HE4

FIER#ER (EU-RAR)

&3 (EU-RAR)

1. —f&IER
GENERAL INFOMATION

1.01 YIEEH
SUBSTANCE INFOMATION

CASES 85-41-6 85-41-6

MEL (BARER) JHILAZK =

[EEETD) phthalimide phthalimide

FEES 14 B&SH8 14 Bl&SR
ERNERERDES =

ERERESHER =

OECD./HPVZ&#h =

SFH C8H5NO2 C8H5NO2

BEX =

B%E EINECS No. 201-603-3 EINECS No. 201-603-3

1.02 REMFHRINEHEE MEEEREICEHT H1EH

SPONSOR INFOMATION

4

OECD/HPVZ 0% S5 L(SIAM 19-FEB-2000)I &Y INEShf=1F
#H

http://ecb jrc.ec.europa.eu/esis/index.php?PGM=hpv

OECD/HPV Program, SIDS Dossier, assessed at SIAM 19-FEB-
2000
http://ecb jrc.ec.europa.eu/esis/index.php?PGM=hpv

REES

P E 3 B U5 AR 5

HLFKA

54 FE R S ()

HELEERSE (BEES)

HLBEERE (A—ILTFLR)

REEMAERR

BE

1.03 A73Y—FM

DETAILS ON CHEMICAL CATEGORY

1.1 — R E IR

GENERAL SUBSTANCE INFOMATION

MEDZAT AHRIEEY ARIEEY
gﬁd)é-(:ﬁb\-ﬁ%ﬁ%@'rﬁ =

WIERIIKAE (20°C, 1013hPa) |EE E&
fiE(EE/EE%) -

Higg -

iEE -

1.2 44

IMPURITIES

1.3 R

ADDITIVES

1.4 Bl&

SYNONYMS

ME %1 2 H-Isoindol-1.3(2H)-dion 1 H-Isoindol-1.3(2H)-dion
Hi 8 Bayer AG Leverkusen Bayer AG Leverkusen
% -

MER-2 1,3-Benzenedicarboximide 1,2-Benzenedicarboximide
Hi 8 BASF AG Ludwigshafen BASF AG Ludwigshafen
% -

ME£-3 1,4-Isoindolinedione 1,3-Isoindolinedione

Hi 8 BASF AG Ludwigshafen BASF AG Ludwigshafen
% -

ME %4 1.3-Benzenedicarboximide 1.2-Benzenedicarboximide
Hi 8 Bayer AG Leverkusen Bayer AG Leverkusen
% -

ME -5 1.3-Benzoldicarboximid 1.2-Benzoldicarboximid
Hi 8 Bayer AG Leverkusen Bayer AG Leverkusen
% -

ME %6 1.4-Dioxoisoindolin 1.3-Dioxoisoindolin

Hi 8 Bayer AG Leverkusen Bayer AG Leverkusen
EE -

MER-7 1H-Isoindole~1,3(2H)-dione (10CI) 1H-Isoindole~1,3(2H)-dione (9CI)
H B BASF AG Ludwigshafen BASF AG Ludwigshafen
BE -




ME£-8

2-Diazoindan—1,4-dione

2-Diazoindan—1,3-dione

H B BASF AG Ludwigshafen BASF AG Ludwigshafen
EE =

MER-9 Benzoimide Benzoimide

H B BASF AG Ludwigshafen BASF AG Ludwigshafen
EE =

ME&-10 Benzol-1.3-dicarbonsaeureimid Benzol-1.2—-dicarbonsaeureimid
H B Bayer AG Leverkusen Bayer AG Leverkusen
EE =

MER-11 Isoindole—1,4-dione Isoindole—1,3-dione

H B BASF AG Ludwigshafen BASF AG Ludwigshafen
EE =

MER-12 Phenylimide Phenylimide

H B BASF AG Ludwigshafen BASF AG Ludwigshafen
EE =

MER-13 Phthalic dicarboximide Phthalic dicarboximide
H B BASF AG Ludwigshafen BASF AG Ludwigshafen
EE =

MmER-14 Phthalimid Phthalimid

H 8 Bayer AG Leverkusen Bayer AG Leverkusen
EE =

MER-15 Phthalimide (9CI) Phthalimide (8CI)

H B BASF AG Ludwigshafen BASF AG Ludwigshafen
EZE =

MEZ-16 Phthalsaeureimid Phthalsaeureimid

H B Bayer AG Leverkusen Bayer AG Leverkusen
EZE =

1.5 8LE-WAE

QUANTITY

1.6 FRIER

USE PATTERN

1.7 BEBLPTANDREFR

SOURCES OF EXPOSURE

1.8 BANER

ADDITIONAL INFORMATION

BFo25E =

BERBER ER: B EDOMAKIE( R AR T BIGr e E) S EL Remark: kein MAK-Wert festgelegt

BEHE =

XEfHEDEEE A 1 -

8 BASF AG Ludwigshafen BASF AG Ludwigshafen

iEE 5| FAXHER(1) 5| XX HR(1)

BiFE5n 58 43 %8 :KBwS (DE)IZ& 5 Classified by: KBwS (DE)
R~ :KBwS (DE)IZ&LD Labelled by: KBwS (DE)
fERREE 1 (B MK E BLESIEFRIT) Class of danger: 1 (weakly water polluting)

BERBRF =

BEHZE =

XERRAEDEE LB =

Hi 8 Bayer AG Leverkusen Bayer AG Leverkusen

BEE =

BEN5E 4 %8:KBwS (DE)IZ& 5 Classified by: KBwS (DE)
=R Labelled by:

BIRE 1(BMAKEFEESIERIT) Class of danger: 1 (weakly water polluting)

BERBRA =

BEHZE =

XEfHEDEEE A 1 =

H# BASF AG Ludwigshafen BASF AG Ludwigshafen

E%E 5| A XX#k(2) 5| FAXHR(2)

R TS X (EXSEH) (RXIEFVEE. LT IR kein Stoff der StoerfallVO
KERHREHTAE

BERBRA =

BEHZE =

XERRAEDEE LB -

H B BASF AG Ludwigshafen BASF AG Ludwigshafen

B 5| FXHR(3) 5| FXXHR(3)

[ERER T 5358: TA-Luft (DE)IZ& D Classified by: TA-Luft (DE)

EREHBR TV

Remark: keine Festlegung

BERERSA




BEAE

XEfHEDEEE A 1 =

H# BASF AG Ludwigshafen BASF AG Ludwigshafen

iEE 5| X #R(2)(@4) 5| X #k(2)(4)

BiFEn 58 S EE F DM TA-LuftiZk SBayer AG Classified by: other: Bayer AG according to TA-Luft
#5:3.1.7 (B#HME) Number: 3.1.7 (organic substances)
fEEE (1 Class of danger: III
SER:313ICKDME Remark: dust according to 3.1.3

BERBRA =

BEEAE -

XAEDFEEE BT =

Hig BASF AG Ludwigshafen BASF AG_Ludwigshafen

3 -

2. ML

PHYSICAL CHEMICAL DATA

2.1 @

MELTING POINT

HEYMER TRILAZR phthalimide

CASHES 85-41-6 85-41-6

MEZE -

SER =

Fik -

GLP FEIRLTGZSWL EIRLTZSWY

HEREToE -

HEREH -

BE o
mhE:  °C > 2335 > 2335
HfE:  °C EIRL TS FEIRL TS
FE: °C BRLTESY BRLTEEL
Eih -

JER =

S5 Ra7 EIRL TS FEIRLTEZSWY

FEIRLTGEZSWL

(SR DI HR AR AL

FIRL TS

Hi 8

Bayer AG Leverkusen

Bayer AG Leverkusen

5| AR 5 5
iEE =
22 M
BOILING POINT
HEBRMER JHILAZK phthalimide
CASES 85-41-6 85-41-6
MEE =
JERR -
Hik =
GLP BRLTGZSW FERLTES L
HEBREToF =
HEREH =
#BR:C 310 310
EA =
SR °C BRLTGEZSW FERLTGES L
Hhim =
AR =
E3MHRa7 BEIRLTEEEWL BEIRL TS
BIRL TGS BEIRL TS
{EFETE D I B AR HL -
Hi 8 Bayer AG Leverkusen Bayer AG Leverkusen
5| XXk 5 5
iEE =
23 ZE (LLE)
DENSITY (RELATIVE DENSITY)
HERYE A JHILASK phthalimide
CASES 85-41-6 85-41-6
MEZE =
ER =
Hik =
GLP BRL TS BIRL TS
HERZETo-F =
HEREMH =
R 1.21 g/cm3 1.21 g/cm3
247 BE BE
BEE(°C) 20 20
TN =
EEERT7 BIRLTGZSW BEIRL TS




BRL TS FEIRL TS
EE1E D I BTAR L -
H# Bayer AG Leverkusen Bayer AG Leverkusen
5| FAX#k 5 5
BEE -
24 ZRE
VAPOUR PRESSURE
HEBRYER FHILASK phthalimide
CASES® 85-41-6 85-41-6
MEZ =
TN =
Hi& =
GLP BEIRLTEZEWL BERL TS
HBRETo-F =
HEREMH =
#wE
ARE < 0.0001 hPa < 0.0001 hPa
BE: °C -
g °C BEIRLTEEEWL BEIRL TS
#Eam =
JERR =
EEEXa7 BEIRLTEEEWL BERL TS
BRLTGZSW BERLTESL
{EFETE D I BT AR HL =
H 8 Bayer AG Leverkusen Bayer AG Leverkusen
5| AR 5 5
iEE =
2.5 7} E R #(log Kow)
PARTITION COEFFICIENT
HEBEMES JHILAEK phthalimide
CASES 85-41-6 85-41-6
MEE =
JERR =
Hik ZDHGEHE): LeoA; CLOP-3.54 Med Chem Software 1989. other (calculated): Leo,A.: CLOP-3.54 Med Chem Software
Daylight, Chemical Informationsystems, Claremont, CA 91711, 1989.Daylight, Chemical Informationsystems, Claremont, CA
USA 91711, USA
GLP BRLTGZSW FERLTESL
HEBRETo-F =
HEREH =
Log Kow 1.1 1.1
BE: °C -
Hhim
SRR =
EEERTT BRLTGZSW FERLTGES L
BIRL TS BEIRL TS
EFE1E D HIBTAR L =
Hi 8 Bayer AG Leverkusen Bayer AG Leverkusen
HEESN 6 6
iEE =
HEBRMER JHILAZK phthalimide
CASES 85-41-6 85-41-6
MEE =
JERR =
HiE ZDHEHE) other (measured)
GLP BRLTGZSW FERLTES L
HEBRETo-F =
HEBREH =
Log Kow 1.15 115
BE: °C -
#ham =
SRR =
EEEXa7 BEIRLTEEEWL BERL TS
BIRL TGS BEIRL TS
{EFETE D I B AR L -
Hi 8 Bayer AG Leverkusen Bayer AG Leverkusen
5| XXk 7 7
iEE =
26.1 KBRE (REERESD)
WATER SOLUBILITY & DISSOCIATION CONSTANT
HERYE A THILAZK phthalimide
CASES 85-41-6 85-41-6
MEZE =
JERR =
Hik =
GLP BIRL TGS BRLTEESL

AERETOF




SERSEH

#wE
KBREE 0.6 g/ 0.6 g/l
BE: °C -
pH 3.8 3.8
pPHAIEHDYERE 0.6 g/l 0.6 g/l
[t =
JERR =
EEEXa7 BEIRLTEZEWL BERL TS
BIRL TGS BRLTEESL
5B D HIBTAR L =
H Bayer AG Leverkusen Bayer AG Leverkusen
5| AR 5 5
[ =
RBWE =
= —f% =
Hik =
BE: °C —
GLP BEIRLTEEEWL BEIRL TS
HEREMH =
HBRETo-F =
#wE =
#Eam =
JERR =
EEEX7 BEIRLTEEEWL BEIRL TS
BRLTGZSW BERLTESL
{E5E1E D HIBTAR L =
H =
5| Xk =
= =
262 REKN
SURFACE TENSION
2.7 5| X (&RIK)
FLASH POINT(LIQUIDS)
HEBEMESR THILAEK phthalimide
CASES 85-41-6 85-41-6
MEE =
JERR =
Hik Z D4 753%:DIN 51758 other: Methode: DIN 51758
GLP BRLTGZSW BERLTGESL
HEBRETo-F =
HEREH =
EE o
5lm: °C 165 165
HERDEAT FEIRLTGZEWL BEIRL TS
et =
JERR -
EFEER7 EIRLTGZEWL BEIRL TS
BRLTGZSW FERLTGESL
ERE1E D I BTAR BL =
H# Bayer AG Leverkusen Bayer AG Leverkusen
5| AR 5 5
BE =
28 BB (BR /KK
AUTO FLAMMABILITY (SOLIDS/GASES)
HERMER FHILASK phthalimide
CASES® 85-41-6 85-41-6
MESE =
AR =
Hi& =
GLP BEIRLTEEEW BEIRL TS
HEBRETo-F =
HEBREH =
e e
HEHEAR: C -
£ A =
#ham =
SER F = :500°CLLE ignition temperature: not below 500 degrees C
DIN 51794 DIN 51794
EEEXa7 BEIRL TS BEIRL TS
BIRL TGS BEIRL TS
{EFETE D I B AR L =
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| XXk 5 5
iEE =




2.9 5l
FLAMMABILITY

210 1BFE M
EXPLOSIVE PROPERTIES

211 ERiEtE
OXIDISING PROPERTIES

212 BEETRTU Vv L
OXIDATION/REDUCTION POTENTIAL

213 ZDth DB FREIRICEE T 51E3R
ADDITIONAL INFOMATION

3. R Ean SR
ENVIRONMENTAL FATE AND PATHWAYS

31 REM
STABILITY

311, KHfE

PHOTODEGRADATION
HEBRWER THILASK phthalimide
CASESE 85-41-6 85-41-6
MEZ =
AR =
HiE Z DHth(EHE): Atkinson: Microsoft WindowsDSRC-AOPIZ&%  |other (calculated): acc. to Atkinson: SRC-AOP for Microsoft
Windows
247 BEIRLTGZEWL ERL TS
N air
GLP BIRL TS BRL TSN
HEBRZEITo1-F -
FRERR(m) =
ﬁ@%%ﬁlﬁ(:&’ﬁh‘f:*ﬁﬁ?ﬁ =
MEDIRIRIL -
HEREH =
WEEE =
&= (°C) =
EELDE _
FEEA/2 -
S EE%) R -
EFIE (%) =
MEEHE e
EREH (517 OH OH
BRI 0.5E6 OH/cm3 0.5E6 OH/cm3
EETEH 12.3041E-12 cm3/(5>F-#) 12.3041E-12 cm3/molecule x sec
R /2 2.608 d 2.608 d
SRERY BIRL TS BEIRL TS
et =
JERR -
EFEER7 EIRLTGEZEWL BEIRL TS
BRLTGZSW FERLTGES L
EFETE D I BRAR L =
8 Bayer AG Leverkusen Bayer AG Leverkusen
5| AR 8 8
BE =
3.1.2. KPR E M (KD M)
STABILITY IN WATER
313 LIERREME
STABILITY IN SOIL
32 =RV TR (RER)
MONITORING DATA(ENVIRONMENT)
33 BEEHE
TRONSPORT AND DISTRIBUTION
331 RER S HDEE
TRANSPORT BETWEEN ENVIRONMENTAL COMPARTMENTS
3.3.2 7B
DISTRIBUTION
34 IFRUEE SR
AEROBIC BIODEGRADATION
HERMER TRILASE phthalimide
CASES® 85-41-6 85-41-6




MEF

N

RS

A47 FRMH
Hik 1555 84/449/EEC, C.6 "HE RN - YO—XFRMLERER”

Type: aerobic
Method: Directive 84/449/EEC, C.6 “Biotic degradation — closed
bottle test”

EEHE

HBiEIR

Z0fth: FISKRETKEIRE

other: predominantly domestic sewage

GLP

LR

L\MYZ

HEBRETo-F

1979

1979

HBER

BUERE

HERE

EERE °C

HEBMEE S VREme/L)

SRERAES &

SEBEFHAZE

HE
RESHEE %) HE

>80(%) 208 H

SERE

ABEE2

SERE-3

SEEEA

NRERY

LREFBRUND D RERIE
HERVEDHER

NEMEN7, 1ABBEDH R

I=.

ZDith

#ham

AR

#L1EFI&L T, Emulgator W (CAS No. 68130-72-3)%{

Emulgator W (CAS No. 68130-72-3) used as emulsifier

EEHERTT

BIRL TS

FIRL TS

BIRL TS

BERLTEZEL

SR DI MR B

HH 8

Bayer AG Leverkusen

Bayer AG Leverkusen

HLGEES

9

9

BE

HEMESR

THIASR

phthalimide

CASES

85-41-6

85-41-6

MEF

N

Hik

AT 5
ik F DA Zahn-WellensSRERICFE LU 1=[E1 3 5K BR

Type: aerobic
Method: other: batch test similar to Zahn—-Wellens Test

BRI

LELE R

Z0fth: TERBKLESOF LTI

other: activated sludge from industrial sewage treatment plant

GLP

R

T

HERETOF

HBREH

AEBRMERE

120 mg/|

120 mg/|

FiERE

EERE °C

HEMEE S VREme/L)

SRERAESE

DBEFEHEE

R
RIENHEE (%) HE

88% 1HH

88 % after 1 day

SEEE-1

PREE-2

PRRE-3

DERE-4

DRE R

LREFERUND D REERIE
HERVEZDHR

NEMEN7, 14ABBEDH R

<.

ZDith

Faam

FIR

TOCLEEL TS

Related to TOC

EEERa7

BIRL TS

BIRL TS

BIRL TS

BERLTEZEW

SR DHIHIR B

Bayer AG Leverkusen

Bayer AG Leverkusen

SIAXE

10

10

®Z

3.5. BOD-5, COD#7=1¥BOD-5./CODLtt
BOD-5,COD OR RATIO BOD-5/COD

HERMESR

TRIASK

phthalimide

CASES

85-41-6

85-41-6

MES




ER

BODSDHE i ik —
GLP BEIRL TS BEIRL TS
ABREIT o1 F =
SEREH =
BE ]
RE -
58 mg0,/L -
BOD/CODtE -
Z0ith -
b=t =
SER ThOD: 2066 mg/g ThOD: 2066 mg/g
EFEERTT BIRL TS ERL TS
BRL TGS BERLTEESL
{ERE 14 D I BTAR L -
L Bayer AG Leverkusen Bayer AG Leverkusen
5 FXEk 9 :
[ -

3.6 £WiEENE
BIOACCUMULATION




I =R [ FIRER (EU-RAR) JEX (EU-RAR)
4-1 BADRMEHN
ACUTE TOXICITY TO FISH
HEME JHILAZK phthalimide
Bl—% 85-41-6 85-41-6
Z D 1th : Bestimmung der Wirkung von Wasserinhaltsstoffen auf other: Bestimmung der Wirkung von Wasserinhaltsstoffen auf
R Fische (Determine the effect of water constituents in fish) . DEV, |Fische. DEV, L 15 (1979)
Hik L 15 (1979)
GLP [y Y
HEREITo-F 1979 1979
faiE. R, HIEE J—ILTUAILTT (GHKA) Leuciscus idus (Fish, fresh water)
IVRRAUE -
HABRYEONHDEE L L
HEBRYEDON A E —
ER O R FiE -
EBEf e
HBRADAR. AR, KE =
HEBAKEH-YDAKE -
SEYETORZMHRER =
LwAle &t =
FHHUKIE =
HIFKDILFEMMEE -

HBRABR(RURFERR LT
DIREE

HAEBRMEDBERPTOREN

BREE/ BRIOEREZOR

E

REAHE

96HF

96 hours

AERAH

1EK

oK /KSR

1FK

EH ESEYDORK

EENEEINDLKEHT
EEE&U?@‘F@E(:%H&K

BRI B B

FREADIRAE

FHREREDHESE
R

REIREE

EHRE

AP BB

RERECEDOR

HETAIER

SRR

RMEXICHITRHETE

BRER

Z DI DEHREHER

fEah

#£ 8 (96h-LC50)

LCO: 100mg/|

LCO: 100mg/I

EREERa7

BIRLTESLY

BIRL TS

F—RET1

BRL TS

BIRL TS

{EREME DI M AR 0

H 8

Bayer AG Leverkusen

Bayer AG Leverkusen

51 A Sk

9

9

kel

HEME

FHIASE

phthalimide

B—1%

85-41-6

85-41-6

Hik

GLP

T

0

HERE(ToE

BB, R HiGE

A5 H (HKEB)

Oryzias latipes (Fish, fresh water)

IVRRAE

HERMBE DT DE R

BIRL TS

BIRL TS

HEBEMED A &

FaR DI AR FIE

HEREH

BREDAR. AR, AE

HAEBRAKESH-YDRKE

SEYETORZMEHRER

CoAlbEl

FHHKR

FFKDILZHHE

ey

HRIER (RURERER) £X
DR

HEVEDOBERPTOREMS

BRE/ BRHOBBLEOR

E

REHM

485

48 hours




B A BIRL TS BERL TS

K 32 /¥ K S RS -

EH, LELYDARK -

HENFRINFDULEDT -

gﬁz&ﬁﬂﬁztﬁﬁém

BRI FE B -

HRBA DK EE -

FHREREDHESE -

R

BRERE -

FHRE -

EYFHEEBRR -

RERCEOE -

HEtHEER -

AR -

SMBXICHITIHHELE -

BERE -

ZTRMDEREHER -

b=t

#58 (96h-LC50) 16.5 mg/I 16.5 mg/I

EFEER7 BRL TGS BRLTEESL

F—RET41 BEIRLTEZEWL BEIRL TS

{E5E1E D HIBTAR L -

H B Bayer AG Leverkusen Bayer AG Leverkusen

5| XXk 11 11

iEE -

4-2 KEEEHBY~ORMESHEWHRIEIO D)

ACUTE TOXICITY TO AQUATIC INVERTEBRATES (DAPHNIA)

4-3 KEHEY~ DB (B2 (LELE)

TOXICITY TO AQUATIC PLANTS e. g. ALGAE

4-4 WEP~DOBMHEBIZIEATTIT)

TOXICITY TO MICROORGANISMS e. g. BACTERIA

SRERYE FHIVASK phthalimide

= — % 85-41-6 85-41-6

Ak ot ERSE other: see remarks

HERDIELE K&E K&E

GLP BIRLTFRSEL L\VE

HERZETo1-F 1979 1979

HEHiE Pseudomonas putida (/3\2F)7) Pseudomonas putida (Bacteria)

HARYEODHDEE "L L

HBRYEDR A& -

REAM 16~ 185/ 16-18 h

SEBRSEM -

BE e

Sl -
(RXIERAVEE. LLTFIERER) Grenzwerte der wassergefaehrdender Stoffe gegen Bakterien
R RAZEHRERIZH (TS, /39T 7(Pseudomonas putida)# [(Pseudomonas putida) und Gruenalgen (Scenedesmus
L UEE(Scenedesmus quadricauda)lZxt 9 %K & ;5L ME DR |quadricauda) im Zellvermehrungshemmtest. Bringmann, G.;

FER & Bringmann, G.; Kuehn, R.: Z. f. Wasser— und Abwasser— Kuehn, R.: Z. f. Wasser— und Abwasser-Forschung 10 (3/4), 87—
Forschung 10 (3/4), 87-98 (1977) 98 (1977)

bi=Fi

#ER(EC50%) ECO: 260 mg/! ECO: 260 mg/I

EEER7 BERLTFSL FERLTFSL

F—RET41 BIRL TS BEIRL TS

{ERE 1% D I BTAR L -

L Bayer AG Leverkusen Bayer AG Leverkusen
5| XXk 9 9
[ =

4-5 KEEY~DIEHSHHE

CHRONIC TOXICITY TO AQUATIC ORGANISMS

A BADEESENE

CHRONIC TOXICITY TO FISH

B. KEMEMBY~DIEMSN
CHRONIC TOXICITY TO AQUATIC INVERTEBRATES

4-6 EEEY~DEMN

TOXICITY TO TERRESTRIAL ORGANISMS

A BRELEYA~DEM

TOXICITY TO TERRESTRIAL PLANTS

B. LIRAM~DEM

TOXICITY TO SOIL DWELLING ORGANISMS




C. DI EELE (REEEL)~DOFHH
TOXICITY TO OTHER NON-MAMMALIAN TERRESTRIAL SPECIES (INCLUDING AVIAN)

-6-1EEEM~DEHE
TOXICITY TO SEDIMENT DWELLING ORGANISMS

4-71 EMFEMBEE=L)LT (BMERICILBREST)
BIOLOGICAL EFFECTS MONITORING (INCLUDING BIOMAGNIFICATION)

4-8 HRAME LB
BIOTRANSFORMATION AND KINETICS

4-9 BINTEHR
ADDITIONAL INFORMATION



I EHA

| FIIR&E (EU-RAR)

&3 (EU-RAR)

5-1 hFiafx T O KRB 2%
TOXICOKINETICS, METABOLISM, and DISTRIBUTION

HEMES JHILAZK phthalimide
CASES 85-41-6 85-41-6
MEE =
SRR =
&
A4 7 RH Type: Metabolism

N o e FIRLf=Wistar R 7 JLE /Sy BERY HENF=RRFIARTD T [Study of the degradation of phthalimide in rat fetuses isolated
FEAHARTAY FILASRDHRICET HHF from pregnant Wistar—strain albino rats
HERRRE FEIRLTGZSWL EIRLTGZE0Y
GLPE & BEIRL TS

BERLTEZEL

AERETOF

BRfFIE. ZBA%R19BFEIF208 BICHERAICKYERYE SN,
EARE1ghH=Y25ugD T RILASEDEIENES SN T,

the fetuses removed by caesarian section on the 19th or 20th
day p.c. were given an intraperitoneal injection of 25 ug of

755 3% D HERR SHRERENMIZL. 10, 20, 30, 60, 120, 240, 360 KIS 1=, |phthalimide per gram of live weight; the animals were sacrificed
after 10, 20, 30, 60, 120, 240 and 360 min
Big albino rats albino rats
REREND: ik Wistar Wistar
1431 BEIRL TS, FIRL TS,
HhRak -
Fih =
[AE ”
| FEREN K =
IREEIRRR FEREPE ST intraperitoneal injection
K R IED -
5= EERE1g8HT=Y25usD TR ILAZK 25 ug of phthalimide per gram of live weight
#EtFiE -

ERISEEShEE

BEHEE

ERER{AR

RER A

FRBE

[1XBEY CAS No.

R

HERFER

FHINESYRRFIZETEI2ILASROEFBIL., 285 ET
DBIFEEMSEBSN., 802 ~0DTHAEMN LM o1,

fhah

the half life of phthalimide in isolated rat fetuses was derived
from measurements up to 2 h and found to have been between
80 and 90 min
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BIRL TS

SRR DI MR

BIRL TS

Bayer AG Leverkusen
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52

BE

PN

phthalimide

CASES

85-41-6

85-41-6

HES

ER

psp:y

Hik  AAEZ4Y

24T R

Type: Metabolism

BRI AE

BIRLTESLY

BIRL TS

GLPES

BRL TS

BIRL TS

HEREIT O

B OB

e

SERENY R

fE;])

BIRLTESLY,

BIRL TS,

btk
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EESIEES

g (B RIAD

B’E5E

HEAr TR

ERIcHESShi-8

BEERER

RER (AR

R AR

HREBEY

[{XSBEY CAS No.
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FIRLI=Wistar5 Y MY OAAF LI ZINASRE L UBA FAF
IWIRIASROROFRE LSS, RBtHEEMELTIX. 72

only phthalimide as metabolic product was recordable from
fetuses, following oral administration of chloromethyl

HERE R AZRDAHDRRIFA SECERTTRETH oT=0 phthalimide and oxymethyl phthalimide to pregnant Wistar
rats
fEih e
bitei) =
EEE]ES BRL TS ERLCEED
(EFEE D HIBTAR L —
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| A3k (T k) 52, 53 52, 53
E%E -
HEMES THILAZK phthalimide
CASES 85-41-6 85-41-6
HHEE =
R 15N-T5JLASF 15N—phthalimide
ik
SYRBIFIZEITHI72ILASFDRBEEBICDOVTOHE study of the placental transfer of phthalimide in the rat fetus
HRATARSA>
BRI AR EIRLTEZEWL FERLTEESWY
GLPE & BRL TGS EIRLTGZS0Y

HBRETo-FE

TR DR

Zha%16 B F=IX18H B iEIRL=WistarR 7 JLE /S Y
15N-D2ILASFA B EZEBEL TR S5SNI,
100gDAEREH-Y25mgD T Z2ILAIRAH 5 SN 1=,

PEIRME (R IS SRER M B R 5.4 . 10, 20. 30, 60, 120, 240, 3605
ICB&ESh. BiEFEAIYEShi-,

15N-phthalimide was applied via stomach tube to pregnant
Wistar—strain albino rats between the 16th and 18th days p.c;
the dose was 25 mg/100 g live weight; 10, 20, 30, 60, 120, 240
and 360 min were allowed to elapse before the pregnant animals
were sacrificed and the fetuses removed.

e

albino rats

albino rats

RERENY) : R

Wistar

Wistar

145

BIRLTLESLY,

BEIRLTLEESLY,

biliekz

E#

*E

BE

stomach tube

R R

BE5E

25 mg/100 g AEAE

25 mg/100 g live weight

BrEtF ik

ERISEEShEE

BEHEE

BRER{AR

RIS

PR

K#B{EH CAS No.

#aR

TRIVASE DR G HR285R . BRFEBROIAILIIFREI K
EiEITEL,
ZTDHRIFZIAIFEENDRICRDLIZCENS, TAILIZFD
BESBEFRENERBNITHORTLEEDER DN,
TRANASROBLELZRBUTTAILTIRBEDORRELBIZEI S,

maximum phthalimide concentrations in fetal tissue

were reached within 2 h from phthalimide application; strong
decline in concentration occurred subsequently and appeared to
indicate excessive secretion or continued metabolisation of
phthalimide; the further metabolisation of phthalimide was

AREER TRIVT RN IAIVERICH RS S A REMEHE E TERLY, assumed to take place primarily with the formation of phthalamic
acid; further degradation of phthalamic acid to phthalic acid could
not be ruled out either

=i .

bi=F -

5 BIRL TS BEIRL TS

{EFETE D I B AR HL -

H B Bayer AG Leverkusen Bayer AG Leverkusen

5| FA 3k (5T 3XaK) 52 52

(E -

HEYE A FHILASK phthalimide

CASEE 85-41-6 85-41-6

HEE -

AR -

Hik -

FikHARSAY in vitro 7wt A in vitro assay

HERTLAE BIRL TGS BEIRL TS

GLP#E & BIRL TS BEIRL TS

HEREIT O

HILRZIL-14CTEEIL SN FImidanTH S, N-(AILATHAF
JV)TBRILAZR-S~0,0-CAFIILSF A VBB D . - iS5+

the metabolism of carbonyl-14C—labeled Imidan, N-
(mercaptomethyl)phthalimide-S—(0,0—

bilike

7 ik D HLES [ZBFBRBIODVTHELTTHNT=, dimethylphosphorodithioate) was investigated in male and female
rats

i -

AERENY : i -

1451 BEIRL TS, FEIRL TS,




Fip

[ E

BN

ey ACTS b

BE58

a5

RIS EShE-E

BEHEER

RIEE

FRER ARG

it

KR#BEH CAS No.

FER

HERAER

27 mg/kg bw @ ImidanZ RO ELI2ECAH, ROSMEDTH
JLASFR (85 Eht=Imidan0.062 %) ASRHShT=,

fhah

i=Fii]

after oral administration of 27 mg/kg bw of Imidan, trace levels of]
phthalimide (0.062 % of the administered dose of Imidan) were
detectable in the urine

B3t

BIRLTLESLY

(SR I AR AL

BERLTEZEW

H 8

Bayer AG Leverkusen

Bayer AG Leverkusen

5| A STk (T3 #R)

57

57

BE

HEME 4

FHILAZR

phthalimide

CASES

85-41-6

85-41-6

MES

AR

Hik

Kk AAEZ4Y

SERRL R

BIRL TS

BERLTEZEL

GLPES

BRL TS

FIRL TS

HEREIT O

B R DR

e

AERENY) : R
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BIRL TS,

BIRL TS,

biliekz

E#

*E

R (BRI

B’E5E

HER

ERISEEShEE

BEHEE

ERER{AR

R A

PR

1R #EY CAS No.

#aR

in vitroZ v A IZHEWNT, SYRFED AT —ENTZILIZIRD
IS FRIZEN TR L L TEIKCED Shi-, &L,
30°C. ¥k 4<% pHIE. 72ILASRRE  1mM(=14Tmg/1))

MK FRDRFEpHIE . TR2ILASEDpKa8.2)kYHH T MITIE

in an in vitro assay, rat liver imidase was found to catalyze the
hydrolytic cleavage of phthalimide (the incubations were
conducted at 30 degrees Centigrade and at various pH values;
concentration of phthalimide: 1 mM (= 147mg/1)); the pH optimum

HERIER Motz RTRILAFTUELVESRAAUIELVT N, MK [for the hydrolysis was slightly lower than the pKa (8.2) of
SMEREICHEERIFSEA T, phthalimide; neither magnesium ions nor zinc ions affected the
rate of hydrolysis

iR |

bi=F -

B BIRL TGS BEIRL TS

{EFETE D I BT AR HL -

H B Bayer AG Leverkusen Bayer AG Leverkusen

5| FA Xk (JT3Xk) 58 58

(E -

5-2 SfESHH

ACUTE TOXICITY

A 2HEEOSH

ACUTE ORAL TOXICITY

HEME 4 PEIEEN phthalimide

CASE= 85-41-6 85-41-6

MEE =

IR =

Fik |
. NN BIRL TGS BRLTEES L

it 547 LD50 Type: LD50

GLP#E& | B




HEBREToE

HERR (B R

Rat

Rat

Zyk/AH

FYh/ABH

LN A

BIRL TS

FEIRL TS

BE5E

EREH (1R DEME

B (R

BIRL TS

FEIRL TS

RER®

BIRL TS

FEIRL TS

;M ()

Z D DHERE M

HREt a0

HE

FRENTORLH

JETAL BETEE0/10), D IKIELL

no deaths (mortality: 0/10), no signs of toxicity

BRIRETR

BItRATR

ZDfth

=k

LD501iE X IFLC50{E

LD50: > 5000 mg/kg bw

LD50: > 5000 mg/kg bw

it 1 D LD501E X [LLC50{E D2
W&

AR -
(B EES FEIRLTGZSWL EIRLTGZE W
{EFETE O I B AR L -

B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA Xk (T 3Xik) 12 12
&% —

HEBRMEL FHIAZK phthalimide
CASES 85-41-6 85-41-6
MEE -

AR -

22 Ei = E (=&

R N BRLTGESW FEIRL TS,
B AT A7 :LD50 Type: LD50
GLPEE& TH L]
HERETo-F =
e Rat Rat
FURR (R4 S/ FH ZVh/ T
LGN a9 BIRLTGESWY BEIRL TR0
BnEg 7940 mg/kg FT up to 7940 mg/kg
LHSH (KR OB =
BERE BRLTGESW BEIRL TR0
BZHR (A) -

Z DD EHERSE =

HETF R0 -

R

EHREHTOREH 7940 mg/kg bw CDIET-F: 0/5 mortality at 7940 mg/kg bw: 0/5
BEERFTR -

Blt&F R -

ZDHh -

LD501iE X [£LC50{E

LD50: > 7940 mg/kg bw

LD50: > 7940 mg/kg bw

It i D LD501E X [£LC50{E D&
W&

AR -
(B ELES FEIRLTGZSWL ERL TS
{EFETE D I B AR HL -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA 3k (5T 3aK) 13 13
EE -
HBRYESR FHILASK phthalimide
CASEE 85-41-6 85-41-6
MESE =
AR -
2 = {f=& S (=&
. NN BEIRLTZEWD FEIRLTLZSW
HERABAEAY A 7:LD50 Type: LD50
GLP#E & il B
HEREITOE -
- Rat Rat
HBR (LR SoF/ 5 SoF/TH
TERI (B M. M F) BEIRLTEZEWL FERLTEESLY
mEg 7940, 10000 mg/kg bw 7940, 10000 mg/kg bw

ZRSH () 0EBHEK




R (RK)

BIRL TS

BERLTEZEWL

RERER

BIRL TS

BERLTEZEW

BEHME ()

Z DI DFHERSFE M

Hatr LR

R

ERAEHTORTH

7940 mg/kg bw TADIET=Z: 0/5,
10000 mg/kg bw CDILT=F: 1/5

mortality at 7940 mg/kg bw: 0/5,
mortality at 10000 mg/kg bw: 1/5

BRPRATR

BB R

ZDith

fEam

LD50{E X [£LC50{E

LD50: > 10000 mg/kg bw

LD50: > 10000 mg/kg bw

It 1 (D LD50{E X [LLC50{E D2
W&

AR -
B BIRL TS BEIRL TS
BB D HIBTIR L -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA XXk (ST X ak) 14 14
[E3 =
HEMES JHILAZK phthalimide
CASEHS 85-41-6 85-41-6
MEE =
AR -
Bk 5 =

. s o= n BEIRL TS BEIRL TS
HRSAAEIA A7 :LD50 Type: LD50
GLP#E& BRLTGZSW BERLTES L
HERZETo1-F -
= Rat Rat
ABR AR SoF/xH SoF/AH
TR (it - M, I F) BRLTGZSW BERLTES L
BEE -

EREH (R DEME

R (181K)

BRL TS

BIRL TS

RERER

BRL TS

FIRL TS

BEHME ()

Z D DHERE M

HeatF AL IE

R

FHEBTORLCH

Bl PR AT R

BIRFTR

Z DAt

pi=Fii]

LD50fiE X I£LC50{&

It i D LD50{E X [£LC50{E D&
W&

R -

B BRLTGZSW FERLTGES L

BB D HIBTAR L -

H B Bayer AG Leverkusen Bayer AG Leverkusen

5| FA 3CRk (JT3CRk) -

iEE -

HEMESR JHILAZK phthalimide

CASE= 85-41-6 85-41-6

MEZE =

AR -

22 E S iR =
. ot SERLTLESL ERL TS

adhlical 547 1D50 Type: LD50

GLP#E& B B

HBEorE -

= Mouse Mouse

HEBR (2R IHR/FH THR/TH

TR (M. I F) BIRL TGS BEIRL TS

B5E -

EREHE A OBHR | i 5 *

SR (GEIK) BIRL TGS _Eﬁb’[(f:él.\

BIRL TGS

RER®%

FEIRL TS

B (8)




Z D DHERFE M

HREt a0 E

#HER

ZRAEHTORLH

BRPRETR

BlItRATR

ZDfth

i=Fii]

LD501i& X I£LC50{E

LD50: = 5000 mg/kg bw

LD50: = 5000 mg/kg bw

It 1 D LD501E X [LLC50{E D2
(A=

JERR -
EH BRL TGS BRLTESL
{EFETE D I B AR L -

B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA Xk (T 3Xk) 15 15
EE -

B. SR ASM

ACUTE INHALATION TOXICITY

C. BMHEREM

ACUTE DERMAL TOXICITY

HEMES JHILAZK phthalimide
CASEHS 85-41-6 85-41-6
MEZE =

AR =

Bk 5 -

. s o= n BEIRL TS BEIRLTEE WY
HRSAAEIA A7 :LD50 Type: LD50
GLPEE& B B
HERZETo1-F -

. Rabbit Rabbit

HBR GL R RETE R
TR (it - M, I F) BRLTGZSW FERLTES WL
B5R =

EREH (R DEME

R (181K)

BRL TS

BIRL TS

RERER

BRL TS

BEIRL TS

B (H)

Z D DHERE M

HeatF AL IE

R

FREMTORLCH

7940 mg/kg bw TDILT-E: 0/2

mortality at 7940 mg/kg bw: 0/2

FRPR AT R

BIRFT R

Z Dt

pi=Fii]

LD50fiE X I£LC50{&

LD50:> 7940 mg/kg bw

LD50:> 7940 mg/kg bw

it i DD LD50{E X [£LC50{E D&
W&

R -
B BRLTGZSW FERLTGES L
BB D HIBTAR L -

H B Bayer AG Leverkusen Bayer AG Leverkusen
5| A Xk (JT3C#R) 13,14 13,14

EE -

D. 2B (ZOMDIXERZR)

ACUTE TOXICITY, OTHER ROUTES

HERWE R PEIEEN phthalimide
CASES 85-41-6 85-41-6
MESE =

AR -

Bk

BEA ARSI 247 :LD50 Type: LD50
GLPER R e
HBETE -

= Mouse Mouse

HEBR (2R IHR/FE THR/TH
TR (B M. I F) BIRL TGS BEIRL TS
B5E -
EREE A OBHR | i 5 *
SR (GEIK) BIRL TGS _J%#RL’C(T:?L\
B4R RERER E’EHEW
HEAFA) -

Z D1t DHERFE M




T HE = |
R

EHEMRTOREH =

B PRFT R =

BRI R =

Z Dt =

i |
EEE LD50: = 1175 mg/kg bw LD50: = 1175 mg/kg bw
JERR -

EsEH BIRL TGS BEIRL TS
{EFETE D I B AR L =

H B Bayer AG Leverkusen Bayer AG Leverkusen
5| F Xk (JTC#R) 16 16

EE =

5-3 BRI/ FIEHE

CORROSIVENESS/IRRITATION

A RERIH BE

SKIN IRRITATION/CORROSION

HEMES JHILAZK phthalimide

CASEHS 85-41-6 85-41-6

MEZE -

SRR =

pH -

i -
Fik/HARSAY Z 0 other

GLP#E & N B

HEBREITo-E =

. Rabbit Rabbit

HBK GL R CREdE R

I (M. i F) FEIRLTGZSW FEIRL TS0

S5 8 500 mg/1{E & 500 mg/animal

FRER (R DB

R (RK)

BIRL TS

BERCTEZEL

BER0 ZHEF: EORNKR application site: inner surface of the ear scoop;
IR = AR : 24B5 exposure time: 24 h

H=HEM (A) =L 78 observation period: 7 d

Z D DEHER FEASEM semi—occlusive

#HEtFayn e =

—RFHAIAT =

EERIGE =

Z Dt =

i |

R ERIEE L L

EEEEY FEIRLTG S ERL TS

AR =

5 FEIRLTGZEWL ERL TS

{EFETE D I BT AR HL -

H B Bayer AG Leverkusen Bayer AG Leverkusen

5| FA 3k (5T XXaik) 17 17

EE =

HBEMES JHILAZK phthalimide

CASEE 85-41-6 85-41-6

fEE =

AR =

pH =

7k e

HiEHARZA4 ZDHh other

GLP#E & il B

HEREITOE =

= Rabbit Rabbit

ABR G RE) R S %/

TERI (B M. i F) BEIRL TS FERLTZSLY
1MEA&HT=1500 mgDHM L EKREKTESEER 500 mg/animal applied as finely ground powder moistened with

BEE water

EREH (R DB

B (R

BIRL TS

BIRL TS

BEENYL-RERECHBRMEEEM)

BEER BREMNYLEREREICHRBENELZEM)
TR B 24F5 e exposure time: 24 h
H=EM () Hz=AE 78 observtion period: 7 d
ZTDMDAREY —
HEFRINIE -
e *
— RFFRAIT —

R RG%E




ZDfth

b=t
R IERIEE L L
EEEEYE FEIRLTGEZSWL ERL TS
JERR =
(B EES FEIRLTGZEWL EIRL TS
{EFETE D I B AR L -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA SCHK (FT3XHK) 13 13
EE =
HEMES FZ2ILASK phthalimide
CASE= 85-41-6 85-41-6
MEE —
R =
pH -
Bk
HERAHARSA Z Dt other
GLPE S EIRLTEZEWL FERLTEESWY
HERETo-F =
. Rabbit Rabbit
HBR G RE) R R
TERI (B M., M F) EIRLTEZEWL FERLTEESWY
EAERBHT=Y . M ER500me, £-1Ea—2FAILIZBEA LT |500 mg/animal of finely ground powder or 0.5 ml/animal of a 25 %
B5= AILAZRBE25%E LR ER0.5mIZ R suspension in corn oil were applied
EHEE (R DEMEK -
BEEL BEEL
. [N B finely ground powder
B GEE) I—oAAL =oAL
25%DIA—A M IILBRER 25 % suspension in corn oil
5] ZHE:BECRERRE application site: intact skin of the trunk
BREEHAR : 2405 R exposure time: 24 h
EREEARY () A 7R/ observtion period: 7 d
Z D DEHER S -
#EtFR e =
R e
—REFRIAT =
RERIGE =
Z Dt =
b=t
RS RIEE EIRLTGZEWL ERL TS
REEEY FEIRLTGEZSWL FEIRL TS0
SHE BERME L. BERIKTEMIN-HEER ., REFEMLLE |effects: the compound was classed as non—irritating when
DEINM, A= FAIVITBED LEE25%D A RELTEMS |applied as finely ground powder; the compound was classed
SERR N=#ER . ENLZREEMESHY BT, as a slight irritant when applied as a 25 % suspension in
corn oil
5 EIRLTGZEWL ERL TS
(S5O HIETARHL -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA Xk (JT 3XXik) 14 14
#% -
B. RRIHE&
EYE IRRITATION/CORROSION
HEBRMESR FZ2IVASK phthalimide
CASES 85-41-6 85-41-6
MEZ -
JERR -
7k e
HiEHARZA4Y Z Dt other
REBEDOIA(T in vivo in vivo
GLP#& TR T
HEBRETS-F =
— Rabbit Rabbit
BRI R R R TEn
TR (M. i F) FEIRLTGEZSWL ERL TS
X5 £ 50 mg/{El{& 50 mg/animal
ZRAZH (MR OBIEK _ - _
EIR BAR) BIRL T FRL TR
BEER =R mER
HHE () 7 7
Z DM DEERE -
HHrEtFRy NI =
R
BE FEIRLTGEZSWL

RIBmEC A

BIRL TS

RIS EC W%

RIS B #EME

ZDith




EE I
BT 7L L

REEM BIRL TS BEIRL TS

FERR =

EE BEIRLTEEEWL BERL TS
{EFEME D I BT AR HL ‘

H B Bayer AG Leverkusen Bayer AG Leverkusen
5| A 3Rk (JTCRR) 17 17

iEE =

HEMES THILAZK phthalimide

CASEHS 85-41-6 85-41-6

MEZE -

TR =

Bk - |
HiEHARSA4 Z D4t other

HEDE/4T BIRL TS in vivo

GLP#E & BIRL TGS ~B§

HEBREITo1-F =

= Rabbit Rabbit

HBR (LR REdE R

PRI CRE M. I -F) ERL AN FRLTGE S
58 100 me/1EI{A 100 mg/animal

SRER (R OB

w5 (4B1K) FERL TS AEEL

! ~ WML ERELTER applied as finely ground powder

BERER =R =R

H=HIM (A) 7 7

ZDMDRAEREH 1EARSHT=1100 meZ MM ERELTHERL-, 100 mg/animal applied as finely ground powder

#HEtFayn e -

R |
BB FEIRLTGZEWL FEIRLTGEZS0Y

FiEa: A

RIS RE: WF

RIS EC $EE

Z0ith

bt

BRI L L

REEM BIRL TS ERL TS

AR -

£ EIRLTGZEWL ERL TS

{E5E1E D HIBTIR L -

HoBh Bayer AG Leverkusen Bayer AG Leverkusen

5| FA 3k (ST XXaik) 13 13

#% -

RERMEL PEIEEN phthalimide

CASES 85-41-6 85-41-6

MEE =

SRR -

ik e
HikHARSAY Z D4t other

HERDAAT in vivo in vivo

GLP#E & | B

HERZETo1-F -

= Rabbit Rabbit

ABR LR R %/

4 Al Gt - M - F) BRLTGZSW BERLTGES L

52 100 mg/{Bl{A 100 mg/animal

BRASH M) OBYE -

R (3B4K) BIEEL REEL

! ~ W|HEERELTERESNT, applied as finely ground powder
BEER =R =R

R (E) 7 ] E ’ 7

ZDMDRER S B D24F5ME1% . FRBIE/KTEREEREL-. The eyes were rinsed with isotonic saline solution after 24 h
HEtFRINIE =

#E e
BE BIRL TS BEIRL TS

FlBEA: AR -

RIS A W5

R =S &R

ZDith

Hhim

BRI 4 HY HY

REEMH FEIRLTGEZSWL ERL TS

SER ENERIEIE slightly irritating

(B EES FEIRLTGZSWL EIRL TS
{EFETE D I BT AR L -

H B Bayer AG Leverkusen Bayer AG Leverkusen

5| FA 3K (FT3XHK)

14

14

#E




5-4 RFERAME
SKIN SENSITISATION

5-5 RERSEHN

REPEATED DOSE TOXICITY

HEMESR FHILASK phthalimide
CASES 85-41-6 85-41-6

MEZ =

JERR -

Bk ] ] ]

Fsk K ARSA BEIRLTEEEWL J_E#RL‘CO‘:‘C“L\
GLPEE& B AH
HERETo-F -

— Rat Rat
) Rat/Holtzman Rat/Holtzman
TERI (B M. M F) M M

e 5,10, 20 X [& 50 mg/kg bw/H 5, 10, 20 or 50 mg/kg bw/d
5= _

FRER (R OB

BERLTEZEL

ER R S E
BEER saflEnRs EHEORES
SR CxT HNE HY) yes

%5 4R (B) (OECD422% T,
BEHEOT 2% H515
&. xEE5HH)

IREHR 168/

Exposure period: 16 d

REHE

&#H

daily

EEH#ART (B)

HEREH

BEREEARE: L

Post. Obs. Period: no

HeatF LR

R

AE., AEEME

BES. RKE

RRFTR (BEE. TRORR
B A S HRI R D)

REFHTR (RER, EE

X)

MRPHFTR (RER. B

I

MBEECPHRR (RER.E
BE)

JUEURREMET L.

FTRTOHEEEHITENT, MFFDOILRATO—LEIVR

all dose groups reduced serum cholesterol and triglyceride
levels

RIRERRE (RER, SEE)

SRR (E) | TR

BT R (RAER, EEE)

BHRES

REMARTHRR (RER. B

EE

KRISERSHhEE

RERICTE

SRR

pi=Fii]

NOAEL (NOEL)

LOAEL (LOEL)

NOAEL/LOAEL D EARBL

I i ONOAEL(LOAEL)DELN
%

SRR

[EEE

BIRL TS

BERLTZEW

(SR DI MR AR AL
Hi 8

Bayer AG Leverkusen

Bayer AG Leverkusen

5| F ST (T 3XHR)

19

19

BE

HEMESR

THRILAZR

phthalimide

CASES

85-41-6

85-41-6

MEF

FR

Ak

HiR/HARSAY

BIRL TS

BIRL TS

GLP#E&

R

T

HEREToE

HERR (B RH)

Rat

Rat

Sprague—Dawley

Sprague—Dawley

EL N A

M

M

BEE

20 mg/kg bw/H

20 mg/kg bw/d

EREH (1R DEME

B (R

BRL TS

FEIRL TS




n BEIRLTEEEWL FRLTEESWY
B 0. FE1e oral unspecified
REEH(CxTH0E HY yes

%5 4R (B) (OECD422% T,
BEHEOT 2505515
&. xRESERHE)

IREHR 148/

Exposure period: 14 d

BEHRE

B8

daily

E{EH#ART (B)

HEREH

HEREEARE: L

Post obs. period: no

HEt a0

P

AE. KERME

BEE . BRKE

RRFTR (BEE. TRORR
B A S HR LR D)

BEPHR (RER EE

x)

MRPHFTR (RER ER

I

MFEEPFRR (REX E

REICEY, SYFOMBFFOFLEIRTOTADEXHE
#EIh, BEE)RIOTFAODHERMMETF L .

the treatment enhanced the clearance of high—density
lipoproteins (HDL) and decreased the clearance of low—density
lipoproteins (LDL) from the serum of the rats

RIRERR (RER, EEE)

SETH () | SET R

BT R (RAEXR, EEE)

BB E

e E LT

%X)

ERICERShEE

AERGE

AR

Hham

NOAEL (NOEL)

LOAEL (LOEL)

NOAEL/LOAEL® ¥ FEAR #L

It 1 DNOAEL(LOAEL) (D&Y
%

AR

[EE1E

BIRL TS

BERLTEZEN

(SR I B AR AL
Hi 88

Bayer AG Leverkusen

Bayer AG Leverkusen

5| A STk (T3 #R)

20

20

BE

HBRMES

PN

phthalimide

CASEES

85-41-6

85-41-6

MEF

ER

ik

HES RS

BRL TS

BRL TS

GLPES

R

E

HEREIT o

HERR (1B R H0)

Mouse

Mouse

CF1

CF1

TERI (B M. I F)

M

M

BRE5E

20 mg/kg bw/H

20 mg/kg bw/d

EAEHE (R DEME

BERLTEZEW

SR (R Pl E

- FERLCTEE FERLCRED
BeaR BREES BRES
SRR HNIE HY) yes

%5 4R (B) (OECD422% T,
BEHEOT 450 H515
&. mRE5HE)

IRZE R 1681/

Exposure period: 16 d

BEHE

&#H

daily

[E{E &AM (A)

HEREH

BERBRLM AL

Post. Obs. Period: no

HEt 0 E

R

hE. hERME

BEE . BRKE

PRI R (BEE. TRORE
B SRR

BHPHMAR (RER, EE

x)

MRFHFR (REE. B

I,




MmRECFHFRR (REE E
BE)

IEEETER: MAILRTO—ILRESIUOFNTYEYR
REQETARLNT,

hypolipidemic activity: reduced serum cholesterol and serum
triglyceride levels

RIRERRE (RER, EFEE)

SR () | TR

BRI R (RER, ERE)

BEE

REMBFIRR (RER. B

BE

ERICERSN -8

AERGH -

JERR -

HHih e
NOAEL (NOEL) -

LOAEL (LOEL) —
NOAEL/LOAEL O # FE 1R il =
gEE(DNOAEL(LOAEL)(DEL\ -

JERR -

(B EES FEIRLTGZSWL EIRLTGZE W
{EFETE O I B AR L -

H B Bayer AG Leverkusen Bayer AG Leverkusen
5| 3k (T 3Xaik) 21,22, 23, 24 21, 22, 23, 24
EE -

HEMES FHILASK phthalimide
CASES 85-41-6 85-41-6

MEZ -

JERR -

Fik ] '
Bk FHARSA EIRL TS J_g*RL—C<f:§L\
GLP#E& TER TREA
HERETo-F -

= Mouse Mouse

S ENC P Hous Mous

TERI (B M., M F) M M

ne e 20 mg/kg bw/H 20 mg/kg bw/d
®52

FRER (R OB

T (1R H) ERL TS0 ERLCIEEL
" ERLCEE ERLCEED
il BRAES BRAES
SR ICx T H0E HY yes

%5 #iR% (A ) (OECD422% T,
BEHEOT 2505515

IREEHAR 148/

Exposure period: 14 d

&. mRESHE)
REHAEE B0 daily
EEHE(8) -
EREBRHRE AL Post. Obs. Period: no
HWERFYMELT, BEEREBEELRILTLASYIRZAL =, hyperlipidemic—induced mice were used as test animals; the mice
. NN IRIZIFNZ—EFZ SO THERAAR A SEZD  |received a special commercial diet containing butter fat; after
AEBREMN N, ALATFO—ILELVR) T EYREED LENFEZE SN T= [the cholesterol and triglyceride levels were observed to be
%, ABENREINT, elevated, the test drug was administered to the mice
HETF R0 =
RE.HEENS =
HEEE RKE =
BARTR (EEE. MRORE -
BFHA & fn B )
BRI R (AR T8 =
MEFHR (RER . FE =
mEECEFR (R4EE B |[MPILRATO—ILEES LT T EUREEDETAAH SN [lowering of the serum cholesterol and triglyceride levels
BE) Sp
REEMR (REX EEE) -
JETER (), SRR -

Bl R (RER . SEE)

BaEE

L T C L

EE

ERICERSN -8

RERSHE

ER

&

NOAEL (NOEL)

LOAEL (LOEL)

NOAEL/LOAEL®D ¥ FEAR #L

I £ ONOAEL(LOAEL)DELY
%

ER

St

BIRL TS

FEIRL TS




SR DI MR
o8

Bayer AG Leverkusen

Bayer AG Leverkusen

5| A Xk (JT3C#R) 19 19

EE -

HEMESR TRILASE phthalimide
CASES 85-41-6 85-41-6

MEZ =

JERR -

ﬁ5£ ~ 3 ~ S
Fsk  HARSA BEIRLTEZEWL J_E#RL‘CO‘:‘éL\
GLPEE& B AH
HERETo-F -

— Mouse Mouse

AR (G R CF1 T

TERI (B M., M F) M M

e e 10, 20, 40 or 60 mg/kg bw/H 10, 20, 40 or 60 mg/kg bw/d
5=

FRER (R OB

BERLTEZEW

LRI AL 2
n FEIRL TS FERLTEESWY
i BERS BERS
SRS T HNE xEEE:HY Control Group: yes
%5509 (A) (OECD422% . |REHiR 16 B/ Exposure period: 16 d
BEHEOT—42%NH55
&. mRESHE)
BE5HE #H daily
E{EHARE (H) =
SERE RS R BTN Gl Post. obs. period: no
#HEtFan e =
ER |
ARE. KEBNSE =
EiiE. SikE =
2TOREEHR BREEICEADLA. HFRIEEDIMFIAHSHT=, [all dose groups: dose-related suppression of liver lipid content;
_ _ UTOREEDFEEENEZRINT-, : 7EFILCoAL Ut |inhibition of the enzyme activities of the following liver enzymes:
ERRFTR (BEE. TRORE B—+H  FHEFILCoANILRF L S5— | RRT7FREERR I+ |acetyl coenzyme A synthetase, acetyl coenzyme A carboxylase,
A E R R rRS—E. ik > 2—+ phosphatidate phosphohydrolase, fatty acid synthetase
Eg)ﬂ—'“?"—ﬁ"lﬁﬁﬁ(%izgs E4-3 -
Eﬂ;ﬁff—ﬂl‘]ﬁﬁﬁ.(%$$~ E4-3 -
J}*ﬂjz)i1bf?“'—ﬂ4]ﬁﬁﬁ,(%$$~ - %g%{%g%ﬁsﬂﬁ%?: LATO—ILEESIUPR)S)ERE |[all dose groups: reduced serum cholesterol and triglyceride levels
Bix
REREMR (REXR. FEE) -
TR (), FETER -

BT R (REXR, EEE)

BB 8

FEAMFOT R (REE. &
)

ERICERSh -8

AERMGHE -

AR -

i e

NOAEL (NOEL) -

LOAEL (LOEL) -

NOAEL/LOAEL Dt 4R i =

gE’EODNOAEL(LOAEL)G)EL\ -

AR -

S8 FEIRLTGZEWL ERL TS

{EFETE D I B AR HL -

H B Bayer AG Leverkusen Bayer AG Leverkusen

5| FA 3k (5T 3XaK) 19 19

EE -

5-6 in vitroBinE=

GENETIC TOXICITY IN VITRO

A BIFRAZR

GENE MUTATION

HRERMES PRI phthalimide

CASE = 85-41-6 85-41-6

fEE =

AR -

Hik |
s s is= oa OECDA471 OECDA471

BRI B4 T AmesitER Type: Ames test

GLP#E& [N D

HERE(TS-F 1983 1983




S. typhimurium 43&(TA 1535 & TA 1537 & TA 98 and TA 100)

W R E ? typhimurium 43&(TA 1535 & TA 1537 & TA 98 and TA 100)
REBFHEE(SODEE HELUE with and without
RERME . ZOMDORERME  NE:100.0/100.1 % (HHTEHER) Test substance: other TS: content: 100.0/100.1 % (analytical
R :8. 40, 200, 1000 F7=IF 5000 ug/FL—bk (FL—kE) ;8. |result)
40, 200, 1000 FE7=(& 5000 ug/HERE (FL 1> Fa~_A—3> |Concentration: 8, 40, 200, 1000 or 5000 ug/plate (plate
&) incorporation method); 8, 40, 200, 1000 or 5000 ug/tube
HREREH TL—RMEB LUV T LA FaR—23 %28 B Y ILERT /A |(preincubation method)
yay—LREBNERSINT, The plate incorporation as well as the preincubation modification
of the Salmonella/microsome test were performed
R
HPIEE
RETEHYDIGE -
KEEELELDIGE - |
KEFEEHYDIGE -
REFEELLDGE -
AR -
i e
B FREARLEER [EE3 [E1ES
JERR -
EH BRLTGZSW BRLTESL
SR8 D I BTAR L -
B Bayer AG Leverkusen Bayer AG Leverkusen
?Igifﬁﬁ(iifﬁk) 26 26
& _
HERMER FHIVASK phthalimide
CASES 85-41-6 85-41-6
MEE =
JERR -
22 E = E =&
. NN EIRLTGEEWL ERL TS
TR AARTAY 24T AmesIRER Type: Ames Test
GLP# & 8 ~BR
HEREITo1=F -
MR S LR S. typhimurium 43&(TA 1535 & TA 1537 & TA 98 and TA 100) ? typhimurium 43&(TA 1535 & TA 1537 & TA 98 and TA 100)
REFEMHE(SHDHE ABLUVE with and wihtout
SHERSEH BRE: 2500 ug/IL—FET Concentration: up to 2500 ug/plate
HpaZE
REFEHYDBHE -
REEELLDGE -
RBETEHYDIHE -
REFHLLOGHE -
SRR =
i e
B FREALER [E1E3 [E1ES
R -
B BRLTGZSW FERLTES L
BB D HIBTAR L -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA Xk (T 3Xik) 29, 30 29, 30
EE -
AEBRMES THILAZR phthalimide
CASE= 85-41-6 85-41-6
MEZE =
AR =
Bk m
s NN FERL TS LY ERL TS
A/ AT 24T : AmesiRER Type: Ames test
GLPEE& B B
HEBREITo1-F =
o BIRL TGS BEIRL TS
MR TREE Salmonella typhimurium (GEH (% A<BH) Salmonella typhimurium (no further data)
KEBEEIL (SO DFE B B
HERE M EE: A Concentration: no data
HpE L
KRBEEHYDGHE -
REFEELLDGE -
RBETEHYDIHE -
KRBEEELGLDGE -
JERR -
] r ]
BIEFRALER 35 [E1ES
AR -
B BEIRLTEEEWL BERL TS




SR DI MR
o8

Bayer AG Leverkusen

Bayer AG Leverkusen

5| A Xk (JT3C#R) 31 31

EE -

HERYMEA FH3ILAZR phthalimide
CASES 85-41-6 85-41-6
MEZ =

JERR -

22 S {f=& 7 {fZ&

& oo SEIRL TS FEIRL T8
HEHBAETAY BAT : AmesitER Type: Ames test
GLPE& T TH
HERETo-F -

R S LR S. typhimurium TA 98 ? typhimurium TA 98

RBUEMIL (S DHE A )

SREREH JERE: 400 Ef=IE 2000 ug/TL—k Concentration: 400 or 2000 ug/plate

R

RETEEHYDIGE -

KEEELELDIGE - |
EEEHY DS -

REFEELLDGE -

AR -

i e

BEIEFREALER (£35S [E1ES

JERR -

B8 BRLTGZSW BERLTES L

1S58 D I BTAR L -

H B Bayer AG Leverkusen Bayer AG Leverkusen

5| A 3CRik (JT3CRk) 32 32

EZ -

SHERMER FHIVASK phthalimide

CASES 85-41-6 85-41-6

MEE -

JERR -

2R Ei = E =&

. NN EIRLTGEEWL ERL TS
HEAAARTAY 47 HREEENTvEA Type: Cytogenetic assay
GLP# & 8 ~BR
BT EIRL TS J_%‘R &

o EIRLTGEZEWL ERL TS
MM SRE R ERERH D/ SER human peripheric blood lymphocytes
REEMEIL(SHDEE N ~BR
SEBRSEM -
S
HpZE L
EEEHY DS -
EELDBE - |
; EHYDIBE -
ELELDEE -
i s
B FREALER [EES [E1ES
R -
B BRLTGZSW FERLTGES L
{EFEME D I BT AR HL -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA Xk (JT XX #k) 33 33
iEE -
B. #BHARE
CHROMOSOMAL ABBERATION
5-7 invivoiBIEEE
GENETIC TOXICITY IN VIVO
5-8 FEMNAM
CARCINOGENICITY
TRUEZ PEIZES phthalimide
CASES 85-41-6 85-41-6
MESE =
AR -
Ak ]
Hik S HARSAY -
REDELT BIRL TGS BEIRL TS
GLP#E & BIRL TS B
HBRETo-F -
HER R (. R#H) Rat Rat




Sprague—Dawley

Sprague—Dawley

TR CHfE M. M F) MF MF

nE = 0.051, 0.154 FE7=[% 0.523 mg/| 0.051, 0.154 or 0.523 mg/|

B5E —

EHER (R DEEK _ § - _

SEIR (R ERL TS HRL TR

B4R %%}TLT(?‘:‘?L‘ E#RLTC(E?L\

inhalation

MIBERE 68Ff/ B . 56/:8 6h/d, 5d/w

*ERE LR . FR-NEE yes, concurrent no treatment
R 22 AR - 43 R0 Exposure period: 4 w
BREHHRBM 2L Post. obs. period: no

SRER DHTRE analytical concentrations
WEREIM X MBSNI-MEICSESN T, the animals were exposed to heated dust

HEt Ry NI -

#E |

ARE. KEBNE -

B, k= =

ERRFTR (EEE. TR ORE -

B SR bR

RFIFHATR (REE, BE -

g;&'—?—ﬂ”]ﬁﬁﬁ(%$$~ 43 -

Eﬂj§$1b$3’~lﬁﬁﬁ(%$$~i -

RBETE REE BER) -

LK (), SETRERT =

BT R (RER, EEE)

BRES

FERAAMPOTR (REE, E

%x)

0.523mg/|: Sy M PC(HESIT . MESPT DS )L—)IZ, IILfES .
Blf. BREARENER SN, =L, COEBIXHBRMED
FEIZKDED TN EEZ N,

0.523 mg/I: a solitary neoplasm, renal cortical adenoma,
was observed in a male rat (the group consisting of 5 male
and 5 female rats); this neoplasm was not considered an
effect of the test material

ERICERSWEE

[ESREFETORMN

AERICHE

BEEtEIFER

AR

Hham

ERBMIBTERNAKD
HE

BRL TS

BRL TS

SRR

(B E1E

BRL TS

BIRL TS

{ERETE DI MR 0

H 8

Bayer AG Leverkusen

Bayer AG Leverkusen

5| FA SR (FT3XEk)

18

18

B%

5-9 4JE-RABME(ZREELRESHEED)
REPRODUCTIVE TOXICITY (Including Fertility and Development Toxicity)

A ZRaEE

FERTILITY

B. F&EHM

DEVELOPMENTAL TOXICITY

HERMES

PEIEN

phthalimide

CASEE

85-41-6

85-41-6

MEE

ER
Ak

ek Y A P

in vitro A ET v

vitro teratogen assay

GLP#E&

R

O]

HEREToE

HERR (B RH)

ZDith

Z Dt

FAO a3 avN\INRERMR

Drosophila melanogaster embryo cell culture

TR (B M. i - F)

BIRL TS

BEE

BIRL TS

ERER (1R DEME

RER®%

BIRL TS

BIRL TS

SRER AR

R BRI SREEHR




HERSEH

*HEREE: HY

FA4023 03 N\TOEERMEZERAL. in vitro I RE
TytEADIThhlz, TZILASFDESFELHIT S EZMNT
URIRAVMZIE, RS KU/ FE R MEOEETSE~
DEVBEERERERT HoLELT -,

Control Group: yes

an in vitro teratogen assay was performed in Drosophila
melanogaster embryo cell cultures; the morphological endpoints
used in assessing the teratogenic potential of

phthalimide involved detection of significant interference

with normal muscle and/or neuron differentiation

HatP LR

BR

FETH (), R R

ASH-YiTiRY

TREH

B H/ %R

B

3

PEIRAAM GEIROE M HEEH)

AE. hERME

BEE . BRKE

RRFTR (BEE. TRORR
B A S HR LR D)

MFRPHIFTR (RER B

x)

MAELFHRR (RER B

BE

BT R (AR, EEE)

BHREERTEE~DZE)

FEAREOTR (REE, &

E

AEGEEUAE

%)ﬁ%ﬂl(iﬁﬂ‘u‘ﬁﬁ&lﬁﬂ‘u‘ﬁ

j3:4

7 E (%A B AR TR/
BRRTR)

EBREE

BB TR

RRMEEGREE. AR
A, BIRIEX)

ERIcHRESh -8

AERGH -
HEtHEER =
23903 INIDEFVRTLTIE TRILASFIFETEME [phthalimide was classified as “non—teratogen” in the
SEIR TlEGEWEnEEESNT =, Drosophila culture systems
i |

PI=xtd BNOAEL (NOEL)X I
LOAEL (LOEL)

F11Zx$9 HNOAEL (NOEL)X &
LOAEL (LOEL)

F2(Z%td ANOAEL (NOEL)X I&
LOAEL (LOEL)

R =
B BRLTGZSW FERLTGES L
BB D HIBTAR L =
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA 3k (ST k) 41, 42 41, 42
EE -
HEBRMESR ZZ2ILASK phthalimide
CASE=S 85-41-6 85-41-6
MEZE -
AR = =
Vol
FiEHARSAY in vitro # ZF A T BR in vitro teratogenicity test
GLPE & B EE]
HEBRETo-F -
s Rat Rat
ARR (1 R4 Sprague—Dawley Sprague—Dawley
TR (i - M, - F) BIRL TS BERL TS
A7 vtEA TOREREBEREIL 10ug/ml, xEABREET> in this assay, the lowest concentrations tested were < 10ug/ml
BEE 1000ug/mIC&H21=, and the highest concentrations tested were > 1000ug/ml;

ZRSH () 0EBHEK

BEER

BIRL TS

BERLTEZEW

SERHAR

R ATRE R




HEREH

MEEBCEWVTHRLEREERKT 55 NER 3 (Sprague—
DawleyE3E)Z ALY, in vitro #EZF ERER A 1TH T,

EHFERFRIEREMADOEEFCL>THERSNS,
xHa0EE: HY

An in vitro teratogenicity test was performed in rat embryo limb
bud cells (Sprague—Dawley origin), which multiply and undergo
chondrogenesis in micromass culture;

Teratogenic agents are identified from their inhibition of
chondrogenesis

Control Group: vyes

HREtFH 0

R

SETE () | SET R

FAEH-YITIRHK

TER

B/ %R

ERE

3

PEYRAAR GEYROB M EEH)

AE. AERNE

RS fKE

BRARFTR (BEE. TRORR
R SHEIR R D)

MRPHIFTR (RER B

%)

MFEEPHIFRR (RER E

x)

BT (AR ERE)

BREERTEE~DEZE)

REMARTHRR (RER. B

EE

FEFHEVHE

gy?%&(iﬁﬂﬂﬁ%&&@ﬂﬂﬁ

£33

ERE(ERIABERFR/
BAGIFH)

EHREE

DB|BEFE

RRMEBEOIREE. MR
X, BIHIEX)

ISR =
AERGH -
#HETRIRER =
AK79EAIZEWNTIE, TRILASRICK DB R EFEAES1ED  |in this assay, phthalimide was classified as noninhibitor,
— BB LUV FMEDEREADEESRIIA 5N as neither chondrogenesis (a kind of cell differentiation)
IR hot=CeMD, FRILASIRIFAEME TIZHNBDEDFEEN  [nor proliferation of the rat embryo limb bud cells were
1=o inhibited by phthalimide
i |

PI=xtd BNOAEL (NOEL)X I
LOAEL (LOEL)

F11Zx$9 HNOAEL (NOEL)X &
LOAEL (LOEL)

F2(Z%td ANOAEL (NOEL)X [&
LOAEL (LOEL)

R -
B BRLTGZSW FERLTGES L
BB D HIWTAR L -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA 3CRik (JT3CRk) 43 43
EE -
HEMESR THILASK phthalimide
CASE= 85-41-6 85-41-6
MEZE =
AR -
ik e
Bk FARSAY -
GLPE & IELy [ELy
HEBRETo-F " - -
= ZD z0
HERR (R CL EF/
TERI B M. B ) ERLCIEE ERLCEED
®’EE —
ZRAZH (MR OBIEK -
BEIRLTEEEWL BEIRL TS

BEER

SERHAR

R AT REHE




HEREH

*HEREE: HY

EFNEOSHFEBMEBORREST7vEAERAL. THIILISFD
EHICEH T MO REESEHBR Lz, ENEOEREFTHEME
falk. —EOErEOOSWMASHBSE . BIELIZHDZERAL
T2o (COETILORT LTOEEMRERI., EhIZHVCTHEIRRK
REEETIHEIF. FERNDORREVATLIZEVTHHBR
REHETIARMEIHILNIETHD,)

control group: yes

the human embryonic palatal mesenchymal cell growth
inhibition assay was used to test the ability of
phthalimide to inhibit the growth of the cells in
culture; the human embryonic palatal mesenchymal
cells were established from the palatal shelf of a
single human embryo (the working hypothesis for this
model system is that agents that inhibit cell growth

in culture may also inhibit cell growth in developing
systems in utero)

Hat LR

FaR

BT (), FET R

ASH-YiTiRY

TREH

B/ %R

B

3

PEIRAAM GEIROE M HEEH)

AE. AERME

BEE . BRKE

RRFTR (BEE. TRORR
B A S HRL R D)

MFRPHFTR (RER B

I=.

MBEECPHRR (RERE

BE)

BT R (REXR, FEE)

BREERTFEE~DZE)

FEAMEOTR (REE, &

BE)

REFHERUVRE

%)ﬁ%ﬂl(iﬁﬂ‘u‘ﬁﬁ&lﬁﬂ‘u‘ﬁ

j3:4

7 E (%A B AR TR/
BRRTR)

EBREE

BB ETE

RRHEEGREE. AR
A BHEEX

E%)

ERIcHRESh -8

RERICTE

HrEEtEIFER

SRR

CDin vitrolEFET VA TIE. TRIL(EFDHBRRERIZIZEHET
o1, 22 DIRIHERTIE., T BRIBEEICH L TEHA.08 mM
(= 600 mg/1) F1=IF 1.9 mM (= 280 mg/1)). ZRILAZRIZ LD HARE
EEDBEEIL50%KETHo1=,

pi=Fii]

PIZxt 9" HNOAEL (NOEL)X [&
LOAEL (LOEL)

in this in vitro teratology assay, the test result for

phthalimide was negative; in two independent trials, phthalimide
did not inhibit cell growth by 50 %, even

at the highest tested concentrations, i.e. at 4.08 mM

(= 600 mg/1) or 1.9 mM (= 280 mg/I)

F1lZ%td ANOAEL (NOEL)X [&
LOAEL (LOEL)

F2IZx$9 HNOAEL (NOEL)X 1%
LOAEL (LOEL)

AR =
5 BIRL TS BEIRL TS
{EFETE D I B AR HL -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA 3k (5T 3aK) 45 45
EE -
RERMER FRIVASE phthalimide
CASEE 85-41-6 85-41-6
MESE =
AR =
Hik e
Hik AR =
GLP#E& B N
HEBRETS-F o = -
==t o) %0)
HERR (R4 FrA=—RXNLRE— Chinese hamster
TR (M. I F) BIRL TGS BEIRL TS
w58 -
FHER (R DEHEK -
FEIRLTGZSWL EIRLTGEZS WY

RER®%

SER AR

R BRI EE HAR




HEREH

*HEREE: HY

VISR B ER 7y EAIZENT, FRILAIFDOMBERKIZIa=
=23 ~DFELEHER L, [laf2S2 =/ —2a 0 0RE
IFEFEDENEANZXLDIEDVEDTHDELNHATLY
51z, VISR B RRER IR ESEMEICAL LN Sin
VitroRDY—=F FiHELTEHASIN TS, )
THILASRIEEE25-200 ug/ml DIEMIZH T, HEMNITHNI
oo SERMIE X (XL, MAIHM O F HRBRICH LV TEMEE

iz,
78, VISR F v A =— X/ \ LA RA— D Fif#R#HE 2 MR
SN2 DTHS.

~ /8

biF

control group: yes

phthalimide was tested for its effect on intercellular
communication in the V79 cell metabolic co—operation
assay (as inhibition of intercellular communication is
proposed to be one of several possible mechanisms of
teratogenesis, the V79 cell metabolic co—operation assay
is evaluated as a screen in vitro for developmental
toxicants); phthalimide was tested at concentrations

of 25-200 ug/ml of culture medium; the test substance
was initially evaluated in a preliminary cytotoxicity
assay; the V79 cells were derived from Chinese hamster
lung fibroblasts
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RAERIGHE =
HETRISER -
HEREERX TIE, 7RILASRIZKBVI9D K HIE R D ZELLIBEZE |at the concentrations tested, phthalimide did not signi—
TERIFEBDHSNGED TSN EM Tz, THILAISFDHIREE R [ficantly inhibit metabolic co-operation of the V79 cells;
SER 23 WVThOREIZEWTHERIN G, o=, no cytotoxic effects of phthalimide were observed at any
concentration
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HERWE R PEIREN phthalimide

CASES 85-41-6 85-41-6
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control group: yes

the mouse limb bud micromass assay, a preliminary in vitro
screen for potential developmental toxicity was performed in limb
bud cell cultures prepared from hindlimbs of Swiss Webster mice;

the concentration of phthalimide that produced a 50 % inhibition
(IC50) of radiolabeled thymidine incorporation was determined;

the IC50 for 3H-thymidine incorporation is considered an index
for the ability of the mostly nondifferentiating cells in the
micromass culture to continue proliferating;

HERSEH UREB DA R)DIEIETH S, the IC50 for 35S—-sulfate incorporation is an index of a
developmentally specific function (chondroitin sulfate synthesis);
CDFRERTIE, 5SHRELIEIY A A (BB HEH TR ED—D)D
IC50MDEM T5ug/mIK G THo1=15E . (L EWIEEEEEEMS N |in this assay, a compound was evaluated as positive if the IC50
%, value for 35S sulfate incorporation (a measure of cartilage nodule
formation) was < 75 ug/ml;
COT7vADAEHERHRICE T, EE¥YIE3~1000ug/m
NDEETHBRIN:-, B%F. AEERHRBRIHECERERTIEEED |in a dose—range finding experiment of this assay, the compounds
8% &Y IEHTITHh A ERICAWSNIHEREEIZDLNTO |were tested at concentrations of 3-1000 ug/ml; the subsequent
FHIEAEA), experiments usually tested narrower ranges of concentrations
(no further data concerning the test concentrations)
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in this assay, phthalimide was labeled as negative;
the IC50 for 35S—sulfate incorporation was found to be
3200 ug/ml
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HiEHARSA4 in vitro IEEAE 7 vEA in vitro attachment inhibition assay
GLPE& FRL TS

ABRETOF

BERLTEZEW

THIASRIZEBTHREKIPEZDIHF /N VAEBSN
R IFLUEADEBRERENDDORBRI Thiz, 41 XAF
I0Y—LIZ&KDFEEIEERVSEEELVAVNELNEEDETL

phthalimide was examined for its ability to inhibit the attachment
of ascitic mouse ovarian tumor cells to concanavalin A coated

s A2 polyethylene surfaces, with and without microsomal activation by
HEBREA Fhithhit=, canine liver preparations;
R I
2H0Y—LEHIELELDBE ., TRILASRIZEKABEELNRIEHE [without microsomal activation, phthalimide was non—inhibitory
FEIhighofz, f=ZL. 2URY—LEHEEHYDIBE . 7214 |whereas in the presence of metabolic activation, phthalimide
SRIZEEYEELTERT A0 H 5D, could be activated to inhibitory product(s);
in an additional experiment, overnight incubation of phthalimide in
EMEERICHWNT, )V UBEEHEEBIR /KN T—IIEELI=LZ |phosphate buffered saline eliminated inhibitory activity
2, HEFENRHESN -, EEORMBICLDE, LYFUTH
R BINERE~NDESMHEOEEXEOHEEEADET ILEL ((in the authors opinion the attachment of tumor cells to lectin
THORBEZER=F, InvitrolTEWTHEFEHEE T 2ME L. FEOD |coated surfaces acts as a model for embryonic interactions and
HEERICBWTELEEERERTLOLEEZLND,) agents interfering with in vitro attachment can be expected to
interfere with embryonic interactions)
fEih |
biti) =
JERR -
(B EES FEIRLTGZSWL EIRLTGZS0Y
{EFETE D I B AR L -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA Xk (T 3 ik) 54, 55 54, 55
&% -
SEBMEL FHIVASK phthalimide
CASE= 85-41-6 85-41-6
MEE -
JERR -
Fik O
FHikHARSAY in vitro 7 vtz A{ in vitro assays
GLP#E & FEIRLTGEZSWL FEIRL TGS
HEBREITo-E -
HEREM -
#E Y
in vitro 7yt A HEHEIN =5V RTFHE. SYRDOKXBIARD AR |in vitro assays: in isolated rat hepatocytes, rat aorta foam cells,
MRS XUERRIRD A EHRHMSFMABIZH VT, {ELEERA22 |and human fetal foreskin fibroblasts, low—density lipoprotein
INIZBEEFEIETZILAZIRIZEY AEKREFEMICEEESNT=GE |(LDL) receptor activity was inhibited by phthalimide in a dose—
L 25-250uM), FFRRRGEE D L FIZ3H %53 550uM)IZE LY |dependent manner (concentration range: 25-250 uM); LDL
TIE ABLEE YR IO D EIMEESN =AY, KEIRE LTV |degradation was accelerated in the hepatocytes (50 uM affording
RSBV TIEBEES N, the highest elevation), while it was inhibited in aorta cells and
fibroblasts;
THILASREELEYRI R BEHDLRBRDF LS LU
ARG E D LFE5IER I 126250 uM)IZFHFBHHDLD 4 |phthalimide enhanced high—density lipoprotein (HDL) receptor
RERET D, — AR FHIBEE LU KREIARIZH LTI, HDLZZ |activity and HDL degradation in the hepatocytes (with 250 uM
o BADFEEB IV EEIMFIShT=, causing the highest elevation), whereas in fibroblasts and aorta
cells HDL receptor binding and degradation were suppressed;
FEFIZ. COAT Y ILNSVRTS5—H, J)A—)L-3-1) Bk~
O-7U ISV RTIS—ERUANYVERYRER)/S\—E  |in parallel, activities of acyl CoA acyl transferase, sn—glycerol-3-
DEEIE. ETOREBE R T LIZEWTHA LTz, HMG-CoAiZ |phosphate acyl transferase, and heparin-induced lipoprotein
TERERM MBS JUFMER). AL 1> 8Ol X T0—)L-|lipase decreased (all test systems) and activities of HMG-CoA
IRTILINK D REE SR (K ENARAEAE &S K UMRHESFMIRE) D SEME (L |reductase (in fibroblasts and hepatocytes) and cholesterol
BinLt=, oleate—ester hydrolase (in aorta cells and fibroblasts) increased;
THILASFBEI0UMTIE, #R#FMAINIL R TO—I/LOHDL |phthalimide at 100 uM increased HDL lipoprotein uptake of
YRTOTF AR LT, intracellular cholesterol from fibroblasts
Eh e
Pt =
AR -
S8 FEIRLTGEZSWL ERL TS
{EFETE D I B AR HL -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA 3k (5T 3XaK) 20 20
EE -
SHEMER FRIVASE phthalimide
CASEE 85-41-6 85-41-6
HEE =
AR -
Tk |
Hik AR =
GLP#E& FEIRLTGEZSWL ERL TS
HERE(TS-F -
LITFZFAL. in vitro BRMBARENMThN T, in vitro enzymatic studies using homogenates of male
#CF1 ) RDRFIEHRED R —hEH K U2.5umol DT ZILAZF CF1 mouse liver with 2.5 umoles of phthalimide and
StER it HoltzmanS vk DRFIEARES 2 —FE &K 10.1-10 mMMD 74 )L A ZK |homogenates of male Holtzman rat liver with 0.1-10 mM

concentration of phthalimide
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TOAFEOERFEDHREIZEY, 25umoDIRILTIRIEIH
AVRYTDIIVBIENSHRRE~NDORER, SLUHBED T
TFILCoA- VIV T—EDEMEEREAELT =,

“EROFI-3-AFILY LA L HERARTEROFEES LU
JLRTO—)LOAISEERIEIZ T2 TIRICHESNEN o=,

T2FILCoANILRFLF5—E RRT7F OV EARRKERD
S—ERUsn-J1)A—)L-3-VEE-TIIESURT5—F
DEHEETRIVAZRICK>THRESNI=A, BB S R EBER D
FEHEISDOVWTIX IR ASRICEESNE o=,

examination of mouse liver enzymatic activities showed that
phthalimide present at 2.5 umoles suppressed mitochondrial
exchange of citrate to the cytoplasm and cytoplasmic acetyl
coenzyme A synthetase and citrate lyase activities significantly;

3-hydroxy—3—-methylglutaryl coenzyme A reductase activity and
side—chain oxidation of cholesterol were unaffected by
phthalimide;

acetyl coenzyme A carboxylase, phosphatidate phosphohydrolase
and sn—glycerol-3—phosphate acyl transferase activities were

"R suppressed by phthalimide, whereas fatty acid synthetase
PRI DB L B') o Bl S B D EEFEREIR AR B 85 S UPADPIZ L Y FIE |activity was unaffected;
SNFERAREEE. WTNETZILASROFE T TRALI=,
Sy 7 vt 4 Tl in vitroCLUL T DIEAEERICx 3 BFHE  |both the basal and ADP-stimulated respiration states of
ELHERINT=: T EFILCoAGREER . 7FILCoANILR |oxidative phosphorylation of liver were reduced in the presence
F2 55— RRI7FRBARRTI+EROS—H sn—4'1)J£A— |of phthalimide. In the rat liver assay, an in vitro inhibition of the
I-3-Y EE-F ISV RTIS—E following lipid enzymes was observed: acetyl coenzyme A
synthetase, acetyl coenzyme A carboxylase, phosphatidate
phosphohydrolase, sn—glycerol-3—phosphate acyl transferase
Eh O
bt =
AR -
(B ELE EIRLTEZEWL FERLTEZSWY
BB D HIBTIR L -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| FA 3k (ST XX ak) 19 19
#% -
HEBEMES JHILAZK phthalimide
CASEE 85-41-6 85-41-6
fEE =
SER -
ik |
Hix/HARSALY in vitro 7wt A in vitro assay
GLPE S EIRLTGZEWL ERL TS
HERETo-F -
TR F TR —LZERAL, TBILAZSRGREE : 1mmol/I = 147 [the effects of phthalimide on taurine uptake were studied in
HER G mg/DIZkB 2D BYRAHNDEEIZDNTREITTHNTz, |mouse brain synaptosomal preparations
"R e
TRIAZRIZKD. ZVVVBRYAH~NDELVEERIEZRS |phthalimide did not inhibit significantly the taurine uptake
e higmot=,
bt =
AR =
5 EIRLTGZEWL ERL TS
{EFETE D I BT AR HL -
H B Bayer AG Leverkusen Bayer AG Leverkusen
5| A 3k (ST XXaik) 56 56
EE =
HERMEBE L PZEIEEN phthalimide
CASEE 85-41-6 85-41-6
FEE =
AR =
7k |
HikHARSAY =
GLP#E & FEIRLTGZEWL ERL TS
HEBRE(TS-F =
NEBEMAIEEEE T vEAIZLY . TRILLSFDFHKER N 1T [phthalimide was tested in the mouse ovarian tumor cell
Ni=o ZDin vitrofRER (FTRIL T IRIZ LBV RIE/KIES AL |attachment inhibition assay; this in vitro assay evaluates the
CoOABRADRENERENZTMI BEDTHSD, (EH(L. |ability of chemicals to inhibit ascites mouse tumor cell
EFEYEITHMRES LUHBE-EEROMEEHA%EMEEL, |attachment to concanavalin A-coated surfaces (the authors
SERSAE b??’/’&ﬂ%ﬁt?’é:@ﬂﬂﬂ'&%:/}?.&li:@%%igtﬁ hypothesize that teratogenic agents interfere with cell-to—cell
o BEADETILELESTWSEDERHEIL T, ) and cell-to-matrix interactions and that this lectin—-mediated cell
attachment system models this most important interaction)
7R Y
ZOMIRILEFHERIZKY . IC50(3E7E H50%HE SN HiEE)L16.7 [in two independent trials, the IC50 (the concentration at which
mM (= 2457 mg/I) F1=[& 11.2 mM (= 1648 mg/)THSHEMFE  |attachment was inhibited by 50 %) was found to be 16.7 mM (=
BEnt, FRSNBEDSS, T2/ —ILIFREHBREIC (2457 meg/l) or 11.2 mM (= 1648 mg/1); ethanol, one of the
R BLTHEBEBEEHEMNS0% = o1, solvents used, did not inhibit attachment by 50 %, even at the
highest tested concentration (217 mM)
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EXPERIENCE WITH HUMAN EXPOSURE

HEBRMESR

PEIEN

phthalimide

CASEE

85-41-6

85-41-6

MEE

ER

B NI ERER

METHI1>

R ERAREL

T—HRESE

#ERE DA

REE

AERFFERET 5

B

#HETRIRER =
FIRHEE -
+HES -
PeXitl =
HMRRHEESE —
JERR -
&R e
bt -
EHRE  FE-ZRRELE-IAIILISREZTLEZLDEKTRIL  |case report: an excessive occupational exposure of a laboratory
BELUMETUVEZT7ELEL LB DLNE)ANDEERBIF DIBE| |assistant to sublimed and vaporized phthalimide (and probably
HEEBRBICOVNTHRESIN TS, BEZ O, BEE(IM  |some phthalic anhydride and minor amounts of ammonia) is
SER IKEEZFAELT-, GEHIIZAEA) described; the night after the exposure, the exposed person
developed a lung oedema (no further data)
(B ELES FEIRLTGZSW FEIRL TGS
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H B Bayer AG Leverkusen Bayer AG Leverkusen
5| A Xk (JT3CHR) 59 59
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SEBRMER FHIVASK phthalimide
CASES 85-41-6 85-41-6
MEE -
JERR -
BE I fERER -
HRETHI1V =
{RERARELE =
T—RREHE -
#HERE D& EA -
ZEHME -
BEXISFRMBET —2 =
#E ]
#ETRIER =
FIRHAE -
iELE =
Poxit =
HRIZHEE =
R -
fEih e
et -
BEREEEZICEOIMNEE0ANDBEREC DUV THZE  |occupational exposures of about 60 workers employed in
NTbnt=, T T2y, RILARyk, IRA—IO0AFJLAILATA |fungicide production were investigated; personal and area
2, TRILAZR, TRSEROTRILASR, ok, 5%, MIEILHR |environmental samples were collected for captane, folpet,
R, ZHRIEREICOVWT, EAAMBS IVRBER ARSI  |perchloromethylmercaptan, phthalimide, tetra—hydrophthalimide,
Tzo ILRYL DAL TIFEXUPTISEROTHILASREE(L  |iodine, chlorine, carbon tetrachloride, and carbon disulfide;
ACGIHDHEEEHE THS5mg/m3E RKE(TE>TULV =, WE concentrations of folpet, phthalimide and tetrahydrophthalimide
(GppmEiFEH) D —HibENBHEIN, ZOMDIEEMIZDULNT |were well below the ACGIH-recommended criteria of 5 milligrams
&, EEBTRIERFETH oIz, HHIT, MAEB FWIBIRFITE  [per cubic meter; a trace (less than 5 ppm) of carbon disulfide
SEER WT. WThOYEITEL THBRIREE R 1T TLVELEFERTT |was detected and none of the other compounds were present in
- TTW%, COEEHBDEERE S THRESN-EEDRERADLHE |measurable concentrations; the acute symptoms which were
SEEEICOLTIE., — R ER TEONSE L4 IZHELLVE |reported were nonspecific and not necessarily related to
DEEZLNTZ, occupational exposure; the authors concluded that workers were
not overexposed to any material in the workplace; illnesses
reported during the course of the medical portion of this
evaluation did not appear in greater numbers or at earlier ages
than one would expect in the general population.
(B ELE BEIRL TS FERLTZSLY
EFEE D HIBTAR L —
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Bayer AG, Sicherheitsdatenblatt Phthalimid Schuppen (26.07.1994)

StoerfallVO vom 20.09.1991

Nitrokemia, Sicherheitsdatenblatt Phthalimid Schuppen (31.07.1992)

Safety data sheet Bayer AG of 29.09.93

Calculation Bayer AG, WV_UWS/Produktsicherheit (1992)

THOR database Pomona 91, Daylight, Chemical Information Systems, Inc. Irvine, CA, USA
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