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R, R, 2.5mM 1.0mM 0.5mM 0.25mM 0.1mM 0.05mM
A %3]_031:]_(6,1] 1~ 46§) [F,S]-CHJ,H 239 168 142 128 118 107
(R)-CH,,H 327 202 185 135 128 109
(2) 7+ A175Z oA, A] (S)=CHy,E 170 118 - 103 - -
) ) CH,, CH, 174 125 == 109 == -
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Prevention of tonic extensor seizures in mice
following intravenous administration of 3-substituted
GABA derivatives.

dose time after effect ataxia
R (mg/kg) dose (min) #protected/ 4 ataxia
§# tested 4 tested
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2%ty o] FHE= gE FgERT ¢ 100 120 3/10(5/10)  1/10
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3 ays BE{thr vEhg oz V) Xﬂﬂoi 100 120 5/10 0/10
t=C, H, 10 tgn 2/10 0/10
- . 30 0 2/10 0/10
98w 15~253, 16W 13~183). 3-0] &% 20 a0 o710
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W2 o] X7} 1,584pmol/mgRl & EATHE 1 Fx).

: Tamk I
Purificaion of the PHjgabapentin-binding protein
Purification was as described under “Experimental Procedures.” Binding activity was determined 20 oM [PHlgabapentd
determined; aliquot of poaled material that was saved for binding Wig lnactlvtzud by g l“:ﬂins lts), [ lgabapentin. ND, not

Fraction Total sctivity Total protein Specific sctivity Yiekd Purification
pmol ; mg pmel/mg ® ~foid
Membranes 3504 2258 1.556 100 1
Solubilized membranes f:‘:’g 449 3.51 70.7 355
82.1 12.1 318 7.81
Lentl lectin 589 104 57.6 17.1 37'2
Sephacryl S-400 376 232 162 10.7 105
‘myapauu ND i 0.420 ND ND ND
t germ lectin 191 0.223 857 5.45 553
Mono-Q (Fractions 18-25) 136 0.118 1153 188 744
Mano-Q (Fractions 20/21) 4.1 0.031 1584 1.40 1022

(3) CHIZMAR A% duidz e g 22 o
CHPMHE Ag dagd 2 Re gugeks 2 g
(4) gd 72 24 9 gl &7

FeE B opal g #A kel 1 @ude] Ca” g a26 A

Iz

friloleh AbAE Sttt

Wb g A6EF e Aol stw, sbubAuo] HAe) thx WA AFA
£ FAA CaAYY 025 ABAWT 2 Agdche AR L F UL, G A6
Zolts "9 HolEi a26Ca A MEgule] A g
44 EH4Y vk e AGFHEE AZAY 37-390)D, 'Sl A o2y
N7 Ca¥Ade] zdo] shbAEY] AW Agel FLT & Utk AT AN
@ $5AY 44-468)202kn /AR AL ¢ F JomE, B AEde g

A6EZE] 71N Jstol ulARe FAW Ago] Ca AL ap HBAUT B

25) 9% Y& Our data suggest that the c,0Ca®" channel A B4 may be the critical target at which gabapentin exerts
its antiepileptic action.

26) 9% Y& We suggest that modulation of voltage-dependent neuronal Ca’‘channels may be important to th
antiepileptic action of gabapentin.

_11_



o] & Hol AT AA= gl

) 2y e 22 AES S 2Y, o] AR 53wl $A4Y T4
T4 ek, Jhbide F3- 9 1% adrt MEA Ca¥ ALY 026 HERY
o] Zhgol oAt LA ZlolEta AMeA= ks Ao Adkdrt

(D 9 AF Jgoa & & glxo], Adeo| A5 3,504pmol & Ca®* 3|

I

ol a,s AEFH AgE oz gy k2 49.1pmol ¥olBZ AH O T A

o

) i glont o v ARAEEe thE PReE AR A8 s el A

!

=

R 4547 AP e A 9 g RRate] At oste] sluluEe

Bl
gl&-go] BT ThsAde wiAE

=

I

i, old =29 ofE|#do] nEeERE A9

abi

i

PR BAHE Aol § FE Qb Ao, sphauel o)z do)

it

Ca” AL o MEFR 23 Hojgta Agstr]= ook

ofell thst] Y2, 7HHAEE 2ZA] a0 MEFRAT dEdr 7]
Aol loerz, ZhutAlE e k&AL a0 MBS osto] WAstE Ao R Kot
of gtthi T4ttt
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27) 1993\ Epilepsy Research 16o] A€ David M. Rock ¢ 'Gabapentin actions on ligand- and voltage-gated responses
in cultured rodent neurons'ghE =&, # A6z To] 'AVEETH 37E A& ik

28) 199411 NEUROLOGY 44°] AlAl¥ Charles P. Taylor, PhD® 'Emerging perspectives on the mechanism of action of
gabapentin'o]2tE =, 7 A6z Fo] 'ALED 602 AL gt

_13_



o
2
>
folr
o|N
1o
r—{ﬂ
E

kr
do
o
rrl}i

rlo

N
=5
1o
h)
o)
=2
fuj
ol,
£
X,

2,

X

o]
i
=
Y,
ol
A
52
=

ofo
I

Shafjofl A 2] A . 7Hd Al

2 Fd AE YR F50] 54 A4A2EAe datel dBe wAow FHA
482 B JRsAe] Qo(E #5729 3-8, 69 H5AY obdel N 1342k
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29) 1991'd 8% Annals of Neurology Vol 30¢] #AAl® Kevin M. Kelly 5 'Gabapentin does not Affect
N-Methyl-D-Aspartate Receptor Currents or Voltage-dependent Calcium Currents in Cultured Rodent Neurons'gt: =i
().

30) 19954 Journal of Neurochemistry®] Al#1¥ Ti-Zhi Su ¢ 'Transport of Gabapentin, a y-Amino Acid Drug, by System
L a-Amino Acid Transporters: A Comparative Study in Astrocytes, Synaptosomes, and CHO Cells'8t& =1t
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