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BEEMEES v MIALNLPEREEIIXTT S
GABA L FEF A4 FOREIZOWT

SIRKFRFHU R AR EE (E1E | EARREI)
= @B % 7

BHTREEEE L - THREBEIERLMETHS. ThECICEEEEAGREIN LTI Y~ T 3 7F IVl
(y -aminobutyric acid, GABA) SEAESETH A NI 07 2 ¥ DY TFETEMIRSFEROBIEROBME b o T &
WEEN, TLHPEFVERVAERLY, oAt A FPREEEEETH 2 U-50488 DREMIRIGIR S5, MBRIHED
B REORS ZHIH L2z WO BMED 2 ENTWE. RERTII/NZ 07 2 > L US0488 AWHEE T DR IREG S v b
BV, ERBIVREEWTTTAARSL (detrusor-sphincter dyssynergia, DSD) # IR & ¥, HERIBOUE L L -6ThE
) % FEEISRET L7, Mtk Sprague-Dawley £ 7 v b ({REE 180-200g) % %6 L <L TRAICHHEZ M L. 4EME
SRR R LR — v~ o o — JPUCEIRE Lo, BEREED 5 5901 ml @B CABAEREIEA L, BRI, B
BERICHTIHREOH G L LA, I bu— L EZEHIE, BRI D7 22 L U-50488 % 0.01 mg/kg 2% 10
mg/kg T TORBTOOS MBI CRBES L. N 07 2 VS CUEHIRIVEEOFE L WA 0.1, 1 me/ke) & HHR%H
DFEREM 0.1 mg/kg) PAHND, EORBEICBWTHBERAREICEFELELIZABN LD 72, U-50488 Tid, HER
SHEDHERBEL (1, 10 mg/kg) & HERFHTOFE R (0.01, 10 mg/ke) A5AH S N72d%, FEZBHAR O M B0 5
N7z (1, 10 mg/kg). Froe 1A Ed A FEREFBRBETH L/ VW EF VI VT 1 22 (norbinaltorphimine) #4512 T U-50488
FEICEBROEEFIMEN Tz, BLEX Y, GABASEREEE NN s 3720 & o4 €4 4 FERAEMERHEU-50488
IEMIBEHEODSD HRE L L COFRIMATRE S iz, HE T OB ERBMIAE 7 v F 2 Ao RERIE, AR
BEREIC AT A EEEMREEMATEETFNVE LTHHATH S L BbiLr.

Key words spinal cord injury rats, detrusor-sphincter dyssynergia , y -aminobutyric acid, « ;

opiate

TERERBE ISR MR L BERBRESIEE L, SRS R L

A, SAREFHHORFER, TEbLERECBIT AR
MR CREMIERORE) LIRERHHOINE, ERECBT
BRI FEIRBRMEROAE) LIREBHHOMBL W)

HEGEBICL DTN TwAY, CheDEBEMBRLIEL
T3 BALARIRRER OBF951E, Barrington® ™93¢ % 7 O RBREN
EBD LWYRARF BT AHRIROFELTRR L2 LI
5. HEROERZ PR IZHEHERFHE (pontine mictrition
center, PMC) T, 7 v F CRWAFTAREOEIMUMET 2H h HE
REET, FICBERERFEDNORSG CEE LML TH 525,

[ U 0EBIAMREE NS OFS) & i S8, »oRENED
S A EE R MK (pontine urine storage center) 75 5%,
MBI BT B HEIRICE T B RIS, BRTES E IUE s &
B B2 ERAIE R (BRI E AL & SMREFER 5 & U &
¥5F X TREIN D MBREISFEET L. BtHEOFHRE
HPREICET 5 L PMC 2 & LB DRI BB~ BT O &
EAMEE SN, BRAREORLET A L CGhVERIGEER

FRI2E11A 29 B, FHI134E 1 A 190 %HE

INBY B X 7B REREREOER 2P LT W
597,

BERIEIERE ) IUHE & FRIE O MR &\ 9 YRR YR EFE 7 [
BB TLEINDY, PREED—D L LT, B LT
b FRE AR L A W HER FMREE R AAT & (detrusor-
sphincter dyssynergia, DSD) 2% 5. Z A IZMMERDHER P HE
EMFEDBERAPAE & DO E O EREAERF SN AFE IR B & v
bhTsh®, ML) ENORMICEELFT 5 0HHERR
2 ERIOFRRGES IS A SN2 DSD I, e 0 HE
) TR LMRBEES VD EBI 1700, oWk
BIFCBITORBEHOEELRREE LT, kL HELs OHf
EA B ENTVED,

FRRMRERIC BT A HEEWEO—BETHD T IV BARN
REMEICIRBREO VY I VB LGOS =T 3 2
E&HE (y -aminobutyric acid, GABA) ¥ 6N TH 1 2, BERE 4
IBVWTEELREEZRZLTVA L bR TWA, GABAS
B F Ty A VOBRBCEERS T 5 GABAVZE 4

Abbreviations : DSD, detrusor-sphincter dyssynergia; GABA, y -aminobutyric acid; nor-BNI, norninaltorphimine;

PMC, pontine mictrition center; SCI, spinal cord injury
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LCHIFRET T 0 GABAe SR THIRICRG Sh, &R
B IEMIGERE L A L CHEEEE ORI EES LTwa, Zh
FTIZ, GABAg {EBIETH A /NI 07 = BHIEMNEAL
JEEIE O B R AR % YRR, & & 7 & v 9 Nanninga 5 W O#EIH Y,
DSD 1244 BIEHREIZ 2 D ) A REMEATRIE STV 5,
iz, AU FIBEEE LTHEL SN TWE, 20
FRMEITI970E/C I Martin 5212k 5T, u, «, cD=H
ARG S AT X LTy AMEEICELE LIy A7 ) vl
EEMNERT O REAYVE Sy VIRWEICIFEELR-ZVF
V74 ISR S ¢ RREKDMEE SN, HETIIE
HEMWFRIZEY, u, &, IEBHEOZOMELEDLNT
WA, PRGN T AFES 4 FORBBIZHET 25,
Glazer & % Kawatani & 212 & o Tl $i12 547 2 HER LS
T BB EIMUER 4 EF 14 FEBEIFEET D L
ENFZ L ERTE. AL 1 VEEROREICPVTE
A DG DO, HEED, OB R, 27
*;,;14)15)16) & ﬂ%ﬂ%ﬁ%l"]@?‘mﬁﬂmm R ﬂi v@mr@g nTwah,
FEFA FEFEEDI B e BHERIS k1 & kD2 2DMBEIDTE
ERHSNTBY ¢ VEBREIET A /L7 1 VIREHE S,

A B
2
HaNCHoCHCHg - C- OH

Cl

k2 ZBEREI ST ) YESETEOIEATbRTY
W, o F A A FEFEVETIETH B U-50488 HHL M
DIELERe RIE D BT % 515 L 72 & v 5 Abdelmagid 5 2 iy
ZE D, HEREFICEERONEATH SN T REEAE L ik
RETHAHDSDICH T AHHBEIC D I B UHERRESNT
WAEY, FRbIEVTh b HERGFEOM KR HRIEEDET
EVo HHEREBICOVWTORBRINREG 2 S Tnaw,
ATAEMDOFHIEETFLT, B MIBITADSDICITWwEER
LNAHHERIET v FEBWT, /707 2> & U504888 &
CrokETH»B/  LEFT L ILT 23
(norbianltorphimine, nor-BNI) # #&#HREI 245 L, FDHER
BREAN ORI OV TR L.
MHEE LUHFE

1. ZREN

8 58 i Sprague-Dawley Al 7 v b (fRE180-200g) = A%
SLC G4 & DA L7,

I, {ERRE

187 117 2 2 (£)- 3-(@aminomethyl)-4chlorobenzenepropanoic

i tN Cl

HCI .H,0.

H

Fig.1. Formations and molecular weight (M.W.) of baclofen (4), U-50488 (B) and nor-BNI (C). M.W of baclofen is 213.67, M.W.of U-

50488 is 423.81 and M.W of nor-BNI is 675.82, respectively.

Transducer
Infusion pump
[
Recorder Baliman cage

Fig.2. Setup for measurement of the cystometogram in
conscious rats.

10emHZ0

1min I

Fig.3. Cystometogram in spinal cord injury (SCI) rats. A,
contraction duration (min). B, contraction amplitude
(CmHzo).
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acid (baclofen, Research Biochemical International, Natick,
USA) #, U-50488 3 trans- () -3,4-dichloro-N-methyl-N-[2-(1-
pyrrolidinyl)-cyclohexyl] benzeneacetamide hydrochrolide
hydrate (KL, )%, nor-BNIix17,17,bis (cyclopropylmethyl)
-6, 6,7,7,-tetradehydro-4,5:4,5,-diepoxy-6,6,-(imino) [7,7,-
bimorphinan]-3,3,14,14,tetrol (L) % v 7z,

N0 7= EEREEK (RFRE, R IZERL, U
50488, nor-BNIIA#EEAK (HREM, TR ITEMAML .
Nyu7 .z, U50488 8 & Unor-BNI D& 2 M 1 12577,

. HEEEHS v FPOMER

Tv bRLSB N~y (REES, HHR) WA CE
AHEREL 72, BERMIIC THEBIME R TERA L 727, REEUIBRL
BB L, WRBICAE LN E 2 A% AV THE
TR E TRIMER, BEELORLEYST] z ATl ¢
L7 ROWCHEHOAETRITITON L, HERIEMORTE
HABHETELMEE LA, HILZEmALT F o AR ¥
(ARLELE, NZMEE, WE) CEEkme LA kmz
WRRRGE, EMTREe L.

V. HHEBHOERE

1. BEETH

BT E LT, FNBRIHMEMRT I 72> (A4 RE,
WE) % 0.5mg/kg, 1H 1EAGAPIES L 7.

2. BRRER

WE, FEREERE AN THV RS HEL, 20
Rl 4 B O AT 20 0, M 4B MR CHERK
I sh2 L whbhTwa®, Ui LREBICH BN
DIXHEE M (DSD), FBOBRREFTH L1005, PHRK
SPEETA2ETIER 2B M LI TIESELIE D & <R
RN

V. BEBtE(ER

FHBEERHGERI, BUSy b 215% N NT— X VIR
AREHZ TEAER Lizob, B L CTIEERIEN 2 Erh
OB L7z, BERE % S L CHBIRTESR 240 2mm O/NI B 2 A
Pz, RNVIFVL AT —F N (size 4, Hibiki) o BERERIE NSk
D Z, BERERLTNIFE X D BERAITEA LEE L.
HF—FLOMMEET b AVERBL, T v MEROSE

i
A 10cmHy0

1min

EIRARI~E L 7z,
AR

V. NEHIREBH T —TIVEA

MR AT v PR EBVLICEE L, AR o
FLryHF—FN (SP 10, FHEMER, ®HE) 2HEL, #
DO¥HHER L L.

V. BEBEAERE
FEMRPAERZEIR S v FOREEL DB L TWA Z L RIERL
o, Ty beR=Nwry—U38 (FHRER Rt
TR LA, BRERRICTEEEZEEL, )y IRwy s
(TE-311, #VE, BR) BLPENS ¥ A Fa—H— (TP-
200T, HANE, HR) CFAFRERLZ. E00Iml Ok
AGELEE TR (A B AR R P A L, SRR % i
RLT, BEAICERNENEZTo 2 (X2). HEREICHR
BErxMEL, EARPOHRELZZELIWAREZRREL L
AR :
V. Noo7OFRREICHT 258

BT AR H AR UK % 0. 1md O 33 AR C BRI P E
2L, LERMEICEEARKEREIRI SRS L2 mis
HREE L7z, S A—9— L LTHRE ERIRE G LED
% Bk R (bladder capacity) & L, BEBEZEf 234 A PR

BERCHEY 7 —F L EEEL, KMERAL

BOH &% BERAH (voiding efficiency) & L7z, FIRHIHERI

HiIE (contraction amplitude) & HEFRIEHH (contraction duration)
LillsE L (8). /¥7 17 = »id0.01mg/kg 7% & 10mg/kg &)
R G-L L, FHRSHREE IS L7

K. U-50488, nor-BNI OHEFR &34 T 5 B8

k¥t A FEEFERETH 5 U-50488 % 0.01mg/ kg »*
5 10mg/kg ¥ T1IFME I RAEES UBERALENEZ 1T - =,
B SR CIRER KL LRSI CRERIG SRS L, 4
k1A EF 4 FERERIE TH 5 nor-BNI 10mg/kg %5 24
TSI A8 L7 #2102 U-50488 % BfEIR S L,
DFEINT A—F —\TDWTHEHRIR SR & L 7.

X. frEteniiss

FI8F X —F —OEHIFE L ARBIRSHOT Y Pa—

MEZH T A ECROTFHELERERA TR L, A

EIXZTREBSHAIT T, p<O050BEEFHEEDHH &

B MMAA : ) P, PL;H\,"J\ ‘ ‘

Fig. 4.

Cystmetogram in spinal cord injury (SCI) rats before (A) and after (B) administration of baclofen (10 mg/kg iv). Note that volume

threshold has increased and contraction amplitude has markedly decreased.
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L7,

74 18

1. X707z OHFREFICHT 58

EROBERNEMEER 4 IR L, N2707 = 250
(B14A) 2~y 17 x v 355 (M4B) ZHER £ TOMMBED
EEL, BRAROHMALERD oM. FAHRIEL S W
LT,

1. AR

NyO 7 ik A EREREOREE, MINERERT

N N
S & 8
J

157

% change in bladder capacity
2 & o w3
| 1 1 |

-15

T 1

N
=4

T T
Control 0.01 0.1 1 10
Dose of baclofen (mg/kg iv)

Fig.5. Doseresponse curves of baclofen (0.01-10 mg/kg iv) or
vehicle on percentage changes in bladder capacity in spinal
cord injury (SCI) rats (@, vehicle, n=19; M, baclofen, n = 10).
Values are X + SEM.
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° ~ T
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% change in voiding efficiency

T 1

Corlltrol 0.‘01 011 1 10
Dose of baclofen (mg/kg )

Fig. 6. Dose-response curves of baclofen (0.01-10 mg/kg iv) or
vehicle on percentage changes in voiding efficiency in spinal
cord injury (SCI) rats (@, vehicle, n = 9; M, baclofen, n = 10).
Values are X = SEM. *p< 0.05 compared with voiding
efficiency in vehicle-administered SCI rats.

bOOERE SR E OMICHEEZITED LN L h o7 (K5).

2. HER#HE

HERA I L TSRS HIc s u 7 = YIRGHT
RAELEMSED S, H5AMOHERDIES1.0%% 5 69.5%
FTHEL TV, EHEMTIE, 0.lmg/kg TN 07 =¥
RGBSR THEEES RO SN (26).

3. FERIERIE

BRI GBS B 5B RNy 0 7 2 VIR BT S
BRI MRS b, 550 PRIV E 44.4cmH0 2 6
29.6ecmH,0 ¥ CTiA LTwi, £AEMTIE0.L, Img/kg TH
FENFH LI (IT).

4. PEREER

HEREEFE WM CHERZRRD b e o 7.

T. U-50488 OHERFHHC T 3B

1. BEhEAE

E8, FMIBET v b b U50488 %45\ & W A RIZH
FICRAS L7, SHERCRER, BHRET v bl
X U 10mg/kg ) U-50488 2 B W T HEEATRD b7z (F8).

2. PER%E

ERT v FCIEFERIITEALED LY, RS AT OHRE)
HIZ97.8% T, US04884% 512X A FDELHFLMOAMN L I 12
1B EAEEEAR SN G-, BIEAGT v b TIRIEERS
B R US0488 I S HECH B ARMA AR SN, KGR OHHR
643 % 5 85.3% T TR L7s. BHAMTIZ001B LT
1mg/kg THEZEIFED b (129).

3. HERIUERIE

HEFRIGEEE (B LTI IES, TRHEE T » b & U-504884%
Sl D BEEERIIEREFELRLPEDOLN, 1B LT
10mg/kg DEH B THEEN ALz (X10).

4. HEPREEM

HIRBEEICEE L CIETES, BEURET v P ESICHERRELL

15 ]

10 1

-5 -
-10]
A5+

-2077

%change in contraction amplitude

Control  0.01 0.1 1 10
Dose of baclofen (Mg/Kg iv)

Fig.7. Doseresponse curves of baclofen (0.01-10 mg/kg iv) or
vehicle on percentage changes in contraction amplitude in
spinal cord injury (SCI) rats (@, vehicle, n=29; M, baclofen,
n=10). Values are X = SEM. *p< 0.05 compared with
contraction amplitude in vehicle-administered SCI rats.
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Fig.8. Doseresponse curves of U-50488 (0.01-10 mg/kg iv) or vehicle on percentage changes in bladder capacity in normal rats (4) (O,
vehicle, n = 5; [], U-50488, n=5) and spinal cord injury (SCI) rats (B) (@, vehicle, n=7; I, U-50488, n="7). Values are X =+ SEM.
*p<0.05, **p < 0.01 compared to vehicle-administered normal or SCI rats,
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Fig.9. Doseresponse curves of U-50488 (0.01-10 mg/kg iv) or vehicle on percentage changes in voiding efficiency in normal rats () (O,
vehicle, n=>5; [], U-50488, n = 5) and spinal cord injury (SCI) rats (B)(@, vehicle, n=7; I, U-50488, n="7). Values are X & SEM.
**p < 0.01 compared to vehicle-administered SCI rats. ’
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Dose of U-50488 (mg/kg)

Fig. 10. Log dose-response curves of U-50488 (0.01-10 mg/kg iv) or vehicle on percentage changes in contraction amplitude in normal rats
(A) (O, vehicle, n=5; ], U-50488, n = 5) and spinal cord injury (SCD rats (B) (@, vehicle, n="7; W, U-50488, n=7). Values are X £
SEM. *p< 0,05, **p < 0.01, compared to vehicle-administered normal or SCI rats.
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Fig. 11. Effects of nor-BNI on bladder capacity (A), voiding efficiency (B) and contraction amplitude (C) in normal rats. The effects were
evaluated before, immediately after and 24 hrs after administration of vehicle (open bar, n = 8) or nor-BNI (closed bar, n = 8).
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Fig. 12. Effects of nor-BNI on bladder capacity (4), voiding efficiency (B) and contraction amplitude (C) in spinal cord injury (SCI) rats.
The effects were evaluated before, immediately after and 24 hrs after administration of vehicle (open bar, n = 8) or nor-BNI (closed bar,
n=_8).
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Fig. 13. Dose-response curves of U-50488 (0.01-10 mg/kg iv) in spinal cord injury (SCI) rats pretreated with or without nor-BNI (10
mg/kg) (4, n=7; M, n="7) on percentage change in bladder capacity (A), voiding efficiency (B) and contraction amplitude (C). To
compare effects of U-50488 on these parameters, vehicle was administered to SCI rats 1-hour intervals, amounting to 4 injections (@, n=
7). Values are X & SEM. *p < 0.05, **p < 0.01, compared to vehicle-administered normal or SCI rats (@).
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BEBLhkd o,

M. nor-BNIDHRRREHC N T 5 R8

T, BEEGT v MoBU A ENRER, BRI, HERIL
WE DL L5, nor-BNI 10mg/kg ¥ 5 E#, 24 KM%
THEE L (W11, 12).

1. BERER

F%J v M Ciinor-BNI 10mg/ke % 5-E %12 < 24 R T4
AR ORMAEID SNz T v P EOBINEIIEITKE
CHBZIROON 2D -7 (U11A). H#HEES v b Tl
BEEICRPEAR SN, FELEL TR, -7 (K
124)

2. PERZDEE, BERRAUHEEE, HEARER

FH, BHEGS v ML b ICHHRSE (M11B, ®12B), #F
RIVEE (K11C, M120), #RMEMICAELE(LEFED bR
Lol

V. nor-BNI® U-50488 (=3t 3 2 #5118

BHREM T » P2 nor-BNI 10mg/kg % ik 5- L, £ 0 24 WH
%12 U-50488 % 0.01, 0.1, 13 & U 10mg/kg BRI S Lo L &
DR B~ DR O WTHRE LA (H13).

1. et

REBER R IZI L TiE, 148 & U8 10mg/kg @ U-50488 12 X B I
ez o AR 1 nor-BNI B4k 542 & 0 gk L7z (H134).
2. PERHhE

HERRMEICIE L T b U-504884% 5-T & 5 M /-2 # 4 nor-BNI
HiHE S & 04 L7z (R13B).

3. BERRINHEIE

HERRIUMEE 1B LT b U-50488#% 512 & ) & b L7224 2%,
nor-BNIRT#%5-12 & ) Bt s 17z (7 13C).
MLED#RIZE D, nor-BNIIZ U-50488 DR AHI T 5
ERICHEIT 2 2 LASEEH S L.

% =

Kruse 5 D3 E MRS v M icah b LA HREE IOV TR
HELA FRCEBETLY VEREBCBNT, 2V FE-LOD
Sy MIHAHHIEG T v P OBERERIIEAT 545, FRC
BREVEATAOHRYRFET L, FARELIRER
WEEOMEE), b bPRB O & & b ITAHREER U
WTADSDDRELE LTV LBRTWA,

ZhE TIIEMRET TV OPREEIIOVWTOHRFIEED
BEAYRRBTTOF— Thh, LhrbTREBEOPERE
TR MEENND o7, AEOERTIEET TORH %

fToleizw, &0 ERRFEHFGEVRETORMGAITE LR

bhad., LPLEBRTCHED, HEAr—JRIZT7y M %
WRLTOEHIZL A AT 2HERFRHFIATLEY, 4
REFEWGHELZDSDORELTL2OREAHTH-2. £
ZTERFFEICBWTH, DSDAETHRECEAREL &5
ZLEORKRE UTHRDENET LHRIURE DR E b 72
LEZ ek, BEREE & PRRIVEEE DM # % L E DSD @
NG A—F =L LTHRALL.

INETIE, BYEEERIC B\ THEBEEE I GABA S BRI E
SN, GABARSAKEBETHAIN/ DT 2 VI Lo THEE
PERGIUE DI S e 2 L s h, FITERBE LAV TN
STz VSRS L E STV RMY, L LEDORT
v NTOER L -ERAENEIC LD, N7 ORI

KHEIN DL LAPRHBRICEEB TN LEEXLNE X
ok, IO ERRRTy ML a7 YDy
CHETRREGRCHIRAIESICL D, FEREETOEDH < HRRIUHE
FEDRETHH b MR LD BFTOATWE ™ HE
NrO7 o RSB E LTHERSRTEY, E0FE
BT EHB L L) BN oFHEMERE bR TWE, E
HYEFBERRMICB I AR Y F7ABIUE Y T T AR
e ENTWAED, AROEBRKBWTD, REERIEH
REGE L, BLEBMOBHEES v bE2EFVELTHAW: 2
DEFNMIBIFANN T 7 2> QOEBEAIE, HERE O
DREECRBFETE LV, bLAYMSLTOFMEEL
FHRWERDNRS, EBIRIGERSICL D, BRERNGH MY
REMOASTEADDLEEZLLND,

Nya7z RSBV TEERIIEIMERERLLILD
OEEREREASNY, PRFIOBI & PRIENET
MAbNFZ L k) DSD DHEEAE SN THEMN S 2 & B
bihad, ZhiEnzo7 o yaSpiEtkic, Blb4 X 7#ICER
LAVREEWGO s — R A2 T bnRREEZ B LN
T&5. Blok 5™k hiF, ER AT, HIRPELIS A
X 74, SHREFESSGICES S BRI, WL
GABAMEDAME = = — 10 & AR L AHIREIE 55 00 15 ) & 304
THEZERMONATWAS, ZHEiEeHFHRERETEION
Foa—ar i) LuORBEISER SN, BEERGEIIEC
WD L AH RO B HET2HEN R EN TS
A0 AR S DR FTHREBE ORI L Y 4 X 7 GABAR
BEROBERERELIFb 680, X072 r0R5TLD
B AR THEIGE T Z EATES LA ko /o O HERED
ROUE L HRIEENRT AN LIRSS, N T
7 = TR A9 B A IARIE & L CRRRAVICIZI R S R
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Abstract

It has been reported that the y-aminobutyric acid (GABA) receptor agonist, baclofen, can relieve severe bladder spasticity
in chronic spinal cord (SCI) patients and that the « opiate receptor agonist, U-50488, diminishes the bladder and urethral
responses to sacral dorsal root stimulation. This study was undertaken to determine whether baclofen and U-50488 can reduce
detrusor-sphincter dyssynergia (DSD) and thus improve voiding efficiency in conscious SCI rats or not. Experiments were
conducted on female Sprague-Dawley rats (180-200 g) whose spinal cord was completely transected at the T6 level 4 weeks
prior to cystostomy. Saline was infused (1.0 mg/min) via the cystostomy into the bladder of SCI rats held in restraining cages
and the catheter was extruded from the back of the neck. Voiding efficiency was determined by measuring voided and
residual volumes. After performing control cystometry, cumulative doses of baclofen (0.01, 0.1, 1 and 10 mg/kg iv) and U-
50488 (0.01, 0.1, 1 and 10 mg/kg iv) were administered at 60 minute intervals. Baclofen significantly reduced contraction
amplitude (p < 0.05; 0.1 and 1 mg/kg) and significantly increased voiding efficiency (p< 0.01; 0.1 mg/kg), there was but no
detectable effect on bladder capacity. U-50488 significantly decreased contraction amplitude (p < 0.01; 0.01 and 1 mg/kg),
but reduced the bladder capacity (p< 0.05; 1 and 10 mg/kg). Nor-BNI, a «) opiate receptor antagonist, counteracted the
effect of the U-50488-induced changes. These results suggest that baclofen and U-50488 might be useful for treating DSD
associated with SCI. Our model of cystometry evaluation in the conscious animal is expected to be useful for the evaluation
of new pharmacological regimens for neurogenic bladder dysfunction.




