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Fig.1

Fig.2

Fig.3
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Mortality and LDse value of rats in single dose oral

toxicity test of IH-pyrrole-2,5-dione,l-phenyl-  «-ccvereeeneen.n

General signs of male rats in single dose oral toxicity

test of 1H-pyrrole-2,5-dione,l-phenyl- = ceceecrccnnnone.

General signs of female rats in single dose oral toxicity

test of 1H-pyrrole-2,5-dione,l-phenyl- = ceecceniecianaannn

Body weight of male rats in single dose oral toxicity

test of 1H-pyrrole-2,5-dione,l-phenyl- = cceccecrececeennns
Body weight of female rats in single dose oral toxicity

test of 1H—pyrrolé~2,5—dione,1~phenyl— ------------------

Necropsy findings of surviving male rats in single dose oral

toxicity test of 1H-pyrrole-2,5-dione, l-phenyl-  «cccvevvereenon.

Necropsy findings of surviving female rats in single dose oral

toxicity test of 1H-pyrrole-2,5-dione,l-phenyl-  «-ccecveccceenn.

Necropsy findings of dead male rats in single dose oral

toxicity test of 1H-pyrrole-2,5-dione,l-phenyl-  ccceceeeeeeen.

Necropsy findings of dead female rats in single dose oral

toxicity test of IH-pyrrole-2,5-dione,1-phenyl-  «c+co-ceereenen.

Histopathological findings of male rats in single dose oral

toxicity test of 1H-pyrrole-2,5-dione,l-phenyl-  <-ccecevecennn

Histopathological findings of female rats in single dose oral

toxicity fest of 1H-pyrrole-2,5-dione,l-phenyl-  -cccvovcecee-n.

Chemical structure of 1H-pyrrole-2,5-dione,l-phenyl-  cecoevee.s.

Body weight of male rats in single dose oral toxicity

test of 1H-pyrrole-2,5-dione, l-phenyl- = ceeecevevneen,

Body weight of female rats in single dose oral toxicity

test of 1H-pyrrole-2,5-dione,1-phenyl-  cecreneenenn.n
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-7 2= )V-1H-¥a—-2,5-UF v 2> v PEEGICIAZEORE L, 2084
KOWTHRH L. BE58E, 500 ng/kex SAE L L, UTFAK2C X D250, 1258 L
62.5 mg/kgk U=, MBL UTHEEK(I— v A4 W)RSHERT -,

1) EERES & O — AR AE

T ik, 125 mg/kgBETHELHI, 250 mg/kelE T HEADI L HESHI, 500 mg/kgBE T i % 51
B 5N,

—EREDBEIC S WT, ML 5125 ng/kell FOBTHE, HEEHOET, BN B
LUMEOEELAEDH SR,

2) hE

EREBICEVT, HELOEMESD 3 VIKEEBEANAS N,

3) Bl

EREWOEERICBNT, MEL ST THERENAS M.
BEBROEEHICENT, WIEL S BEREERELD W EREN, §H MR AER
YhHHL N,

4) FEEASERE
EBRSHOEEMCBWT, BB oM EICRANE, LETOREEB LV LEFO
UL SEEAI D E R YA S N

UEDERDIS, 1-72 2= W-1H-P O —-V-2,5-Y 4 > DLDsfE L, HEH 153 mg/kg
(95 %IEHERFR :100~237 meg/keg), BMED 188 mg/keTdH > /=



ot

1-7 2 = )W-1H-¥ 0 —)V-2,5-V 4 > (CAS No.941-69-5)D AWBRM I hi=B & DEEA
DEERWET B9, OECD Guideline for Testing of Chemicals for Acute Oral
Toxicity Test (401) K@ >T, 1-7 = = -1H-P O —)U-2,5-V 4 > &S v M ic 1E
BOgsSLT, ZodMic>VWTHRE L=, '

73 ¥

LLBERYES K K& ‘

HRWEDLI-7 = = V-1H-¥ 0 —)-2,5- 4 > (CAS No.941-69-5)ik, Fig. liom 1L
WEE2EL, 278 :173.17, BiA :88.7 °C, ¥bsi: 142 °C/0.8 kPaTdH b, 7 (100
ppmLF), 7 b (#50 g/100 nL), DMSO(#50 g/100 mL)ICAR T 28 @7 L — 2 RD
METHD. YK, 198FEIA2IAEEL A EHERCEHRE £ELERENRE
hoRftchE2doEA0E[RET Lot No. fifi
B :99.2 %, =EL, FMmELT, 2-7 =2V N-7 2= V¥ 7Y 4 I K0.5~0.8 %,
1-7 2 = -1H-¥ 0 —)v-2,5-PF > DR T—0.03 $258]. AFBE, KRMABOH
BRYERBEEICER - BX - RBEEGHTCRELE. B, KERS - EHEREESHHS
HRBROBRSHEKRTRECUARBEZ TORESERVWEERKRYER

WRHL, ZO—HIZDODVWTAHMULEER, MEFN.2 XThh, EAMAMPORE

MR,

WKL LT, a—>A A4 NVERWE., =V a4 V(A LLEIEHKXS4, Lot No.
A0861, AFH : 19984E10H27H, FAAMRE : 2003 10H26H )ik, AF&, AREZOH
RYEREECEREHTTCREL .

2.BRERUEBILUVEBERR

-7 2 =2 V-1H-B0—W-2,5-VA UV iE, FBREILIZI-V ATV TERBLTHERLE.
B, 0.5B LU0 ng/mlOFAM ML, ER - EXAZHTCTHERFLUTCSZEMRICHEE
DRNWZ L BRI THEY (Attachment 1), FBREOHAM ML, ARFARE L, HAREK
CRFRAILIAICER L. REBOBRARBRERABIERELE. 28, #RRYEBIMEIC L 24
BREBLRDLP o=,

BECHEALESBREREFOBERYEREZARERATCEERGE IO NS T2
AWTHZELE. ZORRE, HRYEBREXRTEEDI.7T~95.5 %¥ThHh, BELCHEE
it %2 o 7= (Attachment 2).




S.ERBYMBLXURATENE

1) BHEB L UTAEHK

AREBRICE, BUHRC—BOICAVWSNATVWIBWHET, TORKERIHLITH D
EWT —% & fii o T 3 Sprague-Dawley RS » b [(SPF), Crj: CD(SD)IGS] ZMw 1=
B, 9F3AITHEEARAF v — VX - UN—(RESH(AGHET LYV —)h 5 4EH
THEMZSICEMALE. AFHRIBOKEGBEIL, HEH76~89 g, HEMNTI~81 ¢gTHo1=.
2) BB L OEI, BES TR S I RSB

AFLEBYE, SHHORBEPEB L2028 08B 28T ~. 2oz,
A OHREMEBLICEH —BREOBERR2ToT, BE-Fte L, —BREBLVKE
KEBICREORODOhRDPo-HYWERIT LTHRICHW =,

HaoodWd, av8a— S 2HVWTHEZBICAT RIS, BESMHEEICILY SR
FHAREBLTSHPIEESF UL RZLIICBREHIIT o=, £/, EBL40EBHYOKEN
FHEEDEX20 REHMITVWARVWI L 2EABLE. BAUTBROBREYIX, #5221
=TV T CERER» S MBI -BICEZLS L.

B OMEHAIE, BE - SIMLHETRAFEICHME S V2L 2R AEBLUCRER
ke, BOUBRBERBHAEBLIVCENRVFEEMHALTH =, X512, BE - Bl
AP0y —VCRARES, AFEAL, HHIBLURE - SILHPESE2RALE
TRNVE, BAOUROES —VICEHRES, BE58, AP IUBYWESEEAL, B
TEWBSITUEINIVERD T .

3) REXHBLUCAEER

Bk, BHR20~26 C(EHMHE : 21~22 °C), BEL0~T0 % (EHE : 53~67 %), 57
B 5 1205 R (BRB © PO ~ R E260% ), MSEIEI2E /B (7 1 V7 —IC X D IRE L= 5
ZRICHEFIN TV IAEE(ERTISE)CHBE L.

RE - GMEHEAFB L UCHL TR OBERBEPIEIF L ABWBEERT — U (W: 240%D
$380XH: 200 mm)EAVWTIT —Y Y EDSRETCOMBERMBRETLL, BoOTBE 27
VZARAE —Y(W:755%D: 210xH: 170 mm) 2 AW CHBAMABT L=, F—Y 03 NE
LURABMORZBEIEAMIC2MM E, RF VL AEAEETr —U R 6 ICBERD 28
FMICIEM EfTo k. B, BUAETZOER (RKOBRSHBRKR) BL100.02 Y REHEER
FRUDAKBHECORDEY 7HEC L2 HBRBAFT> 1.

4) B & UK

BRI, AFBRIDVALUAOBERAN (RF-1, VIV VESTEGRASH) 26HE
B|ICAN, BRICERIEE. ZEL, BS5MBOS R (FEIK2WH)DPOBEETON
WRALRSRNSEETHRREIY, ZO0BICHANESEZ:. FALEANOOFERIE,
HEHEABERBEROME L I —BLUF VIV YV VBB TERASE TERLEREE A

FULE.
BBk, KEKERKBEEAVWCHERIIERS L. FEL, HAOUTK» 5B 5EK
AL THEKkEY, ZOBRIHMKESZ L. KM KOKEREZRIE, IZTF6HHE T

LEHMHAENGRRARBEERE L YV —TEBLERBEEAELE.

_10_



B LR KOREFERE, WINSHREBCEDEAEEORBEANTH o 7.

4.5, RESE, BERBLURSE

1) #E5BEBBLTREFH &

-7 2= )W-1H-BO0—)V-2,5-V A V&, BOWICACBEBRINIZ2TEEIEI SN S
®, £E5FRLLTBOKEE2RIRLE.

BRECHBLCE, SBEROBY V72O AT 2RY DLV ®F 4 AR T )
EHBEHWT, BHEQKRS L. #5HER, R5EACHNEUEREEZREEL LT
10 mL/kgeCEH Ui, BERAUEFRIIGIIS~1IK4M420K T, B5EHIEIEE LUE.

BEHoHBEKREIBERTH Y, REHMAZEDIIS~113 g, #EHI0~99 gTH o /=.

2) BERBLUBRER

HERE, TR O HRYHEKSH L bf4£¥&%¥ib, ZOMIC B ERT .
IBEogyHid, gzhzhste L.

& Al BR B BE5E MR (BWES)
(BE)
pid i
FIBE B (1-VHN) 0 mg/kg 5(001~005) 5(051~055)
( 0 mg/mL)
E2RE  1-7xZh-1H-b°0-)-2,5-¥" %Y 62.5 mg/kg 5(101~105) 5(151~155)
(  6.25 mg/ml)
$3BE 1-7zZh-1H-k°0-0-2,5-" %Y 125 mg/kg  5(201~205) 5(251~255)
( 12.5 mg/mL)
FARE 1-7zZ0h-1H-t°0-N-2,5-Y" 47 250 mg/kg  5(301~305) 5(351~355)
( 25 mg/mL)
EHEE  1-7zzh-1H-t°0-h-2,5-Y 4V 500 mg/kg 5(401~405) 5(451~455)

( 50 mg/mL)

1-7 2= )-1H-¥ O —)b-2,5- 4> D5 v OB SEOLDWE X188 ng/kek DHED
H3Y. 7227C, YHKB T, 500 ng/ke BEHE L L, UMTFAK2IZXL D250, 1258 L TX
62.5 mg/kgBE R BELE. £, MBELTEK(I—VAAINV)ORERABTERS T 2H
BERITI=.

S.EEBLUMERH

1) BlEym
kE®I4EBEE L.

2) —MRIRAE
BREQEBRSAIBLTRSREH(BRSER~RE5RIS, RE®2, 4BLV6RHA) &

_11_



T, 5V EPSOBREHMPIIEIE, —BRREBBSLTRECOFREZBHEL L.

3) KERME
BEH(BREEBLCEEERL 3, 7, 102548 ICHE L=,
4) ks

ECHwE, #ehicHmL .

EEGYIE, BERABRKTRIC D —F VERT CHERBIRD S B BEE & =RICEHR
L.

HRCEZEORDONEBE - i, 20BN BLR2 4BHOARRIFIOREML L
EHIZ10 M EHENVTY U CEEL, BRELIE.

5) WEMAMERA

EEMDHBRIIBPVWTCREEDRDONZBE - Mo > b, HEEF, 62.58 L U125 ng
JkgBE D A 2 16072 & TRIZ 250 mg/kgB D IBID BIZ DWW TIE, BEEITH > THER EHEM
BREERL, RHEAGEREREBL =.

6. % 3t F B A &

LDsofl ik , Probiti¥kd % Wik Behrns-Karberik cEH L= .

FREREITROLIC, NBHELERSHOMTITY, BAKEEES %L, 5 %K
W (p<0.05) &1 %K# (p<0.0) 2 ICHTFTCERTULIE.

(REFHE)

HRER, S CEYHESLTEERZZEHLE. Z0%, BartlettiRiC K 2 F 8L
DREZFTWV, FAWOBECE—TEBRIIX208SM 2TV, ERZ S X Dunnettik
Ebfrolkz. —F, EHBELRBDshADPoEHEE, B 2RAALE —TEEBEEICX
% 53 #t (Kruskal-Walliso B E ) &7V, FEAZS EJEM 2R A L 7=DunnettR R ERIC L
Dfr-> 7=,

BRBIUEE

1.EBETCRWB L F— iR 88 (Table 1~3, Appendix 1-1~1-58 X U82-1~2-5)

MBS K 1°62.5 mg/kgBEDMEME 72 5 NI 125 mg/keBE DM TIX, FETHIXB DS D
o=, BT, 125 mg/kgBECHE2HI, 250 mg/kelBE T HEAR| L #ES5H], 500 mg/kgB¥ T HEME SR
SRS NIz, 1-7 2= )V-1H-Bo—)V-2,5-U 4 > OLDfE ik, #5153 mg/keg(95 % {E#H
AR :100~237mg/kg), HEH 188 mg/keTdH o7z,

—BREOBERBIBVWT, BETETANRERGH B X 4R ICE]1~ 206 L 1345
Aoz, 62.5 mg/kgBETlL, MELIRBFREASh R o,

125 mg/kgB¥ Tk, HTHI DM B W T TR PR SR2AM D> 560 R-IC1461, BEADHK
SRIGHB LUCREICI~2H, BREBHOET, ENMBIVCEKOEBILDIRSRIGH
BLUGKRHBEICE2fALN, BEBRIBIZ2A LT LE. EFEHDOEIFITIE, BEHREE

_12_



DET, BABLCEEOE AL PREHAGHB K CORMICZ3IFIH s hizd, BE5%]
HUREZREERDShRD o, EEHOMEI T, TRMNKRSER2RGE» 560FRIC]
pl, BREHOET, EABLUCEKROBFALIESERMFE S K 6RBICE&FIAHS =
P, BERIBUBREREZRDShARd ok, .

250 mg/kgl¥ ¢k, ETHOHAFIC B W T TR DBZ S HINGM D 56026, BEAB &
Uz ALP RS RGBS 6MICEI~40, BREHORTHRSRIGEDI 56
RERENC 1~401, IEEAD S R4 D 560 IC1~261, HIRFBHRDPR S ERORFH I 161A 5
h, #5RIBIC4FIL $FEC L. ECHOMSFITIE, THIPIBREER2HMA» S6RREIK]
~26, BEABLXUTMUKROBFOLVERER2NED S6RHEIC4~56, BREHORTHEE
B2R D S OBF R IC2~4f], EEADRESBRERHICIFIASHL, REBRIFAICIHLFEER
IHIC4BI DT L. 2EFOBEIFITE, BEABLCHEKOE BLHFRER2RR 2 56
BMeHE5ERIHBLU2H, BXREHORTHBRSRIRHE B L REALESEIE, B
BEREHE, HREOBFNDBRER2HCASKED, RSRIBUBICREEIZDS5had
2=,

500 mg/kegB¥ Cik, FECHOMSBIC B W THADPHRSRI~I00B L IHRSRORHIZ2~
561, BREHOET, BENMBLUHKEOEAL, HEOHENADIRESEER2GE» S6RMAIC A
2~44], HEADSR S RAGEIC 14, FRERVZSRIFED> S 6RHIC I~28, RRDPE
S5#%6ECIfIALN, B5%2, 4BLURBEICEIFA LB ERIBIZ2HAMIECLE. 5
THDOMSFICENTHREDHEFEO~3071226, BREHOERT, BABLIUCUEKROEH
DR EE2NGM D> S 6MEICT2~56, BEEDPKRSERINGES K ORI IZ2~501, FFRE
RO BESRIANM B L ORI 1I~26], REIFPBRSRAFE S KPR IC2~3FIA LN,
BE®NFEICI ERSRIBIC2HMNET L L.

2.{kHE (Table 4-18 X UF4-2, 5-18 X ¥f5-2, Fig.2:B £ 3, Appendix 3-1~3-5B LT
4-1~4-5)
62.5 mg/kgBE T, HEBVWTHNBRELKARTEEZEIAD S RV DD, B5%I1H
CHEOREEALALN, TOBRFIERCHEBLE. BT, SBELIETEREZR
BZOHLENEVWHDOD, BEBRIHIRKREDKEERA LASH, TORIIIEFAICHES L.
125 mg/kgBE Tk, EHEGIHIBPIIBNTHBELEARTESRIBEAEOFERREED
ALNED, TOBIERACHEBLE. T, SBBELIRTERSRIDEKEDERR
EELASHED, TORIKIBERICHERE L.
250 mg/kgBETIk, EHEFBIFICHVWTRSBIBERKREORDBALNED, ZoBRE

JEFR I HERB L 7z

.EEMD B B (Table 68 L U7, Appendix 5-1~5-48 X UF6-1~6-3)
BT, ELORBREIAShRDP O .
62.5 mg/kgBE Tid, AIBHIEARE DS 4G & HESHIA 5 M)z,
125 mg/kgBETix, AIE ML E DS HEIM & MBI A 5 hiz.
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250 mg/kgBF ik, BIEKBIEESEIHHSH .

4. TCH DB M (Table 88 L 79, Appendix T-1~T7-35 L F8-1~8-2)

125 mg/kgB¥ TIk, I H REIERS AR @G DS HE2HI, I B A6 R g8 DS 190, A1 38 45 Rk v S i
2 H S NI .

250 mg/keBf T &, MRE KEHENG IR Al DS HERE 401, AT S KS B KB DS HE IE S 401 A 5 h 7=

500 mg/kgf¥ Tid, IRE KA GAGDHE1HI & HEGI, 15 B KRS FR &1L DS HEAE =200, &
B RN G DV HE LB & 3B, Wi B RS K DSHE 160 & E2H, DB B KON KERR &AG D i
WAL=,

SR M (Table 108 X TF11, Appendix 9-1~9-38 X TF10-1~10-2)

NEEETIE, MELIFICREZAOARDI S -,

62.5 mg/kgB¥ Tk, AR ICBAMLENSE, MMBELS ML, ERTORENE, EET
DHMHEIMB LT LEETO) U EMBEOBZEIETCAL L.

125 mg/keBE Clk, AT ICBAGED M, BABEEDSME, LR TOSEESMES L
ERToOY UG MROBELGMETAS N,

250 mg/kgBE ik, AIHICBAGE, MABE, LR TOBEEBLCLETOY VU4
MEoRE, RECESEIETCASNE.

BED&LS3IZ, 1-7 2= V-1H-¥ O —V-2,5-VF > O v hADIEEOZESIC &
b, HTix125 mg/kgl ED G, #TIX250 ng/kell LB ETCHEHHRBH S N, —ig
RETIEMEE L 125 ng/kel EOHETHEE, BREHOET, ENMBLUONBOEH T
REDBHALN, MEHEE H62.5 ng/kel LOBECHREOMME, EEMOEBRE L F
BFHBEFRECHCEMDIGBDONE. -7 2= V-1H-P 0 —)L-2,5-U 4 > DLDofE IE, i
153 mg/kg(95 %ISR A :100~237Tmg/keg), MEHS188 mg/keTdH > 1= .

X
1) -7 2 ZV-H-E O - V-2,5-VF VO RBKROREMERRR

(HKBRES : 401218P) (R EHBENA A VY —F Lo s — FHEHEF)
2) KGR THEHRRE HNEN(BIELF—H L — 1)
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Table

1 Mortality and LDs, value of rats in single dose oral toxicity test of 1H-pyrrole-2,5-dione,l-phenyl-

Sex Group Number Number of deaths Total LDsq
(mg/ke) of Hours after administration Days after administration . |number of (mg/kg)
animals| 0~0.5 2 4 6 1 2 3 4 5 6 7 & 9 10 11 12 13 14 deaths | (95% confidential limit)
Male Control 0 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
62.5/ 5 0 0 0 0 ¢ o 0 o0 0 0 O© o0 0 0 0 0 0 O 0 153%
|H-pyrrole-2,5-dione, 125f 5 0 0 0 0 2 0 0 o0 o0 0 0 0 O 0 0 0 0 0 2 (100~237)
1-phenyl- 250 5 0 0 0 0 4 0 0 0 o0 O ©0o O o0 0 0 0 0 O 4
500 5 0 1 1 1 2 - - - - - e - - - - ... 5
Female | Control 0] 5 0 0 0 0 o 0o 0 o0 o0 0 0 0 o0 0 0 0 0 O 0
62.5] 5 0 0 0 0 o 0 o0 0 o0 0 o0 0 0 ¢ 0 o0 0 O 0
1H-pyrrole-2,5-dione, 125] 5 0 0 0 0 0o o 0 o o0 0 0 0 O 0 0 0 0 O 0 188"
1-phenyl- 250 5 0 0 1 0 4 - - - - - - - - - - - - - 5
500f 5 0 0 0 3 2 - - = === === === 5

a): Probit method.
b): Behrens-Karber method.



Table 2 General signs of male rats in single dose oral toxicity test of 1H-pyrrole-2,5-dione,l-phenyl-

Group
(mg/kg)

Number of males _ Hours after administration Days after administration

and general sign

..8‘[..

0~0.5

2

—
b—

—
w

—

Control

Number of males
Normal
Diarrhea

{H-pyrrole-2,5-dione, 1-phenyl-

62.5

Number of males
Noreal

125

Number of males

Normal

Prone position

Decrease in locomotor activity
Diarrhea

Paleness

Death

250

Number of males

Normal

Prone position

Decrease in locomotor activity
Soiled fur

Bradypnea

Diarrhea

Paleness

Death

500

Number of males

Normal

Prone position

Lateral position

Decrease in locomotor activity
Soiled fur

Lacrimation

Bradypnea

Paleness

Death
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Table 3 General signs of female rats in single dose oral toxicity test of 1H-pyrrole-2,5-dione, 1-phenyl-

Group Number of females Hours after administration Days after administration

|
—
o
|

(ng/ke)

and general sign

0~0.5

2

4

B

5

6

9

10

—
b

—
(3]

—
w

—_
S

Control

Number of females
Normal
Diarrhea

o

IH-pyrrole-2,5-dione, 1-phenyl-

62.5

Number of females
Normal

125

Number of females

Normal

Decrease in locomotor activity
Diarrhea

Paleness

250

Number of females

Normal

Prone position

Decrease in locomotor activity
Diarrhea

Paleness

Death
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500

Number of females

Normal

Prone position

Decrease in locomotor activity
Salivation

Lacrimation

Bradypnea

Paleness

Death

OO O O MN OO WUIO O OO O U o o o g agijor oo an an

O OO O OOV O OO MTINNDN OO DNO — O ol e DD AN

O U WO OO0 U B = OO O — 0T O Ao anfoo DD o

OO NN OO NO WP — WO RO — 1O ol oo o o

NO OO OO O ON OO OO O Roo o oragjor | or an|e—




_O’Z_

Table 4-1 Body weight of male rats in single dose oral toxicity test of 1H-pyrrole-2,5-dione, 1-phenyl-

Group Control 1H-pyrrole-2,5~-dione, 1-phenyl-

(mg/kg) 0 62.5 125

Number of males 5 5 5

Days after admin-

istration 0 105.2 =%+ 4,1 105.0 =+ 4.7 105. 4 =+ 4.7
1 120.8 =+ 5.5 115.0 % 3.5 108.3 & 6. bx 3
3 142.0 = 6.1 134.0 = 4,2 128.7 = 11,0 ¢ 3)
7 179.2 £ 10.6 166.0 * 7.8 162.0 = 14.9 ¢ 3)
10 199.6 £ 11,1 186.6 =+ 9.9 181.7 £ 14.9 {3
14 232.6 £ 13.3 219.8 £ 8.9 214,00 £ 19.5 ( 3)

Each value shows mean (g) = S.D.

Figures in parentheses indicate number of males.
Significantly different from control (x: P<0.05).
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Table 4-2 Body weight of male rats in single dose oral toxicity test of 1H-pyrrole-2,5-dione, 1-phenyl-

Group Control 1H-pyrrole-2,5-dione, 1-phenyl-
(mg/kg) 0 250 500
Number of males 5 5 5
Days after admin-
istration 0 105.2 += 4.1 105.4 =+ 4,2 105.4 % 3.7
: 1 120.8 =+ 5.5 97.0 ¢ 1) -

3 142.0 =* 6,1 100.0 D —

7 179.2 £ 10.6 133.0 tH -

10 199.6 £ 11.1 151.0 D) —

14 232.6 + 13,3 187.0 (D) -
Each value shows mean (g) * S.D.

Figures in parentheses indicate number of males.
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Table 5-1

Body weight

of female rats in single dose oral toxicity test of 1H-pyrrole-2,5-dione, 1-phenyl-

Group Control 1H-pyrrole-2,5-dione, 1-phenyl-

(mg/kg) 0 62.5 125

Number of females 5 5 5

Days after admin-

istration 0 95.2 &= 3.0 95.8 * 2.6 94.6 =& 2.9
1 106.6 = 9.1 105.8 % 3.4 97.4 = 4,5
3 127.4 % 4.5 122.6 %= 3.6 114.6 % 9. 1x
7 147.8 =+ 4.7 141.8 =% 6.2 140.2 =+ 6.2
10 157.2 = 8.8 150. 4 =% 5.6 152.2 £ 5.4
14 175.6 &  10.5 166.4 =+ 8.7 170.8 = 5.9

Each value shows mean (g) £ S.D.

Significantly different from control (x: P<0.05).
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Table 5-2 Body weight of female rats in single dose oral toxicity test of 1H-pyrroLe—2,5-dione,l-phényt~

Group Control 1H-pyrrole-2,5-dione, 1-phenyl-
(mg/kg) 0 250 500
Number of females 5 5 5
Days after admin-
istration 0 95.2 & 3.0 95.0 % 2.9 95.2 3.3
1 106.6 % 9.1 — —
3 127.4 =% 4,5 — -
7 147.8 =+ 4.7 - -
10 157.2 =+ 8.8 - -
14 175.6 £ 10.5 — —
Fach value shows mean (g) == S.0.
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Table 6 Necropsy findings of surviving male rats in single dose oral toxicity test of
1H-pyrrole-2,5-dione, |-phenyl-

Group Control 1H-pyrrole-2,5-dione, 1-phenyl-
(mg/kg) 0 62.5 125 250 500
Number of males 5 5 3 1 0
Findings
Normal 5 1 0 0 -
Stomach(forestomach mucosa)
Thickening 0 4 3 1 -




Table 7 Necropsy findings of surviving female rats in single dose oral toxicity test of
1H-pyrrole-2,5-dione, 1-phenyl-

Group Control 1B-pyrrole-2,5-dione, 1-phenyl-
(mg/kg) 0 62.5 125 250 500
Number of females 5 5 5 0 0
Findings
| Normal 5 0 0 - -
' Stomach(forestomach mucosa)
Thickening 0 5 5 - -
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Table 8 Necropsy findings of dead male rats in single dose oral toxicity test of
1H-pyrrole-2,5-dione, I-phenyl-

Group Control 1H-pyrrole-2,5-dione, 1-phenyl-
(mg/ke) 0 62.5 125 250 500
Number of males : 0 0 2 4 5
Findings
Normal - - 0 - 0 2
Stomach(glandular mucosa)
Red - - 0 0
Drak red - - 2 4 2
Ulcer - - 1 0 0
Stomach(forestomach mucosa)
Red - - 0 0 1
Bulla - - 2 4 1
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Table 9 Necropsy findings of dead female rats in single dose oral toxicity test of

IH-pyrrole-2,5-dione, 1-phenyl -

Group Control IH-pyrrole-2,5-dione, 1-phenyl-
(mg/kg) 0 62. 125 250 500
Number of females 0 0 0 b 5
Findings
Normal - - - 1 0
Stomach(glandular mucosa)
Red - - - 0 3
Drak red - - - 4 2
Stomach(forestomach mucosa)
Red - - - 0 v3
Bulla - - - 4 2
Small intestine , Large intestine
Red - - - 0 3
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Table 10

Histopathological findings of male rats in single dose oral toxicity test of IH-pyrrole-2,5-dione,l-phenyl-

Group
(mg/kg)

Control

{H-pyrrole-2,5-dione, L-phenyl-

0

62.5

125

250

Number of males

1

1

1

Grade

+ ot

3+

H+

+ 2t

3+

+ 2+ 3+

H

+ 2+ 3+

Findings
Stomach
Forestomach
Hyperkeratosis
Acanthosis
Inflammation,
Fibrosis, subepithelial

Cellular infiltration, lymphoid cell, subepithelial

Glandular stomach
Ulcer

subepithelial
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Grade of histopathological findings: —:

no abnormality detected, +:

slight, +: mild, 2+: moderate, 3+: marked.




_GZ_

Table 11 Histopathological findings of female rats in single dose oral toxicity test of 1H-pyrrole-2,5-dione,l-phenyl-

Group Control {H-pyrrole-2,5-dione, 1 -phenyl-

(mg/kg) 0 62.5 125

Number of females 1 1 1

Grade -+ 4+ 2+ 34| - £ + 2+ |- * + 2+ 3+

Findings

Stomach

Forestomach
Acanthosis 0 0 ¢ 0 0{0 1 O O 0j0 1 0 O
Fibrosis, subepithelial 0 0 0 00 1+ O O 00 1 0 O
Cellular infiltration, lymphoid cell, subepithelial 00 0 0 0f0 t 0 O O0j0 1 O O

Grade of histopathological findings: —: no abnormality detected, =+

. slight, +: mild, 2+: moderate, 3+: marked.



_OS_

H(ljl/ C\

-
HC~—_ / N—<__\

I\
O

Fig.1 Chemical structure of lH—pyrrole—Z,S—dione,1-phenyl—




BODY WEIGHT (G)

Fig. 2

¢—————  CONTROL

B————8 1H-PYRROLE-2,5-DIOGNE,1-PHENYL- B2.5 MG/KG

A——+ 1H-PYRROLE-2,5-DIOBNE, 1-PHENTL~ 125 MG/KG

E————X {H-PYRROLE-2,5-DIONE.1-PHENTL- 250 MG/KG

¥———X 1H-PYRROLE-2,5-DIONE, 1-PHENYL- 500 MG/KG
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Body weight of male rats in single dose oral toxicity test of 1H-pyrrole-2,5-dione,1-phenyl-
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BODY WEIGHT (G)

Fig. 3

————& CONTROL

B—————@ 1H-PYRROLE-2,5-DIGNE, 1-PHENYL- 62.5 MG/KG
&————a 1H-PYRROLE-2,5-DIGNE,1-PHENYL- 125 MG/KG
EF——X 1H-PYRROLE-2,5-BIBNE,1-PHENYL- 250 MG/KG
¥———X 1H-PYRRGLE-2.5-DIAGNE, 1-PHENTL- 500 MG/KG
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Body weight of female rats in single dose oral toxicity test of 1H-pyrrole-2,5-dione,1-phenyl-
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