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BRRFHN T AR
AEBEHR ns >f
HEMER ns ns
MRk T A b ns ns
BEERISEIST A ns ns
R— X T Ab ns ns
BN T AR ns ns
Test Battery II
MARN0< B> KM T AL
BEhEERE s>p (partially) s<f
BT e S ns =f
AT Thr—AT ANIEW) ns s>f
I5AT—T LB BRLITET AR
ns ns
HL2TTRT AN (=BT —F)
ns s<f(partially)
Ya—paAF AR s s<f
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1. AWF9ED HEY
fUINE /7 Rk T NVAGRE
b=y (5-HT)

-F—733(DA)
« JNVTERLFY 2 (NA)

e RCEN O B RE | EE R HE
ZDVAT LAOREFITHE IR ORI E R

SR - FEMCBITAE/ TIVRMR T T IARED
—BERI 72D ELAS, R B O 3 L UGB A% AR
RIETERBIZOWT, 1TEIENICHALMICTHIE

2 ARFEEDOR S 15
Schema of experimental procedure
Patagon (%) Posmaa ) Dey 14 Pl grcks
Control group
Saline PO (100ul/10g Behavioral analysis start
BW)
Expenmental group
Drug PO (100u/10g Behavioral analysis start
BW)

Drug: paroxetine: 70 mg/kg (p.o.)
fluvoxamine: 250 mg/kg (p.o.)




3. SR04 B DR FE R SR

SERR204EBE 1,

“ETMEFEBREL CRIRA & o b= FRYIA S A HI(SSRI)
T DHparoxetine fluvoxamine® L Y,

TR R ORERE THA A R JM IR IC BT Ao b= R
I NAGEO—BRRAELA,
BREDZTAO LB RITEIC 5 2 2 EBIZ OV TEED
TET AN T VERWTRT LT,

*Phase IDZEREAT)—=2 7 DFERH5, paroxetineds Lk
fluvoxamine/LL {7 R\ 23\ TlIBA DO B D 2k A
AL TWARTREM AT SN,

*%ZT, Phase 227 —=Z LL TA L - @AM OMALF LT 7,

~E7, FIRAR A% LT, paroxetine$s X Utfluvoxamine
WLl 7 AD AN ARUSHEIZ DWW TH R RN 2 72,

Behavioral testing (Phase 1)
Test 1 Home cage activity measurement (7 days): assessment of spontaneous activity
Test 2 Open field test (15 min): assessment of emotional response to the novel environment

Test 3 Light-dark box test (10 min): assessment of anxiety property
Test 4 Elevated plus maze test (5 min): assessment of anxiety property

Test 5 Auditory startle response test:

assessment of sensory-motor gating and information processing

Test 6 Barnes maze test (6 days): assessment of spatial learning and memory

Test 7 Classical fear conditioning test (3 days): assessment of contextual and cued
memory
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Test 1

Test 2
Test 3
Test 4
Test §
Test6
Test 7
Test 8
Test9

Test 10

Behavioral testing (Phase 2)

Elevated Zero-maze test (5 min): assessment of anxiety property

Stair case test (3 min): assessment of anxiety property

Marble burying test (60 min): assessment of defensiveness and compulsiveness
Social interaction test (360 min): assessment of sociality

Sucrose test (5 days): assessment of depression

Forced swimming test (15 min): assessment of depression and behavioral despair
Tail suspension test (10min): assessment of depression and behavioral despair
Hole board test (5 min): assessment of anxiety property

Behavioral characterization in home cage activity (5 min)

Response to the restraint stress (blood glucose measurement)

Elevated 0 (zero) maze

Designed by K Yamada (made by O'Hara & Co. Lid)
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Hole board

Made by Muromach Kikai

Results of Phase 1 Screening .

1) Paroxetine

Open field test

p<0.01

SITERERTTE

Total Distance Center Time

Decreased total center time was observed in paroxetine-treated mice.
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2) Fluvoxamine

Light-dark box test
%Dist (L) %Time (L)

100 100 -

80 - 80

60 - 0 .

]

B3 & s

w T & 40 t H

* saline
20 20 - et
0o+ ——  ———

In fluvoxamine-treated mice, %«distance in the light compartment was statistically significant
(p<0.05), and % time in the light compartment showed a tendency of decrement in %time in the
light compartment (did not reach statistical significance: p=0.06).

Results of Phase 2 Screening

Task paroxetine fluvoxamine
Elevated zero maze

distance | (partially) 1 (p<0.01)

Yeopen ns (| Xp=<0.06)
Stair case test (Latency) ns | (p<0.05)
Marble burying test ns ns
Social interaction test (encounter method) ns | (partially)
Sucrose test ns 1 (p=0.01)
Forced swimming test ns ns
Tail suspension test ns ns
Hole board test

distance 1 (p<0.05) ns

head dip latency T (p<0.05) ns
Analysis of behaviors/postures in home cage

stretch body 1 (p<0.05)
Response to the restraint stress

(blood glucose concentration) 1 (during stress: p<0.05) ns




Phase 20D8RAFIZIVT,

- paroxetine AL~ A TR LR SHEDTTEM B, To, AR 2
RSHEICD AL R,

+—7. fluvoxamine L~ 7 2Tl AL - @HEm S Ik
Rohieh, —RLUERRIZRBR o1,

« %7z, paroxetine /L <7 A - fluvoxamine/L @ <7 XA CI2 LD RHNS
TR 2> TV,

ZhHDiERML,

- B ERF 1235175 HilE] D paroxetine 35 X Utfluvoxamine L {# 43, i E % D
TN EBE RIET LA RESNT,

«Ffz, RILSSRIATIIDL¥EHE Th, BRMEORBNRREARELMN
RgEhT,

- paroxetine35 . U'luvoxamine L[ <7 213, B4 - F#Moo€ /7L F
7T AHEIC I DB R PR BER OB DET L
ERRLLTHETHHLEZLND,

4. R21EEE DR T 7E
1) BHMEOMHEFRIZLS, paroxetineds S UMluvoxamine L i -EF /LD
{EEE - UMD ELRDRET,
* MMk AL FE oM R OB RN T

2) €& /7B LEEFE PR EHI(MAO inhibitors)% A\ = Fi =2 €5 L
ERFOAFE,

* B F P 2§ & L Ctranylcypromin®dosageZ f& i o
3) = ZADFTEYOREWTRIBI 78 D BA 7

R — L —UEEBOBBEHAI AT LA E AL, B TT#
EBRLLTER b L 2R,
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