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25mg/10m| 7 > L 1), 25mg/10m| o NePts 250mg/100m

POPSCAIRE25% in;.
25mg/10m|| syringe  25mg/10m|. bag 250mg/100in

-1 3Ca L 075

75mg/10m|L ¥ > L 1), 75mg/10m|. 150mg/20in

POPSCAIRE 75% inj.
75mg/10m| syringe  75mg/10m|L. 150mg/20in

-1 4 Ca LO25% 1mLse -3t 10Ca b 2.82mg
” ~Y110GCa L_ —25mg  0.25%
-1 4 Ca LOT5% ImLs " -3t 10Ca b 8.45mg
~Y110GCa L_ —75mg 0.75% o 4"
: ~Y1190Ga L JAN
Levobupivacaine Hydrochloride  JAN
2008 4 16
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-1 3Ga L Il P4 -St10€a L, " Chiroscience UCB 0 I

e 4 Ipa-~

110Ca l,  IAR[EF2 D 0 "o slwd/ (o} 4" S -
o BL%®/ FO-rYt10Ga L' R + - Blw@/ FOeNyt 10Ca LIP*" -1 §Ca
L, s - BL%e/ FIP4-Y110G€a L” <O " 4 It 10€a L, -—-"5
Lo/ g” 050 50" <G- I P4~
-7 s lwes g, 0 O rYt10Ga L, eNy3t10Ca L1 1~ 0o Q-
F o o " _ 54 @ FB'O s " =‘OT 12 , (I) —"ZI 19 Ca L»
0 854 _ ' —f{"rYt10Cal, t10GCaltt " i 345 i
" 0 "1 190GCa L_ § 0 - — os S [
1999 8 (0] 5 I, 1998 12 , 80 x pe l, @ — © s
2010 2 . o > 66€ | 5 " 4~
LT —, o | 0 ’ o -1 7 (6] s 1
_ O 2008 4 , 5 0.25% . 0.75% ” I 0
(-
"y . e o — . ” . : e - 4
_ R p— P4t 10@a L [1toGa LO " l 0 ’ g
D N s s 0 o \ e X o
P4_ @ e 8 0 ' 0.25% 7 . (0] 5 1
_0r 2011 4 , 5 0.25% ° " l 0 T

¢ 100 mL9 NePts o Q

As - wBLlug/ pl PtryY110Ga > O 45 a4 I pa-

N T L (o) I ; <"t oo 04 %2 LD 025% ¥
> L 1,25mg/10mL || 0.75% F=> LD75mg/10mL O'P4 o
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-1 4Ca L 025% 25mg/10mL
-1 4 Ca L 025% F> LI25mg/i0mL
-1 4 Ca L 025% 2 NePts250mg/100mL
-1 4Ca L 075% 75mg/10mL
-1 4Ca L 075% F=> LI75mg/10mL
-1 4 €Ca L 0.75% 150mg/20mL

POPSCAINE 0.25%inj. 25mg/10mL
POPSCAINE 0.25%inj. syringe 25mg/10mL
POPSCAINE 0.25%inj. bag 250mg/100mL
POPSCAINE 0.75%inj. 75mg/10mL
POPSCAINE 0.75%inj. syringe 75mg/10mL
POPSCAINE 0.75%inj. 150mg/20mL

"Postoperative" "Pain" "Service" € F -4
<« 8 " H ,€F-4 4“r3Y110Ga LH”
~Yt192Ca L JAN -3t 19€a L INN
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CisH2sN20 || HCI
324.89

(25)-1-1 %0 -N-(2,6-Dp0 %0 ox 250 ) A2 DpLb-2Ca YEF g - 4
(25)-1-Butyl -N-(2,6-dimethylphenyl)piperidine  -2-carboxamide monohydrochloride (IUPAC)

MR8A2

CAS
27262-48-2

.o B¥%po 995 , i1 i 77

2581



pKa 8.09

Craos o FO / 1,624
2 123
~Yt10@a L " 0.5Wv%w B % F o "20h, @ 4 Yahkz o VI
” 6 , q)' 4
~Y110@a L ” 251 /60%RH || 24€ 401 /75%RH || 6€
P o0, ~ , " 5708% Ol PT IhP—t ~
%
251 /60%RH 24 99.6 100.9
401 /75%RH 6C 99.8 100.5

-1 8€a L025% 25mg/i0mL || ¥ > L 0:25mg/10mL | o NePts250mg/100mL

Ims "~ Yt 10Ga L 282mg -yt 190€a L_ —25mg  025% o
-1 8€a L0.75% 75mg/i0mL | ¥ = L 0:75mg/10mL || 150mg/20mL
Imks " -3t 10Ca L 845mg ~ Y1 1 0Ga L_ —75mg  0.75% o



. " pH ’ ’ ’ " pH
pH -1 83 Ca L0.25% ¥ > L125mg/10mL | o NePts250mg/100mL
-1 4 Ca LO75% %> LD75mg/10mL 35 55
t §€a L0.25% 25mg/10mL’

el
T
|

-1 8€a L0.75% 75mg/10mL | 150mg/20mL 4.0 6.0

, 4 1.0 1.2
” 8 ” 1 ” °
-1 4Ca LO25% Imls "~ Yt 1 2Ga L 282mg ~Yt190Ga L_ —25mg
0.25% o a -
-1 4Ca LO75% 1mls "~ Yt 1 2Ga L 845mg ~ Yt 1 0Ga L_ —75mg
0.75% o 4"
1mLs 386> o Vv 9.0mg ¢ pH

386> o v  154mEg/L



o, @ 4
-1 3Ca L025% 25mg/10mL
250 /140%RH 36C 24€ " |l s -
. -2, %r L
401 /25%RH O | 6 6C I P=f ~
51 -2 % L 51 " |l IhP=1 ~
*ICHF a 4 <a LQIB, —1200 Ix hr & o O M EF_ —200W hrim?2
-1 8€a L0.75% 75mg/10mL | 150mg/20mL
250 /140%RH 36C 36C IhP—f =
. -=5 % L
401 /25%RH 0O | 6C 6C I P—f ~
51 - 245 % L 51 " | I 'P=1 ~
*ICHF a 4 <a LQ1B, —1200 Ix hr & o O M E_ —200W hrim?2
o .
-1 3Ca L 0.25% o NePts250mg/100mL
251 /40%RH | 36 @ o
N 1a9% Ny sy o I P
40K 125%RH § | 6@ >, @ o
N feooRA 0 Ny sy o IP
s 30 /65%RH O | 126 |~ 2 [%r L 12€ Pt ~
/1 F
50 /25%RH | 3G @ o
N feo Ny sy o IP
50 /75%RH 3C 3¢ I P—f ~
50 3C 3¢ I P—f ~
51 -2 % L 51 " | I P—f ~
*ICHF a 4 <a LQIB, —1200 Ix hr 6" o 8O M F_ —200W hr/m?2

0", T -
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-1 4 Ca L0.25%
-1 4 Ca L075%

¥ > L1, 25mg/10mL
¥ > L1, 75mg/10mL

251 /40%RH 36C 36C mP-1 -
401 /25%RH 0O | 6€ 6C hP-r
. -2¢ [t L , -
25%RH ( IIP-
501 /25% 3 12 4B F 3¢ f
50n /75%RH 3¢ 3¢ mP-1 -
51 3¢ 3¢ mP-1 -
51 -2t [t L 51 " | Pt ~
*ICHF a 4 <a LQIB, —1200 Ix hr & %o m p_  —200W hr/m?2
o T
8 ” ”
2 s b
8 ” ”
B[/ AP o
4 " 'P 4
R+) t192Ga L
(2R)-1-Butyl -N-(2,6-dimethylphenyl)piperidine -2-carboxamide monohydrochloride  IUPAC

2,6-Dp0 So0 5 %52 L
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-1 3Ca L025% 25mg/10mL-: § €a L 0.75% 75mg/10mH_ 150mg/20mL
s L1o —-25 %L

-1 3Ca L025% ¥F> LD25mg/l0mL-t 3 €Ga L0.75% %> L 1,75mg/10mL
F2LD -zt [t~ tL
d v t %o d
F 3 RN 1t %0 d vV
g ANew -2 [L L
t<bpnp -21 [t

-1 3 Ca L0.25% 9 NePts250mg/100mL
9 NePts -2, %~ L

t %odyV  —>4 %~ L

14 ?

-1 8Ca L 025% 25mg/10ml ¥ > L 1, 25mg/10mL

t [ Nowf HC 10 I I f iH -
t [ Ne, T 0O " _ 55— ey
I t [ Nell o ==
t [ New, 0 -

-1 3Ca L 0.25% 9 NePts250mg/100mL
-1 8€a L 0.75% 75mg/10m}. 150mg/20m|| ¥ > L 1), 75mg/10mL

-1 8Ca L025% 25mg/10m| ¥ > L 1p25mg/10mL

, 6mL/ (-Yt 19GCa L_ —15mg/ )o
@ ) ’ ’ ’ ’ ’ 114 smy " I
.-
, 1 40mL -~ z¢ 12 Ca |_= _100mg " " P4

8



, T oar ” ¢ [ NeM o _ (I _ —60mL ~Ytl10@€a L_ —
150mg o o' 7 _°7
LR a 11 a-
S '
[
, g 4> L — " , 1 os " H> 3
H -
L1 0 " " (o) 4@ 5sOP4” |l 6mL/ o @+ i I
, T e , " 0 el : Qo _-
2 i , . , 0 — .
-1 3 Ca Lo~ 0 ) T ' 0 4 _"
3P O U 0 a1, , s Ol —14Ga Ll ” ot
o - N
4 _______ L [ ‘_‘ _______ Mol D' ___________ ’___Q_T _____ i4=~ _____________________________
[
" " 0 , 0 «+  _Of , 1 5—40 I
57T , O — , 0 — ? . N7 s O-1 7
1. , Q" — 8mL/ T 01 < 5" fs st _ 0O I~ éemL/
I » 48 f I, : " Pois -7 , 0 O=1 "my
i 0 4 _ ” 0o QQ't 00 4 0 Q' 4 _ @ 54~
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o w4
3 . 8 Of o W _, 11 , ' 0 I Q
4 ~ m T " 8 T ” 'O 5 w7 || 4
i (@) 5 4 oOP4 -~
4. ) Of [ =3 I 0 , To w_
R I N O s 0 o Q" 47 , 0 i 4 "
o, . ' o IP4-
-1 3Ca L0.25% o NoPts250mg/100mL
o ,6mL/ (-Yt 1 0Ga L_  —15mg/ )o , [
t® 4 ' ' ' ' ' , 1t 4 8smuy [
.~
o b
§ 1 0 g g (¢} 46 50OPs" I 6mL/ o
§ o q I .0 , " 0 oI ,
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§ 2 , g 4~ %> L — ” , hpose
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3 i , . , 0 —
' " -1 8 Ca Lo~ 0 , T ' 0
s -
4P7 O I 0 a1 , 8 0O -1 4Ca L 7
. i+ _o -

___________________ 5 b0 E e b, v Orh e T
1 , @ — 8mL/ T 01 <1 5 Ts st _0Of I~ emL/
I 48 i (. ’ ¥ A R ,  O=1 " "7
i (o) 4_ 0 QQ't 00 4 0 Q' 4_ @ 547
2 ? " 0 , 0 4 ='O? , 75 —-—"40 Il
51 , Q7 — , 0 — " ., Wi s’ 0=f 77
3 o ®w , ., P O I 0 4 oP+ o1 r=P
P o o 4t , [ €aMEa LV ” S v =

.~
4 . 8 Of o  _,t1 : ’ 0 I Qe ~
"y .8 f " 0 5 ¢ I 4 g
(¢} 5 4 oP4~
5. , of [ =S I I 0 , o w_"
N o > 0 o PoQr e , o [
o, ., ’ 0 I P~

-1 8€a L 0.75% 75mg/10m|. 150mg/20m|| ¥ > L 1), 75mg/10mL

, 1 20mL -3t 10Ga l_ —150mg " Il o A
e A SRR USRS L S ST
N I T
L e d 2L — ” .o Mposv HV 3 H”
S I S U U S S S ;
" » 0 , 0 4 _0of , 1 5—140 [
571 , 7 — , 0 — ! R O
— ! b , 14 ! 0 , 57 (@)
I Q4 O ' Ctt 6" (o) 4 oOpP4 -
1 e FB —NoRsg Dy(2009 4 )
2
n [
- " ,1oed o, -18Ca L0O75% + 0.75%]
12Ga L6 10mL 45 75mg o : P ., , —0.75%5mL
37.5mg o (. i,,-18€Ca L025% 126mL 315mg °~ 02%[ | 0 €a L
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126mL 252mg o S| s émL/ ” i I 21 t o1

L1 2 o P ' PPS , ¢ — I P e
021 "ALBCDHL" ° ., —13Ca L 208 257mg’
[toG@a L 235°216mgl PT " -1 8Cal " [10Ga L 4 (e) 5 1
p 00133GHY5 ,t 42 t "G 93mg "™ " _ " 95% . 2.7mg
132 78 I P=1 "~ 1, 0 _  O-t " ., —18Ca Ll 444%
16/36 ' [10GCa L 205% 944 IPt " ~Yt10Ga LO , O-tf " "7
g , -1 3Ca LO[10Ga L, — Q
» e ST 7 21 ? ? . ?
[0]
o B AL

—o0— —o— BTAHA Y 025%FEH
D S U YoNg A #E
I + B

P35
2
(=3

0 4 8 12 16 20 24
RN PR Ot ] ()

(96)100 7

80 Bromage Scale

D 0 SR % L

60- (A T IcMiF s 2 LT E 2)

. 1 REMIELAZZIEITAZ X Ca R
(7272l BTS2 E25TE2)

40 2 BEMIFL LTI RN
(7275 L. BEAT2S 2 L ETh)
2. 3 REEMTSZ EATER

(BRIEEE P T LD TER)

0
HEHRER AR 6 MRMIt:  SIEMI 21 MRk
(n=36)  (n=36) (=35 (0=34)  (n=36)

0.25%
9)
.1 40 P4 0 0 , -1 3Ca L0.75%20mL 150mg ”
, =" — [19@a L0.75%20mL 150mg o - — 71
L3 4 o P ’ PPS , @ — ° I P
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10 Thio ~ " ., —13€Ca Ll '0389.1° 846 [10@Ga
L '0315.0° 108.1 I PT ° "[roea b 4 (¢) 5 1 p 0.001’
GY ,142 t G 60 "a " " 95% , 741 160 1321 I P
_T ~ ’"T ? ? 'OT ” ' 1 i — - T 30 " " ” ’ 'O
[ A Qs o 17 A . W15 O-f
R T AT L (o) (o) o i sf -~ g

° ” ” 0 ~

C7 4 T =T
Pl i HRACAE
A —o— —o— FTAHNA L OTIWIER
Trg o S TN A VEE
T4 FIE = LERE
TS5
T6
T7
5
KT
=1
#® 1
L1
L2
L3
L4
L5
S1
S2
83 &4
S $-0-¢
SS h T T T T
0 2 4 6 10 12
Main Dose $%5-#% T {4 O WM (1)
—6— KT AUA ¥ 0T5%IFE
@ TN A VB
Il = R
© Bromage Scale
g 0 FHkiEoTEAL L
g}n (e %+ 1 5 2 e ST ES)
g 1 2x M L72FF RIFAZ & CTE L
S (Fz22L, B2 2 £25CE 5)
- 2 HEEIT D I L AT E AL
(72720, REIH»T I LIETHE)
3T RBEEMFLZ L TELRW
(B z8rdotbTE R
8 12 16 20 24
Main Dose #£5-#% [ # 0 W I (HET)
Bromage Sacle ”
t [ Nes , 1 40 0 , '- 13 Ca L0.25%40mL 100mg
, -7 — t10Ca L0.25%40mL 100mg o - — 0
07 " e I P+ PPSI ” , Q4 "
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° 89°15 "1 19Ga L 84°18 I 'Pt " "1 109
Ca L 4 0 51 p=0.0014" G5 , 1 +2 t "G 1 4
” " 95% , 0.42 -0.49,1.33 I P-1 ~
m T " ” ” ° N _11 , (p
— 18Cal _110€a L " : : L, -
o , (I) — =_ %0’ " 0 T -
® " ® y — 1 ) )
) ., ’ Q' - ° s (Z)m — 1 %0' " 0
(-
11
10
9
8 BRI/ 025% 40mLEE
7 O 800025% 40mLEE
4]
5
4
e 3
e
:\j: 2
5 4]
% &g
w i chawsg
SRl e
HEE
kg
KA PO B B 75
0.25% 40mLE SE A
0.25% 40mLEF
, 4 "

c s . ¥ " B I »

(2) to[ New ot @ 9 o , " -1 3Ca L025 4mL 10mg
” . , 4 R o f 1)’ ~ I P
4 , QA ” , 95°20 I P-f ~ L Qe

" , 12° 78 I Pt , 1 20 7 ,80 b,
@) 1 30 5 , 100 o r-

(3) 0 t [ Ned _ " .1 40 20 o , -1 3 Ca
Lo2s o "1 b t [ New t [ New~ t [ Now t [ Ne
AL " , =0 — 0 [ 12° -1 § €a L
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0.25 L S | 0 [NQN T T 40mL 100mg 60mL 150mg o o _ 1~
P — I [ No _ ¢ [ Ne” I P [ Nei,
5 ' O-1 o I P4 H 510 t [ Noi, — i Q
[ , OF — O Uy s " H” - ;
. N R A 0 i
5 1 " . it 40 1 850 , " i 3 1929 "4 1895 "6
I 80.0 ' 8 «10 01750 IP-1 "' & , 1.6° 06 Il Pt
o , » 950 7 , o np sy~
. Cos s s . R ot i 30
o5 O _"1 h, © 4 ™19 & I, © 10 "1 9
0 I, T 10 ™ I 100.0 I, © 120 "0195 0o T
" [ o %] 5 PQ i = ;B —
0 Ny s f T4 @ 1-0 T 0 N s Q' —f _ -
f ., 40.2° 49.8 , 96°47 1Pt " , @4
. I 15.6° 7.8 I 16.2° 9.6 I 21.6° 37.8
I 23.4° 37.8 |l Pt . I 13.2° 7.9 I 13.4° 7.8
I 16.3° 9.0 I 16.6° 93 I P—1 ~
pin -prick
1. T 2 <o 20 1T % I, " 3.
analgesia ., P40 <, 4, anesthesia T
l _ @' 4 H3. HP4 " , HA4. Hl
K 0 TP
I _ Q' 4 Ha. HIl P4 0 I
.
1 0 4 1. I ol Q4
2. Pt I 'Q+ O o b6 —/ 4 o3
Pt ol Q’
VY s _ S G 1. e o 4 _
ol 'Q+ 2 Pt T o 4 _,01Q+0 o 6 — 4+ 3
Pt T, 4 _OIQ
n o ®— o -1 of 0 4 1.
I 0 a  _0olQqs 2 P 0 a
I 'Q+ O’ o6 — 4+ 3 Pt 0 a4 _olq "
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I 0 4 1. ' , ol Q4+ 2.
P § , I'Q4 0 o b —/4 '3 P
" ol Q -
g dr-t%>L_7 7
117 39 o , Ol 05% Y1t 12Ca L ' 0.5% Y 1
19@a Ll gar-%>L 1 400000 ,05% Yt 10Ga b gar-%>L 1 200000 o
15 20mL , 0 , = = TITT @4 t [ NoN e
t [ Ne” o " 1 I P} , 7 — 3 I , , i s
ot -
” ITT
i . i p
-1 19Ga L
. L o VS
S119Ca 35 186.3° 66.9 | 90.0 | 375.0 FS110Ga Lapartax L 0.294
1 200,000
- L
~S110Ga L ZILD@aVS
-~ 1 L o
+sl:| 40(?(2)00 36 200.3° 655 | 75.0 | 360.0 |_ St 10Ga Lagarmal 0.365
: 1 400,000
~Y110Ga L+garw> L 0
~Y1102Ca b 1 400,000 ,
+g 4 - ¥ L 37 202.4° 62.2 | 105.0 | 375.0 Vs 8
1 200,000 -1 10Ca L4garwxL 9
1 200,000 0
ANOVA Bonferroni -Holm procedure ITT o i 5 f -
" ITT
i . i p
~Y112€Ga L
-yt 10€a L . Vs
13 204.4° 63.9 | 135.0 | 3450 |_ St 10Ga Lagarmal 0.890
1 200,000
- L
~Yt119€a L ztloeavs
-~ 1 L o
+31:| 4033(2)00 19 238.6° 109.9 | 122.0 | 635.0 |_ St 1o0Ga Lagarmal 0.323
, 1 400,000
~Y1190Ca L+g a1 L
~Y1192Ca Lt 1 400,000
+g 4 - > L 18 206.1° 62.6 | 130.0 | 345.0 Vs 0.353
1 200,000 ~Y1190Ca L+g a1 L
1 200,000
ANOVA Bonferroni -Holm procedure ITT 0 i 5 f —
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r] 13)
6 o , "Y1 10Ca L025% 05% 0.75%0 5| 5 0.1mL’
i " " o " 2@ T , B4 .
0 T
" " o 50% 0 _ : " (o)
T 5 4 _ (e} 5 T ~om T I T ” I N ” o 1l , _
"4 , Wy s O-1 "
t [ N W
30 o , 0 , - Y1 102Ca L0.25% 0.5% 0.75%
005%t LoCa b , 1<GYo 5mL o o 1T 1 . 0 I
0 _ a0 05% + 0.75%l 1 <Gy, 7 : 0
s Tmy o [ B " I, " ’ " o N
: _ . M7 s 0o-1 "
_, (I) 4 i 14)
0 18 o , 31 190Ca L0125% 0.25% 0.5%" 3 8mLo 1mL/ ”
i I 0 , T 0 -
" 10mg 40mg (i , Wposo [
) B
15)
) o 4 0 , m 31 10Ca L0.125% 4 468
10mL/ + 0.25% 3 4 6 smL/ T, o 4 . 0
T, 0 (.
0 21 AlpecFlL ‘ | . amo
" " VAS s Y[ Pts 1o " , =" = (- I
" 0.25% 8mL/ O ~ 0 Q “1025%6mL/ O o T
[ g . ’ , Wi s’ O0-1 O g
0 [ _ 85 4H H>fn, Ts , —f 00.25% 8mL/
1 IIT ST ~
. 0 f . 0.25% 1 6mL/ Wi 5T~
16)
, 110 Pa” D o 4 0 , 'Yt 10Ca L05% 2
15mL’ 20mL  * 0.75% 3 10mL’ 15mL’ 20mL ” . o —.
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.
33 1
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96.73 Il P—1 ~
, =" = e I 65 32 . 65 0 4 , &
" aH 021 "1 ALBCEL H, -1 34Ca LIl 5] 5230
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5 i " o 4 'O'|:>4= @T5T~
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1 'P4 ”
4 _ —=1€a L "0l 2Ea L "110@a b "[10@a b
1 I
" Yshk> o V %0 %o, T r_Q, 4 Na+" i 0
” 4 = T T 0 ' 0 4"
0 4
1 , 4
a.< Nobs , 4 20)
<N SD "¢ " . o nvitro , @° — , b
I o " o ' mY1102€a L ,501™ I 5] 5 60% < 50%
P ,110€a L « R(+) _ I 'P—f ~
< NoAs , 4 ”
% %
~Y110Ga L 61.92° 5.37 i 52.58° 7.38 {
t19Ca L 68.07° 4.40 1.10 56.67° 3.14 1.08
R(+) t10€a L 72.16° 4.02 1.17 60.96° 5.32 1.16
» ° 0 n=6
,  mYtl10oGal 1o ol — T
b.@e &) 1/3/'\/520 \/%03/80, 4 21
-yt 10GCa L I €s 0 invitro " 0
' 50% ECso , 2201l M—1 ~ %420 VvV %n %0 |« %0 FB fveratridine ,
te . 4 0 Ke , 32. AliAWT ~
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~Y110Ga L ¢« R(+*) " €s 0 , 4
ECso T M Ke TM
~Y110Ga L 220 32.6° 6.4
R+) 1t 12€a L 135 10.6° 1.0
1.6 3.0
ECso 50% ” o 50% 4
Ke veratridine , t 4 , 4 ° " n=3
-1 19€a L IR+) t10€a L - — .
* p 001" R+) 1 192GCa L _ — ‘Pt Student's t -test
C. < Nets , 4 22
<SNe##% SD ' & inviro  , @ — 50T I -3t 10Ga L
, e 0o -0 48 + C , —119C
a L "R(+) t10Ga L rr Q ; _ [ o -0
‘o4 @E ) T T " VO = VO 5 T ~
< NoAs 4 4/ YL
@& @0 C @d@E | Cl@E
-1 10Ga L 17.38 82.62 90.73 4.75 5.22
t190Ca L 65.99 70.99 72.09 1.08 1.09
R(+) t192Ga L 70.46 67.09 72.83 0.95 1.03
” % ° 0 -
6 6
AS/AP Tk C/Ap TIgfH
5 5-
4+ 4]
= S
2 2-
N I e =
0 l 0 l
[ ]r3tio€a L
|:| 1 10Ca L
- R¥) 1192Ga L
, 4 501 M Of LI
A , 4 O «+C 7
23
<N¥%s SD ' 6 " , ~S110Ga L 0.25° 0.5° 0.75 1.0%c f .
0 I : I 0 P
, tail -flick o " %MPE percent of maximum possible effect
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"t 102€a L , 4 -yt 10€a L " AUC « %MPE50T” . 5
5 1.04 1.081 "t 190 Ga L _ " 0 P
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« %MPE50T o "1 10GCa L _ SN =

, - — Y1 10Ga L . , f
0 ‘ 0.25% + 05% Il , 1t 192Ga L , T =, Q 0.75% I
” " 0 P

6000

ime)

4000 A

2000

AUC (%MPE x t

40 1

%MPES0T (43

20

50

40

30

20
—o— LERTUENI A~

104 o TN L Y

LTS T =TT RS B (43)

*p 0.05 "t 12GCa L , — Bonferronitest , 1 4

24)

SD < Ne¥s f -t 10GCa b 0.25" 0.5 1.0% 0.amL o 1
. 0 I ' , 0 7 & 1.0% &
4 "t 10@a L s [1o€a L _ 1 ,  O—1 Tukey”

" pE0.01 ~ , == 0 ’ .
" AUC, " 025%l , 1t L2@a L .1 , Q 10%l , t10o€Ca L e [
2Ca L i ,  O-1  Tukey” " pE0.01 ~

21



1 " 8 o L LGNaAsl <« 5, 4 " 0

" ° 0 f ~
o ,  —Qpositional placing response o § g S s 2 bo
Po_ ’ . "1+, AUC 0 3 | 0
[ -
Swg 1 o 1 I 0 " ) ~
gmg2 O vt T
§We3 AWs2 ¢4 "
§Ws 4 O (AR S B
-yt 10Ga L "110Ga L «[10Ga L "
) AUC
s |
0.0° 0.0 0.0° 0.0 0.0° 0.0 0.0° 0.0 0.0° 0.0
Cstioca L 0.25 | 3.3° 1.7 87.8° 20.6 2.3° 1.2 100.0° 14.8# 249° 39 #
05 | 1.8° 0.7 98.6° 33.2 1.4° 0.5 108.4° 20.8 285° 49
1.0 | 2.0° 0.5 | 180.9° 42.4™# | 2.1° 0.8™ | 188.3° 453" # | 530° 133" #
0.25 | 4.1° 2.2 90.6° 24.7 3.4° 25 93.3° 26.1# 248° 80 #
t 19 Ga L 05 | 3.1° 1.9 91.6° 25.9 2.0° 0.8 102.1° 25.2 254° 77
1.0 | 1.6° 0.7 121.3° 30.7 1.1° 0.4 119.9° 26.7 327° 90
0.25 | 3.5° 1.4 66.9° 23.0 3.8° 1.9 62.9° 24.5 160° 45
[LoGa L 05 | 24° 11 98.0° 37.9 1.9° 0.8 98.5° 33.7 265° 76
1.0 | 1.5° 05 100.8° 7.0 1.4° 0.5 102.8° 9.3 291° 20
" ° 0 n=8
*pE0.05 + *pE0.01 | "1 10Ca L_ — Pt Tukey”
#pE 0.05 =« ##pE 001 | "[1o@a L_ — PT Tukey”
3) I
o7
1 O ’ 8
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3 iw®

-1 8Ca L075% 10mL 75mg ' 0.75% 15mL 112.5mg * 0.75% 20mL 150mg o °

t1e PetL,B o e T O
" Tmax ,, 0.34 0.5 I Cmax , 072 1. 067 g/ mL"
15

—o— KT AN A ¥ 075%E 10mL & (n=8)
O AT AN A ¥ 0T5%iE 15mL B (n=8)
B KT AAA Y 0T5%E 20mL B (n=7)

T B R

5 109 4
;ji ‘7\
b o
:\E? ‘1‘:
0dsis
0
T " 8
T " < F B
? Cmax Tmax T1/2 Cl Vd AUC 03 p
T g/ m hr hr L/hr L ig|| hr/mL
0,
O.7%10mL TSI 1072 0.16/0.34° 013| 9.7° 62 |15.7° 5.4| 201° 96 | 521° 152
0,
0'75/"15”;]"_8112'5m9 0.99° 0.20|0.50° 0.33| 10.0° 5.9 |17.3° 3.7| 232° 91 | 6.77° 1.48
0,
O.75%20mL_150M9 1 060 0.43]0.43° 0.28|16.2° 12.9|17.9° 8.3(312° 113| 10.71° 6.18
v (i
_ " R , -1 83Ca L025% o, 6mL/ "
Il 48 [ 8 , 1 , |
i 48 ,2.93149/ mL , I
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0 T T ul +
0 24 43 72 96
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[ 8
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-1 4 Ca L025% 20mL 50mg ' 0.25% 30mL 75mg ¢ 0.25% 40mL 100mg o '
! [ PJQP# 1] T 4 6 o] T4 3 T T T " 8
. <o B, 0" T IP-1T" s " Tmax
0.33 0.39 - Cmax , 0.56 1.097 g/mL, "¢ 0" Tz , 114
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—0— R7AHA > 025%F 20mLE (n=12)
wQen R T A2 025%3F 30mLEE (n=12)
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£
2
i 1.0
e
#
5
H J
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...........
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. Cmax Tmax T CL vd AUCO-P
l T g/ mL hr hr L/hr L T ghr/mL
0.25% 20mL 50mg
=12 0.56° 0.20 0.33° 0.12 14.6° 9.7 15.7° 7.4 283° 170 4.84° 5.21
0.25% 30mL  75mg
=12 0.79° 0.30 0.38° 0.23 11.4° 8.2 15.2° 5.8 201° 86 5.93° 3.17
0.25% 40mL 100mg
o1l 1.09° 0.59 0.39° 0.13 16.2° 23.5 16.7° 7.2 253° 118 9.25° 10.73
3 I 51 s
3 P
6 2040 , -tA8Ca L0O25% 8mL 20mg o ImL/ * i ,
i T 8 . 0, b 8 Cmax , 1.271 g/ mL
Tw , 214 " H2g< Ly cC , 3264l P—1
" T " I . 0.25% 2.5mg/mL . 100mL2 NePts o Q
0.75% 7.5mg/mL P4~
v i 25
i _ " 14D , -1 8 Ca L0.25%
o 6mL/ 7 i I 48 T 8 . 1 ,
i i 48 , 2.931¢g/ mL "
n 14, 18)
6 20 40 . 6 718 ,-14Ca L025% 8mL 20mg o 1mL/
" I .0 I 8 , ., Wi s’ 0-1 O
I, , I —N=2g<Llg Ccl O IPI 31 10Cas L” 0 54 0
ST ~
v 1 [, ' 025% 2.5mg/mL . 100mLo NePts o Q
0.75% 7.5mg/mL hpa-
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