R 3] w|gholgint., EgH, IFE 1 ¥ IIE 2 FA 3] vue ¥4 79
vkl o] FopRke] WAA Frtel wep AFAo® AHdFoR FrHES vreERIT. TS, AUCY H7be

100% F3]ul7tel AA|GgA0] Q1SS Lt

AN 4

sl7] Fokgrel @AA Sk, s Hsty A, Fdsty AA(ET)Y HE el 9% 9nH AMER g%
B HxE e A7F Bl date], FAEA olAHOIE o AREHolE HEFAL HAE 23
sha B ougo) uwiE) AzE A" UE Ryupglel 2AEY 2% 9 Aded A4S Hursn. dTe
A AG(ZEAR) T Byl slezFReo]=(rFkel(Marcain) ®) A IFED 3 Hs Ty B
SAIB/F-¥|upzlel A E9 a%S, /MY AR g3 e dxlo] IFEZA v T, JPHoR o

= 54 Smg/mLet F5) T vk}
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[0210]

[0211]

[0212]

[0213]

[0214]

[0215]

[0216]

on

££0 10-1492361

Foulzhl s $8 fulEA Agste Wd dFBAS FUIE EFE SR oMM HE o AFEHE

(SAIB) vlFAAd FA, 9 SAIB @A ol AP FIulziel f8 9715 o]&std, AlE =S APt

/e, Wld 4Ze w3k mpFHAott. RAES oF 66 % SAIB HA, 225%%e] WA 4=
1]

/PR, 9 12FFe] Pululle 2@GoEM Azdtel, 1.25n1 FAH AH W 150.5ng FIubzkel
@5nl % AH V) 3lmg) e FHfreks Y Foke ATSAT. 2ATS FANEE RUF AR AT
o/t

shwl; 709 olete] WA m

Zdolo] A A/NE wek 0.5ml/cm) 23] E
dd® 8 FALRA FoE=, SAIB/BA/F-IHIRl 24 E(319mg F-IuTERl FR) 9 2.5ml & AH FALE
Fostadtt. Edd® FARE A A wiFEed @askA 0.5 WA 1.0em Bl Ao Foistia, Hrje
ZolE we} o] FYSA v H3 Ay, vES WA d&doz FAg o st A W
A BF FE e ol & AIZFAY] ARE, B (493ke] A6l AR F EF T oFE 2] AFE o83k,
nhE /3% &3E BUEeSih. A g Aol A, 53] AF 24A3bel A A FIuigiel g 7
BEle] 7] BInlzbel B3] A% (magnitude)E BH71eHg ).

H HA B AE A7 e A7he] Aaprt sly] B 140 ek Qo).

N

)
o
fr

[\
oL
o
2
w
=
o
BN
i)
i,
oL
e
N
o,
il
ol

* 14

A WA BE AEAAL AT
3

SHA; # A A FwA 5] A7

1 8413k
8 1412k
3 1A 7
4 1A ZH
5
6
(

2] 7¢
3412k
H3) 2.6~ 3¢

(447ke] FA AR) F BHe AT G 28 AF7L a47] £ 150] Base] it

F 15

% HE AT o &)

Sl # 19 ) 24 A 394 47

1 2 5 1 1

2 4 4 3 4

3 3 1 if 1

4 10 5 3 1

5 2 1 1 1

6 4 1 ) 3

(H) 4.16 2.8 1.8 1.8
Aol 3e] Aol At o], 7]l = SAIB/BA/F-I vkl 2A4EL2 dQlido] dEsigloy, FAbe ofugh
A T2, FF, tEe, 94, B A 599 oo tE X X3 T4, BE AT 7IZE ANk
AA 499 ErteEA &2 22 WhEE A gkse] WA, ES, Fuuigil ke 4
of 7t 449 7|z AA Faulzlel g4 EA S WESHAA, SAIB SAZEFEH Fuuiyil 24 EES <
T HEALE YE FeEEy dde Ayt £ 2 E 3o ek k. g™ 5 e vkeh Zel,
SAIB/BA/F-9]u7Ql 24 EL %7] It WE§lol w53 (Fo] ¢ 1A7F Yol) Foupziel &4 &48 &3
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SE561 10-1492361

AL, AE AP 39 ol BA ddHom I AA AH WES veig. #E2E Fe G 277ng/nl

A
£109 L5 Tz 2341321012121 Coi= 191ng/mL +13¢] ATt

[0217] IABE 2% 26 WA 544 1699 17s F digo R o]FojHY. IIE 28 MY TR rlon,
2 F A AR S (n = 5, WA TF A Ao A (s T3l AFAIZIE 10ml A At A 5
& A 2t SUS R (AAIE 5 cm F Fole FH HUE whEh 0.5ml/cm) 23] EYUAE I3 FARA F
o] &&=, SAIB/BA/F-¥|nb7hRl 23 E(638mg F-IHHFRRl )] 5.0m1 & AH FALE FYAct. F HA
A = 5)ell, A & Al Ao FAGEEE 2ol AFAIZIE 1oml moRI®0.5% 53] vk7EQI-HICH ¥
A & Ao 24 WS wEh(AAE Sem & Zolo] A3 A/E wheEl 0.5ml/cm) 23] EFYE I3 FAIR
A el E s, SAIB/BA/TAHHM 248 (638ng TR )l Bnl T AA FARE FHlskel 4 7 F
688mge] F-Fulziele] FAHESE sgivt. Al WA sHwt(n = 5o, A B3 dol HA A (2 £3H)
o HFA7]E 10ml mH7FQ] ®J+ A e AAHY 4 SUS wH(HAAE 5 om F Aol A AE we
0.5nl/en) 28] EI1R A FAZA Foisiz, 1 ® (0.5% Roubel-HCD S 2B Snl & AN F
AHE F9J8ke, #2F T F 75mge] Fynlzigle] FAHEE &),
[0218] A WA BE AT =AY AR, "FA F AN B9 BT 2SR (4] Bl AR ¥ BE AE
OFE &M AIFS o]&3te], wH/XF &WE Hrlekltt. AT HA Huke] ZA, 53] AF 243 AA
g Bougiel wEE TR FAste], SAIB 2AE WE XAERNEH X7 Fyuigiel wES H%
(magnitude)S ¥ 7}5}St}.
[0219] AZE 29 Ulg BE 370 i wtelAe A HA 2E: AE AG7Ae AR, 2 (4dzte] e A3 F o
= ZE e v AFEY A7t &) & 160 ek Sl
*% 16
A WA BE AFA7AL Ho A3, 2
(443te] FAo AR) HE F BF A E B9 g AH
stele [l & [Ae A WA mE Ag[adie] A3
A ol g7 HAF|HE 2EFE A
A1 zH(hr) 5 5o
Hi
iy n=5 SATB/BA/H-Hu}zel 60,4+ 2.6
R AP (638ng F
T ober)
2 n=5 SAIB/BA/ 23] wl7}el  [44,9x 2.4
2 w7191 ® (688mg
% Tebal)
3 n=5 nlzkel @ (75mg & %[2.3 11.0
ofak)
(3} 19 39 2}, 2L ST 29 29 A A 49 73] 2 A
e A% F4FE F99X ¥5)
[0220]
[0221] o7l M=, SAIB/BA/H-Fulokel 2AEL UjlAgel dzdtdovt(Brew 1 2 2 3xb), o] w FAlE ould
dA7Vs T2, BFE, JHS, WA, BEe A R Ao tE A e T4, e AT VI3 9
Ax Qlele] #E7eEA B2 A wkgk kA Fodth. EI, FInpyiel e EshA e Hrhs 4
o 77kell A FEIuiglel @4 BAS wEslwA, SAIB BAEREH Ryulziel @4 BAS A WEANS
HERSL eyt e ANt = 4 % 5ol vef vk, F1d = e wkek o], SAIB/BA/F-3 RIS
ZRES %J] o} Eflel F53] (Fo] oF 1AIZF ddd) Fajuiziel 84 Ed4E WEa, HoE As
2] 34 ool AAH AdHoz AFGT FA A WES YEM
[0222] IS E 29 BE 39 3] oF et Aol shy] & 179 HarE o] it
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[0223]

[0224]

[0225]

[0226]

[0227]

[0228]

[0229]

on

£=0l 10-1492361

X 17
ABE 2¢] A FQ% 42
5’—}'?‘} T ﬁ‘}x}_ﬂ 5"'1 ﬂ Cmax(ng/mL) Tnax(hr) Css(ng/ml )
i
2
1 n=5 SAIB/BA/E-w|ul7lel 9 29470+ 155 21£25 311£58
T (638mg = FoFaF)
9 n=5 SAIB/BA/E s ubzkel 2 wlH310+60 21+25 291 +40
S ® (688mg & FoFeF)
3 n=5 70 ® (75mg & £ k) 180488 0.6+0.2 [NA

FZE 2 A7 ARRREH & F Je vk #Zol, E I 2dE WHE AES Aok % 4 FA
AA aRAH =4 vE a3E AFetal, BE AT ofwol o deE A9 Ao, AAR, £ %
o] SAIB/BA/F-nb7kQl ZAES FUT FAE F 509391 1 H 29 108 F 578)S AA 43t AA
HE 35 S 8% o4 ¥t BF T FES ez 3 9T 1 3 29 = oHs] o 2 uiA
3¢ T A WA FUHH S5 k=S Vv ¢ dRlar, Aok gad 2] A 2A madHd 4 v
a34E vl =3, ST 1 9 29 BHE I FEe Rk, Tdd VIRt A 2.4 WA 2.6 FoF
I A ow 49 AF 7|zl 2A B 11 FoFs o 3 xR (T 3) A oibl, 543 74HQ
o}

I
ol ek Slck. A7) A
WA 1000m 7HA A e R ew (VAS) S o] §3he] 71%8}%4. 4 VAS A8 wd el v sl 7]
gt MRS i Zol Fofsdth. s g % | =8
ob &5, 91T 1ol SAIB/BA/F-Iubkel B A dsE Z°'6}<ziﬂ'
& FHstdon: el 39 vkle B RIes +
T, AN BT AFE 4 W7 S SR o 30% mhe V1Se 5, 8AIRE BUE A F WAIRE, 9
ppAEre 2 12415 37 Al TS sl 35 194 WA 3Rl 2 B S A
Aol FeAd AHE 7122 stef ople] Z1Sstgn. ols F4 SAAS 12 &
o= Fagrh43] 54). Fole] FHHRF) kel AR ARKE ER o] 4917ke] 3

k1
()]
>

o
BN

U gl A B9 B3 A5e) A dEste] & & gt sk gol, SAIB/BA/RII AL A3

2 2% ¢ AAFENT 1 2 D AA® Ay 24 (B2 D)ol Hla) NG Ak

e W VAS A4S UEhith o] Anb ¥ owne] 4ol uldels el o 36 vl 484
4

A Fe AEA 4 vk E AlSEE A A

39 FAES 270 A s we® UE Aotk A WA 9w, AH B Ao A A (st

Al71:= 10ml wF7RRI®(0.5% F-IupzkQl-HCH) 3 A F< Ao 72 ZWS weh(AAE 5 om &
42 ANE Wl 0.75ml/cm) 23] E#UE I8} FALRA Folwi=, SAIB/BA/F-IuIFIl 24 E(958mg
7kl 3ol 7.eml F AA FAE FAE, A @ F 1,008mge] F-Iupglle] FoHEE
T A kel A Bg dol Aol A (Zs) My)oﬂ AEAZE 10ml "I A F&
=S web(AAE Sem & dole] A A 7HE w2} 0.75ml/cm) 23] Ed LY 93} FAZA FoF
71I®(0.5% F-Iup7IQl-ICl) ZA=<] 7.5m & AF FAE FHske], @2 T F 87.5mge] F-Iul7i<d
g ot}

il
o
N
o
ot
=N

oo o
i_ﬁi il
ox ot
1o ox
2L uE

A-C A o
o g im
2
i

2 0
2l iz

O o W 4o KM
&

A WA wF RN AR, 2 (4Q7ke] 3ol A2) F mEF AT kB 2w AP ol gakel, w3/
A9 WG Aotk AT 4 Awel FA, 55 AL A0 A DY Palupil BEE F0m
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[0230]

[0231]

[0232]

[0233]

[0234]

[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

[0247]
[0248]
[0249]
[0250]
[0251]
[0252]

[0253]

[0254]

==z
=

=]
it

€l
oy 2 a5 A9E AT o Vet

SE50l 10-1492361

=5 grlsigith. ® dde] ue Alx
2

=
SAIB/BA/MHHM = NE el Aok fArAY

o
=)
e
2
N
NS
=2

~
2
=2
)
_1
2
of
o
2
S
oo
=
RS
3
[\
>
S
o
0%
offt
o,
DY
I
o
o,
Hl
[x

W E Agate A, A7) 34 w

ESeh
PEAAZE A mER ARl A7 1l wE 2=
PR A 7 opu = E o A 2

LSRR Rutelel, A7) 6ol e 24 E.
CRRATE 2 @) BEE EAeks, 4] 10 e 24E.

CRIFRAAY HAVE & B A AR oA ddAHem B84, AV 10 uhE 248
=

E T A B4, 718 e A fuE FUtE sk, Y] 99 e RAE

Sui7F f71 &uil, 7] 100 wE 2AdE.

|7t AESAH Al el v A 2AAF2HE B4, A B JE2E ¢ o, oA HFHEAE 9A
SH e HAst] AN 1A o]AES FAT = de A, AY] 11 wE 2AE
AT EAA FAZE AAQL, A 9o wE A E
L HFEAAY SR 79 e AR e 27 bl &ds] AAslelA @, 37TelAl 2F 5,000cP o]/de]
=2 z2te uEE A4 gA BE (HLADS, A7) 130 wE =4 E

CHISEAY A 789 SiE SRR Edehe, 3] M e 24E.

Szt egE, Hed EFZA=, EfdE AEZCE, dd HHOE, dE opHelE, WA
zojolE, wld 4, Egjopid, N-ddEeE, Zadd stanveE, Zeddd ZeF, FEAE,
GaTE, o-wEeE, HEGETOZAY, ZeAE TE U FeEd AEd Qe Arame os
2, 9 o]5e 2R ool ForRH AuHE A, 3] 150 ©hE 24%

Sul7F IVLCMS] H =g S37]el] S22 291, 7] 159 e 2=
Bz A2 w AL, 3] 150 whE 2
S WA GEQ, 3] 18] wE 2AE
. HVLOMO] ol =Bl =91, 7] 149 wE A E.

. HVLOMe] @ ol el 221, A7) 200 me A,
L HVLQNS] 42122 opAlE|ol & o] ATl el Eel, 47 2o wE 2AE.
CHEFAY BAE 298] A4 Fol thE o 99.55 %% A oF 159we) For 2R Fo EAS
AL, 37) 19 mE 24w,
HEFA FA7E 2dEe] Al Tl tel of 955 % WA F 1054 Fo= TAE Tl EAlshs
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[0255]

[0256]

[0257]

[0258]

[0259]

[0260]
[0261]
[0262]
[0263]
[0264]

[0265]

[0266]

[0267]

[0268]

[0269]

[0270]

[0271]

[0272]

[0273]

[0274]

[0275]

25. vs
AL, %

SHAAR FA7F 2HE AA Tl dis] oF 75520 WA oF 25509 o2 FAHE Fol EAlske

26. wFHAZF 2AES AA Fl dlEl oF 305 WA F 15859 Foz RAE Fol EAsts A, A
7] 1o B ZAE.

27. AL wHATE 28 ES] HAA Tl el of 265 WA o 55 For 2AE T EAlEE A<,

A7) 2600 wWE A

28. A1 v A7}
el 7] 279 uwt

29. oA,
%wﬁvﬂ%ﬂb,%ﬂ 1o w2

mu

S
o
o
utl
N
o,
il
o
=2
'
2
ol
rr

24E0 AA Tl el oF 205F WA oF 105
g 2AE.

HeolxE, A, &ed, A4, 25, &xzdol, 1A, AR, vadA
=

30. HIFEAY HA G vEA EEE FUMR 2, A7) 16 we 24 E.

31. A

32. HSEA AT ddAY] el EAskE, 4] 316l

ol EHA, 7] 309 WE A=

uw}
33. WA HAIL cld M) dAdade] EAshE, A7) 31 e 2AE.

31. AHAIE F7he EFshe, A7) 10 BE 24E

35. vhE EIh el Feldk F o 247 el vkl Agshs AL F71H9 B0 s A, 3]
1o W& =4E.

36. vH AIh el IR F of 303 vl hehbs] Agske A9, 3] 356l mhe 24

37. &ATEo] 3t Fod w, of 243k o4kl 7|2k FF oF 200ng/me o]/l WAL A &A1 H Y
B3 8 (CHE AT 5 e, A7) 14 we 245

38. °F 250ng/mt ol ge] vhAA] A%H BF AP AF FE (COF AFT S A=, W) 37 we
e

30. °F 300ng/mt olge] vkl A%H BF AYH AF FE (COF AFT 5 A=, A 37w
4%,

40. °F 350ng/mé °o]’gde] wiH AL A&AQ Ht A F vk (C)E AT+ A=, 7] 37 nE

EScic

- PHEAD B Alers A o7 ST d vE Al
Mol Wi nHE ERoR 3= nF anE AT

2 ol

_
= X

)

42, °F

=3E.

b

9

oX,

O‘u

e zdsin, Vs Foly u,
713 B3k ok 200ng/nt olakel WA A&A Wi ARdE BF FE (C)E FE A

TR
Do
=~
>

=]
=.

250ng/ml o/Fe] mpF Al A &2l B BLEH B v (GO AT 5 =, 47] 41 wE

43. °F 300ng/mé °o]’gde] v AL A&AQ Wt AN F v (CIE AT + A=, 7] 4lel nE

=3e.

B

44. °F 350ng/mé °o]de] v AL A&AQ Wt A F v (C)E AT+ A=, 7] dlel nE

BN
oX,
il

o~
(@]
2

i
BN
oX,

ARE o) gel 713 Fot A7 AEAR] B A dF sk (COE ATE 5 A=, A7) 419
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[0276]

[0277]

[0278]

[0279]

[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]

[0287]

[0288]

[0289]

[0290]

[0291]

[0292]
[0293]
[0294]
[0295]
[0296]
[0297]

[0298]

[0299]

[0300]

[0301]

[0302]

=

46. AAHA 27) Tk PEE %A ¥ AL FHH

47. VSHAAN FAZE mEAY 12 28 WE T2 e uHAY] §AF 0AF HE T2 S Al
=

H
gk B, 7] 419 mE =24

48. WEAAZE thdel ol 5 oF 36 WA 48413t o] F &

B 4=

e

49. wFHAZE didel Al Fol 5 oF 48 WA 72413 o]

e AL

50. PFAAIZE 4w AR, 7] 410 wE

%=

qE.

EAdo= s, 7] 410 wE RAAE.

51. wEH A7} ofE- EE o 2HEY A nhF AL, Y] 500 wE 24 E.

52. PHAAZL Hjelgelel, 3] 510 we

53. wHEAIZE frel 971 dEE EAskE, 7] dlel o

d=.

61. &ul7t ogE, duE £IZIA=, EfdE AEHE, Y gHE, JE olhHE, WA
HlzololE WA &3, Egopdd, N-vgddEgE, Z2gd Jl2RyoE, Zddd =, FYAZ,
FYUIFE, -9 E, HEHSFoRe, FEAE £ 4744 FYZ3 712 L/EE JFZaAk] o
HZ, 9 o859 xFo= o|Fd7 o 2HE Aas= Ad, 7] 60 g 24E

=
63. &ul7t A2 mpHARA, 7] 600 wE =4

61. Bvi7k WA 2F, 7] 6390 WE 2HE.

65. HVLCMo] ol =H 291, 7] 599 m& =4

66. HVLCMo] @ ol ~H| 21, A7) 650 wWE %

67. HVLCMe] =22 olAE|o]E

ol o] ER]

e

, 371 660 WE RAE.

68. HIZTAY TAZE A= A Tl el oF 99.55 % WA oF 150 For 2AHE
1

AA F=el g8l o 755 A
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69. HISHAAL FA7E =] A TFol el oF 955 Fh WA oF 105392 dor A= T
A

o
o
__>:‘_’,‘
ol
ofd
=2
=
%
12
s
ofy

o
=
R
ﬁ
12
—
ofy
ol
=
fo
o
o
fu
BN
oX,
e
ol
K3
N
E
ol



[0303]

[0304]

[0305]
[0306]
[0307]
[0308]
[0309]

[0310]

[0311]
[0312]
[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]
[0320]
[0321]
[0322]

[0323]

[0324]
[0325]
[0326]
[0327]

[0328]

[0329]

[0330]

&7 71l wE S

73. A1 wpH A7

I =4 91 A Sl sl oF 205%% WA °F 10542
ARA, 7] 720 mE X

74. AR, Holx~E, A £¥Y, A, E, 2X#o], 1A, IR, v
ﬁﬂﬁ,ﬂ* =, A7) 410 e A E.

75. HTEAY FAS vESER 2H2E FUtE 236k, 7] 416 wE 24 =

76. QA AHAR, F7] 750 WE A=
77. HEEA AL ddAde] Bl EAskeE, A7) 7600

w}
78. HFFAE FAHIF EHAS A&t EAS =, Y] 760 mE 2AHE.
79. A=

80. wkH &7F tidel Foisk & oF 2A17F Yol YEYT] Al e FUt
419 uE A E

81. vk &I7h ool Tl #
A2 vEHA R A o F8 b7 NS A HA

oA71A A2 wHA A=

272 Z3sls, A7) 410 s 2AE

82. Al w3 A,

il

AL AR g Gofoled, el FolAl x7] vk Eat

AL Fol F oF 27 ool A%AE 23 27] Fk WE glo] Ty
$E 7] Agets A%Ae Ha AR 540 st $549 v &
WES 2AGE A 24T,

[o'e}

3. AT RAAR FAE AL wpHAY 14 2 WE 22 Ee X
7ol T3 A0, 7] 820 mE A=,

o

84. A2 v} A7

].
85. A1 wpHAZE vl
o W 4=,

ol F oF 36 WA 484]

e
o
~
7
off
o
B
I
2,
-0,

86. A1 wkHA7F dlide] Fol & oF 48 YA 724]
o wWE FAE.

87. Al wHAZE =4 v A, 7] 820 wWE 4=,

2
ro,
i
oX
o
ot
ofr
ol
rir
)

o
o
N

oF 303 Wl hehbs] sk A9, 3] 809 mE 24 E,
g,

& A,

Rl g F o 227 ool &
FHES AL mEH A

HSGAE FAlel g &rfol71= g ZQl, A7) 820l whE 24E.

=
o
0%
offt
o,
>
I
)
o,
Hl
[2x

o
=)
A

[
Y
oK
o
rir
o
o,
o
N
(0]
1

88. A1 wpH A7} ofv|E- HE= o AHEY = vhEACd, 7] 870 mE A=

89. Al wHAZF F-IupFill, 7] 88l we 2A4E.

90. A1 wHAZE 2] A7) Fe= EAsks, 3] 820 whE 2A4E.

91. A2 wHAY &F, WEFS EF, 4F, A FEA B o]E £For o] Fo
_]

471 820 W A=

93. HITHAY FAZE B T A A2 A dEHer 284, 7] 829 wE A=

98. HISIAAL FAVE 9 e A 27 stelA dd] AR EA S
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[0331]

[0332]

[0333]
[0334]
[0335]
[0336]
[0337]
[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

[0346]

[0347]

[0348]

[0349]
[0350]
[0351]
[0352]
[0353]

[0354]

[0355]

ole ofajEol=

AEE 2= a¥E I 94 22 GVLADS, 7] 979 we =4 &

99. HIFFAY FAZE 7HEAA EHE FUIE 2shE, Y] 8 e 2A4E.
100. &wi7h olEhE, Tivld &#Z A=, Edod AEHE, oY gHoE,

E, WA 4F, EgoiAd, N EYE, 228 st2rdyeE, Zdgdl
Z, -9 &Y E, HEGZFL 2, 2 2

oo YO R o]Folyl FoRKE HuE= 31, 7] 994l w2 2AHE.
101. &wi7} HVLCM®] HE=E SF7]o] F&e 20, A7) 98 & 4=

102. w7k A2 vk AL, 7] 1016 W 2AE

103. A2 wFHAZE AF FFA, 7] 102¢] . 24 E.

104. HVLCMO] o =E| 221, 7] 98 w2 4=

105. HVLCMel & ol =®H =<1, 7] 1040 we A E.

106. HVLCMO] ST &2 ofAlH o] E o] AR E]Ho|EQ], A7) 1050 WE AL,
107. WFFAG THA7 A Skl i oF 99.5%

110.

111.

Ze

N

112.

2l

AL vHAAZL 2R AA FFl W) o 305F% A ok 1598 Fo
ZRL, 37 820 E 2A4E
AL BHRAAZE 2gEe A FFel el ok 25596 A o 53w Fo
471 1100 e =A4E
AL vHRAL 2] QA Sl el oF 205 X o 105F%e] Fow

113.
A9l

RS}

114.

o]

115.

2l

116.
e ATHE=,

117.
118.
119.
120.
121.

122.

AA ol s

, 2371 1116 wE 2=

A7) 824 wWE FAAE.

Hl T FAs nEsddd =4S F7hE 2dshs, A7) 824 wE =

AA] FH, 7] 1170 e A=

HFEAY FATE oAy 2Agel EAlskE A, A7) 118¢ wE
H| 23 D7} old A e ALt EAe= A, Ay 118d] wE

_39_

AT RA AT e A TRl el oF 955 %% WA oF 10500 <

A2 wFAT 2482 AA FFol Wl oF 95FHe WA oF 159 Fo=
A7) 820 wHE %A
A2 vtHA 2AAEL] AA FFA & oF 75FH% WA F 105290 Fo=
, A7) 1139 e =AE.
A2 wpFH A7} 2489 dA Sl dEl oF 505 WA F 155F%e] &
, 7] 1140 w2 2AZE.
oA, Hol~E, A &£¢g, 2¥, IF, 2xde], 1A, YA, "aYA,

-
=

on

=
=

B A oF 1539 Yoz TAE Fo &

o=

°F 200ng/ml )4+ wHEH A Y

£501 10-1492361

=2EAE,

Ag e 449 FE 9 hEd 2/EE JpEEAY] oA E, %
=

B
o,
il
ol
2
e
2
o

SEEDIE T P

) O



[0356]

[0357]

[0358]

[0359]
[0360]
[0361]

[0362]

[0363]
[0364]

[0365]

[0366]

[0367]
[0368]
[0369]
[0370]

[0371]

[0372]

[0373]

[0374]

[0375]
[0376]
[0377]
[0378]

[0379]

[0380]

on

£501 10-1492361

4=
124. °F 300ng/me o)/l whEAle] A&20 Ho G dF s (CIE AT & A=, A7) 1224 e
4=,

125. ©F 350ng/mb °]/de] vhHAle] AEAQ] Ho ARG dF v= (CGIE AT = s, 47 122¢] we

3

BN
m{n

126, (a) %91 it AT 2 stolA S8 AASEA B, ITTAN 5,000 olFe] HEF 2E vF
A, 58 DRE O A B2 (HLOD;

(b) A1 wHA; 2
(o) A2 whAAZE xgain,
A714, A2 wHAAE AL wAA @ gulelm, tigel Fola 27] m}H ARE AFEH,

HVLOM-S o] 3 oF 24717t o] Ao N &EAHS 2o 27] o} W& Qlo] thitel Foldk 3 oF 247k o] &3
2 Yehgy] AZEe A&H0 24 ulFHE Exo 7 = F&A nE anE ATIEE Al vhEae W
Fe 2AsE A9

MA Ak ZFE.

127. A2 v} A7} HVLCM] t3k grfo] 7] 3k A1, A7) 1269 wE XA E.

128. Al wHAZE el Fof & ¢F 36 WA 48A1ZF o] E< X &H] =4 wHE AFEE B, I
1269 w2 ZA4E.

129. AL vpEAZE Bdell Fol $- oF 48 WA 7243 o] wot AEHHA Ha wiHE Awshs A, VI

1289 W& =AE,

130. A1 mFAAZE T4 v AQL, 7] 1260 b 2AE.

131. A1 vFAA7} o=~ B o ~E2Y i

132. A1 wFRAAZF Fo6lzRell, A7) 1310 e 2AE.

133. Al upF A7} 8 97 FEzE EZA6ks, A7) 1260 02 2AE.

134, A2 viAAZE GF, WEFS &2, AL A FEA R o5 2HoR ofFofXl qoniE AdEE §vidl,
q

=
371 1260 wE Z2AFE.

135. A2 upF A 7F WA G2, A7) 1340 wE A E

136. Al v A7 2B A Sk el < 3052 WA ok 15299 goz AR EAlEE A,
371 1269 wrE 2=

137. A1 wHA7F 2489 dA Sl dldl oF 25 WA F 105%%e] oz 2AFEd EAs5= 3,

371 13690 WE 2AE.

138. HVLCMo] ol =EZ1, 7] 1269] W& A=

139. HVLCMe] @ ol =HERI, 7] 138 W& A E.

140. HVLCMe] 43 22x olAH| o] E o] AR-Elgo]EQl, AF7] 139 w& A
141. HVLCMe] 7H&A1Ql €mlE F7l2 Z338h=, A7) 12600 wWE A E.

142. HVLCMOﬂ ek ui7h olerE, dvld EFA=, Egdd AEHE, oY ZHOE, oY opAlHE,
E|

WA WEoolE, WA o, Eefobdul, NvlunEeE, T2 Aendols, Feddd %, 24
=, aa 2¥E, 2B E, HEAEFoRAY, FUAE B 2 2223 sy 9/EE AEasl
sz, @ oolEe] 2o olFold FomyE ANt A, A7) 1Ule] BE 2HE.
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[0381]

[0382]
[0383]
[0384]
[0385]

[0386]

[0387]

[0388]

[0389]

[0390]

[0391]

[0392]
[0393]

[0394]

[0395]

[0396]
[0397]
[0398]
[0399]

[0400]

[0401]

[0402]

[0403]

[0404]
[0405]
[0406]

[0407]

on
J

144. (a) 9 T A s 27 slol] &3] 2AgSA 2, 37ColA 5,000cP o9 =g 2t
[e)

A7, HeEdAd = %J;J @A =2 (HVLCWD):

(b) A1 = A 2

(c) A2 mHAE Eiatr,

oA71M, A2 mkE A= AL wkE A g Sujoln], digel] FoAA 27 whH Z3E Algs,

HVLCME A|&4Q] =4 wH & 54

o

g5 Fold wf, oF 24AZF o] 9] 7|F F<t ¢F 200ng/mé ©]%e] A A&HAQl H A dE &
51

(ng) = Zﬂ%

MA Alf 2L,

145. <F 250ng/mé ©]4Fe] mlFH AL X

3

Jb
3‘
o
=
o
ox
o%
fuj
et
o
off
k1
o
i
M
o
]
&
X0,
ol

BN
m{n

, 737) 1440 w

=0l 10-1492361

2 3 $4H9 v EnRE ATHES AL A4 BB 298,

i

146. °F 300ng/m ©)&e] vi Ao A& Bt AEH dF $= (CIE AT 7 A=, 471 14dol b

3

BN
m{n

147, °F 350ng/m ©)&e] iAo A& Bt AFEH dF v (COE AT 5 A=, A7] 14del &

1/}-}]%

F

~

148. °oF 48AJ3F o] el 7|3k Et 7] ALAR] B GAEH 8 sk (GO Asd F A=, A

o2

R
149, AR 27] Ak WEol g A FHHQ SHm sk, 37 Lado] e 2R,

150. A2 Wk A ZF HVLCMel gk §ujo]7|= gk AR, 7] 14400 wE& =4 E.

151, AL vpEAZE ool Fol F oF 36 WA 48AI3F o] st AHH FAa wHE AlFsks 24,

1440 W& =4 E.

152, AL HEAZL thgel Fol F oF 48 WA 72417 o Bk A%He Fh MG AFHE A9,

151 W& A&,

163, A1 mFAZE =4 mFARL, 7] 1440 wE 2AE.

154. A1 A} opn|=- T d=HEY =44 wHAIQL, 7] 1630 mE 24 E.
155. A1 v AZE B3 nizill, A7) 164e0 wE 2A4E

156. A1 wAAZE 2] 971 dH= EAskE, A7) 1440 T8 24=.

157 A2 THAAZE G2, BFH R, A A fFEA L o)E] £FOoR olFold ForyE My
_]

=
871 1440 w2 2AHE.
158. A2 vFAZE Wl LFQ1, A7) 157 wE 24

159. Al wAAZE 2] AA Sl tiE o 305F% WA oF 15%e] For 2AEA EAs
A7) 1440 W ZAE.

160. A1 wkAAZE 2= AA Tl el oF 25 WA o 10532 Fom e EAd= A
1590 w& =4E.

161. HVLCMo] ol Z~E|2R1, A7) 1440 W& 4=,
162. HVLCMo] & ol ~H|Z01, A7 1610 we A=,
163. HVLCMo] 3224 olAEH|o]E o] AR E#H o EQl, A7) 1624 WE A

164. HVLCMo] 7}8AQ &uE F712 X gst=, 7] 1440 & 2AHE
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[0408]

[0409]

[0410]

[0411]

[0412]

[0413]

[0414]

[0415]

[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]
[0423]
[0424]
[0425]

[0426]

[0427]

[0428]

[0429]
[0430]
[0431]

[0432]

SE50] 10-1492361

165. HVLCMOl it &vj7} olee, trd &XA=, Egjod AEHCIE, oY ZHolE, g oA e]E
Hd gzl E, Wid 43 E

, EdolAE, N-vguEge, 23 721 Y| o]

dE ;g =9, 24
2=, HESS S’_Eoﬂ%, =

%, 2YnFE, 298 JAE EE BUA FUIH ALY QEE AT
2, L olEe] 2Fow olFod FomRy AdHt A9, 4V 1640 BE 2YE

166. HVLCMell o3t &vui7} vZ8]2® &2, 7] 1659 ua A E.
167. mFAA] 2 AFstHom FEIF
2 el E== B9 dHE FostE AL EEsi,
H A FAe Fo F oF 243 o] AHFAS 2 27] I} iz
o0 vFHE BEHOR g vhF anE ATseSs

hake]l Boje] v a3= AFsks 9.

168. whF Al 2 Aty or & E&ree HSEAN GAE X3t FAESS A HHd, F9 A, *
S dledl == B9 st Fose AS 2EsH

1 FAE el Fo T AEHHQ T4 wFHE EHOR e vE a%E AT E vHEAY BHE

o

Z7Eol gt Fold w of 2443k o]iFe] 7|3t Sk °F 200ng/me ©]Fe] wiEH A9 A &£H B Y
A

g e vk axE AFsty] fs .

169. A1 whF A, A2 v}FHA L xﬂokﬁ How 38r7bsd SPAY FAS EPshs 2B U P99,
591 ZAl, F9) el i F9lo] AAste] Folshis AL EIsH,

A2 vEAAE AL vkAAC @ Sololn FofAl 9ol x7] v EAE AFH,

FAE Fol F oF 2447 o]
W7l A2l

ARl B2

oA &3] AAslelA] =, 37TA] 5,000cP o]de] Mg Zte= HF

ol
B

X,
E
Obo
O_u

= r
a2
e
12
o
o
B
il
i)
=
=

oy

()]

=

(b) A1 wizA; 2

(c) A2 =FA

stele 2AAES F9ol, H9 A, 9 o e F-9o dHse Foste AS ¥,
A2 vk A= A1 v A e Erjoln ol Al oAl Lol 27 v adE AFTEH,
HVLCMS o
7] Al&eh=

A WS z2"st= A,
jde] ¢

171. (a) 9 =& *ﬂﬁlim x7
A vEd 1= o

=
=

I

n:
o
=2
o
WI
i)
il
E)
of
ol
ol
rir
oL
e

OENESERE
OEERSE
Egehs 2AES WY P, B9 A, $9 vl Ee 2ele] Aol Folsh A% Tge,

i=4

A2 mtFAE A1 kA gk ufjolw il Al FolA] F-eelMe] 27] wkE AIE AlTEH

il
ke
iy
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[0433]

[0434]
[0435]
[0436]
[0437]

[0438]

[0439]
[0440]
[0441]
[0442]
[0443]

[0444]

Yol Belol v mE ATes

172. v} A7} B uparel

173. A1 v AZE Bauzpelel, 7] 169 WA 171

174. A2 vbHAA7F w2 LA, A7) 169 WA 171 T

&<k °F 200ng/me ool whE A ]

Q, 471 167 Ei= 168l whe W
= o] 3ol we HbW
% ol Syl wE Wy

175. WF @AY A7t AR opAEolE o] aRE|FolES, A7) 167 WA 169 2 172 WA 174 F of=
stitell whe Wy
176. HVLCMe] a2 ofAlEo]E o] ARE g o] EQ], 47| 170 e 171¢] wh& 3y
177. 2A&o] F-9lo sl =4 A&ow FojH= 21, 47] 167 WA 176 T o= afrte] wh& .
178. Zg8o] F9jo s Aoz Folu= 210, 7] 167 WA 176 5 o]= shve] wa gy,
179. A&l FAR Folu= 2191, A7) 167 WA 176 5 o= shve] wha Wy,
180. 2AE0] oA ER FolE= 191, 47| 167 WA 176 F o= shvle] wE
/e el AAEte] FolEE 29l A7) 167 WAl 180 F

181. F-917F 93} Ao, A L] A el

ABE 1
ABE

2=
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=2.5ml, 137 mg -
- 5.0 ml, 275 mg.



k1

47 23tz (ng/ml)

a4 »3ua (ngfmli)

400
350
300

250
200
150
100

50

400

A 24 A9 52 (0-144 hr)

N =6 +/-8.D.

50 100 150
A ZE(AD

27 93 2k 2 (0412 hr)

350 +
300 -
250 +

200 -
150 -
100 -

50 4/

0 4

N=6+-8.D.

AIZE (AD
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R=yp
% FHuIl F£F
600 }
N = 5/group, +/- S.D.
E 500
o
£
i 400
»
"
bl 300
g )
* 200 ¥ sam/sisia
(688 mg) SAléa/*A 2%
100 9’
2367}/ w2l !
{75 mg)
0 BT A b A Ty
0 50 100 150 200 250 300 350
AlZE (A
Ed5
a3 wyurta 42 (0-12 hrs)
600
N = S/group, +/- S.D.
= 500 A
E
S ]
=
= 400 A
IS 1 SAIB/H 9%
3 (638 mg)
I ] |
el 300 |
=0 SAIB/*-3 817+l
] 200 - (688 mg)
A7 A T
100 - T T " tma i
0% T T T .
0 4 12
AlIZE (7\]) )
E06

B AN 9 2% 2= A5

)

1

AzE (A

{

IR R TR “a— AOTH EOE + R nr

R T
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