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-7 22 W-1H-¥ o0 —-2,5-U A 2>y N FSEBICIEREOESE L, 208K
KOWTHRE L=, 581, 500 mg/kex S AE L L, UTAL2C & 250, 1258 &0
62.5 mg/kgk Ur=. MBY UTHEE(I— v A4 IWV)RSHERHRIT .

1) MEREB LT RE

Fetik, 125 mg/kgBf CHE2HI, 250 mg/keghf THE4HI & #ESHI, 500 mg/kg®f T M A % 541 32
oM.

—RREBEOBBICBWVWT, ML 125 ng/kgll EOFCIEEA, BREHOET, BN B
UMD ERICREDA SN

2) k&

BERSGHIPVT, HELIERESHIVIKEBEAPALN .

3) Bl

ERGHBOEFHICBVT, HEL A BEMEREEDIAL N .
BERHORTHICHVT, ML HEEHBEFERECD 2 VIEFREML, BT KEBEKER
EH LN

4) WEHEBFERE

FEREHOEFFICHBVWT, HELOAFTIIRMBE, LETORMEBLIVLETO
Uy nRiEfilRog@Br EBHES NI,

UEDHEREP S, -7 22 -10-PO—-2,5-V 4 > DLDofEIX, HEH153 ne/ke
(95 %ISHEMRH:100~237 mg/ke), HEHI188 mg/ksTdHh - /= .
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-7 2 2 )-1H-B0—)v-2,5-Y 4 > (CAS No.941-69-5)D ACIBRI N EBASD@EA
DEEREET 29I, 0ECD Guideline for Testing of Chemicals for Acute Oral
Toxicity Test (401) KT, 1-7 = = )-1H-¥ O —)L-2,5-V 4 > S v +i2 1E
BOBBELT, zosMic >0 THRE L.

RS

LLBRWE B L FEEK

HBRWEDL-7 = = )V-1H-¥ 0 —)-2,5-U 4 > (CAS No.941-69-5)ik, Fig. 1o m§ L%
WEEEL, T8 173,17, BiA :88.7 °C, ¥bsi: 142 °C/0.8 kPaTdH b, 74 (100
ppmlA F), 7 b (#50 g/100 nL), DMSO(#50 g/100 nL)Io&EMBT 2 EA 7L — I KD
MBTHS. YHRICE, 9BFEIA2IHEEA LA EHELERAER FELEEETRE
PofRftshEzdoERAWIE[RET Lot No. ]
B :99.2 %, EEL, ™MW LT, 2-7 =Y N-Z = v Z ¥y 13 R0.5~0.8 %,
-7 == u-1H-¥ O —)-2,5-VF > ORYT—0.03 %$2358]. AFBIEE, ABRAEROH
BYEREEICER - B - [REEHTTRELE. &b, RERS - EWRESUHS
ABROBRSHBETRELYARER TORESERVWERRERYER

CRHNL, ZO—8IZDVTHRLEER, MEEN.2 %¥Thh, EHAHAMYORE

DR ET NI,

WAL LT, 2a—>AA4NVERWE., 23— v F 4 NV(FIUbETZE)RR S, Lot No.
A0861, AFH : 199846108 27H, FAMAMR : 20034 10H26H )ik, AFE, ABREZROH
RYBREECZEREHTTRE L.

2.REBREBIUCEBERR

-7 x = V-H-€O0—-2,5-VYF ik, RBEILLKI-VAANVTHREL THEEKLE.
B, 0.58 L0500 mg/nlOAB KT, BER - EXZHFTCTHRKFEL T REMHICHEEA
DIV BRI N TE (Attachnent 1), FREOFEKIL, ARFARE L, ARE
CRFELANICERALRE. REBRORABRESRATIEELE. B, BRYHIMEICI L 24
BIXERLZD .

BECHEALESERSBEFORRYEREZ2ARABRATCERRGE IO NI S T2
AWTHBELE. ZORRE, BRYVHBEEZETREEDI.7T~95.5 %$Thh, EECHE
X% b o 7= (Attachment 2).



S.ERABMBLURE XM

1) BWHEB L URMHK

HBRICE, SMARIC-BOYCAVWLSNWTWAIBYWHT, TOREERIPHEHSHTHD
KRBT —% b i > T % Sprague-DawleyAMMEZ v ~ [(SPF), Crj: CD(SD)IGS] MW=,
Bk, DOEIAITHCEARAF Y —V X - UNN—HhA2H(BEHEET L Y- 5488
THEERIICEMALEZ., AFRIDBOKREGEIL, #EH76~89 g, MENTI~81 gTH o=,
2) BB LUk, BES TR S N KRR %

AFLEEYE, sSHEAOREHBEBS L Zo® 28 o8cEE&RT~. ToMIZ,
AR OGREJNEBLCEH - BREOBRR2T>TC, BE-Fe L, —BREBIVKE
RBCRSBORD NRP oW ERHIT L THRICHWE.

Haodld, 32— 9 2AVWTHEZEBRIZAT %I, BELBHERICIVIEZHD
FHRBEBBLUOSBDPIFIESULLRZLOEBRSHZIT>=. £k, @20BYWOHKED
FEEREDT20 RE2EMI TVWRNWILZHEALE. BSUTROBRREYE, 5FHIZT
—TIVHB T CTERGMIPSMMBFEI ERBICEELS L .

oM KENIE, RE - JHMLBAFPEAFHCHEA D JCX2BAES L VCERE
kR, BPrUREAREFEBLICENRNCFEEZHMHA LTI 2. 5, % - 8l
HEPOES—VICREARES, AFEHL, B LvRE - IMtHPWESETLALE
TRNVE, BAUDBOK I —VICRHAERES, 58, 4B LVEYWESEILAL, ¥
TS ULESNIERD AT 2.

3) BEEFHBLUHEEER

BYik, ER20~26 °C(EHE : 21~22 °C), BE40~T70 % (EBIE : 53~67 %), B
B 120 (PR BT FRIGRE~ 52 60F), MRAMMBI2E /K (7 1 IV F —IZ X DIRE U =5 ¥
ERICHFINTWIREE(ERTSE)CHE L.

WA - BMEHBEF B L OB UM ORBREFRER TV L IBBER T — Y (W: 240xD
2380xH: 200 mm)EZRAWTIY =DM DMETCOMBEHNEFATL L, BAoUTRERT Y
VARAE —(W: 755%xD: 210xH: 170 mm)ZHWCHBEABELE. F—C0ZFiFMB
LXK IBABRC2AUE, AF UV VABEEr -V o WICHREEOZRTRIZ2A
MR EfTo k. &8, HIWEETECER (KOREHR) BL0.02 ¥ REEER
FRUDLAKBETCDRDEY 7THREL L2 HEHEXBHIT> 2.

4) AR B L K

fl i, AFBIVAUAOERMEN (CRF-1, AV VP VBB TELKRASL) 2EHE
BRICAN, BRHICEBIMEEE. 2L, B5AB0F(F BRI )P EREETON
AL BRERNVGHE THRASI Y, TOBICANE2SZ 2. FRALEAMOFHRE,
HEEABARBRAONM LV Y —BEOA VI VY VBB TEMRSHTERBLEREEA
FLIE.

BOBKIE, KEKZH/KBEAOVCEHRIZBRIEE. REL, BATRI O HREEY
bERFRI & Tl ka ¥, ZORICHBKEESEZ =, SR KDOKERERZERE, EIF6HAZ
CHHAREARERARBERBEL LV —TCRBLEREEZAT L.
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FRBLTHRMKOREFERE, WINSHKREJ{CEDLARBEORBENTH o /2.

L RERER, RESK, BERABLURSE

1) #EFEBB LTRSS H&®

1-7 2 Zb-1H-B0—)V-2,5-V4 ik, BOMICACBEREAITAEENEIONS =
O, FEFERBLLUTEORS2R/IRL .

BRECHBLTE, EREROFYVFEROMSIERY 0L V& T 4 2R—¥ )
FHEZHWT, BEEORE LE. B#5HMEE, BS5EMCHELUEKRERZRE LY LT
10 mL/kg CTEH L. B5RBATFNIIBIS~1BUI IO, BERKZIEE L.

BEOOHEBESBBRTH D, REGMEIEIEDLSIS~113 g, MBI~ gTH o=,

2) BEREBLUHRS &

BRI, TROLSICHRWERGHL UTAHEREL, TOMICNREERT L.
IO MEIE, HEgEZzhZho0CE L=,

Fi23 A BRBE BE5g BB (S ES)
(EE)
i i
EIEE AB(1-vHN) 0 mg/kg 5(001~005) 5(051~055)
( 0 mg/mL)
F2BE 1-7xZh-1H-E°0-0-2,5-¥" %Y 62.5 mg/kg 5(101~105) 5(151~155)
( 6.25 mg/mL)
EIEE  1-7xzh-1H-k°0-N-2,5-7 4y 125 mg/keg 5(201~205) 5(251~255)
( 12.5 mg/ml)
FARE 1-7xzh-1H-t°0-}-2,5-¥" 4y 250 mg/kg 5(301~305) 5(351~355)
{ 25 mg/mL)
EHEE  1-7xzh-1H-¥°0-h-2,5- 4y 500 mg/kg 5(401~405) 5(451~455)

{ 50 mg/mlL)

-7 2= W-1H-¥ 0 —-2,5-V 4> D5 v FEOHE 5 DOLDfE %188 mg/kgk DI EHS
HBY 2T, YHABRTIE, 500 mg/kgE BEE AL L, UTAL2IZ XL b 250, 1258 LW
62.5 mg/kgBE 2R ELS=. £/, B LTEEKE(I—VAIN)ORE2EEERETZEH
BT .

S.EEBLUREKHR
1) BRHA™
kE®BHM4ERE LE.
2) —MRE
BREQRBREMBLIUBRSRIFM(REER~RSRIS, RER2, BLUERH)E

- 11 -



T, #5BE S 0REYMHPILIBIE, - RRBBLUCECOFEREBREL L.

3) KERZE

BREH(BRSEAB LR S®EL, 3, 7, 105 I 4B ICH#E L=,

4) &l

ECHWE, FPbhCHBLE.

EHESYIE, BEMMKTRIC I —F VRRT CHEABIRD & KM B E ¥ 2®RICEHR
L.

HRCEZEORDONE-BE - M, 20BN BLR2 2 4BHOANRIFOREML L
rHiZ10 %hEgdE ALYy U CEEL, ®RELE.

5) WEMMFERA
EEROHRIIBVWIEFORDONZH/E - k0> 5, HIBE, 62.58 LU125 ng
JkgBE D HEME R 10172 & TIT 250 mg/keB D HIFIOBIZ DWW T, HELHE > THEREHEMK
BRAEERL, REEGERAEZEBL =.

6. % 5t F I A &

LDsoff i% , Probitik % % ik Behrns-KarberIZETEHE L.

EREREXTRHROLOIC, HEBLERSHOMTITY, BEEES %L, 5 %K
#(p<0.05) &1 %k# (p<0.0) X ICHTFTERLIE.

(REFHE)

RER, SHCTEYHESLUREERZZEHLE. Zo0%, BartlettiRiIC X 2 F 2L
DREEZFTV, FHWOBELE—TEBRICILZ208IW 2TV, RS EDunnettik
Ehfroi=. —F, B8 LBDshARbroE-HEE, BAERMALE —TEHEBEEICX
% 53 #7 (Kruskal-WallisoME )& TV, HABEZS EJEML 2R A L 7=Dunnett R ORERIC X

DiT-o 7=,

BEBLUESE

IL.ETCREB LT — iR AE(Table 1~3, Appendix 1-1~1-58 L f2-1~2-5)

NIREES £ 1°62.5 mg/keBE DM 2 5 TNT125 mg/keB DM T, ETHIXED S D
o, BTk, 125 mg/kgBE T HE2HI, 250 mg/kegBf T HEAR| & #ESH, 500 mg/kgBE CTHEME S
SRS 6Nz, 1-7 2= )V-1H-BOo—)1-2,5-U 4 » OLDofE ik, #5153 ng/kg(95 %{EHH
A :100~23Tmg/kg), MED188 mg/kgTH o1z,

—BREBOBRICBVWT, NEETRTHANRS RSB L 4R IC# 1~ 24 & # 345
ANz, 62.5 mg/kgBfTIE, MELIEBEASh R oz,

125 mg/kgB¥Cld, THOH2HIC BV T TRBPBESE2HE > S6REICIH, BEAD®R
SER4AGEAB L UeREEICI~20, BREHORT, BENABIVEEOEBMLIIRE RN
BILUGKEICE2HIAON, BERIBIE2FAILSET LE. EEFOEGITE, BREEH

_12._.



DET, BEABLVNUKOEALHIEEBAERB L U6ERICE&IFAES W=D, HE5%]
BURMEERFEEZZOohW R o, EEFHOMSEI TR, THARSE2NED 56EIC!L
pl, BREHOET, BEABLUVNEOEALIPESRISHB L UREICEIMHIAShE
D, RERIHUBERZEXZD S hikb o iz, .

250 mg/kglf ¢, HUH OB BN T THHPESHRUGEI o026, EAB &L
TGOS E2H > S60FMICEI~40, BREHORTHESE2FHE» 56
RS 1~401, IBEAD I 5 B 4H D S 6 RIS 1 ~261, MIRERIP TSRO IC1HIAS
n, HERIHICHEBECLUE. HEHOMFI T, THIPZRSE2EM»560EIC]
~20, BABXUHUROBFAMMIRSER2GED SORHIC4~5H, BREFHORTHIES
B2 D S 6BFRIIC2~4], BHEADP RS EFRICIFALG N, REBIFACIHEKRER
IHIC4ABIDEE L. EEFOBEIFITIE, ENBLCAEKO#F O HE5ER2EM» 565
MEeESRIBBLUIH, BEREHORTHESRIREAPB XK LKL EFR1IE, BEAD
BE5®BEE, HEOBFADIEESE2HCASKED, RERIHUBICEEEIRD5hi2d
> =,

500 mg/kgBE Tk, JECHDOESHIICE W THEADS RS HE0~304 B L R SRR IC2~
561, BREHOET, BENBLUNEOEAL, HEOFEALDR SRR P SEAIC X
2~40], WEAD IR S B4R 1F], FIREHRIHRSERIFED> SREIC I~261, REMVEK
S5#%6AICIfIASN, BE5E2, ABLURREICZIFIEESRIBIZADBECLE. B
THOMESEFIT BN THRESREERI~I0IZ2H, SREHOET, ENBLUTHEOEH
DB EFZ2NEDSREICE2~50, BEAD TS BRINME S X 6K IC2~501, IERE
BROPBEEHASEB LGRS L~26], REVPESRASE B L TR IC2~3FIA S5 N,
BREHGHRICIFIEZREEIBC2HEHBET L.

2.4k (Table 4-18 L ”F4-2, 5-18B X r5-2, Fig.28 &L *3, Appendix 3-1~3-5B LT
4-1~4-5)

62.5 mg/keBE T, HUBWTHBEIKRTHEZERDOARVWS DD, E5EIR
CHREOKREEAVASN, ZOBRIIERCHEB UL, BT, MBRLERTHERER
BHoshrWws oD, BEBRIACKEORBEEAVAON, TOBREIERCHEB L.

125 mg/kegBECid, EHEPIHIBICBVTHEBR I EATEHSBIALKEDERREEN
HOENED, TOBREEBICEB LU, BT, SEBHLIEATEHSBRIJUKEORRR
EEDAShED, ZORIZIEHICHERE L.

250 mg/kgBE Tk, EHEMEIFCIVWTRERIBEKEORIBARLNED, Z0%kE
JEFRICHB L. ’

S.EHEMD BB (Table 65 L -7, Appendix 5-1~5-48 X Uf6-1~6-3)
AT, HELEBBREIASNRD D,

62.5 mg/keBE Tk, ATERIEIEE M HE4G & HESHIA 5 Nz,
125 mg/kgBF Tk, FIEAEREED I & MBI A S NI,
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250 mg/kgfF ¢k, HIEMBREDEIFAS M.

4. R OB (Table 8B L T°9, Appendix 7-1~T7-38 L (F8-1~8-2)

125 mg/kegBf Tid, RBHMIRMG R QD HE2H, IR T HEBE MM LF, a1 55 BKE D
2 H 5N

250 mg/kegBE Tk, IRE MR R AL DM S, FIEHEKEDHEZBAS .

500 mg/kgff ¢, MREMBEAR QLD HELIG & MG, IREHERE R A LD MES20, &
B RER A DM 1B & M3, AIE S IE KA D L L 2, DB LU REBREMLIH
WA =

5. WA M (Table 103 L U711, Appendix 9-1~9-38 X F10-1~10-2)

BT, MELLBEREEXAW RIS =,

62.5 mg/kgfE Tk, BB ICBAMED K, RMKELIME, LR TOREDE, LET
DBMHMEL MBI T LETOU U AKMBEOZESETCHALO L.

125 mg/kg#f Tk, MiBICBAGELS M, BMEEFME, LR TOMMEI MRS K
FETOY v k@lRog@SECAHS W=,

250 mg/kgBECik, M CBAME, BRMARE, LRTOMBERLTEETOY V4R
fMilgogHE, RECEELETAHALN.

MEDEST, 1-7 2= -1H-EO—=)V-2,5-VF > OMHE> v bADIRFEOKRGIC X

, HETIL125 meg/kgl L D% S, #1250 mg/kgl Lo\ ETHRTEHABRD S, —i&
RETEME L 125 ng/kel EOBRE THE, BREHORT, E4-BLEKOER L
REDALN, ML H62.5 mg/kell LOBRETHREOHMME, £EMOHBEB LR
BHBERBECRECEMBZDONE. I-7 22 -1H- 0 —-2,5- 4~ OLDsfE iX, #
H3153 mg/kg(95 % S #HME # :100~23Tmg/kg), MEHS188 mg/kgTdH - /-

X R
1) 17 2= -l B - -2,5-V 4 L O RE MO R ELERIRR

(ARES  001218P) (AR HBEANI T VY —F Ly — FABIHEA)
2) RAMEZITERKSHE HABH(EIAZL2T -9V — )
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Table 1

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

Sex Group Number Number of deaths Total LD
(mg/kg) of Hours after administration Days after administration . |number of (mg/kg)
animals] 0~0.5 2 4 € 1 2 3 4 5 6 7 8 9 10 11 12 13 14 deaths | (95% confidential limit)
Male Control 0 5 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
62.5 5 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1538
IH-pyrrole-2,5-dione, 125 5 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 2 (100~237)
1-phenyl- 250 5 0 0 0 0 4 0 0 0 0 0 0 0 0 0 0 0 0 0 4
500 5 0 1 1 1 2 - - - - - - - - - - - - - 5
Female | Control 0 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
625 5 o 0 0 0 o o0 0 o0 0 0 0 0 0 0 0 0 0 0 0
Ii-pyrrole-2,5-dione, | 125} 5 | 0 0 0 0 o 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 188"
[-phenyl- 25 5 | 0 0 1 0 - 5
500 5 0 0 0 3 2 - - - - - - - - - - - - - 5

a):
b):

Probit method.
Behrens-Karber method.
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Table 2

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

Group
(mg/ke)

Number of males
and general sign

. Hours after administration

Days after administration

0~0.5

2

5

—
[y

[oey
(%)

[oy

Control

Number of males
Normal
Diarrhea

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

62.5

Number of males
Normal

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
(mg/ke)

Number of females
and general sign

Hours after administration

Days after administration

0~0.5

4

8

9

10

—
(3]

Control

Number of females
Normal
Diarrhea

5

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

._02_

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 £ 10.4 166.0 £ 7.8 162.0 £ 14,9 ¢ 3)
10 199.6 = 11,1 186.6 = 9.9 181.7 £ 16.9 (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).



Table 4-2 Body weight of male rats in single dose oral foxicity test of 1H-pyrrole-2,5-dione, 1-phenyl-
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Group Control 1H-pyrrole-2,5-dicne, 1-phenyl-
{mg/kg) 0 250 500
Number of males 5 5 5
Days after admin-
istration 0 105.2 =+ 4,1 105.6 % 4.2 105.4 =+ 3.7
1 120.8 =+ 5.5 97.0 ¢ 1) -
3 142,0 =% 6.1 100.0 cn —
7 179.2 £ 10.6 133.0 N -
10 199.6 £ 11.1 151.0 ¢ —
14 232,46 + 13.3 187.0 (D) -
Each value shows mean (g) £ S.0.

Figures in parentheses indicate number of males.
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Tabte 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 L 2.6 94.6 = 2.9
1 106,46 =* 9.1 105.8 =+ 3,6 97.4 =* 4,5
3 127.4 =+ 4.5 122.46 = 3.4 114.6 = 9. 1%
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 foxicity test of 1H-pyrroLe—2,5—dione,1-phényl—

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

Group Control {H-pyrrole-2,5-dione, 1-phenyl-
(mg/ke) 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 -
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Table 7 Necropsy findings of surviving female rats in single dose oral toxicity test of
1H-pyrrole-2,5-dione, 1-pheny!l-

Group Control 1H-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, 1-phenyl-

Group Control 1H-pyrrole-2,5-dione, 1-phenyl-
(mg/ke) 0 62. 125 250 500
Number of males 0 0 2 4 5
Findings
Normal - - 0 0 2
Stomach(glandular mucosa)
Red - - 0 0 1
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

1H-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 5 5
Findings
Normal - - - 1 0
Stomach(glandular mucosa)
Red - - - 0 3
Drak red - - - 4 2
Stomach(forestomach mucosa)
Red - - - 0 3
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 lH-pyrrole-2,5-dione,l-phenyl-

Group Control {H-pyrrole-2,5-dione, L-phenyl-
(mg/kg) 0 62.5 125 250
Number of males 1 1 1 1
Grade — * 4+ 2t 3H|—= £ 4+ 24 M- £ + 2t H|—- F + 2+ 3+
Findings
Stomach
Forestomach
Hyperkeratosis o 00 0 0f0 ' 0 0 00 1! 0 ¢ 0fl0 0 1 0 O
Acanthosis c 00 0 0{0 1 0 O 0}0 1 0 0 0}0 O 1 0O O
Inflammation, subepithelial 6 06 06 0 00 0 1 0 0OjO O O O O0Oy0 O O O O
Fibrosis, subepithelial 00 0 0 0t0O O O O OlO T O O OD}JO0C Y O O O
Cellular infiltration, lymphoid cell, subepithelial 0o 0 0 0 0/lO O O O OlOC OC O O OCJO I O 0 O
Glandular stomach
Ulcer 0O 00 0 0(0 O O O O({0 0O O O0OOQOlO 1 O 0 O

Grade of histopathological findings: —:

no abnormality detected, =:

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




Table 11

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

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

(ng/kg) 0 62.5 125

Number of females 1 1 1

Grade —- *x 4+ 2+ |- £ + 2+ 3|- £ + 2+ 3+

Findings

Stomach

Forestomach

Acanthosis 6 0 0 0 0f0O 1 0 6 010 1 0 0 0
Fibrosis, subepithelial 0O 0 0 0 o0 1 0 O0 010 1 0 O O
Cellular infiltration, lymphoid cell, subepithelial 0 00 0 0({0 t 0 0 O}O0 1 0 0 ©
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Girade of histopathological findings: —: no abnormality detected, *: slight, +: mild, 2+: moderate, 3+: marked.
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Fig. 1 Chemical structure of 1H-pyrrole-2,5-dione,1-phenyl-
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Fig. 2

>——— CONTROL

B—————®& 1H-PYRROLE-2,5-DIONE,1-PHENYL- 82.5 MG/KG
A———— 1H-PYRROLE-2,5-DBIONE, 1-PHENYL- 125 MG/KG

E———X 1H-PYRROLE-2,5-BIONE, 1-PHENYL~ 250 MG/KG

¥——X 1H-PYRRBLE-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

———o COANTRAL

B————@ 1H-PYRROLE-2,5-DIONE, 1-PHENYL- 62.5 MG/KG
A———a4 1H-PYRROLE-2,5-DIONE, 1-PHENYL- 125 MG/KG
F———X 1H-PYRROLE-2,5-DIABNE,1-PHENYL- 250 MG/KG
¥——X 1H-PYRROLE-2.5-BIAGNE, 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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