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1. —RIER
GENERAL INFOMATION

1.01 MEFR
SUBSTANCE INFOMATION

CASE S 78-87-5 78-87-5

ME & (BAGE ->oon7asy

EEXE ) 1,2—dichloropropane 1,2—dichloropropane
CIEES

ERBEREROES

ERBERERTYER

OECD./HPV&#; A/, 1,2->/an- Propane, 1,2—dichloro—
2FR C3HgC, C3HgC,

HER CH,CI-CHCI-CH, CH,CI-CHCI-CH,
wE

1.02 REHERIEHEE T
SPONSOR _INFOMATION

EEEICET HFER

[3E5ES

OECD/HPVZ 0% 5 L (SIAM17) [ZEYURESh =15
(http://cs3—hg.oecd.org/scripts/hpv/)

OECD/HPV Program , SIDS Dossier , assessed at
SIAM17(11-14 November 2003) (http://cs3-
hqg.oecd.org/scripts/hpv/)
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ARUY—E: R1R

Sponcer Country: Switzerland

1.03 A7 —EEE
DETAILS ON CHEMICAL CA

1.1 —fRESE IR

TEGORY

GENERAL SUBSTANCE INFOMATION

MEDZIA(T LAY organic
MEDE-ITBW-BRFDER |[MEKE: &K Physical status: liquid
1280 HuvyaoRILLKRDIZEL Odour: sweet, chloroform—like
wE: RE. ER Remark: stable; colorless
¥IERIREE (20°C. 1013hPa)
HEEE EE%) >99% (EE/EEY%) > 99 — % w/w
H st 1,2->40A70/8> ICCA/HPV a2y —Y 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
&=
1.2 A4
IMPURITIES
CASES
WE &5 (IUPAC) BILEHILED oxygenated organic substances
ENEREZSDES
BRZESICEIT54H
EHE(%) <04 % (EE2/EE%) <A-%w/w
H st 1,2->40[Q70/8> ICCA/HPV a2y —Y 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
eSS
CASE S 67-64-1 67-64-1
WE &5 (IUPAC) i d 2 acetone
ENERZSTDES
BRERICHITHEM
SHE(%) <01 % (EE/EE%) <A =% w/w
o 1,2->4-aA7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
w=
CASES 123-38-6 123-38-6
ME £ 5 (IUPAC) JOEF>7ILTER propionaldehyde
ENERZSTDES
BRERICHITHEM
SHE(%) <01 % (EE/EE%) <A =% w/w
o 1,2->4HaA7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
w=
CASE = 7732-18-5 7732-18-5
W& £ 5 (IUPAC) 7K water
ERNERZFTDES
BRERICHITHEM




2HE(%)

=002% (BEE/EE%

<=.02 - % w/w

HiE

1,2->450070/8> ICCA/HPV a>y—S 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

"=

1.3 &4
ADDITIVES

CASES

WE L5 (IUPAC)

ERBRETDES

BRESICEITLEH

E8E(%) L A no additives

HE 1,2->4-aA7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

EZ

1.4 Bl

SYNONYMS

ME£-1 12->onoJassy 1,2-Dichloropropan

MEH-2

HE 12->4HaA7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

&=

ME%-1 a B ->oA oJa/ny alpha, beta—Dichloropropane

hEH-2

HE 12->4~a[a7 A3y ICCA/HPV a2 V—S7 L The 1,2-Dichloropropane ICCA/HPV Consortium

EZ

ME£-1 a B -JOELVYSOR alpha, beta—Propylene dichloride

ME£-2

HE 12->40[7[A/8> ICCA/HPV a2 Y—S7 L The 1,2-Dichloropropane ICCA/HPV Consortium

&=

WE L1 oHnno-1,2-70/\> Dichloro—1,2—propane

MEH-2

o 12->4-0070/%> ICCA/HPV aVY— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

EZ

ME£H-1 PP IE=wi=152 Dichloropropane

ME£-2

HE 12->40[7[/8> ICCA/HPV a2 Y—S7 L The 1,2-Dichloropropane ICCA/HPV Consortium

&=

WE L1 Ja/ny, 1,2->40n Propane, 1,2—dichloro

MEH-2

o 12->4-0070/%> ICCA/HPV aVY— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

EE

ME%-1 P2 =01 Propylenchlorid

MEH-2

Haa 1,2->40078/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

&=

W A1 JaEL>SSayF Propylendichlorid

MEH-2

e 12->4-/0070/8> ICCA/HPV 3 Y—> 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

EE

ME%-1 JaEL>o/0)R-1.2 Propylendichlorid—1,2

MEH-2

Haa 1,2->40078/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

&=

MEB-1 JoELY Ok Propylene chloride

MEH-2

H 12->4H0A7a/8> ICCA/HPV avYy— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

&=

ME%-1 JOoELy osnolk Propylene dichloride

ME£-2

HE 1,2->40070/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

EZ

15 8iE-WAE

QUANTITY

HE-WAE 350000 > (B E) 350000 tonnes produced

WEF 2001 2001

HE 1,2->40070/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(1) (2) (3) (4) 1) (2) 3 @)

EES 2HRATOHEESE Volume refers to production globally

16 F&IER

USE PATTERN

FEARER 258 A& Type: use

HTIV—: BREERNY

Category: Fuel additives




12-2>9007 0/ ERBOFMFA O fFMMEL TRAS
o, MBEMELBNOERARDL TS HIZ. COA
BIFDLELAELTINVS,

1,2-dichloropropane is used as a lead additive in fuel additives.
Given the reduction in use of leaded fuels, this use is minor.

TEMAZR

Bi&n%s

He 12->4-aA7A/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(6) (6)

E=

FHAZRER &5 A& Type: use
h73)—: & Category: Intermediates
BIEWAH =00 FL /TS0 FLY) DELE [Used as an intermediate in the production of chlorinated
IZBFT5PEEELTHERSNS, solvents (perchloroethylene/tetrachloroethylene).

TEXMAZ

Bi&n%s

B 1,2->4-/0AQ70/8> ICCA/HPV a>Y—S7 L The 1,2-Dichloropropane ICCA/HPV Consortium

7 @)

=

FHARER TEiE: IE Type: industrial
HhTIV—: ERET R EReF Category: Basic industry: basic chemicals
1,2->5/0a7o/\UIEEE. RAT L. TL, TYIR, BELU|1,2-dichloropropane was used as a solvent for oil, fats,
BIEDBFIELTHERASIN T, T, B#ERDOLAR caoutchouc, gum, wax and resins and also as a textile spot
ELNSTAVDBRER RERIDRSD . YL —, B AY  |remover, paraffin remover, scrubbing agent ingredient, cleanser
FELLTHEASIN TV, 1,2->9007F0/3U[FEF 21— |and a galvanizer. As bitumen, asphalt and tar dissolves easily
A TRIFILE, BEUE—ILEBRSITARRTADT, BE |in 1,2-dichloropropane it was used to manufacture
ARPERMOBEICHFERAIN T, construction aides and roofing. 1,2—dichlorpropane is no longer
BEARAYTIE 1,2-0>o007a/\UdERASh TULVEL, |used in Western Germany.

TEXWMAZ

s 1,2->4-0070/8> ICCA/HPV AV — 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(8) (9) (10) (8) (9) (10)

&=

FLARER EHE: B Type: type
hTay)—: ELEE® Category: Non dispersive use
1,2-2/007 0/ V(R BREF], FRA, BEALEITHEAS [1,2-dichloropropane is and was used as a nematicide,
hTW=L. BRELFEAINTIVS, 1,2->90070/508 & |insecticide and pesticide. Formulations of 1,2—dichloropropane
U,3-2>/n0n7arky OEFINERS TS, and 1,3-dichloropropene are used.

TEMAEE

R&n%E

He 1,2->4-/0A70s/8> ICCA/HPV a>Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(11) (12) (13) (9) (14) (15) (10) (11) (12) (13) (9) (14) (15) (10)

[

FRRARER

5 1B
ATIY—: [LEE RS

Type: type
Category: Wide dispersive use

12-29007aR VI ZLDEBEE R RS LU EBRER

(RoF Svh—HLUI=R $EEFH BH BFIEF. FR

Fl. BREH . BBEFANA) IERAShTOL, BELE
AEhTW%, £ARELT, 4BEDHEERI B S UV42188
DIEAMGDRARDOHRZFICYRASN TS, 75>
A OB EFZICIEIPDCOEIRITISNTE ST . PDCEEHT
HERIFA ST DOTIBIZBERINTLEN, Thbhb HE
FHRLLTEELOTEILLMERASN TLENIEN S,

o

1,2—dichloropropane is and was used in a number of consumer
and professional products (paints, laquers and varnishes,
adhesives, solvents, degreaser, dilutor, stripper, car care).
Overall, a total of 4 consumer products and 42 industrial
products are listed in the Swiss product register. There were
no entries for PDC in the Danish product register, and no
products containing PDC listed on the Danish market,
underscoring its limited use in consumer products.

T EHH®
Bi&n%s -
i 12->4HaA7a/8> ICCA/HPV aVY— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
E=
FHRARBER [EERE S Type: industrial
hydy—: B Category: Agricultural industry

12-29007 a1\ ERBRRA] BRF BELLTERASN
TUVf=, Telone T AD-D&LV>=HERD MR IL, 3->/0O07 0O
R94%,1,2-2>9007F0/800.2%, £i=F1,3-Cr/oo0rox

U52%,1,2-CH 00T O/NV2%EEH T 5, RIERVEFNE
(BRD) Tl&. BEIZ12-0/00Ta/NUE SR SR ETE
WM TEY, AGICIEE TLEL, COFEO AR IEKE P
MTIEPIEENTINS, thDOECDEEE 1281+ 24K R ILBARET

AN

1,2—dichloropropane was used as a nematicide,insecticide and
pesticide. Commercial products such as Telone Il or D-D
contains 94 % 3—dichloropropene and 0,2 % 1,2—dichloropropane
or 52 % 1,3—dichloropropene and 29 % 1,2—dichloropropane. At
this time in the German Republic (BRD) 1,2—dichloropropane in
pesticides is not allowed and is not on the market. This use
type is discontinued in the U.S. and the EU. Status in other
OECD countries is unclear.

TEHAE




Bi&n%s _
s 12->4-/0AQ70/8> ICCA/HPV a>Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(8) (16) (17) (18) (8) (16) (17) (18)
E=
FHRARER (SRS Type: use
h7d)—: BE Category: Pesticides
1,2-2>o/0070/\UIEREHRHE|, FZBRHF, BEELLTHEBESN[1,2 dichloropropane has been used as a nematicide, insecticide
TEf=, ChHOE®RIZIE,2-29007 /80 61,3-24900  |and pesticide. Formulations of 1,2-dichloropropane and 1,3—
TORyOHEFINMEASINDS, dichloropropene are applied to the above.
TEXMAZ
Bi&n%s
s 1,2->4-/0AQ70s/8> ICCA/HPV aY—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(11) (12) (13) (9) (14) (15) (19) (11) (12) (13) (9) (14) (15) (19)
EE
FEARER #58: AR Type: use
hFd—: F0fh: TOELUEEIZEITHERE Category: other: Raw Material in production of propylene
TEHAEE
R&nfE
s (1) [©)
5=
1.7 BESLVANDREIER
SOURCES OF EXPOSURE
REICEHTS1ER BETEE: Production process: Propylenedichloride is a co—product of the
TOELYSH/OYRIERIETOEL U ELUVTILAIIEIEHD |chlorohydrin process during the production of propylene oxide
HETRICHFHYO0ER)TOLRDEIEYNTHS. and of alkylchloride.
Emission: The existing exposure guidelines are strictly followed
e . during production.
HETRRTIE. RFEORBZICHATINARSA U ZEEICESF
LTWL%,
e 1,2->4-0A70/%> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
@) )
&=

1.8 BINETR

ADDITIONAL INFOMATION

BF2 5 Fon: 15 67/548/EEC Labelling: as in Directive 67/548/EEC
UL (F) Bkt Symbols: (F) highly flammable
Xn) BE (Xn) harmful
YEDFIR: Tl Specific limits: no
REZ4): (11) SRt R-Phrases: (11) Highly flammable
(20/22) RATBESFUVERARAL EFEMN (20/22) Harmful by inhalation and if swallowed
SEM: (16) HmMEMOHLTRE T HIEL—BE S-Phrases: (16) Keep away from sources of ignition — No
(24) RELDIEfMERTH L smoking
(24) Avoid contact with skin
BERERR
5 55
XEREHE D EEH & B T
H 8 1,2->40078/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(5) (5)
EE
BEFEN 58 %8 85 67/548/EEC Classified: as in Directive 67/548/EEC
BRISR: BE Class of danger: harmful
RE4]: (20/22) RAT LB LUMA AT EHEM R-Phrases: (20/22) Harmful by inhalation and if swallowed
BERZRF
ERAE
XH A OBELET )
o 1,2->4HaA7a/8> ICCA/HPV avY— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5=
BEFN5E %8 85 67/548/EEC Classified: as in Directive 67/548/EEC
BRISR: SR Class of danger: highly flammable
RE4): (11) Z#HE R-Phrases: (11) Highly flammable
BERERR
5 55
XEkEAE QFEEHE A
HE 1,2->40070/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5 (5)
EE

[BEEZE




BERBERA?

REMRFDELE: MAC (NL)
PR S4B 350 mg/m’
E: #5204

Type of limit: MAC (NL)
Limit value: 350 mg/ma
Country: Netherlands

ES

Vabi
XERAEDEFE B F

1,2->40070/8> ICCA/HPV a2 y—3 7 L
(20)

The 1,2-Dichloropropane ICCA/HPV Consortium
(20)

5=
BFo5
BERERA? REMRFNDEE: MAK (DE) Type of limit: MAK (DE)
E: 1Y Country: Germany
EESi
XERAEDEFE A
B 12->4-aA-7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(21) (21)
w= MAKIEIZB SN TULVEN, 70070/ [FFEAAMES JL— [No MAK-value is given. Dichloropropane is in the carcinogenic
JIBIZELTEY. AU EETSAREMEADH S, group IlIB, i.e. the compound is possibly expected to have
carcinogenic potential.
BEIR
BXRERR RERFDELE: TOM: ACGIH TLV (US) Type of limit: other: ACGIH TLV (US)
FRFAE: 347 mg/m’ Limit value: 347 mg/m°
HHRE Short term exposure
[BSRE: 508 mg/m’ Limit value: 508 mg/m®
BA LR 1—)b: 155 Schedule: 15 minute(s)
El%: 4E] Frequency: 4 times
E: XE Country: USA
#&: thOFERFETIE, /0070 (XERIHLTHEAMD  |Remark: Dichloropropane is identified by other sources as a
AEEFEDTTREENH D ESN TN, possible human carcinogen.
ER5E
XEkAEDEHEHEH
1 1,2->4-0A70/%> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(22) (22)
EZ
BEENE REBRARDIER: T BEREHBER Type of limit: other: Odor Threshold limit in air
PRER{E: 420 mg/m3 Limit value: 420 mg/m3
E: XE Country: USA
BERBRR
i
XEAE DS EH
He 1,2->4-0AQ70s/8> ICCA/HPV a>Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(23) (23)
[
BFEL 5 KEHZ Water Pollution
43 %8: KBwS (DE) Classified by : KBwS (DE)
7~ : KBwS (DE) Labelled by : KBwS (DE)
BIEISR: 3 GREITKEEFETS) Class of danger : 3 (strongly water polluting)
E: k1Y Country : Germany
BERZRA
B
XEkEAEDEFE A
H#
5=
BEFN5E N MNEER Classified by : EU Commission
=z MNEES Labelled by : EU Commission
fERISR: - Class of danger : —
E: BRMES Country : EU
R MU‘HE‘S‘@‘ 1,2->4-/0070/830%“T 5949 A" IZ38 [Remark : The European Union added 1,2—dichloropropane to
Mmlt=z. COTSYHD) AMIITBEEDELM29EMNEEN |the “black list”, which contains 129 substances of high priority
%,1,2->o0070/5301&, SOYRRTSAUNDIFRIZELY [chemicals. 1,2—dichloropropane is one of the 83 substances of
THICEELSIMEDIDIZHE-TLVS, FEIC, ZhiM83  |this list with special significance for the Rhine River
YEXERES A2 ZEE S (International Rhine Commission) @ |tributaries. At the same time these 83 substances also
METOISLICIRY EIFohTINS, entered the research program of the International Rhine
Commission.
BERBRA
5
XERFAEDEIFE B _
H# 12->4HaA7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

(24) (25)

(24) (25)

BZ




B

EXFROBIRE

AE: FPEICRIY %8 E (DE)
MBEYRNMZANRSN TS (&L
E: k1Y

&% F8 10, F2/3— 114

ES: BIRYICEEY 58S -MEEKE (GGVBInSch)
MBEYRNMZIANRSN TS (&L

E: k1Y

#&: 952 3, Fv/N— 1a

AR ERYICET AIER-E (BREYOSKER X<
THEERA / BIRE YO ERRE &% IR I SRR E
(RID) ) (GGVE)

MBYRNMZIANRSN TS (&L

#&: 952 3, F2/3\— 3b

AR BRI 1R -1EE (GGVSee)
MEURMIANLNTLNS: (LY
#%&: V95X 32

AR BRI 51ER-EK (GGVS)
MBYRNMZANRSN TS (&L

E: k1Y

#&: 952 3, F2/3\— 3b

Major Accident Hazards

Legislation : Stoerfall verordnung (DE)
Substance listed : yes

Country : Germany

Remark : appendix II, Number 114

Legislation : Gefahrgut verordnung Binnenschiffahrt
(GGVBIinSch)

Substance listed : yes

Country : Germany

Remark : class 3, Number 1a

Legislation : Gefahrgut verordnung Eisenbahn (Reglement
international concernant le transport des marchandises
dangereuses par chemins de fer/Accord europeen relatif au
transport international des marchandises dangereuses par
route, RID (GGVE)

Substance listed : yes

Remark : class 3, Number 3b

Legislation : Gefahrgut verordnung See (GGVSee)
Substance listed : yes
Remark : class 3.2

Legislation : Gefahrgut verordnung Strasse (GGVS)
Substance listed : yes

Country : Germany

Remark : class 3, Number 3b

BERBRR
EBERE
XEkAEDEHEHEH
e 1,2->4-0AQ70/%> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(26) (27) (28) (29) (30) (26) (27) (28) (29) (30)
&=
BEN RREE Air Pollution
448 TA-Luft (DE) Classified by : TA-Luft (DE)
R : TA-Luft (DE) Labelled by : TA-Luft (DE)
BRIZR: 1 Class of danger : 1
&£S: 3.1.7 (A#ILE®) Number: 3.1.7 (organic substances)
E: k1Y Country : Germany
E&:12-o>onn7o/U &, ITA-Luft D BZEIZ) R+E |Remark : 1,2—dichloropropane is not listed in Appendix E of the
NTULVEL, TTA-Luft IO EE3E31.7ICEAEL T, 1,2->400  |[“"TA-Luft”. Corresponding to Nr. 3.1.7, paragraph 3 of the
TOnRUIEISR T ICEMShT . 75R I OMEOHEERE |“TA-Luft” 1,2-dichloropropane was added to class L. The
[%. 0.1 ke/hDFREIZHLNT20 mg/m* EBZ TIEESAEL, emission concentration of class I substances can not exceed
20 mg/m3 by a mass stream of 0.1 kg/h.
BERZRA
BEERE
XEREAE D EREH & B T
H 8 1,2->40078/8> ICCA/HPV aY—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
(31) (31)
&%

2. MBI FHEIK

PHYSICAL CHEMICAL DATA

2.1 R
MELTING POINT

HERYER

11~14TRE

as prescribed by 1.1 — 14

CASES

MEE

IR

Vab:

GLP

HEBREToLE

Eiﬁﬁ%#

faR

s °C

-100.4°C

—100.4 degree C

7fE:. °C

HE. °C

G

R

BESNLE

Preferred value.

{EREERT7

(2) KR CIEHEMEHY

(2) valid with restrictions

SR D HIHIRRL

NURDVIERIFT—2ENODT—4

Data from handbook or collection of data.

8

1,2->490A70/8> ICCA/HPV a2Y)—3 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

51 FSCER

(32)

(32)

&=

7355 : SIDSTURRAUKNIESTEELRRER

Flag: Critical study for SIDS endpoint




HEBEMES

11~14TRE

as prescribed by 1.1 — 1.4

CASEE

MEE

R

ﬁl

GLP

RERET-F

HEREH

#ER

A °C

-100.4°C

—100.4 degree C

o °C

HE: °C

=0
w0 aff

EIR

[ i =bd

(2) FIRMCIEREMESHY

(2) valid with restrictions

{ERETE D HBTAR AL

NIRRT VIERRFT2ENDDT—4

Data from handbook or collection of data.

8

1,2->40Aa70/8> ICCA/HPV aVy—Y 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

EL:ESS

(33)

(33)

&=

757 : SIDSTURIRA VML TEELER

Flag: Critical study for SIDS endpoint

HEME S

CASEE

MES

IR

ik

Z Dt

other

GLP

T—5%L

no data

BERE(TF

SERE M

#ER

mE: °C

-100.4°C

-100.4 degree C

o °C

8#:. °C

=+ =0
1 aff

ER

Bl T =4

(2) HIRRFTCIEREMEHY

(2) valid with restrictions

{ERE1E O FBTAR AL
8

1,2->40A[7[/8> ICCA/HPV aVVY— 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

5| AX#EK (34) (34)
&%
22 %M
BOILING POINT
AERME A 11~14THRE as prescribed by 1.1 — 1.4
CASEE
TS
IR
Vab;
GLP T—H%L no data
HBRETOE 2001 2001
AEREN
#E e
e °C 96.4°C 96.4 degree C
[E)]
nfE: °C
iR
EE BERINDE Preferred value.
RERT—4I&. AIChE CREMLZEH i & =) DDIPPR Experimental data judged acceptable by the AIChE (American
ENVIRON 20017 —A2~R—X[ZHDE, ZFALND WS  |Institute of Chemical Engineers) DIPPR ENVIRON 2001
1= database.
[ EE = (2) FIRRfT CIEREMEHY (2) valid with restrictions
EEME D HIEIE 28— NURITVOERIFT—E2ENDT—4 2g— data from a handbook or collection of data.
HE
5| X #R @37 @37
E=
HEME S 1.1~14THRE as prescribed by 1.1 - 1.4
CASE=S
HHEE
JERR
Hik
GLP
RERE(To-F
AEREN
fER
#m: °C 94~96.8°C 94 - 96.8 degree C

EA




nfE:. °C

=0
w0 aff

EIR

EFEMRIT

(2 HIRfFTIEHEEHY

(2) valid with restrictions

S3ETE D HIHTIRHL

NURITVIERRT—EAENLDT—4

Data from handbook or collection of data.

8

1,2->400Q70/8> ICCA/HPV a>Y—Y 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

EL:ESS

(32)

(32)

"=

737 : SIDSTYURRA VML TEELRER

Flag: Critical study for SIDS endpoint

REBEMES

11~14THRE

as prescribed by 1.1 - 1.4

CASEE

MEE

ER
b

GLP

RERE(To-F

SHEREH

R

e °C

96.4°C

96.4 degree C

EAH

o °C

G

EIR

[ i =bd

(2) FIRMCIEREMESHY

(2) valid with restrictions

FERETE D FIBTAR AL

NRITVIERRFT—E2ENDDT—4

Data from handbook or collection of data.

8

1,2->40[7[/8> ICCA/HPV OV — 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(33)

(33)

&=

757% : SIDSTYURIRAVMZIE-TEEGRER

Flag: Critical study for SIDS endpoint

HEYE S

CASEE

HMES

IR

ik

BAEEESN TLVAELY

not specified

GLP

T—5%L

no data

HERE(TF

SERE M

#ER

#Bm: °C

96.4°C

96.4 degree C

EA

SR °C

o+ =0
1 aff

SRR

fEREExa7

(2) HIFR T CIEREMHY

(2) valid with restrictions

SR D HIHTIRRL

NURTVIERRT—2&ENCDT—4

Data from handbook or collection of data.

H8

12->490a7[a/8> ICCA/HPV a2Y— 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

51 FSCER

(34)

(34)

BEZ

HERYE#

CASES

EE

R

Hik

BARE SN TLVELY

not specified

GLP

T—5%L

no data

HEBREToLE

SRERZ

#ER

Hm: °C

96.8°C

96.8 degree C

EAH

7fE:. °C

G

SRR

{EREERT7

(2) KR CIEHEMEHY

(2) valid with restrictions

SR D HIMIRRL

NURDVIERIFT—2ENODT—H

Data from handbook or collection of data.

8

1,2->490R70/8> ICCA/HPV a2y —3 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(38)

(38)

e

23 BE(LE)

DENSITY (RELATIVE DENSITY)

REMES

11~14THRE

as prescribed by 1.1 — 1.4

CASEE

MEE

N




B

GLP

MEREITO-E

AEREM

R 1.155 g/cm’ 1.155 g/cm’

24T HE density

BE(CC) 20°C 20 degree G

JERR BEINDIE Preferred value.
MacKay et al. (1993) DT —2IZE D Iz, 20°CIZE1T55HE  |Mean calculated value at 20 degrees C based on data from
BEDFH MacKay et al. (1993).

EEHRI7 (2) FIRRft CIEREMEHY (2) valid with restrictions

SR D HIHIRRL

NURDVIERFT—2ENDT—H

Data from handbook or collection of data.

HE 1,2->4-0AQ70/%> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
EES S (32) (32)

w= 755 : SIDSTURRAVKNIESTEELRKER Flag: Critical study for SIDS endpoint
EEYEES 11~14TRE as prescribed by 1.1 - 1.4

CASES

fESE

AR

HiE

GLP

MREITo-E

HEREH

R 1.1494~1.16 1.1494 - 1.16

BA4T ZE density

BE(°C) 20°C 20 degree G

ER

[F T &= (2) IRt CiEfEMEHY (2) valid with restrictions

FERETE D FIBTAR AL

NURIT VI FERIET—EEILDT—H

Data from handbook or collection of data.

HE 1,2->49aA7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| AX#EK (32) (32)

wE 757 : SIDSTURRAVMIESTERLHER Flag: Critical study for SIDS endpoint
HEBYMER

CASE=S

T

SEIR

Hik BEES N TULVALY not specified

GLP T—35L no data

BERE(TF

AEREN

LS 1.156 g/cm® 1.156 g/cm®

247

mE (°C) 20°C 20 degree C

JERR

[ e =g (2) IRt CIEfEMEHY (2) valid with restrictions

{ERETE D FBTAR L

NURDVIERRT—EENDT—H

Data from handbook or collection of data.

H B 1,2->49aA7A/\> ICCA/HPV aY—3 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| AX#EK (34) (34)

i 757 : SIDSTURRAVMIESTEELHER Flag: Critical study for SIDS endpoint
HERYER

CASE=S

HHEE

JERR

ik BREESN TLVALY not specified

GLP T—AEL no data

MBRE{ToE

AEREN

[ 1.159 g/cm® 1.159 g/cm®

84T

BE(C) 25°C 25 degree C

EE

EEERaT7 (2) KRRt TIEEEHY (2) valid with restrictions

SR D HIMTIRHL

NURITVIERRT—AENDDT—4

Data from handbook or collection of data.

HE 1,2->4HaA7A/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| AX#E (40) (40)
£33 755 : SIDSTURIRAUMIE-TEELRER Flag: Critical study for SIDS endpoint

EehEz




CASES

HHEE

AR

Ak BEESN TLVAELY not specified

GLP T—A%L no data

REREITLF

AEREM

®ER 1.182 g/cm’ 1.182 g/cm’

247

mkE (°C) 0°C 0 degree C

ER
BE B (g/cm’) Temperature  Density (g/cm®)
20 1.155 20 1.155
50 1.116 50 1.116
80 1.075 80 1.075

Bl T =4 (2) HIRRF CIEREMEHY (2) valid with restrictions

{E 3814 D HI| BT AR HL

His 12->4HaA7Aa/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

5| AX#K (19) (19)

=

HEBYMER

CASEE

T

AR

Vab;

GLP

MBREITo-E

AHEREN

BwR EREE: 39 kg/ma Vapor density: 3.9 kg/m3

247

mkE (°C)

R

[ EE = (2) IRt CIEfEMEHY (2) valid with restrictions

{E58 14 D HI BT AR HL

3 1,2->4H0A70/3> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| FASCak (38) (38)
eSS (BR¥&E ¥ [RARTI2.14 Additional Remarks|ZEE&Eish TL V=

M EEICET ST —SLBOTARIERICER)

24 ERE

VAPOUR PRESSURE

HEBRMES

11~14TRE

as prescribed by 1.1 — 1.4

CASEE

HES

R
5

GLP

BERE(TF

SEREM

HBR

ERUE

66.2 hPa

66.2 hPa

BE: °C

25°C

25 degree C

7fE: °C

SO
e aff

R

BHEENBIE (Mackay et al. 1993) = 66.2 hPa (25°C)

Perferred value (Mackay et al. 1993) = 66.2 hPa (25 degrees C)

{EREERT7

(2) HIRRTCIEREMEHY

(2) valid with restrictions

SR D HIHIRRL

NURDVIERFT—2ENODT—H

Data from handbook or collection of data.

8

1,2->490R70/8> ICCA/HPV a2y —3 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(32)

(32)

&=

73575 : SIDSTURKRAVMIESTEELRRER

Flag: Critical study for SIDS endpoint

HEME S

1T1~14THRE

as prescribed by 1.1 - 1.4

CASES

MESE

IR

ﬁl

GLP

RERETLF

L eI

R
AXE

66.17~71.98 hPa

66.17 — 71.98 hPa

KS

25°C

25 degree C

P B 3
20

°c

B)




#Eam

AR
EEERa7 (2) IRt CIEEMSEHY (2) valid with restrictions
{E3ETE D I BTAR R NIRRT VIERIFT—EENLDT—4 Data from handbook or collection of data.
He 12->4HaA7A/8> ICCA/HPV avY— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| AX#E (32) (32)
£33 755 : SIDSTURIRAUMIE-TEELRER Flag: Critical study for SIDS endpoint
AERYE A 11~14THE as prescribed by 1.1 - 1.4
CAS%EE
HHEE
EE
ab
GLP
RERE(To-F
HEREN
#E |
BRRE 49.67 mm Hg 49.67 mm Hg
BE: °C 25°C 25 degrees C
2R °C
155
R
Bl T =4 2) HIRf CIE@EHEHY (2) valid with restrictions
{258 D HI BRI NIRRTV ELIET—EEILDT—4 Data from handbook or collection of data.
e 1,2->4-0A70/%> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| ARk (33) (33)
eSS 755 : SIDSTURIRAUMZESTEELRRER Flag: Critical study for SIDS endpoint
SHERME R
CASEE
S
EE N
ik ZDHh GTHE): BRI TLVEL other (calculated): not specified
GLP T—4%L no data
MEBREITO-E
SER S
72 e
ERE 18 hPa 18 hPa
BE: °C 0°C 0 degree C
nfE: °C
155
EE
mE RRE Temperature Vapour Pressure
20 51~56 hPa 20 51 - 56 hPa
50 198 hPa 50 198 hPa
80 599 hPa 80 599 hPa
SRR 7 (2) IRt CIEEMEHY (2) valid with restrictions
{25814 O HI BT IR HL
e 12->4~/0070/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
EHLES (10) (10)
&%
HERYER
CASE=S
HHEE
JERR
Ak ZDfth G1E): BHEES TLVELY other (calculated): not specified
GLP T—A%L no data
RERE(To-F
RSN
#E |
AERE 51~56 hPa 51 — 56 hPa
BE: °C 20°C 20 degree C
2R °C

FEam




ER

Ref. 1: Ref. 1:
mE ERE Temperature  Vapour Pressure
20 51~56 hPa 20 51 - 56 hPa
25 66.7 hPa 25 66.7 hPa
30 88.0 hPa 30 88.0 hPa
EEMEXa7 (2) HIRf CIEEMEHY (2) valid with restrictions
{E5a1M D HIETAR R
1 1,2->4HaA7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| AX#EK (41) (42) (38) (41) (42) (38)
=

2.5 DER % (og Kow)
PARTITION COEFFICIENT

AERYE A 11~14THE as prescribed by 1.1 - 1.4
CAS%EE
HHEE
EE
ab
GLP
RERE(To-F
HEREN
R
Log Kow HEFRE: A% /—I)L-K Partition Coeff.: octanol-water
log Pow: 2 log Pow: = 2
BE:  °C
tEER
ER BEEINSIE (Mackay et al. 1993) Log Kow = 2.00 GRESEE [Remark: Preferred value (Mackay et al. 1993) Log Kow = 2.00
L) (temperature not stated)
Bl T =4 (2) KR TIEREMEHY (2) valid with restrictions
{E5ETE D HI BRI NURTVIELIET—EEILDT—4 Data from handbook or collection of data.
e 1,2->4-0A70/%> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
ELESS (32) (32)
& 7545 : SIDSTURRAUMZE-TEELRAER Flag: Critical study for SIDS endpoint
RERMEL 1.1~14THRE as prescribed by 1.1 — 1.4
CASEE
MEZE
SR
Vi
GLP
FREBRETOLE
SEREN
R
Log Kow HEFRE: A58 /—IL-K Partition Coeff.: octanol-water
log Pow: 1.99~2.28 log Pow: = 1.99 — 2.28
BE: °c FNCE] Temperature of determination not available.
=
0 Al
EE
BT =4 (2) KRt TIEREMEHY (2) valid with restrictions
{E5E1TE O HIBTIR L NURTVIERIET—EEILDT—4 Data from handbook or collection of data.
He 1,2->4-/0A70s/8> ICCA/HPV A —S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| ARk (32) (32)
£33 755 : SIDSTURRAUMIESTEELRER Flag: Critical study for SIDS endpoint
RERMEL 11~14THE as prescribed by 1.1 - 1.4
CASES
HHEE
JERR
Hik
GLP
RERE(To-F
AEREN
[
Log Kow NERE: AR /—IL-K Partition Coeff.: octanol-water
log Pow: 1.99 log Pow: = 1.99
EE:  C
et
AR
EEMRa7 (2) FIRRfT CIEREMEHY (2) valid with restrictions
R TE O FIETFR AL NIRTVIERIFT—EENLDT—4 Data from handbook or collection of data.
He 12->4HaA7A/8> ICCA/HPV avY— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(33)

(33)




Iﬁﬁt% |757: SIDSTURRAVMZIESTEELRER Flag: Critical study for SIDS endpoint |
ARERME A 11~1ATHE as prescribed by 1.1 - 1.4
CASES
HHEE
AR
Fik PCKocWIN V1.66Y 7RI 7IZLL T DA A5 A—2%FHL = |The following parameters were used as inputs for the
SMILES: CIC(CCI)C PCKocWIN V1.66 software to estimate Koc:
5F: C3HCl, SMILES: CIC(CCI)C
SHFE: 11299 Molecular Formula: C3HgCl,
Molecular Weight: 112.99
GLP
HEBREToE 2004 2004
HEREN
#"E |
Log Kow
BE:  °C
T Koc = 67.7 Koc = 67.7
RFHIED Log Koc = 1.8306 Non—-corrected Log Koc = 1.8306
— ROy FHEEIEE = 2270 First order molecular connectivity index = 2.270
#H1EL 7= Log Koc = 1.8306 Corrected Log Koc = 1.8306
ER BEINTLSIE Preferred value for Koc.
KoclE&LY ., SREAME (X TIEDTEDLOH TELEEMEEL DI |The Koc value suggests that the chemical is expected to have
ENFRIEIND very high mobility in soil.
E8EExa7 (2) IRt CiEEMEHY (2) valid with restrictions
{E5ETE D HIBTIRHL 2 (ZlF AN TS ERER) 2f (accepted calculation method)
HB
5| AX#K (47) (47)
&=

HEMES

26.1 KB (BHERESD)
WATER SOLUBILITY & DISSOCIATION CONSTANT

11~14THE as prescribed by 1.1 - 1.4

CASESE

HMES

IR
5

GLP

HERE(TF

SEREM

#HER
IKIRREE

2800 mg/I 2800 mg/|

BE: °C

25°C 25 degree C

pH
pHifl ERONERE

iR G

EIR

BESNSLE Preferred value.

EREERD7

(2) HIRRft CIEsEMEHY (2) valid with restrictions

SR D FIHTIRRL

NURITVIFERIET—REIDT—4E Data from handbook or collection of data.

8

12->4~0[7[a/8> ICCA/HPV OV Y—S7 L The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(32) (32)

&5

757% : SIDSTURIRAVMIE-DTEERER Flag: Critical study for SIDS endpoint

fR B 3 28

HERME

B —1%
5k

EE: °C

GLP

HEREM

HEREToF

#ER

G

SRR

EmEERa7

{E3E 1 D HIWIIRERL
Hig

5| BTk

e

HERYE £

CASES

MEE

EZ

bab:

GLP

RERE(To-F

HEREH

R




KRRRE 28¢/l 28 ¢/l
BE: °C 20°C 20 degree C

pH
fy/_jﬁlliﬂ#@%ﬁ;‘% =

EIR

[ i =bd

(2) FIRF CIEREESHY

(2) valid with restrictions

{ERETE D HIBTAR AL

NRITVIERRT—AENDDT—4

Data from handbook or collection of data.

Hi 8

1,2->40AQ70/8> ICCA/HPV aVY—S 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

EL:ESS

(42)

(42)

&=

R B E 2R

HBNE

B —1%

Bk

BE:  °C

GLP

FEREM

HERETLF

[

5

EIR

EEHRIT

{ERE1E O HI B AR AL
Hi8

5| B CHk

EE

HEYE S

CASEE

MES

IR

ik

BAEESN TLVAELY

not specified

GLP

T—5%L

no data

HERE(TF

SERE M

#ER

KRR

27 ¢/l

27¢g/l

BE: °C

20°C

20 degree C

pH
pHEI ER DY ERE

Eam

EEN

EREERD7

(2) HIRRFTEREMEHY

(2) valid with restrictions

SRR D HIMTIRRL

NURITVIERRFT—E2ENEDT—4

Data from handbook or collection of data.

8

1,2->4A[7[/8> ICCA/HPV aVY— 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(39) (38)

(39) (38)

E=

fR B E 28

HERME

E—tf

ﬁl

EE:  °C

GLP

FEREM

HEREToF

R

Faam

SRR

EmEERa7

{E3E 1 D HIWIIRERL
Hig

5| SR

e

HERME S

11~1ATRE

as prescribed by 1.1 — 1.4

CASES

MESE

IR

ﬁl

GLP

HEBREToLE

SRERZ

R

KBRRE

2740 mg/|

2740 mg/|

mE: C

25°C

25 degree C

pH
fﬂ:ﬁlliﬂ#wwﬁ;‘%fﬁ

"f?u il

EIR




[ i =bd

(2) FIRFFCIEREESHY

(2) valid with restrictions

{ERETE D HIBTAR AL

NRITVIERRT—2ENDDT—4

Data from handbook or collection of data.

8

1,2->40070/8> ICCA/HPV a>Y—Y 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

EL:ESS

(33)

(33)

"=

737 : SIDSTYURIRA VML TEELER

FREE T3

Flag: Critical study for SIDS endpoint

SERME
B —1%

Bk

BE:  °C

GLP

FEREM

HEREITo1-F

[

5

EIR

EEHRIT

{ERE1E O HI BT AR AL
Hi 8

5 X

&=

262 REEN
SURFACE TENSION

HEBEMES

11~14TRE

as prescribed by 1.1 - 14

CASEE

HMES

IR

ﬁl

GLP

T—5%L

no data

HERE(TF

SERE M

R

RERS

0.3 mN/m
(GR&EE: TaEDfEE—HHLALY, 30mN/m ?)

3 mN/m

BE: °C

20°C

20 degree C

B me/L

=+ =0
10 aff]

ER

20°CICHT5HF&MEGE S : 0.03 N/m
(GREFE: LEEDEE—FHLALY, 0.0003N/m ?)

Surface tension at 20 degrees C: 0.03 N/m

BT

(2) HFR T TEREMEHY

(2) valid with restrictions

{E3E 1 D MR
8

1,2->4A[a7[/8> ICCA/HPV aVY—I 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(19)(48)

(19) (48)

el

2.7 Bl = GRIR)

FLASH POINT(LIQUIDS)

HEYE £

CASEE

HMES

SER

ik

BE A—TohvT
Ak FDfth: DIN 51758

Type: open cup
Method: other: DIN 51758

GLP

BERE(TF

SEREH

HBR

5lkm: °C

21°C

21 degree C

HERDEAT

FEE

EZ

[F i ¥ =4

(2) FIRFF TIEEMESHY

(2) valid with restrictions

{ERETE D HIBTAR L

NURITVIERRT—EAENLDT—4

Data from handbook or collection of data.

8

12->490a7[a/8> ICCA/HPV I2Y— 7 LA

The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(40)

(40)

E=

HERYME S

CASES

MEZE

ER
RS

&% yO0—XFhyT
Ak FDfth: DIN 51755

Type: closed cup
Method: other: DIN 51755

GLP

REBRETo-F




L eI

R

5|Km:  C

13 degree C

HEBEOI(T

FEam

ERR

ErEERa7

(@) HRFTEEEHY

(2) valid with restrictions

1S3 1 O HI MR L
Hi 8

1,2->40A70/8> ICCA/HPV a>y—Y 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

EL:ESS

(49)

(49)

&=

HEME S

CASEE

MES

IR

ik

| y0—XFhyT
Ak FDfth: DIN 51755

Type: closed cup
Method: other: DIN 51755

GLP

RERE(TF

SEREM

R

5lkm: °C

15 degree C

HEBOI(T

#&im

ER

BT =g

(2) HFR T TEREMEHY

(2) valid with restrictions

{ERE1E O FBTAR AL

1,2->4A[7[/8> ICCA/HPV aY— 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(19)

19)

EZ

28 HEMAENE (B K5

AUTO FLAMMABILITY (SOLIDS/GASES)

HERME#

CASEE

MEE

S

Ak

BARE SN TLVELY

not specified

GLP

T—57%L

no data

AEBREToLE

SHEREH

R

HBHEXR: °C

555°C

555 degree C

5]

o+ =0
1 aff

SRR

EmEExa7

(2) HFR T CIEREMEHY

(2) valid with restrictions

{E3E 1 D MR
8

1,2->4A[a7[/8> ICCA/HPV aVY—I 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(50)

(50)

el

HEYE £

CASEE

HMES

SR

Hik

GLP

RERE(To-F

HEREH

R

EEETCHES

557°C

557 degree C

7

E=D
i aff

EZ

[F i ¥ =4

(2) FIRMF TIEEESHY

(2) valid with restrictions

{ERETE D HIBTAR L

NURTIIMEDT—4

Data from a handbook

8

12->490a7[a/8> ICCA/HPV I2Y— 7 LA

The 1,2-Dichloropropane ICCA/HPV Consortium

ELESS

(6)

(6)

E=

HERME S

CASEE

MES

IR
b

GLP

REBRETLF




L eI

R

BBREXR: °C

600°C

_

600 degree C

EAN

HEam

ER

fEiEHRa7

(2) FIRF CIEREESHY

(2) valid with restrictions

S3ETE D HI MR AL

NRTVIMLDT—4

Data from a handbook

8

1,2->40AQ70/8> ICCA/HPV a>y—S 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

EL:ESS

(10)

(10)

&=

HEME S

CASEE

MES

ER

ZOfth: DIN 51 794

other: DIN 51 794

7k

F—3%GL

no data

GLP

RERE(TF

SEREM

R

HEFEAS: °C

BEIFEANAIL > 200°C THD

Auto-ignition temperature > 200 degrees C

5]

FEam

ER

EEtERa7

{ERE 1 D HI WL

1,2->4/0R7n/8> ICCA/HPV a2V —I 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

51 FSCER

(36)

(36)

[k

29 5l
FLAMMABILITY

HERME#

CASEE

MEE

S

Ak

BAEE SN TLVELY

not specified

GLP

T—57%L

no data

AEBREIToLF

SHEREH

R

BADES

Sl XEAEL

SHARDEE

KEDTER

o+ =0
0 aff

EESE

flammable

SRR

fEREtExa7

(2) HIFR T CIEREMHY

(2) valid with restrictions

SR D HIHTIRRL

H8

12->490a7[a/8> ICCA/HPV a2Y— 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

51 FSCER

(50)

(50)

BEZ

2.10 BHEM
EXPLOSIVE PROPERTIES

HERME#

CASES

MESE

EIR
b

GLP

HEBREToLE

SRERZ

R

RIZEYEHE

m-C ARV EY LY ERIZE

s

m-CZhARDED KYBFEITE
%

JRFEMEARLN

Z Dt

HEEm

[

explosive




ER 12->H/0n7a/ U5 I kEAEL. ZRANEFTEEEHK  [Highly flammable vapors of 1,2—dichloropropane together with
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Solubility of water in 1,2-dichloropropane at 20C is 1.6 g/L.
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1,2—dichloropropane is soluble in ethanol, diethylether, benzol,
and chloroform.

EmEERa7

(2) HRFCEEEHY

(2) valid with restrictions

{E3E 1 D MR
Hi8

5| Bk

(34)

(34)

el

SERYE £

11~14ACIRE

as prescribed by 1.1 — 1.4

CASEE

MEE

ER

A&

GLP

F—B%L

no data

HEBREToLE

SRERZ

R

FEE (mPa x s):
0°C 1.2
20°C 085
50°C 0.58
80°C 044

viscosity (mPa x s):
at 0 degree C 1.2
at 20 degrees C 0.85
at 50 degrees C 0.58
at 80 degrees C 0.44

=+ =0
i aff]

EZ

EEERaT

@ HIRFFCIEEESHY

(2) valid with restrictions

{E3E 1 D HIWIIRERL
g

1,2->490RA70/8> ICCA/HPV O Y)—L 7 s

The 1,2-Dichloropropane ICCA/HPV Consortium

5| FXHk

(10

(10)

E=

|Ei’5§%§%
CASEE




MES

ER
B

GLP

REREITLF

L eI

[

#EEm

EZ

304°C, 44300 hPalZF (T HE T FJLF—: 308.0 kd/kg

Thermal energy at 304 degrees C, 44300 hPa: 308.0 kd/kg
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Specific temperature at 30 degrees C: 1.38 kJ/kg x K

fEREExa7

(2) HIRRfTCIEREMHY

(2) valid with restrictions

SR D HIHTIRRL

Hi 8

12->490a7[a/8> ICCA/HPV a2Y— 7 L

The 1,2-Dichloropropane ICCA/HPV Consortium

5| B SR

(19)

(19)

BEZ

HERYE#

CASES

EE

R

ﬁl

GLP

AEBREToLE

SHEREH

#ER

B

R

HHEEY (1013 hPa):

Azeotropic mixtures (at 1013 hPa):
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K 78.0 90
AR/—)L 62.9 47

1,2-dichloropropane  boiling point weight—%
with (degrees C) 1,2—dichloropropane
in the azeotrope

water 78.0 90
methanol 62.9 47
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k=(2.10.5)x10""? exp[~(453+76)/T] (B : cm’molecule”'s”
1
)
HERFABLUVE/RISHTHBREE, TNTH (TILDA=
2A52(nA) BEY E/R=2V5TE/R) IZEYRHEL-
tzo BRIZHITHERETHIT (4.6206)x10" cm’molecule's”
' Tt

OH + CH,(CI)CH(CCH; —> R It mi ¥
208K THDNI-HEEHE . EEMHEETMHAAR (QASR) I

KB EEELBLI-ECA, FHEIE 5.2 x107"° cm®molecule”
s [FEBREEKC—BILT=,

1. Lifetime of 1,2-Dichloropropane

A. Rate of Reaction of 1,2-Dichloropropane with Hydroxyl
Radical

The absolute rate constant has been measured for the gas—
phase reaction of hydroxyl radicals with 1,2—dichloropropane.
Experiments were carried out using the pulsed laser
photolysis—laser induced fluorescence technique over the
temperature range 233-372 K. The kinetic data obtained were
used to derive the following Arrhenius expression:

k=(2.10.5)x10""? exp[-(45376)/T] (in units of
cm molecule”'s™")

The quoted errors for the pre—exponential factor, A, and E/R
are given by (delta)A=2Asigma(InA) and E/R=2sigma(E/R)
respectively. At room temperature, the rate constant obtained
is (46+0.6)x10"° cm’molecule's ™.

OH + CH,(CICH(CI)CH3 ——> products

The rate constant obtained at 298 K was compared with the
calculated one using a quantitative structure—activity
relationship (QSAR.) The calculated value, 5.2 x107"

3 -1 -1 . .
cm'molecule ‘s was in excellent agreement with the
experimental one.
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CH;CCI(0%)CH,Cl CH3G(=0)CH2CI +Clx
CH;CCI(0%)CH,Cl CH3G(=0) Cl + *CH,Cl
® NO 0,
*CH,Cl ———> *OOCH,Cl ———> 60CH,Cl ——> HC(=0)CI + HO*

1,23-k)oanF o/ UISH T 37290 EHL T, CH,CI
HIZHTBHNTEVIETIILAFISONILEZEL, ThiT
CO, & CH;CHCIS Y AL, LI, EXTHEMNEAFIRRERIC
KYHCILEB L7 EFIVEERT .

CH3CHCICH()CI ——=> CH3CHCICH(O0#)CI ——> CH,CHCICH(O*)CI

CH3CHCICH(O%)CI ——> CH,CHCIC(=0)* + HCI —> —>
CH3CHCIC(=0)0%

CH3CHCIC(=0)0% —=> CO, + CH3CH(*)Cl ——=> ——=> CH,C(=0)CI
or HCI + CHyC(=0)%
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B. Upper Limit on Rate of Reaction of 1,2-Dichloropropane
with Hydroxyl Radical

The rate constant for reaction of 1,2—dichloropropane with
hydroxyl radical is <4.4x10™"°cm® molecule 'sec™" at 296 K
(23° C) based on its rate relative to dimethyl ether. That
does not contradict the work above, since the discrepancy is
well within the experimental error of the measurements.

C. Estimation of the Lifetime of 1,2-Dichloropropane

The lifetime (t=1/(k[OH]) of 1,2—dichloropropane, was
estimated by using a global tropospheric 24—hour average OH
radical concentration of 1x10° molecule cm™® and the
measured bimolecular rate constant at room temperature. The
tropospheric lifetime of 25 days is relatively short and hence
one should consider the oxidation products to evaluate its
atmospheric impact.

II. Products of Oxidation of 1,2-Dichloropropane

The QSAR for estimating the rate of reaction of 1,2—
dichloropropane with hydroxyl radicals (3) also provides an
estimate of the amount of hydrogen abstraction from each
carbon atom; 60% from the central carbon, 29% from the
chloromethyl (~CH,CI) group and 11% from the methyl group.

The products of chlorine—initiated oxidation of a similar
molecule, 1,2,3-trichloropropane have been studied.
1,2,3-Trichloropropane is oxidized through CICH,CCI(*)CH,CI
and CICH,CHCICH(*)CI radicals which are analogous to the
major radical products of H-abstraction from 1,2—
dichloropropane by HO*.

The initial radicals react with oxygen to form peroxy radicals
(ROO*) which are reduced, largely by reaction with NO, to
alkoxy radicals (ROx).

By analogy to the decomposition of CH,CICCI(O*)CH,CI, which
yields a majority of 1,3—dichloroacetone by Cl atom loss and
some HC(=0)CI and CICH,C(=0)Cl by C-C bond cleavage
followed by oxidation of CICHy*, the main products from 1,2—
dichloropropane will be chloroacetone, acetyl chloride
(CH4C(=0)CI) and formyl chloride (HC(=0)CI) as shown in
the following reactions.

CH,CCI(O*)CH,Cl CHyC(=0)CH2CI +Cl%
CH,CCI(O*)CH,Cl CHyC(=0) Gl + *CH,CI
0, NO 0,
*CH,Cl ——=> *00CH,Cl ——=> 60CH,Cl ————> HC(=0)CI + HO*

The minor attack at the CH,CI group leads to an alkoxy radical
that, by analogy to similar attack on 1,2,3—trichloropropane, will
yield some CO, and the CH3CHCI radical as well as uncertain
amounts from other pathways leading ultimately to HCI and
acetyl chloride.

CH3CHCICH(*)CI ——=> CH3CHCICH(OO*)CI ——=> CH3;CHCICH(O%)CI

CH3;CHCICH(O*)Cl ——> CH3CHCIC(=0)* + HCI —> —>
CH3CHCIC(=0)0*

CH,CHCIC(=0)0% ——> €O, + CHyCHX)CI ——> ——> CH,C(=0)Cl
or HCI + CH,C(=0)*

ILA. Fate of Oxidation Products
ILA.1. Chloroacetone

Chlorination of acetone results in a red shift and increase of
the UV absorption. The UV spectrum of chloroacetone much
more closely resembles that of 1,3—dichloroacetone than
acetone.

Using the actinic flux (the quantity of light available to
molecules at a particular point in the atmosphere)
representative of a summer day at 40°N the photolysis lifetime
for 1,3—dichloroacetone is between 30 minutes and 12 hours.
The estimated photolysis half-life of acetone is ~80 days at
the surface and ~30 days at 5 km at 40°N in the summer. Thus
the half life of chloroacetone will be much shorter than that
required for transport to the stratosphere.




REEHRTOERAF LSO ALEDORGIZEDI/OBT 2~
L DOHETEFGIL. KOHHY0.3682 x 1072 cm® molecule™ sec ' .
KISSEBH A1 285 R £ L1=35E DHOoM LY 1 x 10°
molecules cm™® ELT=18&(2, 298 TH B,

sAa7 b NKKBENCRESN D EERKRIL S ET
M HOoLDRGEHLIERINREBISEENSDEHILET 5%
BERLTWS,

II.A.2. HCI, ¥t 7+F L (CH,C(=0)C), B LU EIEHRILIIL
(HC(=0)CI)

hoDEEYE, KSBP TR -E-FLHEDKIEHEEL
=O5CmKAESh, 5Z55~16BTKIELTHRESh
BETHEND,

FIHKIZ, 12-CH0 00T ORBIEICEYEL R ERIELS
HIDHC(=0)C| H & U CH,CIC(=0)Cl DIEZED AT EHIZ
HBIrdEMmIE, REBRISEENDIDICET SRR &IYLT oL
ﬁl.\ﬁ;%i%n AELEDERNREBICEITNDEEE
VALY (2 A

M. 12-2>/0a7AnsUIckdFV U BEEO RS

1,2-09007 0/  OHIE. Z0FHEBILERYN S,
BELEDEREZHBEICL-5T LFEZLSNEL, L=
MNoT 1,2-29RRTanUICEEFY U BHIED IFEELT
ENAN

V. 1,2-249007 0/ (k5B RIR{E D AT RETE

12-290a7anC O REGRTOEGE. EFOFI LD
AIVEDRIGERES LUHRBEFOFEHEFOFDILREIS
EOWT,. 25ATHD, Chld, hEROTUZFELICKHLTER
SN BHERICHEARTIEBITEL,

HF@EFRIMEARINLEL1,1-F)SO0T 4 (CH,CCly) EX
EANCHET BE,1,2-2/00T 0/ DGWPIE, CO,&HE%t
LT, 205 T7, $LUL1005FET2THA LM B SN D,

Lf=hioT. 1,2->/007 /80 O HEREIE L I3t 3 28228
[FEBRLTKLY,

V.12->/007anRCOREZRIGICEDA Y U ERDO T
BETE (POCP)

ERINF-ARRPTI2-Soaa7FasU AV UEERT S
ATREME (. RSN T DT TIEAZLAS., BESHIZEL,
5B DPOCPIL. BXINDEKMIZ, —RT (TFLIE100T
HBEDIZHL) 2~25TH 5.

1,2-2>9007 0/ > OMIR (BRKAY U EREEN) EFKEM
ICHET HE. T DOMRED2UELINTHDZEARSN,
*Eg)i%t%‘éigi%l:;mi HAEZRIGIEERTEELEER
DY (-

The estimated lifetime of chloroacetone due to reaction with
hydroxyl radicals in the atmosphere is 29 days based on
kOH=0.3682 x 10™'2 cm® molecule ' sec™
average of 1 x 10° molecules cm™ of HOo for 12 hours of
daylight.

Photolysis will be the main pathway of removal of
chloroacetone from the atmosphere, but reaction with HOo
also is sufficient to prevent significant transport of chlorine to
the stratosphere.

and days with an

ILA.2. HCI, Acetyl chloride (CH;C(=0)CI) and Formy! chloride
(HC(=0)CI)

The atmospheric fate of these compounds is expected to be
incorporation into rain—cloud—fog water followed by hydrolysis
and removal by wet deposition within probably 5-15 days.

Similarly, HC(=0)CI and CH,CIC(=0)Cl, the chlorinated organic
products from photooxidation of 1,2-dichloroethane, are
considered to have lifetimes in the lower atmosphere which
are much shorter than that required for transport to the
stratosphere and so are incapable of delivering significant
amounts of chlorine to the stratosphere.

IIl. Ozone Depletion Potential of 1,2 Dichloropropane

Based on the lifetime and the products of oxidation, emission
of 1,2—dichloropropane will not put a significant amount of
chlorine into the stratosphere, and the ozone depleting
potential of 1,2-dichloropropane is negligible.

IV. Global Warming Potential of 1,2 Dichloropropane

The tropospheric lifetime of 1,2-dichloropropane, based on its
rate of reaction with hydroxyl radicals and the average
tropospheric hydroxyl concentration, is 25 days. This is very
short compared to the time horizons for global climate change.

A rough comparison to 1,1,1-trichloroethane, CH;CClj, based
on a comparison of lifetimes and infrared spectra, suggests
that the GWP of 1,2—dichloropropane relative to CO, will be 7
for a time horizon of 20 years and 2 for a time horizon of 100
years.

Thus, the global warming potential of 1,2—dichloropropane is
negligible.

V. Photochemical Ozone Creation Potential (POCP) of 1,2
Dichloropropane

The potential of 1,2-dichloropropane to form ozone in polluted
air, although not specifically determined, is clearly low.

The POCP under the 5—day European base case is in the
range of 2-25 compared to 100 for ethylene.

A rough estimate of the MIR (maximum incremental reativity)
of 1,2—dichloropropane indicates that it is within a factor of
two of that of ethane, which is considered to have “negligible
photochemical reactivity” by the US EPA.
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KEEHZEDIAL—FLEEETICREMEELTEH. K485 |Vapour phase photolysis under simulated sunlight did not
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EROFISOHILEDRIGEELXZRRIZKYRDO-FER. 3 |Experimental determination of its rate of reaction with
BEAIL23BBTH o1z, ERAFLILFUHILIZEKSBKFSIHR  |hydroxyl radicals gave a half-life of >23 days. A computer
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R AL /2 27H Degradation: = 50 % after 27 day(s)
DMEERY EieERMEIRonGA o1 No catabolic products were found.
et
SR
EEHER7 (2) #IRRft CIEEMEHY (2) valid with restrictions
{SFE T O I ETE HL HETEEEHY. ROBEEh TEHASATLS: Valid with restrictions, evaluated in report: Kurland, J. (2003)
Kurland, J. (2003) Unpublished communication. The Dow Unpublished communication. The Dow Chemical Company,
Chemical Company, Midland, MI. Midland, MI.
His 1,2->4HaA-7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| X #k (54) (54)
EE
HEBYMER T—37%L no data
CASESE
HHEE
AR
Pk D GHE) other (calculated)
B4T KK air
GLP
HBRETOEE 1987 1987
HREFRMm)
AEHEEICE DOV EE
MEDRRIEIL
AEREN
=R
MERE
EE(C) =BELTEHELE: The calculations refer to room temperature.
EELL AR
FE AL /2
D RERE (%) E R
EFIRE %)
BER S e
BEREE(547) OH OH
BRARE 500000 molecule/cm’ 500000 molecule/cm’
REEH 0.0000000000016396 cm®/(molecule * sec) .0000000000016396 cm”/(molecule * sec)
R AL /2 108 Degradation: = 50 % after 10 day(s)
ERERY
iR
EE
BT =d (2) KRR CIEREMEHY (2) valid with restrictions
S48 D HI BTIR HL HIRMTEEEHY . ROBEEFTEMIN TS Valid with restrictions, evaluated in report: Kurland, J. (2003)
Kurland, J. (2003) Unpublished communication. The Dow Unpublished communication. The Dow Chemical Company,
Chemical Company, Midland, MI. Midland, ML
H 1,2->4-0070/8> ICCA/HPV VY — 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| FASCak (55) (55)
[

3.1.2. KPR EHE (K S fRME)
STABILITY IN WATER

HERME A

11~14TRE

as prescribed by 1.1 — 14

CASEE

MEE

EZ
Bk

B FEYH

Type: abiotic

GLP

HEBREToLE

SRERZ

5

;ﬁﬁﬂ%%‘i?ﬁ@ﬁﬁ?!ﬁ(%x pH. ;&

$ R t1/2 pH7: #915.84F (25°C) t1/2 pH7: ca. 15.8 year at 25 degree G
t1/2 pH9: #915.84F (25°C) t1/2 pH9: ca. 15.8 year at 25 degree C
PERERY
faam
ER HEICKDEFY: 1585 Calculated half-life of 15.8 years.
[H T &= (2) IRt CIEEMSEHY (2) valid with restrictions

{ERETE D HIBTAR AL

NRITVIERRT—AENDDT—4

Data from handbook or collection of data.




He 1,2->4-aA7A/8> ICCA/HPV O Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| AX#E (32) (32)
£33 755 : SIDSTURIRAUMIELTEELRER Flag: Critical study for SIDS endpoint

313 TIEDREM
STABILITY IN SOIL

HEME S

CASEE

MES

ER
RS

B RRE
Hik: TOM: HEGER

Type: laboratory
Method: other: Dissipation Test

GLP

RBRETE

1974

1974

FERE M

Eﬁ%ﬁ%ﬁ ]

&

ES
HEDIAT

TREHES NIV

RE

| TIEEE °C

tiEdpH

FETEE ®

TEDISR

HEEE ()

EHRE %)

BE1 A2 R igE
WEMNAFIRBE
JH S BRI (DT50, DT90) TROFFEH (FHE) AFELITLNS: The following average half-life times were obtained:
BB R Temp Half-life time
(°c) (8) (degrees C)  (days)
2 74 2 74
15 52 15 52
20 41 20 41
S EEE R
o EDIHA R
et
ER 2D D FEHREEDH (BHEIE A : 7.7%8 £U1.9%; pH: 438 |[The half-life time was tested on an average of 2 sand grounds
FU5.0)ESUIZ2DDF5 T (LAY : 1.5%F5 £181.8%; |(organic compounds 7.7% and 1.9%; pH value 4.3 and 5.0) and 2
WEEEE: 1.9%8£U17.4%; pH: 7.7 KTU7.6) IZELNTH  |clay grounds (organic compounds 1.5% and 1.8%; clay content
BHDOHBREERL -, HSRRBICEFAL-LI21,2-290 [7.9% and 17.4%; pH value 7.7 and 7.6). The grounds were
aZa/syEmLiz(24 BIZ9@E]) ., 1,2-2490aA7 A/80% & |enriched with 1,2-dichloropropane in closed glass vessels (9
#IZFIMLE=%277 Bf=2Th o, TOHDOEHIELHDE  |times bimonthly). Twenty-seven months after the last addition
BEEHWLTI2->90070/30 DRV ERTE L=, 5524 |of 1,2—dichloropropane the organic chloride content of the
KIFREZE T = BEIIHRELENo=(12-0900F grounds was analyzed to determine the reduction of 1,2—
O/ DOAMELD EEDH) dichloropropane. There was no control with contaminated or
sterilized ground (only ground without the 1,2—dichloropropane
enrichment).
E8EMEXa7 (4) (EFEMZFHBTEALY (4) not assignable
{E%E T O I BT IR L EEMEETMETELL; EEEZHIET AICIFEMAT T [Not assignable; Insufficient detail in the IUCLID entry to
THbd determine reliability.
H 1,2->4-0070/8> ICCA/HPV aVY— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| FASCak (62) (62)
[
HERYEA
CASESE
HHEEE
AR
Vi
GLP
RERETo-F 1976 1976
EEEY BRE12emDEESDRMAERICHER £ %3cm A, 1,2-240 [1,2-dichlorpropane was applied in open vessels that were
oA/ EFMLTHARFICKELT=. placed outside in a sandy—clay ground layer 3 cm thick, in 12
cm depth.
SR ER HA R
#E
REDAM4T T - XK GtE) soil-air (calculation)
BTSN IL
=E
| TIEEE °C
|+ iEdpH
| EEREE ()
TEDISR

HEIEE %)




EHRE %)

BAA > 3Rk
BERNAAIREE
SH X BFRE (DT50, DT90)
S EEE R
B C L DIHAE
f&m 12->4-/0070/8 X108 B TI9%ESFEL -, EFRMEDEIL [1,2-dichlorpropane evaporated by 99% in 10 days. Volatile
ERICKDERMITREShELI T, catabolic products could not be detected.
SERR
EEMEXa7 (4) (SR ZET @ TE4L (4) not assignable
{SFEME 0 BRI 4e GHBZE T BICITRENT+HTHS) 4e (documentation insufficient for assessment)
H Bt 1,2->4-0070/%> ICCA/HPV aVY— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
ELESS (63) (63)
&=

32 E=AYLYT—H(RER)

MONITORING DATA (ENVIRONMENT)

HEBYMER

CASESE

T

AR

Fik BRHERER =02 ug/l Limit of detection = 0.2 ug/I

BIESAT (Hhm) NVITSIURRE background concentration

[ERES #h TR K ground water

S EE: 02~194p g/l Concentration: = .2 = 19.4 y g/|

frt 1986 A 51999 DRI KEIZHE L THH SN =1926{E D |1,2-dichloropropane was present at concentrations of 0.2-19.4
TRDFEBDSE, 15BN 02505194 ug/ID1,2-540 |ug/l in 15 of 1926 ground water sources from the USA
Djﬂ/f)hi*ﬁﬂiéﬁf:c 1,2->4-0070/30 D REHS ug/l |analyzed during the period 1986-1999. Only two samples
FRZSABEDHTI2ETH 1=, AHDKED contained PDC at concentrations in excess of 5 ug/l. The vast
(1911/1926=99.2%) TIEPDCHA KR SN iZMoTz GRHERFRIE |majority of samples (1911/1926 = 99.2%) contained no
0.2 ug/1)o detectable PDC (at a limit of detection of 0.2 ug/I).

ER 1986 FE M 51999F DI, KEIZH TS F D B A DRKEE |Samples of untreated ground water from 1,926 rural, self-
HF1,926 0 HIFEILI=RNEBD# KR EHZDULVT, 1,2-2  |supplied domestic wells in the USA were analyzed for VOCs,
IaRTANVEECEREERIEESY (VOC) DH#T%E1T> |including 1,2-dichloropropane, during 1986-1999.

o
Reviewer's comment: this period covers the phase—out (1984—
LEA7—DaAvk: CORBIEKREIZE L TPDCEERMEAYIZ |1989) and subsequent delisting of PDC as a soil fumigant in
29 HEFH] (1984~1989) [CAEHL . 5lEHE TIEDEFAEH| |the USA, including a 10-yr follow-up period.
oA N . A0VERDT+A—T7 v TN RIT 5Tz,
Data were complied from two sources:
7‘-‘—9(11&_?0)200)'[%#@75\6%%LT:%O)'G&%: * Samples analyzed by the USGS National Water—Quality
* XEMBERABTROKETEMIOTSLO—FEELT, 1993 |Laboratory between 1993-1999 as part of the US Geological
EMNS199FDE . KEMERAER KEMAEEIZLDTS |Survey's National Water-Quality Assessment Program.
WEht=H2T I, I8—=2 S5y T HRIARKISTEES  |Samples were analyzed using purge and trap gas
WEHCE>TH SN T=. chromatography—mass spectrometry.
* Hhigh, N RV ZF DD EFBHERE T, 1986 FEMNDH19955F MME [* Samples analysed as part of an ambient ground
IZERmSNI=H TR/ KBEDKEE=S) T TOSS5LD— |water/source water quality monitoring program conducted by
BELTHMEINI=H 2T IL, US-EPAREMEZIZESTH |local, State and other Federal agencies between 1986-1995.
wehiz (DA EDRRIEITRESNTLVELY) Analysis was performed by a US-EPA certified laboratory
(variety of methodologies, not reported).
MDD HITHERIE. ST DBRHERFRH0.2 ug/ILLT (F7424> |Results from these analyses were included in the report only if
5,02 ppblAT) DEDIZTDNTDHAREZ(ZERH SN TLY  [the analytical limit of detection was 0.2 ug/| or less (i.e. 0.2
B0 _ \ ppb or below).
1926 DR F R 15D FHKCPDCHAEEN . EHEIL0.2~194 |PDC was present in 15/1926 samples at detected
ug/I. I R{E(X0.5 ug/I (500 ppt) THo71=o concentrations of 0.2-19.4 ug/I, with a median of 0.5 ug/| (500
ppt).
IS I5EDRHHEBDSL ., REMS ug/IEHBZ 1= D [E£2{E | The analyzed concentration was greater than 5 ug/l in 2 of
THo1zo TDIHEIL10 ug/IEFR TL=AY, CHILEIKT |these 15 samples, and exceeded 10 ug/l in one of those 15,
1926 DFHFSIBD AT ELNSZ EITHS, essentially 1 out of 1926 total samples analyzed.
PEJT—O):)P/I“Z PDCEEEBLI-15EDRFDS3513{ED |Reviewer's comment: by inference, 13/15 of the 'positive’
AHDEF=E($02~5 ug/l'C\‘ﬁ)’J?’:° AEDOKXES samples contained PDC at a concentration of 0.2-5 ug/I. The
(1911/1926=99.2%) TIEPDCAERESNEMoTz GRHEPRFIE |vast majority of samples (1911/1926 = 99.2%) contained no
0.2 ug/I, E7=1£200 ppt), detectable PDC (at a limit of detection of 0.2 ug/| or 200 ppt).

EEMRa7 (2) FIRRfT CIEREMHY (2) valid with restrictions

[5 EE IR LT KEDOBFEBICL->TRESIN-E=R2YL Y THD Monitoring studies conducted by US government agency

Hs 1,2->4HaA7a/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium

5| FAX#EK (64) (64)

E=

HEBYMER

CASES

MES




IR

Hik BRHERR: 2 pptA T Limit of detection at or below 2 ppt

HIERAT (=) NI SIVRRE background concentration

JERES PN air

EE \

fEm RKEFD12->-/0070/DEEIX. A TAIL=F D2 & [The concentration of 1,2—dichloropropane in ambient air was in

T Cl&<2-157 ppt. AASKEM T/ \—TE<2-312 ppt, TFH
AP EL—RPTIH<2-724 ppt TH 1=, imEDEHTTFHIE.
121 ppbkYEH/NEMoT= (24 ppt&163 pptDFE),

a range <2-157 ppt at two locations in California, <2—-312 ppt
in Denver, CO and <2-724 ppt in Houston, TX. Arithmetic
mean concentrations were consistently less than 1 ppb
(between 24 and 163 ppt).

ER 1980 FERDHCA. 12->/00T 0/ 2L 214 EDER
HEEIEEY (VOS) DHMHT AT HEREZ ., KEDEHE4E
Fﬁg?sl,\'c.‘ﬁ'ﬂziﬂliﬁI:bf:o'ciﬂllil,f:o BIEHIERDESY
THb.

—H)TAHILZTMH/E (Ya\L—); 1985448 . 8
A. 128 G EREREART 51358)
—A)TAHIL=TMAD=—; 19844527 (5t108)
—T¥FHRAMEL—RL2; 1984538 (519R)
—aRSKMNT/N—; 198453 A N 548 (5188)

MAZIFEFFEALTH LS mOXKREFRERLIZ, Y2 /€T
[L2BE RSz > THREFEITofzhS. KEHDRIEH T ~265
R D3~55 R TREEREL =, FEFTIZEHLVTEH500
mDKEZEZHZERL., BAETILIVIZE-TAEL,. BELIZEF
FELRHBRGCICKY N EIT oz, ATEEL. BUIRE
EEEZFFERALTIBICIEAVL2EBEEFREEL, SR
7E (Northrop Service Inc.) DFER . ¥R £+/-15%, HEE [F+/—
30%TH o1,

LEA7—DaAU M PDCITH S DI RFETEALH, 55
NIFERDLHIE T HE2 ppt A FEEZBND,

ARHPREOHEMEHFLUTOLIICHESL TS (B
[Fppt=13k 53D 1; FEIMADEUBIZFEERE TS ):

HITHIL=T MH> /E: 31 (9-70), 25 (9-61), 24 (9-35)
H)TAIN=T WA I =—: 35 (<2-157)
TERHRMEL—R 2 158 (2-724)

aASKM T/ N—: 163 (<2-312)

LEA7—DAA bt CORERN. £2RELTEDOLHOHFR
TINFETITHRESN TV ERMER LSOO ITRES
YHIHHEVNC LDV TEES I TLVELY,

Measurements of urban air concentrations of 24 selected
VOCs, including 1,2—dichloropropane, were conducted over
periods of approx. 2 wk at 4 urban locations in the USA during
the mid—1980s:

- San Jose, CA (“Silicon Valley”); April, August and
December 1985 (total 35 days of sampling)

- Downey, CA; February 1984 (total 10 d)

- Houston TX; March 1984 (total 9 d)

- Denver CO; March-April 1984 (total 8 d)

Air samples were collected using a stainless steel manifold, 5
m above ground level. In the majority of locations, samples
were collected 3—5 min over 1-2 hr whereas a 2 hr integrated
collection regime was employed at San Jose. On average 500
ml ambient air was collected at each location,
cryoconcentrated (liquid argon) and analyzed immediately by
electron capture detector GC. The analytical equipment was
calibrated once or twice each day using appropriate
concentration standards. External audit (Northrop Services
Inc., under contract to US-EPA) indicated a precision of +/—
15% and accuracy of +/-30%

Reviewer's comment: no limit of detection was given for PDC
however, based on results obtained, this would appear to be 2
ppt or below.

The following arithmetic mean ambient air concentrations (ppt,
parts per trillion; range in parenthesis) were reported:

San Jose, CA: 31 (9-70), 25 (9-61), 24 (9-35)

Downey, CA: 35 (<2-157)

Houston TX: 158 (<2-724)

Denver CO: 163 (<2-312)

Reviewer's comment: the authors do not discuss these
findings, which were generally one order of magnitude below
the analyzed concentration of other VOCs reported in this
study.

[F T =4 (2) HIRft CiEfEMEHY (2) valid with restrictions

{E%E T O I BT IR L SMmICEL-EAE Research investigation, suitable for assessment.
H 8 1,2->40078/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
ELESS (65) (65)

EE

33. BEIEHE
TRONSPORT AND DISTRIBUTION

331 RERAEOBE
TRANSPORT BETWEEN ENVIRONMENTAL COMPARTMENTS

33.2 B2
DISTRIBUTION

HERYE £

CASEE

MEE

SERR

LIS AR -EE - 18 - K ITEH5BHMHE

dynamic distribution in air-sediment—soil-water

Hik 753%: Mackay, Level lIMARICHE-THE
£ 2004

Method: Calculation according Mackay, Level III
Year: 2004




BT EIE

LALLM DFHDEUTDANNGA—RZAL=:
SFE (g/mol): 112.99
IRE (°C): 20
Log Kow: 2.0
ZARE (Pa): 6620 (49.7 mmHg)
A —BIER: 0.00282 atm—m>/mole (Henry database)

Biowin (S #&kR) B U AOPWin [ZE D RIHA (BERS)
K& 581
JK: 900
+1%: 1800
JEE: 8100

LAV E : 1,000 ke/BF (BRADHEH D)
U.S. EPA TRIT—AR—X([Z kb &, ESN TLVSPDCHEH
ENEBIARTADHETHD

Input Parameters for Level III:
Molecular Mass (g/mol): 112.99
Temperature (°C): 20
Log Kow: 2.0
Vapor Pressure (Pa): 6620 (49.7 mmHg)

Henry's LC: 0.00282 atm-m>/mole (Henry database)

Half-lives (hr) Based upon Biowin (ultimate) and AOPWin
Air: 581
Water : 900
Soil: 1800
Sediment: 8100

Level IIl Emissions: 1,000 kg/hr to air only.
According to U.S. EPA TRI Database, >99.9% of reported PDC
emissions are to the atmosphere.

fER LARJVIIET JLIZE DUV =PDCHREICE T 50 E Distribution of PDC in the environment based on Level III
model:
W=tk B %)
Compartment  Distribution (%)
& 98.8
K 0.979 Air 98.8
TiE 0.197 Water 0.979
EH 0.00378 Soil 0.197
Sediment 0.00378
KRR DGR LPREEE D89.2%HH Y
REBPORIGIEBREEED10.6%IZHH Advection in air accounts for 89.2% of removal rate
K.EE., TEADBRSIVRGIZRERED2% Y |Reaction in air accounts for 10.6% of removal rate
Advection and reaction in water, sediment, and soil account for
0.2% of removal rate
ham LA I BRUIMETILIZEDFRITIE, PDCIZEEDIKIZ [Level I and Il models predict that PDC will be predominately
WREIT DM FIFEAELL EITKTBISEEN D, KK |transported to the atmosphere, with little or no potential for
B TCIEBRIBRERBBOREEZ LD D, deposition to soil and water. Advection is the predominant
removal mechanism in the atmosphere.
EZ
EEMEXa7 (2) HIRRft CIEEMEHY (2) valid with restrictions
1S58 D HIBTIR L 2d (RIF AL TWSEEFZ) 2d (accepted calculation method)
HB
EIGES S 12->40[7[/8> ICCA/HPV a2y —S7 L Source: The 1,2-Dichloropropane Consortium
(113) (113)
ik 757% : SIDSTURRAVHZESTERLRER Flag: Critical study for SIDS endpoint
HERMEA
CASES
MEZE
SERR
JERES AS - EYHE - BEE - T1F - K ICBIT58%0E static distribution in air — biota — sediment(s) — soil — water
Fik Fi%: Mackay, LRIV T DAEIZHH-TEHE Method: Calculation according Mackay, Level |
4£: 2003 Year: 2003
AEREN
fER .
BV P VI LRILIE (%) Compartment Level I amount, %
AR 98.0 Air 98.0
7K 1.82 Water 1.82
TiE 0.161 Soil 0.161
Eg 3.6E-03 Sediment 3.6E-03
BRNT 1.1E-04 Suspended particles  1.1E-04
it 9.1E-06 Fish 9.1E-06
f&am *55}‘1‘?.’“’&@\7“&1:‘ﬁﬂ”]ﬁﬁ7ﬁ‘>7—"f—|:§’5<ﬁﬁi:E?}LIZJ: In a static fugacity—driven distribution model without advection
hif. 12-CooorosviFEELELTRRDIHESH or reaction, 1,2—dichloropropane is expected to distribute
(98%). U FEERIEIZ, /KFIZ1.8%, £IEFIZ0.16%, [JEHIZ |mainly to air (98 %) with water (1.8 %), soil (0.16%), sediment
3.6E-03%., BREKIFIZ1.1E-04%, BA%EIZ9.1E—06% HECSh (3.6E-03%), suspended particles (1.1E-04%) and fish (9.1E-06%)
%, being serially less important compartments.
JERR
E3EMRDT (2) HIFR CIEFEHEHY (2) valid with restrictions
[5 EE IR LT LGLEASN ., ZFANLA TSIV E 1 —2 5 BEET )L TH |Widely used and accepted computer distribution model,
Y. 55842 reliability 2.
HE
5| X #R (114) (114)
£33 755 : SIDSTURRAUMIE-TEELRER Flag: Critical study for SIDS endpoint
HERYE R
CAS%EE
HHEE

N




Bix

A& - AW - EE - £18 - K IZE1F58M 5 B

dynamic distribution in air — biota — sediment(s) — soil — water

Bk % Mackay, LRI D AEICEDINTETE Method: Calculation according Mackay, Level III
£ 2003 Year: 2003
AEREN
RS FMHE LRNIILIIE, % Dynamic distribution, Level IIl amount, %
B = (ke/BF) K& K TiE E® Emissions, kg/h, to air water soil sediment
3000 O 0 0 3000 O 0 0
AUN=F AU %) Compartment
KR 98.5 Air 98.5
7K 13 Water 1.3
TiE 0.2 Soil 0.2
3= 5.3E-03 Sediment 5.3E-03
RS (BF) 90.9 Residence time, h  90.9
0 3000 O 0 0 3000 O 0
AU —hIVh (%) Compartment
KR 16.9 Air 16.9
7K 82.7 Water 82.7
TiE 0.04 Soil 0.04
EE 0.34 Sediment 0.34
RS (BF) 369 Residence time, h 369
0 0 3000 O 0 0 3000 O
AU —hIV (%) Compartment
KR 41.3 Air 413
7K 3.7 Water 3.7
TiE 55.0 Soil 55.0
EE 0.015 Sediment 0.015
R R (BF) 216 Residence time, h 216
ETILEH Model conditions
DRERE (CREE: degradation rates (Half-lives):
225 = 600 BERE; k. £1E. EE = 1.0E11 BERS (R TE air = 600 h; water, soil, sediment = 1.0E11 h (negligible).
%) Data temperature = 25°C;
R =25°C water solubility = 2800 mg/|,
JKiBEHRE = 2800 mg/| vapour pressure = 6620 Pa;
ARE = 6620 Pa log Kow = 2.00;
log Kow = 2.00 melting point = —=100.4°C.
Bl =-100.4°C
Hhw LANLTIOBMSEET LITHEBREOEEHEZERLTLY  [The Level il dynamic distribution model highlights the
%, BEMICIKIFZEFER[DADHHDOATHY ., EITKZR A |importance of the emission pathway. For realistic emissions
SECL (98.5%), 2RYIZIKEFA1.3%, TIEFAN02%FNZFHS |only to air, the main distribution is expected to air (98.5%) and
[ R _ﬁTFEEI‘:s.SE—OS%\ BRBHLF(27.9E-05%., £ EEIZ |secondarily to water (1.3%) and soil (0.2%), while sediment
6.4E-06% BT BHY. ChblEHTHTHS, (5.3E-03%), suspended particles (7.9E-05%) and fish (6.4E-06%)
are unimportant.
TR
S8BT (2) IRt CIEEMEHY (2) valid with restrictions
{E5E1TE O HIBTIRIL GLERASN ., ZFANLA TSIV E 1 —2 5B ET )L TH |Widely used and accepted computer distribution model,
Y. S reliability 2.
HB
5| Bk (114) (114)
"% 757% : SIDSTURRAVHZESTERLHER Flag: Critical study for SIDS endpoint
HERMEA
CASES
MEZE
SERR
[EEES K-+ water — soil
ik ik T GHE) Method: other (calculation)
££: 1980 Year: 1980
SEREM
R Kenaga and Goring (1980) [IZ&AFHE R log Koc = 1.377 + For 1,2-dichloropropane, a ground sorption coefficient Koc
0.544 (log Pow) &Y, 12->40 Djﬂ/(‘/ﬂ)iiﬁ&%ﬁ:ﬁKoc 299.14 can be calculated on a basis of n—Octanol/water
(X n-F982/— )L/ KD BLIREL log Pow 2.021ZH D EKoc =  |partition coefficient log Pow 2.02 according to the formula of
299.14L5tEHEN D, Kenaga and Goring (1980) log Koc = 1.377 + 0.544 (log Pow).
Blume (1990) [Zkd &, TIEERFETEVLEHAIESN S, Therefore, according to Blume (1990) low ground sorption is
expected.
il néml
R
[ EE = (2) FIRRfT CIEREMEHY (2) valid with restrictions
1SR HI TR HL NRTIIMLDT—4 Data from a handbook
HE 1,2->40070/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
ELESS (121) (122) (121) (122)
EE
HERYE R
CAS%EE

MEE




EIR

JERES K- 11E water — soil
Ak Ak DO GHE) Method: other (calculation)
1982 Year: 1982
AEREN
[ n—#449%/—)L/K 5B {%EPow105 ZFLVT. Koc- A ground sorption coefficient of 50 was calculated on the basis
048xPowDR(ZK-TEHET HL. TIERBEFREII50TH S, |of the n—Octanol/water partition coefficient Pow 105
Blume (1990) [&, LIEADREZEIFIEL. ELLIELIEEIZIELVE |according to the formula Koc - 0.48 x Pow.
FHILTLNS, According to Blume (1990) the expectation is from very low to
low ground sorption.
[l
SER
EHERa7 (2) IRt CIEEMEHY (2) valid with restrictions
{E5E M O HIBTIRIL NRTVIDLDT—H Data from a handbook
HE 1,2->4~a[a7 A\ ICCA/HPV a2 yY—S7 L The 1,2-Dichloropropane ICCA/HPV Consortium
ELESS (122) (45) (121) (45)
EE
EEIEES 11~14THE as prescribed by 1.1 - 1.4
CASESE
HHEE
EX N
JERES
HiE £ 2004 Year: 2004
Fi%: KocEtE YTk, PCKocWIN V1.66[ZLL D A 51785 A— |Method: The following parameters were used as inputs for the
AxFL= PCKocWIN V1.66 software to estimate Koc:
SMILES: CIC(CCI)C SMILES: CIC(CCI)C
SF: CHgCly Molecular Formula: C;HgCl,
HFE: 11299 Molecular Weight: 112.99
AHEREN
=3 Koc = 67.7 Koc = 67.7
RFHIE Log Koc = 1.8306 Non-corrected Log Koc = 1.8306
—RHFiEEHEE = 2270 First order molecular connectivity index = 2.270
##1E Log Koc = 1.8306 Corrected Log Koc = 1.8306
=
0 aff
JERR BERINSE Preferred value for Koc.
KoclE&Y . HERME T TIER TE LB ZF DI EMREE | The Koc value suggests that the chemical is expected to have
hd, very high mobility in soil.
BT =g (2) KRR CIEREMEHY (2) valid with restrictions
EBTE D FIETIERL (RIFANGNTWRETERE) Attached doc.: 2f (accepted calculation method)
HB
5| Bk (47) (47)
&%
34 IR E SN

AEROBIC BIODEGRADATION

HEEME R 11~14THRE as prescribed by 1.1 - 1.4

CASES

MEZE

SR

Hik @5 B Type: aerobic
Ak OECD HARS4/> 302 B TREMENENE: E1E Method: OECD Guide-line 302 B “Inherent biodegradability:
Zahn-WellensiRE& | Modified Zahn-Wellens Test”

AR 28H 28 day(s)

HBiER EMEIRE. TimBEK., REIME activated sludge, industrial, non—adapted

GLP [FLy yes

HEBREITo-F 2002 2002

HEREH

RS- EEE P OFMESE (FAWE 1,000 mg/L) [
150 mg/LOPDCEBEEMZ CRIGEER LIz, BHIZLD

PDCOBRFINA B1-OIHERE R IS HERALT-, Baa LED
BREEFAEL. FREFEIHEINELS BEICEHL
TEERH REWHILI=,

Eb5E Z KB CRHRELEMEFIRICPDCEMA . IEEWHIR
BLLTz, Fz, 7Y EFMFIRICMA -0 O ZEG xR E
EL. MEMBERRREDENMEERER Lz, S5IZ, JEHEERIC
F=UUHELUPDCEMA =L DEEEXBELL, REME
MEEMICH LB EREF O ESHERLz. RIGRKIE
EHRICIBEL ., 22 1°CT28 BREEELT =,

Reaction mixtures were prepared by adding 150 mg/L PDC
directly to activated sludge (1,000 mg/L mixed liquor
suspended solids) in a defined mineral medium. The test
vessels were sealed to minimize the loss of PDC due to
volatilization. Oxygen concentrations in the headspace of the
vessels were monitored and oxygen gas was added as
necessary to ensure that aerobic conditions were maintained.

Abiotic control mixtures were prepared by adding PDC to
activated sludge inhibited with mercuric chloride. Positive
control mixtures were prepared with aniline added to activated
sludge to confirm the viability of the microbial inoculum.
Toxicity controls were prepared with aniline and PDC in
activated sludge to determine if the test compound was
inhibitory to the microbiol inoculum. The reaction mixtures
were continuously mixed and incubated at 22 = 1 ° C for 28
days.




0.1.2.7.14, 21, 28BICRIGEEY LTIV T L. BRET D
PDCHLUAFAHKE (DOC) DEEFAFEL, RiG&EP
DPDCREIL, KFERAAEBREFARIAINTS5T4—
(GC-FID) [Z&YBIE LTz,

ToUVDORKREZ, RISEPDAEFEER#KSE (DOC) EHHL
THRIELT=,

PDCH LUDOCHEEIL. 2ED RIGHEEREL . B FHE
LTHELT=,

Reaction mixtures were sampled after 0, 1, 2, 7, 14, 21, and 28
days to measure PDC and dissolved organic carbon (DOC)
concentrations remaining in the mixtures. PDC concentrations
in the reaction mixtures were determined by gas
chromatography with flame ionization detection (GC-FID).
Removal of aniline was determined by dissolved organic carbon
(DOC) analyses of the reaction mixtures.

PDC and DOC concentrations were reported as the arithmetic
mean of analyses from duplicate reaction mixtures.

HEVERE

150 mg/I

150 mg/I related to Test substance

HIERE

EHEE °C

WEBMES SV RE(me/L)

7=

aniline

SRERESE

BEAKRER (DOC)
KFELRAFABRBBEA RO 5T4— (GC-FID)

dissolved organic carbon (DOC)
gas chromatography with flame ionization detection (GC-FID).

SREEHEE

R

RIRSRRE (%)

HE

HBRESETCRESRIELEN O

under test conditions no biodegradation observed

SRR

PAY; 2EdE

PN 2EdE

I“'ﬂl“;ﬂl“'ﬂl“
HlwINd|—

PN 2EdE

DEE Y

LRBRLUSN DY RERIE S &

RUZDHER

HNEYMEN7, 14ABBEDHRE

AHERICHUVTPDCITEL LI o=, MEMRMD Kt
;&t#f:—t%ﬂﬁ!ﬁﬁtﬁ 28HEMPDCOEKRICERTAON
EMot=,

No biodegradation of PDC was observed in the test. No
difference was observed in loss of PDC in viable mixtures
compared to abiotic controls over 28 days.

GHEEXEETIE. 7=y (BBYE) FL{HFEL 14AHT
96%). HEFRFEDENIEI RSNz, PDCEFMLI=F1EXTR
BTT7UUNEL L 14BET8%) Z&hn, SRERSEH
TIZH L TPDCIFHEFEREERE LAY,

Aniline (reference compound) was extensively degraded in
positive control mixtures (96% in 14 days), thereby confirming
the viability of the microbial inoculum. Extensive degradation of
aniline in toxicity control mixtures containing PDC (98% in 14
days) showed that PDC was not inhibitory to the inoculum
under the test conditions.

ZDih
HER PDCIZ. {EIEOECDT AR H AR5 302BEHERM L4 TIZ#H [PDC did not meet the criteria of inherent biodegradability
WTAREBERMEDEEOEEIZERLAEN ST, under the conditions of a modified OECD Method 302B test.
SRR
EEHRa7 (1) #IRRZ<E5EMEHY (1) valid without restriction
{E%E T O I BT IR L GLPEHT THARSAUIZHE>TiTHEb =3 ER GLP guideline study.
H 8 1,2->40078/8> ICCA/HPV a2 Y—S 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| ARk (123) (123)
"% 757% : SIDSTYURIRAVMIE-TEERER Flag: Critical study for SIDS endpoint

3.5. BOD-5, CODF71=[&BOD-5./CODLtL
BOD-5. COD_OR RATIO BOD-5/COD

HERMEA
CASEE
HMEE
AR
BODSDE &
GLP
MEREITO-E
SEREN
73] e
RE
#5R megO,/L
BOD/CODLE
%j:;@@.
b=t
F— NIRRT - TREBARUEKDIEZ A EEZE [Chemical oxygen consumption (CSB) analysis, following the
EE (CSB) &L= A, 1,2->/aa7 0/ [F8R8 47> |uniform procedures to test water and waste water, determined
fEERADLETIOL (V) [TEYD T AL EEEESH AL [that 1,2-dichloropropane can only be oxidized in small
EHVFHIBALT=, quantities by chrome (IV), catalyzed with silver ions.
ZHOOLBIEDELIZEY ., RAAVIEBFETHLUEEAA |During the oxidation of dichromate, 12 % of the theoretical
e BETTOCSBEIE, ThZNIERIED12%35 K U245%T  |CSB value was found without silver ions and 24.5 % with silver
Hot=. 1,2-ouan7a/vIE, vUAY (VI) DFEFE T TIE  |ions. 1,2—dichloropropane does not oxidize in the presence of
BRIELAR LN BV H U EEDIFHE T CTOEE X IRERIEDO0% |manganese (VII). Oxidation was 0 % of the theoretical value in
THhol=o the presence of permanganate.
EEERa7 (4) 1S3 Z Sl TELLY (4) not assignable
EHEMETMTELL; EEELZHIET AIZIXIUCLIDDEEM [Not assignable; Insufficient detail in the IUCLID entry to
S D HIEE NFR+9THD determine reliability.
H B8 1,2->4-aA7A/8> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| FCER (134 (134)

BE




3.6 MR

BIOACCUMULATION
HEBYMER
CASES
HHESE
AR
Ak OECD AR5 305 C TEEMEMEME: BFEICHITHEME |Method: OECD Guide-line 305 C “Bioaccumulation: Test for
HETEELER] the Degree of Bioconcentration in Fish”
XV a4 (%) carp (fish)
REHRM (A) 428 42 day(s)
IREE=RE 0.4, 0.04 mg/L 0.4 and 0.04 mg/L of PDC in water.
ittt H#A RS
GLP
HBEToEE 1981 1981
SAE
AEREH BIE: 25°C 25 degree C
pHIE: 7 pH-value: 7
BERaHEE: 97 ppm oxygen content: ca. 7 ppm
k= flow—through system
BEULEENSEERYAS direct intake through gills and epithelium.
WERME AR
xtEEY B
StEME R RO HAE
iﬁ%ﬁﬁﬂ/%m
SRR {TE)
EEEEE ()
AEBRDOHBRYERE
iR HER 2 (BCF) 0.5~7 5-1
BA - HEH TE 3K
B i
KM
ip{ﬁl@ﬁg
ihE aff
JERR £ Y ERHERE (BCF) Mo, EYMERIL. £2<{HSL\ILIEELALE |According to the bioconcentration factor (BCF), no or little
LGB EFRISNS, bioaccumulation is expected.
E8EMEXa7 (2) #IRRft CiEsEMEHY (2) valid with restrictions
{ERETE D HIBTAR UL FIRMCEEEDY; KRB EDOFMEABEON-ERTIESH ([Valid with restrictions; limited methodological detail available,
BMAFAHETHY . HARSAUHRBRTHS, guideline study.
s 1,2->4-0A70/%> ICCA/HPV OV Y— 7 L The 1,2-Dichloropropane ICCA/HPV Consortium
5| Bk (133) (133)

el




HE%

FER#EE (EU-RAR)

R X (EU-RAR)

41 BAORMEN
ACUTE TOXICITY TO FISH

SBNE

11~14TRE

as prescribed by 1.1 — 1.4

B —1%

B

GLP

T—5%L

no data

REBRETE

1982

1982

BIE BRI BHGE

Pimephales promelas (38, %K)

Pimephales promelas (Fish, fresh water)

IVERAVE

BRNADATOEE

SEME DS

DH (D

1752
FER DM AR

e
FEREM

SERADORE, Kk, A5

SHERAKEH-YDRKE

SEYE TORZHABRER

LAt

FHHKIR

FERUKDLFEMEE
;ﬁgﬁ;iﬁ;&(&lﬂ%ﬁiﬁ;ﬁ)&%@%ﬁ

HEBRYE N EEPTORES

BN/ BHOEREZDRE

REDH

REHME 96B% [ 96 hour(s)
HEBRAX K flow through
oK/ HKSERE

HH, ESEYRAR

FENBRINDEELTRE
REUXEBXICHITHKE

BRI R B
R IKRE
THAEREDHERZE
1 e —
BRERE
EARE
EYFHEZEHT
RIERTCEDR
#atrEER
ML FERBERBRO T HHREBREL TERSNI=AFERIZEE |Only brief details are available for this study, which was
ER HERBADAH M AFTEL-, conducted as a preliminary to an Early Life Stage test.
SEERICHITHETE
BEERE
ZOMOEBRER
[t
#E8 (96h-LC50) LC50: = 139 mg/I LC50: = 139 mg/I
EHEERa7 (2) HIFRf CIEREHEHY (2) valid with restrictions
F—RET1
ST HIETR L
HE The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| A3k (136) (136)
e 754 :SIDSTURKRAUMZES>TEELRER Flag: Critical study for SIDS endpoint
HEEWME 11~14TRE as prescribed by 1.1 - 1.4
E—1%
Z DOt KEEPA(1975), KEEMDEHEERAEIZET HZ [other: US EPA (1975) The Committee on Methods for Toxicity
BL AH AREFHIWES IUVEEEDOSMSMRERS |Tests with Aquatic Organisms: Methods for acute toxicity
3% . Ecological Research Series (EPA-660/3-75-009) tests with fish, macroinvertebrates and amphibians. Ecological
Research Series (EPA-660/3-75-009)
HEREMN
HERIZ25°CICEVTERNBRAILOBAHSABDKIELEHEA [Test conditions
LTITot=. RERMAEL TIER—RY 7D IKZEEHLT=, 12 | Testing was carried out at 25 degrees C in all-glass aquaria
BEDER/KIEIZS0IE T DD AETIUA LIZENY T, 558D with a working volume 41 |. Water from Lake Superior was
HEREERBSIUXEBH T, 2ETRHEEZ{T o=, PDCO{RTFE |used as the exposure medium. Fifty fish were randomly
BRERANT H=-OIZEATNS AT LEFEHALT-, ELVEREREE |assigned to 12 exposure tanks, comprising five test
BERE T H-OIZ06MHRTHIRLIZ(LAL. $RXISIEZER |concentrations plus a control, in duplicate. A 'saturator
Hik DEEICDVTITEH SN TULELY), SEREARI S, #A8HIX1T |system’ was used to prepare a stock solution of PDC, and the
Hiahot=, REFI1BH=YKE10MHDEZIBZT-, XIEBEE. |lower exposure concentrations prepared at a dilution spacing
HRER. BLUSEEHOKIETIE, BEMERE. FEE. 7 |of 0.6 (however the actual exposure concentrations used are
IWH)EEEETLE01205<EE1B1EAIEE{T o=, B |not stated in the paper). Fish were not fed during the period of
FATEEFAL CHRERE 16 EL-UKkmIZE T the test. Water flow through the tanks was greater than 10
48Im(JL— A1), tank volumes per day. Dissolved oxygen, hardness and
alkalinity were determined at least once daily on a control,
intermediate and high exposure tank. Fluorescent lighting and
a 16 hr photoperiod was used (48 lumens at the water
surface).
GLP T—AIL no data
HEBRETOLF 1983 1983
AIE, R, HBRE Pimephales promelas (Fa$8. %K) Pimephales promelas (Fish, fresh water)
IURERAb

RBMEDOAMOEE

FY

yes




DAL
HERARPDOPDCREERET 5762, 63NIEFHERM

Analysis
GC with 63Ni electron capture detection was used to quantify

HBMEDOITAE I2k%GCEFERAL =, the concentration of PDC in the test solutions.
LC50MDR5E Determination of LC50
LC50MREERTE T S1=8IZ, Trimmer spearman—Karberi%x |The LC50 concentration was determined using the Trimmer
IZ&Y F BRI EEZ R DT=, (Hamilton, MA et al. (1977), Spearman—Karber method for estimating median lethal
Environ Sci Technol, 11, 714; G £ (1978) 12, 417) concentrations (Hamilton, MA et al. (1977) Environ Sci
HROYEHRNE & Technol, 11, 714; ibid (1978) 12, 417).
WETHFE
INEDT—RIZRL T, ShUl EO#HEIFETBERAINA [Statistics
MHhot=, No further statistical methods were applied to these data.
BBRER |
HBRADAR. AR, KE
ARAKEH-YDRKE

SEYETORZHARER

Lo ALl

HEEMRUFABTRE
CNEDRERICIEERER TE CoNf=T7YM YR/ —%
fERALT=. HAERBAIAFCH LN TAILI0-35BE TH 1=,

Test organisms and housing
Laboratory-reared Fathead minnows were used in these
studies. The fish were 30 — 35 days old at the time of the test.

FEHFKE

FRKDILFHMEE

R SR (RORAE SR LR
20

HRMADEATCOEEE

BREMA/ BRI OEREZDRE

REHD

el

96T

96 hour(s)

EC VN

k& /KSR

HH, ELEYRAR

FENBRINDGELTRE
REUXEBXICHITHKE

S BRI FE B
HRBA D IR AE
EHREREDHERE
[T |
BRERE
EARE
B ETN A L e
REECEDR
ETHIEER
fER: Result:
RERBRDpH [£6.7 - 7.6, A1FEEFR(47.6 - 9.2, FEE(X45.0 —|The pH of the test solutions was 6.7 - 7.6, dissolved oxygen
455 mg/| CaC03, 7 )L A E[L35.6 - 43.3 mg/| CaCO3)T#H>|[7.6 — 9.2, hardness 45.0 - 45.5 mg/| CaCO3, alkalinity 35.6 —
o 43.3 mg/| CaCO3).
REBHEISDOPDCEIUNEILIY +/- 4% THo1=. Recovery of PDC from the exposure solutions was 99 +/— 4%.
ST — R EMHERICIETERS SUHMEMERZEST, General signs of toxicity included lethargy and anaesthesia.

LC501E (95%{EREX EDIZLL T Da@EY :
24B%R5 = 194 mg/I (184 — 205)
48B%RE = 154 mg/I (144 - 166)
72B%R9 = 141 mg/I (132 - 151)
9685 = 140 mg/I (131 — 150)

LC50 values (with 95% CI) were as follows:
24 hr = 194 mg/I (184 - 205)
48 hr = 154 mg/| (144 - 166)
72 hr = 141 mg/I (132 - 151)
96 hr = 140 mg/I (131 - 150)

HEBXICHITHREE

BEERIL
ZOMOHERE
frtd
#£ 2 (96h-LC50) LC50: = 140 mg/! LC50: = 140 mg/I
EEHRa7 (2) HIFRf CIEREHEHY (2) valid with restrictions
F—RET4 _
REAEE. REBRAENFEMCRHIN-ERBIRICEDHS |Test procedure in accordance with national standard methods
(S HEME 0D | B AR L NE=HEISEESTHLDTHD, and described in sufficient detail.
faal:::8 The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
S| AXER (137) (137)
&5/ I 7Yk~ YRS/— (Pimephales promelas) IZ8 1T 537K  [Conclusion: The LC50 of PDC in Fathead minnow (Pimephales
ZHTTOPDCAHLC50(140 mg/| EFEX R = 131 - 150)T |promelas) under flow through conditions was 140 mg/I (CI =
. Hot=o 131 - 150).
]

7354 :SIDSTURRAVMIE>TEELRER

Flag: Critical study for SIDS endpoint

4-2 KERERBY~ORUSMEWBIZEID)
ACUTE _TOXICITY TO AQUATIC INVERTEBRATES (DAPHNIA)

HEBRME

11~14TRE

as prescribed by 1.1 — 14

B—1*

other: EPA OTS 797.1330

EEMSYOEBESERBO—IELT. AAIDoalTT
SPDCOAMELCS0MRIE STz,

other: EPA OTS 797.1330

The acute LC50 of PDC in Daphnia magna was determined as
part of an invertebrate chronic toxicity study.




BRAERCEICHSARBREICIOET DOID a%x AN, &
A500mIZ & ¢600mIHSRAE —H—RIZANT, REBEERMHD
PDCHAMBF T HDEMHC 2. HIRE—H—IZELEFLT,
FRBR (LR EE20+/-2°C., 16BFfE DSt HR 5T L8R5 fEl D S BT D
AVILTEEL. BRIFITHEN 1=, SHERHIM P, BEEROD
BERFR. EREEE. pH. BLVEBEF214BMEE(SAIEL

Zo

Ten daphnids per treatment level were housed inside a glass
exposure chamber, which was placed in a 600 ml glass beakers
containing 500 ml of medium. The beakers were loosely
covered to reduce volatilisation of PDC from the test solution.
The test was conducted at 20 +/— 2 degrees C with a 16 hr
light / 8 hr dark cycle but no aeration. Dissolved oxygen,
conductivity, pH and temperature in each vessel were

ik recorded at 24 hr intervals during the test.
REPDCEEIL. 0, 7.5, 12,0, 21,0, 36.0, 60.0mg/ITIH D1z, |The calculated nominal concentration of PDC in the test
REFEDOEIRIT, 1B E2EFBLEDEANEZ -, & |vessels was 0, 7.5, 12.0, 21.0, 36.0 and 60.0 mg/I. The medium
2ENEZ[ZIMB0, 7,14, 218 BITHEREA DR FIEEREL. |inside the test vessels was replaced with fresh medium on
GOIZ&KY DT LI=(BR R F :0.02me/1), average 42 times per day. Samples of test medium were
removed from the replicate vessels on days 0, 7, 14 and 21
and analysed using GC (limit of detection 0.02 mg/I).
#0. £FEARKR U BEBILIREGEKEE ., 2E1TE). 2% |The number of live daphnids and occurrence of sub-lethal
KB DHEELHELI-, effects (immobilisation, abnormal behaviour, abnormal
appearance) were recorded daily.
GLP [EQA) yes
REBREToLE 1988 1988
E£YiE . Rk A E Daphnia magna (FR3%%8) Daphnia magna (Crustacea)
IVRRATE
HABRMEOITDOEE |Y yes
RERMED DA E
HET —2IXANOVAS L UDunnettRE &K YUEEHTL. 70 The data were analysed using ANOVA and Dunnett’s test, and
. —Lan . Evbii. BEBEY ., BEUZEIHTEIZELY 2485835 L1048 |Probit, moving average and binomial techniques used to
FEROIME R TR FrfE DLCE0EEtH L=, calculated the 24 hr and 48 hr LC50.
ER SN

BEREMDER. NLE. YA

7

HEBREMBLUEH

AAIOU DM AFILKEH T TEMELEARIC DL TIKE
L), RERHARS G148 B Selenastrum capricorneutumZFAEEL
foo EEBEAREH—R THBLIEREZRELIZKEKTH>
T=(}& % : 160-180mg/| CaCO3; pH: 8.1-8.3; ERIGEE :480-
624umho/cm; BE% :8.5-9.4mg/)e TR TDHSARERIL. &
ﬁlﬁﬁl:f;’éﬁlltﬁﬁf;v”&;‘%u:o SKER 5 5%I. EPA OTS 797.1330
[2&ot=,

Test organism and conditions

Daphnia magna brood stocks were acclimated under static
conditions (period not stated) and fed Selenastrum
capricorneutum daily throughout the test. Culture medium was
carbon—filtered dechlorinated tapwater (hardness 160-180
mg/| CaCO3; pH 8.1-8.3; conductivity 480-624 umho/cm; 8.5
9.4 mg/| oxygen). All glassware was solvent/acid washed prior
to use. The test method was based upon EPA OTS 797.1330.

SEYE TORZHREBRER

SER el 80 By D B R i

FHHKIR

FRKDIELFHME

RERBR(RPRERR ETDH
£

HEBRYENEE P TORES

B/ BHOEREZDRE

REBHR

&M

48R

48 hour(s)

AEBEAH

Rk

flow through

Y, 1EL-YDRBRE YR

WX EZENBEIN=DLE
LIURERICETSKE

BRI FE

HRBH DR EE

FHREREDEFETE

i

RERE

ERRE

PDCREAIEENFIE. 0, 8.3, 158, 215, 395, B&LU
72.9mg/IT&H 1=,

Mean, measured concentrations of PDC in the test vessels
were 0, 8.3, 15.8, 21.5, 39.5 and 72.9 mg/I.

iz vk (HE 8

ZHEBEKEERDE

ER

21 HEORAXRARICENT, EHRERSNYEIEZH/N
TA—RERDESY TH S,

ff3:8.5-9.4mg/|

pH:8.1-8.3

ESIEEE :480-624umho/cm

B :20.0-215°C

DCPRET2.9mg/IICRBINI=Z DU aEREBRKEIZAh L
EZISKPTEHELELAALN, 39.5 mg/IDRETIE2H
B Aok EENHDNT=, 21.5 mg/IDEE TIXEEILINGE
(FAXDINE, BAFELIABESNT,

DCP;EE8.3-39.5 mg/ITld, 248 E 1= (F48BF R ZFET= 1K
HBNEN DTz, 72.9 mg/ITIE, 2485 (210D 520%HVFE =
L. 48B4 (21X90HN 5100%ASFET= L=,

FKKDRERICKAAAIC U aADBIEICET 524 B LV
48EFRIDLC50DETHIE L. ThEN>T72.9 mg/1E K U55.9
mg/IT&H>1=,

Physico—chemical parameters recorded daily throughout the
21 days of this flow—through study were as follows:

Oxygen: 8.5-9.4 mg/I|

pH: 8.1-8.3

Conductivity: 480-624 umho/cm

Temperature: 20.0-21.5 degrees C

Daphnids exposed to 72.9 mg/I DCP were unable to maintain
their position in the water column immediately after being
placed in the test vessels, while those exposed to 39.5 mg/I
were immobilised from day 2. Sub—lethal effects (smaller size,
lighter colour) were noted in daphnids exposed to 21.5 mg/I.

There was no mortality at 24 hr or 48 hr in vessels containing
8.3 — 39.5 mg/I PDC. 10-20% mortality was recorded at 24 hr,
and 90 — 100% at 48 hr, after exposure to 72.9 mg/I.

The calculated 24 hr and 48 hr LC50 values for lethality in
Daphnia magna under flow—through conditions were >72.9 mg/|
and 55.9 mg/|, respectively.

RERIZEITEHRIGIFZHH




g&'ﬁzl:ﬁl'réﬁﬁt?@%%TiO)%

E =D
0 aff

#%E(48h—EC50)

NOEC: = 8.3 mg/I
EC50: = 55.9 mg/I

NOEC: = 8.3 mg/I
EC50: = 55.9 mg/I

EFEMRIT (2) HIBRF TIEREMEHY (2) valid with restrictions

*—2BT4

{EHEE D I HTAR L GLP HAFZAiHER GLP guideline study.

o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

5| Ak (143) (143)
R ARBRTHUW=H/KEHETIX. DCPIZLDAAITPa  [Conclusion: Under the flow—through conditions used in this
DA8EFfELCE0{EIE55.9 meg/ITH>T=, test, the 48 hr LC50 of PDC in Daphnia magna was 55.9 mg/I.

=
754 :SIDSTURRAU M ESTEELRER Flag: Critical study for SIDS endpoint

HEBRYME ZDMOFHERYE  FIE =99.9% other TS: purity = 99.9 %

R — 1%
Ot S ESHRER other: Acute Toxicity Test
FHER G Test condition:
% SEEDELD122000TO/NVEEGRTERE: The animals were exposed to 5 different concentrations of

Bk 6.5. 10.8. 18, 30, 50 mg /) # &L EZEL1=ASAKHEICAN |1,2-dichloropropane (nominal: 6.5, 10.8, 18, 30 and 50 mg/1) in
bhi=5BE% LB RBKIEDRE :20-210/00)I2RFE LT, [covered glass aquariums with natural, filtered seawater
FAEEL . SREEIX25°C, SR ETHFRE K1 4RFRE BR ST L 10BF EE S |(salinity: 20 — 21 0/00), with feeding, temperature: 25 degrees
7=2 C, photoperiod: 14 hours light, 10 hours darkness.

GLP (A yes

HEREITOFE 1988 1988

ke Rk, ftieE Mysidopsis bahia (FR5%%8) Mysidopsis bahia (Crustacea)

IURRAUb

AERMEDITDEE |Y yes

HEMBEDOATLE

R DBATRITF

SRR |

E;\i%ﬁi%@ﬁiﬁx BT, BAEA

ZEYE TORZMEAEBRIER

SR ER A IR B O B R BD

AKX

HEFKDILEHHE

SR AR (RORE SR EEOH
o

HBREOBAT TOREE

BRI/ BROERELEDRE

REBS

&M

245

24 hour(s)

FERA

BH EAYDHEBREYH

WX EZENRESN=DLE
L1IEBERICHEITEKE

SER IR 0

B IKAE

THAEREDHERZ

BE |

SERE

SRR

WK B E 3

RIEWH K BEHDOT
RERI<LARRBE DB ERALTHKR TITof-. BHITL [The tests were made in animals < 24 hours in a flow—through
BEFT76%(1,229007 0/ DR TE R E6.5me/1)E53%MD (1,2 [system. The average, actual concentrations/dilution were
SH0070/80 DR TERESOmg/ ) THot=. EEDIETD |between 76 % (with 6.5 mg 1,2—dichloropropane/| nominal) and

e FRRIFIBEHKICLDELTIVD, LCSOEDEF EILEAREZLE |53 % (with 50 mg 1,2-dichloropropane/| nominal) of the nominal

R AL TIThht,

concentrations. The authors attribute this to the evaporation.
The stated LC50-value was calculated in appliance to the
actual concentration.

RERICEITEHRIGIFZHH

gﬁﬁ&:a‘s#é&ﬁ@%%ﬁ@%

Faam

#& £(48h—EC50)

LC50 : > 26.65 mg/I

LC50 : > 26.65 mg/I

E@EERa7 (2) HIFRF CIEFEHEHY (2) valid with restrictions

F—RET1

1S 8% D ¥ BT IR L HIBHTIEREMESHY ;GLP, HAFS 1R ER Valid with restrictions; GLP, guideline study.
o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
HEEGS (147) (147)
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EEE T

AABRCHERATIREFRET S-OIHERTRRET>
1= SXTEEAE 1, 10, 100, 1000mg/I T, 2E THEREITo1=. B
FZHMIE58 /M, 0, 3. 5SHEZDPDCEED A HEIT o=,

AEAER
SERREDRERERE(10, 18, 32, 56, 100 mg/NH LU BEE (D
WTHETHERLT=. 77RXAINDPDCEFEZHERDO. 2., 3,

4,58 BICH#TLT=(GC-FID), D/ \1F T RZEHERDO. 2.,

3.4, 5B Ba—/LA—-HAIA—THRIE (1tykZ &IZ3EH

B, REHEBS LUV EEHMCRAEEIT (U TESHR),
ARUHABURETOEDEEZE=2—F 5151, /aillFl
FlzEeELBADISR22@EAEL=.

SREH. FASRSLUMBETNENIRRIIONTH
;EiG)SE! B [Z#if2 ) $ & M ER TEH L f=(K B Neubauer Bk
B

BERITIRE20(+/-2)°C. FER5TF4306(+/-646))L-y I X TH
S B R 1 4B PR SE RS R 1OBERR D H V)L THE | LTz, BatH
RERAICIZTISREFTRYEE =

Range finding test

A range finding test was conducted to determine
concentrations to be used in the definitive study. Assays were
conducted in duplicate, with nominal concentrations of 1, 10,
100 and 1000 mg/I. Exposure was for 5 days. Analysis of PDC
content was performed on study days 0, 3 and 5.

Definitive test

Five test concentrations (10, 18, 32, 56 and 100 mg/I) and a
control were prepared in triplicate. Analysis of the PDC
content of the flasks (GC-FID) was carried out on study days
0, 2, 3, 4 and 5. Algal biomass (Coulter counter, 3 counts per
replicate) was determined on days 2, 3, 4 and 5 of the
exposure phase, and again during a recovery phase (see
below). A parallel set of control flasks with foam stoppers was
also prepared to monitor algal growth under conditions open to
the atmosphere.

Microscopic counts of individual cells (improved Neubauer
hemacytometer) were also made on one flask each of the
highest test concentration, an intermediate test concentration
and a control on day 5 of the study.

The cultures were incubated at 20 (+/-2) degrees C with
illumination of 4306 (+/-646) lux with a photoperiod of 14 hr
light:10 hr dark. Flasks were shaken manually on each sampling

ik BEREESLURELEDORE day.
56mg/135 & U100 me/I DB B/ASTERNRIDOLAILIZELL
NENEYBDENEDINSHBESEL., FTILWMEEBR T2 |Determination of algistatic and algicidal effects
RIEEZITLN. 2.6, 98 BICHIRRDEMNERIE T S (B  |Aliquots from the 56 mg/ml and 100 mg/ml vessels (where
ER) A, TNAVART I —TERLTEME THEETo1=(£ZF |culture counts were similar to or lower than the initial
TWAHaIFERLEL), inoculum level) were either subcultured into fresh medium and
cell growth determined on days 2, 6 and 9 (recovery
experiment), or stained with Evans Blue stain and examined
microscopically (living cells exclude stain).
AERIEIADPDCEEHTEDT=HDAUCEHE AUC calculation to estimate PDC content of test medium
DIFEEMNEBIZIESDVNTN =D T, FEICKBEART DK |Due to the highly variable results obtained from the analytical
ADPDCHEEIEEZWoodburn;E(ZKYAITEL ., HERME M |determinations, the measured water dissipation rates for PDC
IS5RORERBZEARDEZETEL =, COEIXEFRBIMETY |in algal medium were determined by Woodburn and used to
(TWARETHY. BEHBE TOEBICEDITINS, ZDET |calculate the overall residual amounts of test substance
HiX. RFTDOECDHARSA2202/8—h T (ISP D HJEE, |present in the flasks. This was expressed as the time weighted
ER: 1996 FHRETIR)D HBEGCIZRENTWNAAEIZHEOTLY  |average (TWA) concentration, and was based upon the area
%, (TBE4.3AUCITTRENT=0ECDH A RS AUIZENIL, & |under the concentration curve. It follows methods developed in
SEINT-EREIHEIREN-HRBIZH -2 TKEEYMDREE |Annex 6 of the updated OECD Guideline 202, part Il (Daphnid
#H2LEBYICRTEDTH S, reproduction test, revised January 1996). The integrated area
is considered by OECD to be the best expression of the dose
to which aquatic organisms are exposed over the selected
time period. Further information is given in Attachment
4.3AUC.
GLP (A yes
HRBRETOE 1988 1988
Skeletonema costatum (GE%8) Skeletonema costatum (Algae)
HEREMB LUEH Test organism and conditions

ERLIEKEICLDHBRADOXREEARTE KL= $rtE
JEJRBEIZd B Skeletonema costatumZFSRERICFEALT=, T T
DRBRAASARRIEEARICIVBROERI CTELICHE

Skeletonema costatum in logarithmic growth phase and grown
on synthetic marine algal assay nutrient medium was used as
the inoculum for the test. All glassware was thoroughly

R LTk BB A AU KB KUIEIAEFE AL THULRLT=. |cleaned with non—phosphate detergent, then rinsed with
FI2AOVTIAZUT L= CAH KD MT LN =125mID = A 7 |hydrochloric acid, deionised water and medium prior to use.
SAATHERZEITo1=(25ml), SRERDF B EIZ2EDRERFA T [Assays (volume 25 ml) were conducted in 125 ml Erlenmeyer
SROFHEFL. AR REREEL:, flasks fitted with Teflon-lined screw—capped lids. One set of
replicate flasks was prepared for each study day, and
discarded after sampling.
IVRFRAE INAFTR biomass
EHEERICANV-T—2NDiESE
ABRMEDITDEE Y yes
HEBEWBEOLTAE
MBEBDT R ODNTHEOME LV 2EED L EFHHER |Analysis of variance and two multiple range tests (Tukey's
HEROWMERITFEE E(TukeyD A iEH KU ScheffeD HiXK)&{To7-, test, Scheffe's test) were applied to the cell count data.
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[
RERE
EREE
R
ERBEEFE®
BEERICBIT A RER
ZOMEBRER
fEE . Result:
SHTHRER Analytical results
1BEDBRESIERIIREBENS7-75%ThHo1=, LHML.2 |Mean analysed concentrations on day 1 were in a range 57-
BT, 2EDBBLYEONT-FEROMIZE. Fl=. 9H7|75% of nominal. From day 2 onwards, however, there was little
ELREREDORICE—EDRERIIIFEAERONLEM DIz, |consistency either between results obtained within a set of
RLEDFFN=2ELIZIZHERET . DEYDEDE LI BT, |replicate flasks or between the analysed and nominal
concentrations. It was concluded that significant losses had
occurred despite use of screw—capped vessels.
TWAREDFH{E Calculated TWA concentrations
RER3. 4. 5SAEDPDCHOTWAREDETEE(XFEZE4.3.alC [The calculated TWA concentrations for PDC on exposure days
RSN TN, FICKBERFDOPDCOHEEZ1 IEEHZE |3, 4 and 5 are shown in Attachment 4.3a. The application of
AL RIZMFEEL3bIZTREINTINS, first—order kinetics to the dissipation of PDC in algal media is
presented in Attachment 4.3b.
R DETH Cell counts
SWERICEDICEENDTISRAAD FEHEILKRIZIZZEIEL TLY |Mean values for the three replicate flasks were highly variable,
Bo COT—ARIEMBEASCITHRESN TS, HHTHERZER |reflecting the analytical results. This information is
NIEFRTEDESIC. BED—EDBERIEESNLLY, LA |summarised in Attachment 4.3c. No clear concentration—
L. REREENE2ELEV2DDHRTERETITEDERME |response relationship is evident, as would be expected given
LI BERDHT =, the analytical results, although there was a trend of reduced
algal growth in the two highest nominal test concentrations.
RUAARIZEDEDEAZMFIL-REDEHHMAEETEE |Comparison of mean cell counts from the screw—capped—- and
HETHE RELE-BRTIIERD65-73%F LTI, foam stoppered controls revealed a 65-73% reduction in
growth in the capped vessels.
MBI KD BIEFa—ILA—- DI E—ICkBEHEIELY
HINEM DT, LWL, COERITT —2E2RMIZHRIR I % £ |Microscopic counts were lower than counts obtained using the
TRELGFZETRL, Coulter counter, however this did not appear to have any
SEIR significant impact on the overall interpretation of the data.

EEHICE T SEREZERDOHABRE TIIENEIELITE
AETM o= MBI T HBIBLIEEAERA DTz, DT
EXEERHR TOREMBEAT+H THof-EERLT
%o L1zh' > T, PDCOFEHIBR ERFEMIRICDOVTIEAE
MEH I CEMHELLY,

TNV RTIL—TERLT=56mg/IE100me/IDEEEHM 5D HIRE
IOV THBEMBHBROBERICOVNTITEREZHTENH
Kz, BRELMREEBLEVERER S ITHILNTE
HELNSTH D, 56me/IIEERD MDD HI8%. 100me/IIEER
DHBIED FI20%HFEA TS KSTHT=,

IC50{EMRE
EDBELEREDSTHERENERICERLIHIZ, PDCO
IC50%F FMITKRO B LIEFARETH 1=,

EEERE

ANOVAREIT H LU BHEREDHERICENIL, £
BIcthHT=oT. FRERE10me/I1E KT 18me/IDERER TR EE %
BOFHMRREOEICKBEEENRoNEN>f-, Ch
EIERBIIC, ZDMDIRETIE, FHOMABSIE L REF
EEEEMNRONT-, EE S, Skeletonema costatumlZFH 1T
%PDCOD5HEINOECIL 18me/I(BR EB) TH A EFEaRLT=.

Little growth occurred in algal populations from the two
highest test concentrations during the recovery period. Growth
in the control samples was also poor, suggesting that
insufficient cells had been used to inoculate the recovery
vessels. No conclusion could therefore be reached concerning
possible algistatic and algicidal effects of PDC.

Microscopic examination of Evans blue stained cells from the
56 mg/l and 100 mg/| vessels was inconclusive since it was

difficult to discriminate between stained and unstained cells.
Approx. 8% of cells from the 56 mg/I culture, and 20% of cells
from the 100 mg/| culture, appeared dead.

Determination of IC50 value

No scientifically valid estimate of the IC50 for PDC was
possible given the highly variable results obtained for algal
growth and analysed concentration.

No Observed Effect Concentration

ANOVA and multiple range tests indicated that there were no
significant differences between mean cell counts in the 10
mg/| and 18 mg/| nominal concentrations and the controls on
any of the exposure days. In contrast, mean cell counts
obtained from the other concentrations did differ significantly
from controls. The authors conclude that the 5 day NOEC for
PDC in Skeletonema costatum is 18 mg/I (nominal).

MEXTOEREFZIH,

WBEIZHITIRIEDZAEDE

$£5 (ErC50)
#& R (NOEC) NOEC: = 7.4 - 18 mg/I NOEC: = 7.4 - 18 mg/I
EEERa7 (2) HIRRf CIEFEHEHY (2) valid with restrictions
*—2R874
ROONTWBETEAZEEZRAWEHARS AU HRER. HIFR{TT |Guideline study using accepted calculation method, acceptable
(S HEME 0D | B AR L ERATES, with restrictions.
faal:::8 The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

51 3R
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(148) (149) (150)




AR EHARBREEALLDN. ABRABHISHEYD=DPDC
NERONI-CEITRELVEL, REREMNEMT HIZDNT

BOEREMIFISNDENS—RRMAERIZBAS M ZH B H.
SHEEERTERELKIBICELSTEY. ChoDT—42h
SEC50{EZRH D LILH KLY, LML, NOECIEZERHBH
LIFTES, CORBEDEEMEIL. TR TEEIZCORERE
ﬁo?:ﬁﬂ%‘%i@ﬁﬂ%‘i%f:ia75“?&75\5*&)6:é:(:ctUé%l:r-‘ﬂ

L=,

Remark: Although closed vessels were used, significant loss of
PDC from the test vessels was evident. While a general trend
of decreasing algal growth with increasing nominal exposure
concentration was apparent, the analysed concentrations for
each nominal value were sufficiently variable to preclude
determination of an EC50 value from the data. The data were,
however, adequate for derivation of a NOEC value. The
reliability of this determination has been enhanced through
additional 'area under the curve’ calculations performed
subsequently by scientists from the laboratory performing the
study.

fTEZE4.3.AUC

BICKDEADOPDCRELFHTE T 51D DAUCETHDEA
TREERDEAICLYEREIICE T EHPDCORERED G

HTES:

C = COe—kt (1)

CCT. CIXBERtIZH 1+ BPDCiRE(ug/1). COILEFRI0IZHE TS

g?g%;‘;:gg/m kIR ER1Z &k B AR IR D SR E & SR (BFRE-1). tl&
R THD,

BEltICh-> TR EEDHEMETEMEICLIRELTE
RTBERD KD,
Ctwa = 1/t [ COe—kt (2)

BrRE0&Tt I DTN T %, ZTT. CtwaldBRiAtII2h=%
BREIMETLSEET. KQDEITREIELRD L1275,
Ctwa = (-C0/kt)(e~kt-1 —1) (3)

Attachment 4.3 AUC

Use of AUC calculation to estimate concentrations of PDC in
algal medium

Application of first order kinetics allow for the calculation of
exposure concentrations of PDC at time ‘t’:

C = COe—kt (1)

Where C is the concentration of PDC (ug/l) at time t, CO is the
initial concentration (ug/1) at time 0, k is the rate constant for
decay of dissipation (time—1), and t is time.

Integrating the concentration as a time—weighted average dose
over time ‘t’ produces:
Ctwa = 1/t [ COe—kt (2)

Integrating between time 0 and ‘t’, where Ctwa is the time
weighted average concentration over time ‘t’, the analytical
solution for equation (2) is:

Ctwa = (-CO/kt)(e—kt-1 —1) (3)

HFXE 4.3a.doc
TWA B E R UETE L1-Skeletonema costatum® FEFFHEMIZE
[+ %PDCOD— R E TE

Attachment 4.3a.doc
TWA Concentrations and calculated first—order rate constants
for PDC in algal media with Skeletonema costatum.

3 HREMAE PDCOTWARE (mg/L) —XR B Nominal  TWA Concentration for PDC (mg/L) First-order
(mg/L) 38 48 58 kiE(B-1) FEH(A) Dose Level Day3 Day4 Day5 k value(day-1) half-
life(d)
10 5.06 487 470 0.078 8.9 (mg/L)
18 8.62 7.97 7.38 0.176 39
32 1578 1393 1237 0.303 23 10 5.06 487 470 0.078 89
56 2718 2489 2287 0.199 35 18 862 797 738 0.176 39
100 4933 4471 40.70 0.226 3.1 32 1578 1393 1237 0.303 23
56 27.18 2489 2287 0.199 35
100 4933 4471 40.70 0.226 3.1
(FRFE : [RXUIZIE, 3+ EF14.3b.dock L TPDCDHKIZEE S
BR(T72)1HY, H#HMITEXSER)
BT XE 4.3c.doc Attachment 4.3c.doc
Skeletonema costatum® 4 K PHZE 3 (Hughes (1988a)&kY) Percent inhibition (relative to control) of growth of
Skeletonema costatum, from Hughes (1988a)
R
RERE 2B 3B 4H 5H Percent inhibition *
(mg/1) Nominal Concn Day 2 Day 3 Day 4 Day5
(mg/1)
10 -66 70 135 4.7
18 47 -03 79 157 10 —6.6 70 13.5 4.7
32 216 522 333 253 18 4.7 -0.3 79 157
56 441 68.7 613 70.1 32 216 522 333 253
100 409 699 808 753 56 441 68.7 61.3 70.1
100 409 699 80.8 75.3
* BOEDERETRT
* A negative value indicates growth
#E:h  RRERE M T TlX. Skeletonema costatum|Zg5 [+ %PDC [Conclusion: Under the conditions of the test, the 5—-day NOEC
I2&B5HMINOECEE T BL. HEMEZRALNIE18me/I, FE |for PDC in Skeletonema costatum was 18 mg/| based on
BOOITREETWARSEZZAWTHEEL-EDREZEZALY [nominal values, and 7.4 mg/| using analysed concentrations
(X7 4mg/ &1 B, and a TWA technique to integrate the dose to which the algae
were exposed.
757 :SIDSTURRAUMMIE>TEERRER
Flag: Critical study for SIDS endpoint
RERME 11~14THE as prescribed by 1.1 — 1.4
Fl— 1%
FOih:EE other: calculation
Woodburn(2002a,b)d . Hughes(1998)h $i &5 L f=Skeletonema  |Algal biomass— and growth measurements from the algal
costatum|ZH (T HERIBDEHHREETOED/NAATREFD |toxicity study in Skeletonema costatum study reported by
EEZRE T HAIERREAFEAL T, 12085 BINOECE LU 728 |Hughes (1998) were used by Woodburn (2002a,b) to derive a
Hik RIEC50{EZ R 1=, CDEHHEITILFREREAPIZE1THPDCA [120 hr NOEC and a 72 hr EC50 value, based upon calculated
M ET Y EEERALz. TWASEOFEMIZ DLV TIE, {1 [time-weighted average concentrations of PDC in the test
BEA3AUCE LUTEEZ43a25BNDIL), medium. [For details of the TWA calculation, see attachment
4.3 AUC and Attachment 4.3a).
GLP
HEBRETo-F
EiE. Rif. HAE Skeletonema costatum (GE3E) Skeletonema costatum (Algae)
IURRAUE FO: NAATRBLVEERE other: biomass and growth rate

SHEREHICAN-T 2D




FBREOATOAR

SEBEME DS

DH (D

Wab::
ER O AR

7
BREtt
ER R TOEEMARIERS E

EEORBEEDHTER KR

SEYETORZHARER

FHHKIR

BT

HBEA RO GRRER X 0N
Wi

HBRMEDBATCOEEE

BN/ BHOEREZDRE

REDH

il

728508

72 hour(s)

SERAR

E

BFRERXDDLEELTEITEITS
FERBAIRRT IR T DK E

SHER R 0

HEEA D IKEE

THAEREDHESE

1] |

REEE

SRRE

MR E

RMEEE®%)

REERICHITHERMHER

ZOMERER
fER: Result:
{+BE4.3d(&. Hughes(1998)IZ kW ERE SN =/ S1 A< XN |Attachment 4.3d tabulates the percentage biomass inhibition
D LR EIETED HNFH DA% HY. Woodburn(2002a)IZ&YETE S |and inhibition of growth rate reported by Hughes (1988) against
NI=RERV AT LIZEITHAPDCOTWAREIZX L TR TRS  [the TWA concentration of PDC in the test system calculated
nTd, by Woodburn (2002a).

SRR FTREAIIZIE. ZOT—ENTSTELTRESN TN, The figures in Attachment 4.3d present graphical plots of this

information.
CDBITIERICE DL, Skeletonema costatum |Z#1F%PDC
D728 FEC50(/ N1 4 < R)(£16.3mg/I, 72BREIEC50(14%E)(E  |Based on this analysis, the 72 hr EC50 (biomass) for PDC in
14.7 mg/ITHB. Skeletonema costatum is 16.3 mg/I, while the 72 hr EC50
(growth) is 14.7 mg/I.

NEXTOERIEZLH

gﬂ'ﬁzl:ﬁﬁ%ﬁﬁﬁ@%%ﬁ@%

[l

#52 (ErC50) EC50: = 14.7 - 16.3 mg/| EC50: = 14.7 - 16.3 mg/I

#&R (NOEC)

EREHR7 (2) #IRR{F CIEEEHY (2) valid with restrictions

F—RET1

ST HIETR L BOLNTWAEEAZEFERAT LK BN Reanalysis of data using accepted calculation methods.

HE The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
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ftEZ4.3.AUC
BICKDEARTDOPDCRELZHTET SO DAUCTHEDEA
1RRERDERICKYFHEIIZEH 1T HPDCOREREHE
HTES:

C = COe—kt (1)

CCT, CIXBFRItIZE 1T 5PDCE E(ug/l). COILRERI0IZHIT5
g?;gi%g%g/lx kI35 BRI & B A 138 D 3 B FE SR (B RS- 1), tl
£ TH D,

BEltICh-> TR EEDHEMETEMEICLLIRELTE
RNTBDERD KIS,
Ctwa = 1/t [ COe-kt (2)

EERI0LTt IDREI THEN T %, CZT. CtwalEEREMt1I1Th =3
BRMNEFYRET. XQDOBIRBIERD&S1245,
Ctwa = (-C0/kt)(e—kt-1 —1) (3)

AAISCE 4.3adoc
TWA B E R U & LT=Skeletonema costatum D FEFAIEHZ
H17HPDCH—EEFEH

REFAE PDCOTWARE (mg/L) —X

(mg/L) 38 4B 5H KE(E-1) $EEA(R)
10 506 487 470 0.078 8.9

18 862 797 138 0.176 39

32 1578 1393 1237 0.303 2.3

56 2718 2489 2287 0.199 35

100 4933 4471 4070 0.226 31

Attachment 4.3 AUC.doc

Use of AUC calculation to estimate concentrations of PDC in
algal medium

Application of first order kinetics allow for the calculation of
exposure concentrations of PDC at time ‘t’:

C = COe—kt (1)

Where C is the concentration of PDC (ug/l) at time t, CO is the
initial concentration (ug/1) at time 0, k is the rate constant for
decay of dissipation (time—1), and t is time.

Integrating the concentration as a time—weighted average dose
over time ‘t’ produces:
Ctwa = 1/t [ COe-kt (2)

Integrating between time 0 and ‘t’, where Ctwa is the time
weighted average concentration over time ‘t’, the analytical
solution for equation (2) is:

Ctwa = (-CO0/kt)(e~kt-1 -1) (3)

Attachment 4.3a.doc
TWA Concentrations and calculated first-order rate constants
for PDC in algal media with Skeletonema costatum.

Nominal TWA Concentration for PDC (mg/L) First-order

Dose Level Day3 Day4 Day5 k value(day-1) half-
life(d)

(mg/L)

10 5.06 487 4.70 0.078 89
18 8.62 7.97 7.38 0.176 3.9
32 15.78 1393 1237 0.303 23
56 2718 2489 2287 0.199 35
100 49.33 4471 4070 0.226 3.1




AT X E4.3d.doc
PDCDTWA# LU Skeletonema costatum DEAEE FEFE/ N\ (174
TRBE

Attachment 4.3d.doc
TWA of PDC and inhibition of biomass area under the curve
with Skeletonema costatum

B INAATR Day Biomass
. TWA BE* %fEEER TWA Concentration*  %inhibition
f (mg/1) 3HHE %) (mg/1) On day 3 (%)
paf:ic] Control
5.0 =1 5.0 -3.1
8.6 51 8.6 51
15.8 56.6 15.8 56.6
27.2 92.0 27.2 92.0
49.3 89.1 49.3 89.1
*TWA BE = KEBICE T2ERMETEE *TWA concentration = Time-weighted average concentration
for respective timeframe
3HEB:
EbC50{E = 16.3 mg/L Day 3:
EbC50 value = 16.3 mg/L
PDCDTWAE KU Skeletonema costatum DEFRREDEE |TWA of PDC and inhibition of growth rate with Skeletonema
3 costatum
3HHE EREE Day 3 Growth rate
TWA BE* FHEE (0 TWA Concentration* inhibition (%)
(mg/L) 0-3H (mg/L) Day 0 -3
paf:ic] Control
5.0 6.1 5.0 6.1
8.6 -0.2 8.6 -0.2
15.8 62 15.8 62
27.2 97 27.2 97
49.3 100 493 100
*TWA B - REBEICE (T ARMEFEYERE *TWA concentration = Time-weighted average concentration
for respective timeframe
0-3H:
ErC50 = 14.7 mg/L Day 0-3:
ErC50 = 14.7 mg/L
R COBRBTICKY . 1,2-2>9007F 0/ 0 Skeletonema |Conclusion: Based on this re—analysis, the 72 hr EC50 for 1,2—
costatum (2§ 1T5H72FHEIEC50fE(L. 14.7-16.3mg/1E7%25, dichloropropane in Skeletonema costatum is 14.7-16.3 mg/|.
754 :SIDSTURKRAV M ESTEELGRER Flag: Critical study for SIDS endpoint
RERME 1.1~14TRE as prescribed by 1.1 — 1.4
F— 1%
ZFOith:EtE other: calculation
Hughes(1988)IZ & A #ARAZE EBIE ZZ ALVT, £iRE 75X |The cell density measurements from Hughes (1988) were used
2B FEBNAFIRADBEGRR)EIEIERO0-3H%K)ZEETEL |to calculate the biomass integral (day 3) and growth rate (days
T=o 0-3) for each test flask.
INHDERZANT., ERBREEICX T D2EH /N4 T R# | These results were used to determine the mean biomass
ELPHEIEREFE L=, R, NAFATRBEDEEFE®) |integral and mean growth rate for each test concentration. The
ik CHIERERMZEHBRREICHLTHEL. inhibition (%) of the biomass integral and the inhibition (%) of
the growth rate were then calculated for each test
REER AT — )L(R—X=10)TRR LR ##EEIZKY . |concentration.
0-72B5 D /N\AF T R 8 LIETEFE A E DEC50% R HT=,
Linear interpolation, with concentration on a logarithmic scale
EALAEO#MIEFEE43lSRBE SN TS, (base = 10), was used to determine the EC50 over 0~72h for
biomass integral and growth rate inhibition.
Details of the calculations used are given in Attachment 4.3e.
GLP
AERETOE
EIE. R, HIRE Skeletonema costatum (GE%E) Skeletonema costatum (Algae)
IVRBRAR ZFOM: NAARARVEREE other: biomass and growth rate
EHEERICANV-T—2NDiE%E
HEMBEOLTOEE
HEWMBEOLTAE
fER DRI FIE
SRERE T |

HERMES TORBRRIBERSE

EEORBEEDHTER KR

SEYETORZHARER

FHKIR
B OILFRIEE
%ﬁﬁ;i@;ﬁ(&tﬁﬁﬁi@ﬁ&)t%@%ﬁ

HEBRYE 0 ERPTOREN

REMH/ BRI DEREZDRE

RED

)

728505

72 hour(s)

HAERAH

EE

FREXDDGED1EITEITS
FERFARRF LA TR DKE




SAER i FEE 8

B IKAE
THAEREDHERZE
"E e
HERE
SRR
HHRE R R
ERETER®
ZEERICEITAERMER
ZDMERRER
faR: Result:
HERRICHTHEEAEEIERECESLTLVAS, 3BREF |Although the variation in the measured concentrations
FRIEELFNIIHITZRIGOMBIZIZBULVERE A ST |between replicates was relatively high a good concentration—
(tEE4.3e5H), response relationship was obtained after 3 days of exposure
(see Attachment 4.3e).
REER MR — )L(R—X=10) TR R #REICKY .
0-T2BEI D /INA A TR E LEIERDECS0fEIE. FNFN  |Using linear interpolation, with mean measured concentrations
IR 1588 £ U15.1mg/ITH 1=, on a logarithmic scale (base = 10), the EC50 over 0-72h for
biomass integral and growth rate were 15.8 and 15.1 mg/I,
HERRTHEICETINAATRBEICEHKELERE respectively.
(NOEC)ZEWilliams3t & (Williams, 1972)IZ& YR éh 1=, F19i15%E
EEICEDE . NOEC(Z8.9mg/ITH 1=, The No Observed Effect Concentration (NOEC), based on
biomass integral at test termination, was determined with
Williams’ Test (Williams, 1972). Based on mean measured
concentrations this revealed a NOEC of 8.9 mg/I.
SHEXTOEREZ LM,

gﬂ'ﬁ@l:}sﬁé)ﬁﬂﬁ@*}%ﬂ@%

et
5 (ErC50) EC50: = 15.1 - 15.8 mg/| EC50: = 15.1 - 15.8 mg/|
#ER (NOEC) NOEC: = 8.9 mg/| 5 {E NOEC: = 8.9 mg/| calculated
SEHEROT (2) IRt CiEEMEHY (2) valid with restrictions
F—RET1
1S 5B HI AR $L BHoNAERAZERANTT —2EBIT Reanalysis of data using accepted calculation methods.
s The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
513 (148) (148)
#F3LZE 4.3e.doc Attachment 4.3e.doc
NAFRRADERIETUTOXTEHELS=: The biomass integral was calculated according to the formula:
Ane N1— NOXU.% NI+ N272N0><(127T1) } Nn—-1+ NniZNox(tn—tn—]) Ane N1-NO tl4 N1+ N272N0X(t27n) X anl+Nn72N0X(m7m71)
2 2 2 2 2 2
where
An = nBDN\AATRES(E R T EHE) An = biomass integral on day n (area under the growth curve)
NO = t0I=H T A FEE NO = cell density at t0
N1 =t1ZE T EHAHRE N1 = cell density at t1
Nn =nBIZH T 548 E FE/ml) Nn = cell density on day n (cells/ml)
t1 = FHEREAIA & & 4 D Al E B RS t1 = time of first measurement after beginning of test
tn = FREREASA % n[E B ORI E KR tn = time of nth measurement after beginning of test
SREEW)IIUTOXTHEL:: The growth rate (U ) was calculated according to the formula:
_In(Nn/NO) _In(Nn/NO)
tn—t0 tn—t0
3EBIZEFEN\AATRABRIEEER®G) Biomass integral inhibition (%) on day 3
BREREA INAATRRIE Nominal Biomass integral
fREE ConcentrationA  inhibition
(mg/1) 3SHA® (mg/1) On day 3 (%)
0 (FHRH) 0 0 (n.d) 0
10 (5.5) -3.1 10 (5.5) -3.1
18 (8.9) 5.1 18 (8.9) 5.1
32(17) 57 32(17) 57
56 (27) 92 56 (27) 92
100 (42) 89 100 (42) 89
A AvaRiFt,2-Coraa7o/y O ERIERE A Between brackets the mean measured concentration 1,2-
dichloropropane is given
e

0-3BIZHITHFHERBEER®)

RERE

(mg/DA 0-38
10 (5.5) 6.5

18 (8.9) 23
32.(17) 62

56 (27) 98
100 (42) 102

A hyaRE12-2ona7a/s0 OFHEIERE

Mean growth rate inhibition (%) on Days 0-3

Nominal concentration

(mg/NA Day 0 - 3
10 (5.5) 6.5

18 (8.9) 23
32(17) 62

56 (27) 98

100 (42) 102

ABetween brackets the mean measured concentration 1,2—
dichloropropane is given




RERR COBAIEEDEE X LLERE M o 1=HEREE D R 2% |Although the variation in the measured concentrations
S). FENSIARICITEELSONI-HERTI(—HL |between replicates was relatively high (see Table 2 of the
=) report) a good concentration-response relationship was
obtained after 3 days of exposure.
SEHHIE R EE AR — IL(R—R=10) TR R L= ## 8 |Using linear interpolation, with mean measured concentrations
SEICEKY., 0-T20 R D NA AT RIS E LI EFRDEC50{EIL on a logarithmic scale (base = 10), the EC50.0-72h for biomass
1588 £ U15.1mg/ITH 1=, integral and growth rate were 15.8 and 15.1 mg/|, respectively.
REDBRTERIZEITANAATRBEIZEDIETZEEE [The No Observed Effect Concentration (NOEC), based on
(NOEC)ZEWilliamsER E&(Williams, 197212k YR & 1=, FBITE |biomass integral at test termination, was determined with
EEICEDE NOECIE8.9Ime/ITH 2T, Williams™ Test (Williams, 1972). Based on mean measured
concentrations this revealed a NOEC of 8.9 mg/I.

R COBBITIZEY . 1,2->9007 0/ D Skeletonema  |Conclusion: Based on this re—analysis, the 72 hr EC50 for 1,2—
costatum (235 1F7HPDCOD 7205 MEIEC50{E (. 15.1-15.8mg/I T |dichloropropane in Skeletonema costatum is 15.1-15.8 mg/I,
V). 7285 NOECIL8.9mg/ITH 5. with a 72 hr NOEC of 8.9 mg/I.
754 :SIDSTURRAVMZIELTEELRER Flag: Critical study for SIDS endpoint

44 WEPM~OFEEBIZIENITIT)

TOXICITY TO MICROORGANISMS e. g. BACTERIA

ey MDA E : #iE =65% other TS: purity = 65 %

&—1%

b ZDih:OECDHAKRSA2301D other: OECD Guide-line 301 D

HRERDFESHE BT KE Type: aquatic

GLP T—A%L no data

HEBREITo-F 1981 1981

X7k EMERE. RER activated sludge, domestic

REMEDHTDEE T—54L no data

RBRMEDIHAE

%ﬁﬁﬂ 3]

AHEREN

72 |

HHE
28H&IZ, 3mg/ID1,2->/007ONV ERICREFE TR |After 28 days no significant inhibition of oxygen intake of
DLZFERLTE. NEDEMEFRDEERRINEAE I 5% |domestic, activated sludge was established using Na-Benzoate
BIEFEEAEBRBN LGN T, with 3 mg 1,2—dichloropropane/|.
12->H007anNUE XS ETHREMIZDOLNTHRERL =, |A mixture with 1,2-dichloropropane as the main component

o BEYDHRDEDIFTRDEESYTHD, was tested. Other components of the mixture were:

ER 13-CHanFaossy 25% 1,3~dichloropropene 25%
23-C>ynoao7o/sy 10% 2,3—dichloropropene 10%
1,1-o>oon’onsy WE 1,1-dichloropropane trace
33-CrnoaoJa/NUmE 3,3—dichloropropene trace

#E R (EC50%) _

EEHERa7 (3) {ExEMEZL (3) invalid

F—RET1

1S 5B D HI B AR B0 EREMLL, ZohoHBRYE Invalid. Not reliable; other test material.

e The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

51Xk (124) (124)

iEE

AHEBRYME

F— 1%

Hixk Z O FHEINTLVELY other: not specified

HERDFESE BRAT KE Type: aquatic

GLP T—A%L no data

HERETOE

HiE FDD /DT 7 BASF-EEER other bacteria: BASF-activated sludge

HENEORTOEE T—54L no data

HEBEMBEOLEE

=5 1

AEREN

HHE

ERR

[t
EC50: = 630 mg/I| EC50: = 630 mg/I
EC80 : = 1400 mg/| EC80 : = 1400 mg/I

#ER(ECS0H) EC20 : = 290 mg/| EC20 : = 290 mg/|

EEMRa7 (4) (EREETEcELL (4) not assignable

F—RET4 _
EEMEFETELRL; EEEEHIET T HICILIUCLIDMDEER  |Not assignable; Insufficient detail in the IUCLID entry to

(S4BT 0 HETAR L TREF+5 determine reliability.

o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

5| FAX#E (132) (132)

e

EBhE




B —1%

ik ZOMt: FESNTLVEL other: not specified
SHERDFELE BAT IKE Type: aquatic
GLP T—A%L no data
HEBREIToF
EiE ZDfD/NJT) T :BASF-iEHEFIR other bacteria: BASF-activated sludge
HEMEDLTOEE T—A%L no data
RRMED A E
FEHH
AEREM
1 *
B
AR
&
#ER(EC50%) EC20 : = 1300 mg/I EC20 : = 1300 mg/I
S8R0 7 (4) (ERattEaT i cE4L (4) not assignable
F—2RET4
{EREZFHECEALY FREMEZHIBT I SIZIXIUCLIDDEE®  (Not assignable; Insufficient detail in the IUCLID entry to
{EREM 0 ) TR IR TIEF+5 determine reliability.
o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| AXER (153) (153)
| [EE
HEYWE T—A%L no data
&—1%
Ak T EMFES other: Bioluminescence
HERDFELE 247 B4 Type: field
GLP T—A%L no data
HEBREToLE 1986 1986
g FOMDNITIT L EMEY other bacteria: autochthone microorganisms
HREMEDHTDEE T—54L no data
HEMBEOSTAE
il 168 16 hour(s)
HEEBE10°C, AIE;RE 25°C. &R 108 Incubation temperature: 10 degrees C, measure temperature:
REEH 25 degrees C, integration time: 10 seconds.
fER
=E MEC : = 1700 mg/| MEC : = 1700 mg/I
BAREKENSERL-B S HREMEYIZDLVT2,3->4-00|The inhibitive effect of 2,3—-dichloropropane was tested on
TONRVOBRESHRERAER L. KPDATPEEILEARFEI |autochthone microorganisms from water samples of pristine
I2KYBIE LTz, MECIE(R/NEZERE)XHELAEEA% R |aquifer. The ATP concentration in water was determined with
SER THRINEETHS, bioluminescence. The MEC value (minimum effect
- concentration) is the lowest value which results in a significant
inhibition.
=R (EC50%) _
E@EtRa7 (4) EEMET M TEAL (4) not assignable
F—R874
SHEA R, EEME RO D-OIC AT —2HIUCLID [Not assignable; Insufficient detail in the IUCLID entry to
S 551 O HI AR HL ICRESNTLEL, determine reliability.
ik The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| FACEk (154) (154)
[[E=

4-5 KEEM~DEHESHE

CHRONIC TOXICITY TO AQUATIC ORGANISMS

A BADIEMHEN
CHRONIC TOXICITY TO FISH
HERME 11~14THRE as prescribed by 1.1 — 1.4
Rl—1%
Hik
GLP T—4HHL no data
HREBRETOE 1982 1982
AIE. R HRE Pimephales promelas (B58. %K) Pimephales promelas (Fish, fresh water)
HEBYEOOHOEE £Y yes
HEMBEOSAE
IVRRAk FOM:EFE RE other: survival, growth
EOWLE, BLEOEELH A, £FE, FHAKREH KUY [Hatchability of embryos, normal larvae at hatch and survival

_ . EREDT—EDANOVAE KUFHRTE EDunnettiR EZE1To1=. |and mean weight and length data were subject to ANOVA with
EROME R FIE an F test and Dunnett’s test.
BEBRE O
HEBREADAR. AR, KE
[EEDIESE, #A0HE  HAEHAEE
| 131E % DI ENE TDRER]

FYDIEEEE T DR




BRI 2 BRI E TOHRBRR
DIzHD NI

LT R QEURE &

BEFYN—DHELRE

HBER RUGF AR ELOR
2

HERMENB RSP TORFENE

BREE/BHOEREEZDRE

SRR DRHSTE

FRKIE
HHFKDIEEHEE
=R 28 H 28 day(s)
FHik: Method:
Hasm General
WHA A EERBEELS)HER D BAARATIZ. S0BE DA F(ERL T |Prior to starting the Early Life Stage (ELS) test, the 96 hr
96RFEILC50%RE L=, CNIZHELNT2ARREIE DS A ZEEA |LC50 was determined using 30 day old fish. This was followed
LT6-10BDRAEREREEIT o= CD2DODHAERD BRI |by 6-10 day range—finding test using 24 hr old larvae. The
&, HERICERT2EYMHERERITENE S MK, TEFK. [objective of both tests was to identify the lowest
BT RENMSR/NEEERHET ETHfz, CDREZ  |concentration that caused abnormal behaviour (erratic
ELSHENOZRERELL, swimming, lethargy, decreased feeding etc) in the test
organisms. This concentration was used as the highest
concentration for the ELS study.
HEREMENAT Test organisms and housing
FTRTOEMIREBRETENT HIERETHBE L=, BIESE  |All organisms were reared in the laboratory performing the
[EHSRADEHERTERES00mI, KiFE4L5cm)IZ A, EHEEI [study. Exposure of eggs and larvae took place in glass tanks
1I2KZEFRLI=(7159 C EITHEARDIUHBEEZHZ 5NB) . |(nominal volume 500 ml, water depth 4.5 cm) under continuous
flow conditions (90% of the test solution replaced every 75
min).
A DELSERERIZIE. 301E D BR(2-8R5FE i) & & 5L ER R E C & | For the main ELS test, 30 eggs (2-8 hr old) were placed in 4
P LGEDHEBAD I VAN, WL T 2 F TEREKT1=(3 72 |replicate tanks per exposure concentration and observed until

bbb, ER4-581%), RIZKIIDLISEDBRELHNEES
U LISERY, GEORBADIV VI AN TSLIZ28AAEES
Bz, BRI THICARELAEL -, MEBHAMD. AICESa
YT /=T 4o REHGEELT=,

AHEREH

A—=RTHMNDKERRL, HBEEMRTHREALZ, KE
[ERDEESY THo1=, BEE : 45mgCaC03/1, 7LD E:
42mgCaCO3/1, pH: 7.4, iBFFEAR : Tme/l, KRB B HALLTE
ERALTI6BERE T DR B ET o1z, KiBIE25°CTH oI, i
ERimELLTIXO, 6, 11, 25, 51, 110mg/I(PDCD EAFI/KIA &K%
ERFELTENERRLCTEMEFERAL.

AT
AL OPDCORE IFZGCHRARA :0.1mg/NE AL TEH
ERAV O BIZHE2EAIELT =,

hatching (ie 4-5 days post—spawn). Fifteen healthy larvae per
tank were then selected at random, placed in each of 4
replicate chambers and survival followed for 28 days. Body
weight was determined at the end of the test. The fish were
fed shrimp nauplii throughout the study.

Test conditions

Filtered, UV—sterilised water was obtained from Lake Superior,
and had the following characteristics: hardness 45 mg
CaCO03/I; alkalinity 42 mg CaCO3/I; pH 7.4; dissolved oxygen 7
mg/I. lllumination was provided by cool white fluorescent lamps
with a 16 hr light period. Water temperature was 25 degrees C.
Exposure concentrations of 0, 6, 11, 25, 51 and 110 mg/I|
(obtained by diluting a stock saturated solution of PDC in
water) were used.

Analytical

The concentration of PDC in the tanks was measured twice
per week in alternate replicate tanks using GC (limit of
detection 0.1 mg/I).

AIEER . AEICHSIYUTILER

e, o) S ElR. FIE
HERA R

ol

Iz
i
%=1

il
o

i
UL

BTk

EFTRIE

2.
FEGREXEL)

. FR.HROERREERY
LRISBTEIRCEFET—H

W31k 0 e A B i B MR T B ]

FHOBELI-FAK

SEERQORR S

SHORELI-FAH

ERTHETIAR

ZDnEZE

&%
CORBRERERETT HIEICKY RONOECHENEEN 1=
(71w3aAAIELOEC),

L 110mg/I (>110mg/1)
PHEEFICE (T B IEE LA : 25 me/I(51me/1)
28H B ETODEE 11mg/l (25 mg/l)

28B % DIKE 6mg/l (11mg/1)

Remark:
Inspection of the results from this study provides the following
NOEC values (LOEC in brackets):

Hatchability: 110 mg/l 110 mg/1)
Normal larvae at hatch: 25 mg/I (51 mg/I)
Survival to day 28: 11 mg/I (25 mg/I)
Weight at day 28: 6 mg/I (11 mg/1)




HER:
BIE R (F0. 6. 11, 25, 51, 110mg/ITH 1=,

EDRHEE(£96% N 598%THY . REICLIEE LA ONA
Mot=. LHL. 51mg/IE110 mg/ID A I TIXEBELHADE]

Result:
Measured exposure concentrations were 0, 6, 11, 25, 51 and
110 mg/I.

Embryo hatchability was 96% — 98%, with no treatment-related
differences apparent, however the percentage of normal larvae

AR BIFKRIBISHED LIZ(ZFNFN33%&100%E ), was decreased significantly in the 51 mg/l and 110 mg/| tanks
(decreased 33% and 100%, respectively).
1Mmg/ILLEDRBREIZRZIN-HAD28BEDFEIZZELL |Body weight at day 28 was reduced significantly in larvae
HAL. 25mg/IL EDBETIEHADEFERENELIHDL |exposed to 11 mg/l and above, while larval survival was
T=o significantly decreased at 25 mg/| and above.
EELIE.PDCOBRKHFAEMEREEMATC:NEOCELOECH |The authors estimate that the Maximum Acceptable Toxicant
FE A E T IR EMTEEDRFMEEL TERR)IE59me/IT [Concentration (MATC, defined as a hypothetical toxic
HAHEHEELTLVD, threshold falling mid-way between the NOEC and LOEC) for
PDC is 59 mg/I.

fEim: TP YN YRS —(C KB ARELSIRER S 4 T T, BEIZH L |Conclusion: Under the conditions of this ELS test in Fathead
TIFBMENOECEmg/|. EFFIZR L TIZIEMENOEC 11mg/IA%%F |minnows, a chronic NOEC of 6 mg/| was obtained for growth
bz, and a chronic NOEC of 11 mg/I obtained for survival.

&R |

EC50

NOEC. LOEC NOEC: =6 - 11 mg/I NOEC: =6 - 11 mg/I|

EEMEROT (2) IRt CIEEMEHY (2) valid with restrictions

F—RET4
RERAEII—RICHBRIN-RELAEIZEDEDTH [Test procedure in accordance with generally accepted

[EREME D BRI Y, FEIZDOWTIE+ 2 CEEMICEEREh TULNS, scientific methods and described in sufficient detail.

[2ey:::8 The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

5| AX#EK (136) (136)

s 754 :SIDSTURIRAUNZESTEELHER Flag: Critical study for SIDS endpoint

B. KEEBEHEM~DIEMEN

CHRONIC TOXICITY TO AQUATIC INVERTEBRATES

SRERME 11~14THE as prescribed by 1.1 - 1.4
& —1%
Hik EPA OTS 797.1330 EPA OTS 797.1330
REREMRUEH Test organism and conditions
AL A A IO a% b KE T TEIME LAERR IS DUV TIEEE [Daphnia magna brood stocks were acclimated under static
SN TULVEW), Selenastrum capricorneutum% 8 B#RBEL  |conditions (period not stated) and fed Selenastrum
To BEEBRIKIIH—RY THBLI=KEK THoT=HERE : 160~ | capricorneutum daily throughout the test. Culture medium was
180mg/| CaC03), T R THDHIABB X FARIZAFIELEET |carbon—filtered dechlorinated tapwater (hardness 160-180
S LT-, SRER 5 EIXEPA OTS 797.1330[2& DL\ TLYVS, mg/| CaCO3). All glassware was solvent/acid washed prior to
use. The test method was based upon EPA OTS 797.1330.
ZRECLICIOENDICUAZREBASARRBICAN, FNE |Ten daphnids per treatement level were housed inside a glass
500mIDIEARZEET600mHSAE —H—DHFIZANT=, E— |exposure chamber, which was placed in a 600 ml glass beakers
H—IFBLAS=F L THER B RN S DPDCHZEFEEFLLE, 3 [containing 500 ml of medium. The beakers were loosely
E&(X20+/-2°CTATLY, 16B5REI B ST, SEERASLEA LD H 12 [covered to reduce volatilisation of PDC from the test solution.
JLEL., BRIFITHEMN T, REREAE . BB DBTEE | The test was conducted at 20 +/- 2 degrees C with a 16 hr
. *.ELRIEEE. pH, BLVBEZE24BRC&IZ5R8R L=, light / 8 hr dark cycle but no aeration. Dissolved oxygen,
ik conductivity, pH and temperature in each vessel were
recorded at 24 hr intervals during the test.
HERFED DPDCOEREREILO0, 7.5, 12,0, 21.0, 36.0, The calculated nominal concentration of PDC in the test
60.0mg/ITH 1=, MERBIBRADIEIRIE, 1B H=Y42EDE| |vessels was 0, 7.5, 12.0, 21.0, 36.0 and 60.0 mg/I. The medium
ETHLIMEREBEZTH]Z Sht-, REREAD R ZO0, 7. inside the test vessels was replaced with fresh medium on
14, 21 B ICRREB /N SHEIL T, GC(IRH R 50.02 average 42 times per day. Samples of test medium were
meg/DIZ&Y L=, removed from the replicate vessels on days 0, 7, 14 and 21
and analysed using GC (limit of detection 0.02 mg/I).
EEEIVUOOMEBHEEECHKBE ., BEE1TEN. EE7|The number of live daphnids and occurrence of sub—lethal
SN EEEHEERL=, effects (immobilisation, abnormal behaviour, abnormal
appearance) were recorded daily.
GLP (= yes
HEREIT O FE
SRERLEMRE Daphnia magna (FR%%%$8) Daphnia magna (Crustacea)
ARMEDITDEE £Y yes
HEMBEOLSAE
IURRAUR EIEES reproduction rate
T —A[ZANOVAEDunnett DR TE EProbitMD A EIZKYARHTL |The data were analysed using ANOVA and Dunnett’s test, and
=0 2485 L48BF R DLCE50E 5T H 3 7= (CFEEN T $9 L21H4% | Probit, moving average and binomial techniques used to
. . . EEFEALZ, 21 B DONOECELOECE R M & o1=EE %] |calculated the 24 hr and 48 hr LC50. The 21-day NOEC and
EROMEHRTF % BILTEHEL=, LOEC were calculated by observing which concentration
produced responses.
HEBRE E —
BEIEAOAE
BiEIDIEE. RE. BRINEBRD
BE
AEBRRE

pH




HEBREVDIER

lﬁ

FHKDILFHMEE

HEBBER(RURFEBR) ETDH
By

HEBYEDEEPTOREN

RREBA/ BRI DEREZDRE

REHMN

218

21 day(s)

REBS

EH, 18

&Y QFREREYH
BEER

WBXEZENBRBEINFDLE
PIRERICEITEHKE

Y REREDEESE

=R |
:&A‘E/’Ef‘{
3 F
EFFE ad)#‘ﬁﬂ

?\*ﬁz_ﬂﬂﬁiﬁ

RIEEFH

SEBRICHTHRAEEZLH,

SEHE

HEBOZLMH
[EER Result:
HREEARPOPDCHOTFHBIERE(XO, 8.3, 158, 215, 39.5, |[Mean, measured concentrations of PDC in the test vessels
72.9mg/I1TH21=, were 0, 8.3, 15.8, 21.5, 39.5 and 72.9 mg/I.
72.9mgPDC/IDREICRBIN-I0 alE., HERBZRITA N |Daphnids exposed to 72.9 mg PDC/| were unable to maintain
ONF-ERISKD TEEHELNAONT=, 39.5 mg/IIZRES  |their position in the water column immediately after being
*LT:E°)>;IIJCZEfﬁﬁ\EiEffJ(ﬂﬁ%ﬁ{ﬁEﬂf:e FHILFIR U |placed in the test vessels, while those exposed to 39.5 mg/|
SN AX ELE)A21.5 mg/lICRBESN =SSP aIZR 51 |were immobilised from day 2. Sub—lethal effects (smaller size,
1=o lighter colour) were noted in daphnids exposed to 21.5 mg/I.
FIHEIZxt 9 521 BREINOECIE8.3mg/IT&HYLEOCIE15.8mg/IT | The 21 day NOEC for reproduction was 8.3 mg/| and the LOEC

SR Hotz, 15.8 mg/|.
BEHFEGEREE, KES, B)BLURTICKT 521 AMH The 21 day NOECs and LOECs for sub—lethal effects
NOECH LULEOCIZE., FNEF N 15.8mg/I1H LU 21.5mg/ITH> |(immobilisation, size, colour) and death were 15.8 mg/I and the
= LOEC 21.5 mg/I, respectively.
R ARBRTHEALERKESETTIE. AAZP2aI28I1T  |Conclusion: Under the flow—through conditions used in this
%PDCDA48EFMHEILCE0(%55.9 me/ITHY . HIEIZxtd 521 B [test, the 48 hr LC50 of PDC in Daphnia magna was 55.9 mg/|,
MDNOECEH LULOECIEZFNF 8.3 mg/1&15.8 mg/ITHD1=. |while the 21 day NOEC and LOEC for reproduction were 8.3

mg/| and 15.8 mg/|, respectively.

#&5R (EC50)
NOEC: = 8.3 mg/I NOEC: = 8.3 mg/I

#53 (NOEC. LOEC) LOEC: = 15.8 mg/I LOEC: = 15.8 mg/|

EEMERa7 (2) KRt TIEREMEHY (2) valid with restrictions

F—RET1

(S HEME O 3 B AR L GLPHAFS A EER GLP guideline study

HE The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

3IAXH (143) (143)

sz 757% :SIDSTURRAUMMIE-TEELRHER Flag: Critical study for SIDS endpoint

REEME 11~14TRFE as prescribed by 1.1 - 1.4

& —1%

A& EPA OTS 797.1950 EPA OTS 797.1950

Hik HEBREMEEH Test organism and conditions

SABRBAIARTIC, MysidDIEEYI(< 2485 N Z B A DEK(E
43 :20ppt)|Z25°CT10 B AR L 1=,

HSREDKIE (BTE:$96.8L) CREREMERE LT, PDCF
SOHBEEAER T TEKIEIZEY, 1BICHI18EEM
l;_o RE&R . mysidISIZTSA 22T/ —T) Y R &R
(B7=5

BERPOPDCORMEHLERTEREIL0, 0.6, 1.2, 2.3, 46,
9.3mg/I o1z (£2:E), ;t%ﬁmo 7.14, 21,288 BIZ/K$E
b\?ﬁ:kmﬂyj»&ﬁmh EFHEGCIZEYPDCEHEE
DLz,

Mysid cultures (<24 hr old) were maintained in natural sea
water (salinity: 20 parts per thousand) at 25 degrees C for 10
days prior to starting the test.

Exposure of the test organisms took place in glass aquaria (vol
approx 6.8 ). Fresh medium, containing PDC, was pumped into
each aquarium and provided approx. 11.8 volume additions per
day. The mysids were fed brine shrimp nauplii during the test.

The final nominal concentration of PDC in the vessels was 0,
0.6, 1.2, 2.3, 4.6 and 9.3 mg/I (each in duplicate). Water samples
were collected from the chambers on study days 0, 7, 14, 21
and 28 and their PDC content analysed using GC—electron
capture.




HERBAIRBFIC(E. A0 DR L zmysidDFERANSEHED
IZEEAISEIRL. AEIC2EDRBRENICAN LN T=4E
DBEJ/ITH—IZHELT=, AEBRFAKRZIBEICRAZORH
EREBRNOARICHLT, RICAE#EN A RERATRTEL
T2 BRT I RBRIE T I IFETRILAZ#H L SREESN
Tz 1I5B R DA ZmysidDE ., EIRETOERM. HIUBIA
DEE. BOWICERFRERERLZ(FTRTOFIERBRIET
FTHRERLARBEEDREICHEING),

HEROHRE R, RS BE. BLCREFRFECEHANICAEL

Zo

At the start of the test, 40 post—larval mysids per treatment
were selected at random and evenly distributed between four
chambers housed within two replicate vessels per treatment.
On test day 16, each female within a treatment replicate was
paired with a male from the same treatment group, the pairs
isolated within their treatment groups until study termination.
The number of dead mysids, the time to release of broods,
length of adults on day 15 and the number of off-spring
produced were recorded. (All off-spring were maintained in the
same test concentration as the parents until the end of the
test.)

Salinity, temperature and dissolved oxygen were measured
regularly during the test.

GLP [EqR) ves
RBRETOE 1989 1989
HEREME Mysidopsis bahia (FB%%%8) Mysidopsis bahia (Crustacea)
RBRMEODTDOEE FY ves
ABRMEDORHHE _ _
TURRAUR ZOMh - FHEMDIRTE, M LYDFDE. BIADKRE oth\?vt:c:hparental mortality, number of young per female, adult
gro
FT—A—I[E, BartlettDIREIZKYE BN —TdH A EFHREE | The data were analysed using ANOVA and Dunnett’s test after
SEROBHERFE L71=1%. ANOVAE K UDunnettiR E C LY RHTL 1=, verifying homogenity of the variances using Bartlett's test.
R |
BEIERDHE
Bﬂﬂoﬁiiﬁi BE. BIRBXO
HBREE
pH
R
HEBREYMDER
FEHKE
FRKDILERESE
gjﬁﬁ;ﬁ;ﬁ(&lﬁﬁﬁiﬁﬁ) EZDER

SERYE DB RPTOREN

RREMA/ BRI OEREZDRE

o]

28 H RS

28 day(s)

RERS

B 1ELE-YDFHBREYH
HRER

WX EZENRESN=DE
LIRBERICHITEKE

T RERE D EE

BE |
HEEE
HEBREEDOSHTE Analysed exposure concentrations
HERAIRANDPDCEE DD HTEIX0.41, 0.97, 1.35, 2.48, 4.09 |Mean analysed concentrations of PDC in the test vessels were
me/ITHot=. LML, FIREE ITHMAZREZELT-1=% (041,097, 1.35, 248 and 4.09 mg/I, however mechanical
12,0528 A DD B S HTEIEKESEE LIz (FTHDE. problems with the diluter apparatus meant that individual
R 06.1.2,23,46.93 mg/IDEESTIL—TICHLTENEN |analysed values on days 0-28 were variable (i.e. in a range
0.36-0.61, 0.51-1.83, 1.24-1.57, 1.89-3.20, 2,96-4.99 mg/I), [0.36-0.61, 0.51-1.83, 1.24-1.57, 1.89-3.20 and 2.96-4.99 mg/|
for the 0.6, 1.2, 2.3, 4.6 and 9.3 mg/| exposure groups,
respectively).
FAEE DA
EX e
FOREZNDFEET FETORM Number of off-spring and time to first brood release
AREHTI=Y DIFDEDF L, 4.09me/I1BED6.8HM 5 The average number of off-spring per female varied from 6.8 in
2.48mg/|1BEM10.6FETEL L=, HBEETIEIAR I EHT=Y D1F |the 4.09 mg/| group to 10.6 in the 2.48 mg/I group, with 11.3
DI I3TH(CDEEKRELGED TIEAEL) . XFDE |young/female in the controls (not significant). Mean time to
REEFY INETHEHEER . RBRYEICREL=mysidTIL15.58F |[first brood release was 15.5 or 16.0 days in the treated mysids

F=I316. 0B THo=DITHL . HERE TIX1658 THof=. —D
E(IHERICHER TR,

versus 16.5 days in the controls. These differences were not
statistically significant.

REBRIZETHRIGIFZ A H

BADRE
15BELV28BROBAEDTFHERESUVHBRK THIZE
[THERER ARYERBICIOTHEERZ(THLBFEA-

Zo

Adult growth
Mean length of adults after 15 days and 28 days exposure, and
adult weight at termination, were unaffected by treatment.

EC PN




BE BELUFOER. ARIEHEYDFOHR. RUIDTFE
ELETOME. AN DRERICx T HNOECIF4.09me/IT

Hot=,

fER:

ETHE
HOFETHRIF0.97FEF=(E1.35megPDC/IDEEIZRBEIN -1
BD22%5M50.41F1=1E£4.09me/ BEIZRESN-HEE D28%
FTEL -, HEBHTORTEII10%TH oI, SBELH
BYERZBHOBICIE. RERITOVTHIMGEREER

Remark: The NOEC for parental and larval mortality, number of
off-spring per female and time to release of first brood, and
adult growth was 4.09 mg/I.

Result:

Mortality

Parental mortality varied from 22% in cultures exposed to 0.97
or 1.35 mg PDC/I to 28% in cultures exposed to 0.41 or 4.09
mg/I. Mortality in controls was 10%. There was no statistically
significant difference between mortality in the control or

R Hohihofz, REMBICRBSN B SEFENTZFD L |treated groups. Overall survival of juveniles from treated
AR EFEIL., 4.09me/IBED85%H 50.41mg/IBEMDI1%ET |parents varied from 85% in the 4.09 mg/| group to 91% in the
EHLIz, ABHEOEFEE8% THoT=, 0.41 mg/| group, with 85% survival in the controls.
35 AEBREMHT T, 28HBI D mysid shrimpDIET=ER, BHE. [Conclusion: Under the conditions of the test, the 28 day NOEC
BEICx 3 ANOECIF SRR R =R E THH4.09mg/ITH D=, |for mortality, reproduction and growth in the mysid shrimp over
28 days was at least 4.09 mg/I, the highest concentration
tested.
& |
#&% (EC50)
#£58 (NOEC. LOEC) NOEC: >= 4.09 mg/I NOEC: >= 4.09 mg/I|
EEMEROT (2) IRt CIEEMEHY (2) valid with restrictions
F—RET 1
SRR HI RN GLPAAFS A iRER GLP guideline study.
s The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
51 Ak (155) (155)
= 73574 :SIDSTURRAVMIE>TEELRER Flag: Critical study for SIDS endpoint

4-6 [EEEYM~DEHE

TOXICITY TO TERRESTRIAL ORGANISMS

A BEEEM~OEN

TOXICITY TO TERRESTRIAL PLANTS

B. TIRAEY~DEM

TOXICITY TO SOIL DWELLING ORGANISMS

RS T DR E : #1E =98% other TS: purity = 98 %
R—1%
ik OECDAH AR 20733 X, A EE MR OECD Guide-line 207 “Earthworm, Acute Toxcity Test”
REROESE A4T NI L1E Type: artificial soil
GLP T—R%L no data
HERETOFE 1981 1981
& Eisenia fetida (B5H (Annelida), T1Eh 4 #)) Eisenia fetida (Worm (Annelida), soil dwelling)
ARMEDITDEE
ABRMEDIHAE
IVRRAVE %S mortality
REHR 148FH 14 day(s)
B :20°C, pHIE:5.5-6.5, TIERE :35% Temperature: 20 degrees C, pH-value: 5.5 — 6.5, ground
HERE humidity: 35%
R
Ei LC50: = 4240 mg/kg TIE B EE LC50: = 4240 mg/kg soil dw
E—bh. 3T @O ERELUVREHILY D LDESHEFHER |A mixture of peat, clay, fine sand and calcium carbonate
IERELTEALT=, 3005 5500mgD AR L=E1#I10PC%1,2— |served as test medium. Ten adult animals weighing between
SRR 97ED7’D/(‘/(—:§E§§'E'Z:O %:5%1E§E7ki%li3830—4680mg 300 - 500 mg were exposed to 1,2—dich|oropropane. The 95 %
- 1,2-290R70/\ /kedr i TETH 1=, confidence level was 3830 — 4680 mg 1,2-dichloropropane/kg
of dry ground mass.
BT S=hd (2) IRt CIEEMEHY (2) valid with restrictions
F—RE5T4
1S58 DHIEERL HARSAHER Guideline study
H The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
51 FAX#EK (156) (156)
| EE

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

-6-1EEEY~DEN

TOXICITY TO SEDIMENT DWELLING ORGANISMS

4-7 £
BIOLOGICAL EFFECTS

4-8 ERAYMERBREERE

IREBESSL Y (BYIEHICLOBRESD)
MONITORING (INCLUDING BIOMAGNIFICATION)

BIOTRANSFORMATION AND KINETICS

4-9 BMER
ADDITIONAL INFORMATION
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FER#EE (EU-RAR)
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5-1 MO RT1UX. RE. 2
TOXICOKINETICS, METABOLISM, and DISTRIBUTION

H(121-136 g) B U 1E(106-124) DF344 TSk (7 BES.
n=4/1%) ZENHITO—ZH T T, 14C4ZHPDCIZ, 5, 50 X
[% 100 ppm 12, 6BFREIZREE (FERRD #) L1=, MIZh DIRSTEE
DERERVLZMOPDCHEEZRBIRUVRBRICAEL:
(h=2—LZEEL-EEFHR .

Fron—  BRKRUDH

FooN—[FTI7AVTRD AS=TSRAFYITHETHY.
RED (TR EFIZSIT (EAMT | 40T ; 2B TIRE) DIV DRE
METBETH oIz Fr/\—(ERFFICME DRI A BEAE
KSIZEHETSN TULV =, 14C-PDCOAIEL=E Timf=L1=
SARANE DB EEIELE-EMBEREF v /N\—TRV T

SERMEL 11~14THRE as prescribed by 1.1 - 1.4
CASES
MEE
AR
Fik )
Bk HARSA fth: EPAT R MR RIZIER other: EPA test rule study
HERMRE G Distribution
GLPE& [EXA) yes
HEBER IO E 1989 1989
YR ULE Animals and treatments

Male (121-136 g) and female (106-124) F344 rats (7 wk old,
n=4/sex) were exposed (head only) for 6 hr to 5, 50 or 100
ppm 14C-labeled PDC under dynamic flow conditions. The
concentration of radioactivity in plasma and the concentration
of PDC in whole blood were determined during and after
exposure (cannulated jugular vein).

Chambers, atmosphere and analysis

The chamber was constructed of Teflon-lined plastic, and
allowed the simultaneous exposure of 8 rats (4 male, 4 female;
housed on two tiers) during exposure. It was designed to
permit collection of blood samples during exposure. Vapors

HiE DR THLET CLTERRERESE -, LERETEDIRATO were generated by pumping the contents of SARAN bags filled
PDCODREZEGD/FIDTHIFEL . IMEHMZEHDEEELSCTEE |with measured volumes of 14C-PDC and dry compressed air
Lizs into the chambers. The concentration of PDC at one point in
the upper and the lower tier was determined by GC/FID, with
LSC to quantify the concentration of radio—label.
MED T Analysis of blood
MiED—EET—IL (R VERERFRT&IZ) LT, PDCIFEFE  |Aliquots of blood were pooled (by sex and time interval) and
EOEENDT=H. GC/MSTHHLT=, analysed by GC/MS for quantity of PDC present.
fhaE$HA Other details
L2TOMDFFETFHRDEEERICB @Y, All other methods etc were as decribed in the preceeding
record.
iz vk rat
AEREY: R
TR
HHRa R
Fih
=R ENMER. i 40T
- JEE: 4 No. of animals, males: 4
HERE M BNk, It 40T No. of animals, females: 4
N inhalation
Ly SRERER: 6RFR Exposure time: 6 hour(s)
AR (BRI fh: ZR other: air
N e = A=, i#: 5. 50 X[X 100 ppm Doses, males: 5, 50 or 100 ppm
RE5E FA=E. Itf: 5. 50 X (X 100 ppm Doses, females: 5, 50 or 100 ppm
#etFE
RIS SN
PR EE
BERIAR
| SR AR AR 5
REEY

REBEY CAS No.

=

#ER

FroN—RDOPDCHOAIEREIIE, P RUSERZFHOLE/
T, FNEN, 46/47 pom, 52.4/56.8 ppm B
141.8/125.2 ppm THo71=, REHR THABTOFEHIEL.
B. A RUSREHOM /T, 04/0.3, 2.8/2.8 RV 6.3/7.1
mg PDCHEETH>T=,
EURSN-RETRED DA IEHBER 5.9b [TFEHT=, BEHNT
B&. R(EURESN =2 D54-66%) B UFER (CO2LL T15-23%)
HIHE D E AR T, DEARB R UK (6-10%) RUHE
(6-10%) IFFTELT=o [EURLF-IRSTRE DA% LA R (F 7 — k%K
IZFEL Tz, R A DIEFHEAS ppm KU 50 ppm [CRFZELI-E)
MTIXIR 5 D2-3%%. 100 ppm FETIL6-7%(EAEH TIEH
RUMEAERHLVAEZEHY)E LD, Bt/ 59— (L
R TEWNEE ST,

The measured concentration of PDC in the chambers was
4.6/4.7 ppm, 52.4/56.8 ppm and 141.8/125.2 ppm for
males/females, respectively, in the low, mid and high
exposure groups, respectively. Mean end exposure body
burdens were 0.4/0.3, 2.8/2.8 and 6.3/7.1 mg equivalents of
PDC for males/females in the low, mid and high exposure
groups, respectively.

The distribution of recovered radioactivity is summarized in
Attachment 5.0b. In summary, urine (54-66% of recovered
dose) and expired air (15-23% as carbon dioxide) were the
principle routes of excretion with smaller amounts present in
tissues and carcass (6-10%) and faeces (6-10%). Less than 4%
of the recovered radioactivity was present in cage washings.
Exhaled volatiles accounted for 2—3% of the dose in animals
exposed to 5 ppm and 50 ppm, and 6—7% in the 100 ppm group
(high dose group significantly different from mid and low dose
groups). The pattern of excretion did not differ between males
and females.




HERER

RO

WA REXSFR 2 TOMBICH AL BEEELVDREINE
D018 TEEE KLz, FiRRVERIIBIFEDREEE
EH. INTNEESHT-Y, 52 00.1-0.3% K% 110.1-0.2%
IZAE 2 LTz, $A T (ST R CTEAL VAR ZE 7K. H DL
[FELGDIRBREEICSHL T XILEE (S #E [ h -

=

SHR DA

TS RED PR et (31 5 R R A D 2485 (I 5= D47-62%)
T, RD2485[H] (2-9%) ELLR TR A TH o=, FRPEMLI=Z
FA L R IR A~ D LLERSUE (3 (0-24B5 R B U 24-48BF R CTENE
1) 13-20% B U <3% T, EAIL5-8% K R0.7-3.0% T 1=, M
ST ERLRES FRTBHR 24 LINIERL . 24-488R]
DEFERIFREERIZE <0.03% AREINI=DH THo1=,

D MR E LB R ISR BB CTRALL 1= (5 : 5
ppm DU TIX 1B TE—2) . MkfE(CH LT, fnhPDCL AL
DE—VEITRAEBEFELFET. VUTSVRIZETIRE
KRR IEERL TV, M EEFRTER T %28
TR PR SR(0.03 ug/e) LT &A1z, BT L (EHRIZIFLL
13V IR—h AV NE—T U ETIL) I2EYPDCHREHR D I
DO ERE I L T05 . M T24H THEHIEATRSN
Eo

mFhTIT14CHRE=ETHFEELRBEDIEHTHLN.
5. 50 & UX 100 ppm BT, TNZh 2, 12-15 RV 27-29 ug
LR/ MBOEEDETH oIz, XETDAUCIEZLE
. 21-23, 130-134 KU 288-320 ug g™-1 T#H>71=. 5 ppm
DIMIFI4CHE—ILARLEFRUEHEFEDAUCED LLE
[ZIMMEE14CIXAEICLHITELANILETRISEEFRLT =,

k7!

R RIBR D EISFET DMATHEDF60-90% TR ELAD
PDCT#Hofzo (3DDWARERMNST—)LLTZ) ROHPLCSH
HIEPDCDIDDN-FEFILL ATAALERDEREETRL
f=o TNBIE, IN-7EFIL-S-2-EFAFTOEL)-L-V AT
A2 N-FEFIL-S-2-FFVTOEL)-L-LRTA4Y RU
N-7EFIL-S-2-NILRF L ITFIL)-L-L RTA)THBH.
FleaMIBmEIhihofz, thD4DDHPLCE—V%RE
FBRAESE DD DT,

B 12-S4-0070/8 ICCA/HPY a2 Y— 7 A
BEH: HFEH 50b.doc
Timchalk &, 1989M5@ PDCODRFS X RTFAIR

EIREN = ISTHE %

5 ppm a 50 ppm a 100 ppm a
i3
R 65.0 = 6.7 545 + 6.0 58.8 + 7.3
IE5 CO2 16.4 = 0.1 231+ 26bd 174 = 30
IERIBFR S 1.7 £ 06 21+ 05 6.3 + 30b,c

72+ 23 75+ 1.0 70 = 3.9

#R%E/ BRAK 79 £+ 26 10.0 £ 1.1 79 = 1.7
r—Ckik 1.8 + 1.1 27+ 14 24+ 29
At 100.0 99.9 99.9

3
73 614+ 38 556+ 29 637 + 82
IF5, C02 173 +18 194 +09bd 155+ 38
IR IBHRS 17 £ 03 34 + 06 6.7 = 34bc
97 +28 92 + 26 63 + 25
#R%E/ BRAK 7312 85+ 08 58 + 14
r—UMksik 26 + 1.1 38+ 12 20 + 1.1
At 100.0 99.9 100.1

HIEFATIZHLTOFHE = SD #RT .

a=5 R U50 ppm 239 B HIBELITC DEYIH T 5 TFHfE
+ SD #%&7; 100 ppm BT I HHIEZ4EDEMIT B
FigfE £ SD K7,

b = TurkeytbBXIZ &Y 5 ppmEELARETRIICEZRZAY; alpha =
0.05

¢ = Turkey ELERIZKY) 50 ppmBEELARETRIICEEZEFY; alpha
=0.05

d = TurkeytbBXIZ &Y 100 ppmEE&L#ETHIICEEZAY; alpha
=0.05

Analysis of tissues

Radioactivity was distributed among all the tissues examined
and generally represented less than 0.18% of the recovered
dose/g wet weight. The liver and kidneys contained the
highest amount of radioactivity, accounting for 0.1-0.3% and
0.1-0.2% of the dose/g wet weight, respectively. There were no
obvious differences in tissue distribution between the sexes or
in distribution or concentration for the different exposure
concentrations. Timecourse for elimination Urinary elimination
of radiolabel was greatest over the first 24 hr post—dosing (47—
62% of dose) relative to the following 24 hr (2-9%). Comparative
figures for exhaled carbon dioxide were 13-20% and <3%, and
5-8% and 0.7-3.0% for faeces (at 0-24 and 24-48 hr,
respectively). The majority of exhaled volatiles were also
eliminated during the 24 hr following exposure, with <0.03%
detected during the 24-48 hr time period.

Blood concentrations in both sexes were generally at a
maximum 4 hr into the exposure (exception: 5 ppm females
which peaked at 1 hr). In both sexes the peak blood PDC level
was not proportional to dose indicating a dose—dependent
non-linearlity in clearance. The concentration in blood was
below the limit of

detection (0.03 ug/g) 2 hr after exposure ended. Modelling
(one-compartment

open model with linear fit) indicated a post-exposure blood
clearance half life

for PDC of 30 min in males and 24 min in females.

In plasma, the highest concentration of 14C in both sexeswas
found at 4 hr in the exposure, and ranged from 2, 12-15and
27-29 ug eq/g plasma present in the 5, 50 and 100 ppm groups
respectively. Corresponding AUCs were 21-23, 130-134 and
288-320 ug g™-1, respectively. Comparison of the 5 ppm peak
plasma 14C level and AUC with the mid— and high dose groups
indicated that plasma 14C was less than proportional to dose.

Metabolites

Approx. 60-90% of the radioactivity present in the exhaled
volatile fraction was unchanged PDC. HPLC analysis of urine
(pooled from the 3 inhalation experiments) revealed the
presence of three n—acetylcysteine conjugates of PDC (N—
acetyl-S—(2-hydroxypropyl)-L-cysteine, N-acetyl-S—(2-
oxopropyl)-L-cysteine and
N-acetyl-S—(2-carboxyethyl)-L-cysteine) but no detectable
parent compound. Attempts to identify four other HPLC peaks
were unsuccessful.

Source: The 1,2-Dichloropropane ICCA/HPV Consortium
Attached doc.: Attachment 5.0b.doc
Toxicokinetics of PDC, from Timchalk et al., 1989

% recovered radioactivity

5 ppm a 50 ppm a 100 ppm a
MALES
Urine 65.0 = 6.7 54.5 = 6.0 588 = 7.3
Expired CO2 16.4 = 0.1 231 £ 26bd 174 = 3.0
Expired volatiles 1.7 £ 06 21 05 6.3 = 30b,c
Faeces 72 £ 23 75+ 1.0 70 = 39
Tissues/carcass 79 = 26 100 = 1.1 79 £ 1.7
Cage wash 1.8 = 1.1 2714 24 =29
Total 100.0 99.9 99.9
FEMALES
Urine 61.4 = 38 55.6 = 2.9 63.7 = 8.2
Expired CO2 173 = 1.8 194 = 09bd 155 % 38
Expired volatiles 1.7 =03 34 06 6.7 £ 34bc
Faeces 9.7+ 28 92 *+ 26 6.3 = 25
Tissues/carcass 73 1.2 85+ 08 58+t 14
Cage wash 26 = 1.1 38+ 12 20 = 11
Total 100.0 99.9 100.1

Values represent mean = SD for 4 animals.

a = values for 5 and 50 ppm represent mean % SD for 3
animals; those for the 100 ppm group represent mean = SD
for 4 animals.

b = statistically identified difference from the 5 ppm group by
Tukey comparison; alpha = 0.05

¢ = statistically identified difference from the 50 ppm group by
Tukey comparison; alpha = 0.05

d = statistically identified difference from the 100 ppm group
by Tukey comparison; alpha = 0.05




5. 50 X% 100 ppmBEZE Z 6B DO MRS YN TIE. PDCODH
KITHT D ERBITREVIERCO28E M EL TTH 1=, M5t
BEDKREBS (L2485 LLRICHE S h . REILIADPDCDFTE

Urine and exhaled carbon dioxide were the principle routes
for elimination of PDC in male and female rats after 6 hr
inhalation exposure to 5, 50 or 100 ppm. The majority of

Lt [EFTEMLIEMDT=, radioactivity was excreted within 24 hr, with little
unchanged PDC present.

[EE EES (1) #IRRZ<(E%EMEHY (1) valid without restriction

(S4B 0 2 BT AR B0 HARSAVRRICEET S Comparable to guideline study.

H The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
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Flag: Critical study for SIDS endpoint

HERMEBEL 11~14THE as prescribed by 1.1 - 1.4
CASES
HHEE
EE
Hix
FiExHARSA fth: EPAT ANMEBIGER other: EPA test rule study
HERTLEE X Distribution
GLPEA [ELY yes
REREFE o HE
BHRULE Animals and treatments

HER U DF44FR 5y (T kS ; n=4/1%) (CO—2 il 14C-18
#PDC(FNEh . 50 X[ 500 uCi/kg AE)E1 X 100
mg/kg AE ., BERORETE ATz, FIFEICIT IFMSHES
PDC. 1 mg/kg #7TH# N5 T5 2. 8H HIZ14C-#Z5PDC
%1 mg/kg (AR, BEIRAREL -, %5 1605HATICAEE%
UL, 5 AR RERICEREEL I, BIIEA S AR By —
DITAEL. R, ERUIESRCO2R MER U ME %1% 5488
% ETIRIRL-, MIFRD14CHEE (BHIRDBEH
—a—L)ERSHOYMICRERE L, ADMEBORH
(k. . B, PR AR, MEAR. B, B4 5. BRI, RIS &
UEAR) 12DV T 48BF & ICATRED B E 1T o 1=

BRI

JEIZE M E DM (X99.9% TH o1z, ZHME DHEL97%
T. 1; n_;koé/jlmt?old)ttﬁf(gﬁiﬁ'fi"éﬁh HB—DORFRFICH
—IZAEEH =

Male and female F344 rats (7 wk old; n=4/sex) were given a
single oral treatment of 1 or 100 mg/kg bwt 14C—labelled PDC
(50 or 500 uCi/kg bwt, respectively) in corn oil. A third group
received 7 daily oral doses of 1 mg/kg bwt non-radiolabeled
PDC, followed by a single oral dose of 1 mg/kg bwt 14C—
labeled PDC on day 8. Food was withdrawn 16 hr prior to
dosing, and returned 4 hr post—treatment. The animals were
housed in glass metabolism cages, and urine, feces and expired
carbon dioxide and volatile substances collected for up to 48
hr post—dosing. The concentration of 14C in plasma (indwelling
jugular cannula) was determined repeatedly during post—dosing
period. Samples of body tissues (blood, bone, brain, liver,
kidneys, fat, gonads, lung, heart, skeletal muscle, spleen, skin
and carcass) were analysed for radioactivity at 48 hr.

Test samples

The unlabelled material was 99.9% pure. The labelled material
was 97% pure, had a specific activity of 17 mCi/mmol and was
uniformly labelled on a single carbon atom.

HiE DB
nAE Analytical methods
RTSRT—2 %% 8K) RO K (M5F) O HETBEIL | Total radioactivity in urine (plus distilled water cage rinse) and
BIRL O FL—230h 92— (LSC) [TKYBITELT=. #E(XH |blood (plasma) was quantified by liquid scintillation counting
DINAXFIEAF—TURIEL, 1-AbF-2-TF0/8/—)L:E |(LSC). Feces were processed using a sample oxidiser, the
JIR/—I)LTEY (7:3)FIHEE L=l it — B b ik 3R &R ATHE |released carbon dioxide trapped in 1-methoxy—2—
#LSCTHRIFELT =, RPN ZEEL RFEZRRD A iEIZEL YAl |propanol:monoethanolamine (7:3) and radioactivity determined
ElL-c FRPDIERMUEWE (XFEER EICHHEL. i5#% (NF |by LSC; exhaled carbon dioxide was quantified in an analogous
H2)L. LSCIZftL 7=, manner. Exhaled volatile compounds were trapped on activated
PR ERHEEEN KD RRTER THEMHDHPLCTHBELT=, [charcoal, desorbed (hexane) and subject to LSC.
KREVOREXTILRAF Yo DILEAA 2 1EGC/MSIZKY Major urinary metabolites were separated by reverse phase
Tot=0 HPLC both before and after acid hydrolysis. Metabolite
FRTAOREEHT identification was by full-scan chemical ionization-GC/MS.
F—RIEORDATEEZEDITV/IN— AV M—T U ZEY |Kinetic analysis
FREETILIZE TIESH., SIMUSOLY avEa—2TA45 5L |The data were fitted to a one compartment open
(Mitchell and Gauthier Associates, Inc, Concord, MA)Z FHLY pharmacokinetic model with zero—order input rate, and half—
T, FiRHEEL, lives calculated, using the SIMUSOLV computer programme

(Mitchell and Gauthier Associates, Inc, Concord, MA).

g Sk Tat

HERENY : i

[EF

HHAEE

Fih

o . i

e y 2. AT No. of animals, males: 4

HERENYIH L. M 4T No. of animals, females: 4
EFlREO gavage

RERE RERR . 48RS Exposure time: 48 hour(s)

TBHE BRI fth: O—2imh other: corn oil

. A=, it 1 XX 100 mg/kg Doses, males: 1 or 100 mg/kg

52 FAE. It 1 XX 100 mg/ke Doses, females: 1 or 100 mg/kg

e fHEtRMT Statistical analysis

BEtFiE ANOVAR UTurkeyiREZET—2IZ#EALT=. ANOVA and Tukeys test were applied to the data.

ERICTEESNT-E

et R B

BREUAR

| R R AR S

RE#EEY

[R3#{EY CAS No.

R




HEBER

TR&AED AR
PDCEOHS5ZDOMETRED B R U OERIZTREH
50alRENTLVD,

HEES:

B9 5L, R (46-52%) RUFFSCO2(23-36%) TIR5 2D
2/3EEGHSD . LEMNEBR VB (7-11%) R U (7-8%) [
BELTW ., BEEDU TNy —DiERICEAELTL
. FFRDIBFHMEME L 1 mg/ke RERSEHDOEMTIEE
52M003-1.1%% . 5 A= 0B TIEIREMITEED10-16%%
G &Tz, £IREL T, MEFEED 100-107%ASEIRS I =,
CO2LLTHEMEIN =R 5EE DL 100 mg PDC/kg (AEZF
BEIN-BMTIE. 1 mg/kekHEAONTI=-ZVEDENLYEF
EITEETH Tz, — A . BREDE OIS EED ISR (&
FITERAERCIYBEITEMUT, B0/ 2—2 (X R
T—RRICRITH oA, ML MBTHERN S, HITLEART
HTIFRE D56, HRIZCO2EL TH# S =L RIFIEL,
FREpICHE S Mz b RITF O EMN RSN,

RIE®RS:

14C-1ZH D HEitt R U EIR D AR/ a— # B AR 5 LT-
B THONI/NE— ELLBLEA. REZREDEH I, SR
FICEIRSN =B & (EHEHRIICHRICE T ($910%) L=,
I:g—C;)Zd)5%1%(11&'&0)&@?95}%’6@@%&[; LAOLEEIC
=} DL Zo

faig D 2T

BETRE LR - IC A AL TV, HiBEREEEZEA
THY (758 N0.2-04%/ZEBe) ., 1DIFE TIFHL TO.1%
LT OFEETHo=, MHRHE. HDVEELDIZENARH
T, B DA FITHLAEE EH NGO,

SHE DG

SHABIFIRERRYD24BE CTRAMERY . 24-4855H D
HRRICITHREIEERATEDETH oz RPICIFERES
D35-50%H ) D 2485 TERIURS L RICHEE(1-2%) HV kit
Shtz, PRS- B bR RO LLES T A Sl (X, (0-
24 R U24-48B5fE T, TNEN)21-33% BRU 2-3%, RUHES
121F 5-7% B U 0.5-1.0% THo1=,

MFERTIIM LSR5 R4 TIACORERELNHA D
hAERASRE50EYTIZ0.3-04 ug HHLE/g MIE A, Ef-
100 mg/keg AEZIR 5 INT-BNTIE24-28 ug HLE/g M
% DRETHEELR, ®ETBAUCIE. FhEh4.2-54 ug
g—1 B 351-368 ug g™ —1TH o1z, S DIER X MIFHD
LANLIERAEICHFILIZEXY Do (ERAETIEES]
HEREROBATITEL TV S ERBINT),

MR T, HEVEARBRTAWN-BL5RE50AMT. H
KOBEMZBBICHSIEE TR T,

Rt

IR DERME S EIFELTULDRETRED #1829 (LR ELD
PDCT#H 1o PDCORZEALAKILRPIIEZFELLED o=, R
BIZEIDDN-FEFILORATAAGE AR RE S, 374
bHh. (IN-7EFIL-S-Q-EROFLTOEL)-L-VRTA,
N-7EFIL-S-2-FFVTAEL)-L-> R TFAV R UN-7 £ F
I=S-2-NILRFLIFIV)-L-SRTAU)THD, Chbld,
100 mg/kg AEREHTEBREEDZTNLZTNI0%, 14% RV
2% Z O T =, fEDHPLCE—4ZRET DR A [E5FELLY
hEhot=,

Recovery of radioactivity

Results for the recovery and excretion of radioactivity
following oral administration of PDC are given in Attachment
5.0a.

Single dose:

In summary, urine (46-52%) and expired CO2 (23-36%)
accounted for over two-thirds of the dose, with smaller
amounts present in tissues and carcass (7-11%) and faeces
(7-8%). Less than 3% of the dose was present in cage
washings. Exhaled volatiles accounted for 0.3-1.1% of the dose
in animals given 1 mg/kg bwt, and 10-16% of the administered
radioactivity in high dose animals. Overall, 100-107% of the
radiolabel was recovered.

The proportion of the dose excreted as CO2 was significantly
lower in rats given 100 mg PDC/kg bwt relative to that for rats
given 1 mg/kg; conversely exhalation of radioactivity in the
volatile fraction was significantly greater than in the low dose
group. While the pattern of excretion was generally similar in
males and females, statistical analysis indicated less of the
dose was excreted as CO2 and more in the urine in females
compared to males.

Multiple doses:

While the overall pattern of excretion and recovery of 14C—
label was comparable to that seen in animals given a single
treatment, there was a statistically significant decrease
(approx. 10%) in percentage recovered in urine from the repeat
dose animals. Elimination of 14C—CO2 was slightly but
significantly increased in the repeat dose group for females.

Analysis of tissues

Radioactivity was distributed among all the tissues examined.
The liver contained the highest amount (0.2-0.4% of the dose
/g wet weight), with generally 0.1% or less present in the other
organs. There were no obvious differences in tissue
distribution between the sexes or the different dosing
regimens.

Timecourse for elimination

Elimination was greatest over the first 24 hr post—dosing, with
negligible amounts eliminated during the 24-48 hr period. In
urine, 35-50% of the dose was recovered during the first 24 hr,
with trace amounts (1-2%) excreted subsequently.
Comparative figures for exhaled carbon dioxide were 21-33%
and 2-3%, and 5-7% and 0.5-1.0% for faeces (at 0-24 and 24-48
hr, respectively).

In plasma, the highest concentration of 14C in both sexes was
found at 4 hr post—dosing, with 0.3-0.4 ug eq/g plasma present
in low dose animals and 24-28 ug eq/g plasma in animals given
100 mg/kg bwt. Corresponding AUCs were 4.2-5.4 ug g"-1 and
351-368 ug g"—1, respectively. These results suggest that
levels in plasma were slightly less than dose—proportionate
(perhaps indicating saturation of biotransformation at the
higher dose).

There were no obvious differences in timecourse for
elimination between the sexes or the different dosing regimens
used in the study.

Metabolites

Approx. 82% of the radioactivity present in the exhaled volatile
fraction was unchanged PDC. No unchanged PDC was present
in urine. Three n—acetylcysteine conjugates were detected in
urine, (N-acetyl-S—(2-hydroxypropyl)-L—cysteine, N-acetyl-
S—(2-oxopropyl)-L-cysteine and N-acetyl-S—(2—
carboxyethyl)-L—cysteine). These accounted for 10%, 14% and
2% of the dose given to the 100 mg/kg bwt animals,
respectively. Attempts to identify three other HPLC peaks
were unsuccessful.




HEt: 1,2-C45007[as8y ICCA/HPY vy —S 7 L
ATELE: FTEH 5.0adoc
Timchalk 5, 198950 PDCAORFLaAFRTAIR

HEROKS REREOKRS
BEEORIRSNT=%
1 mg/kg AE 100 mg/kg AE 1 mg/kg AE

73
PR 456 £42b 511 27 368 £ 1.5ab
& CO2 359 £30bc 272 *x 11ac 64 £28ab

IR IBRES 03 +03 103 +13a 02+ 0.1

# 77+ 16 70+ 14 6.4 + 09
#R%/ BRAK 106 = 04 73+ 04 105 + 0.6
T—Uk%ik 07 £ 04 20+ 18 0.7 =04
At 100.9 104.9 91.0

i3

R 517 +£21b 519+ 32 438 £ 51ab
IS CO2 308 £ 09bc 232+ 34ac 354 +08ab
IES EHERS 113+ 15 163 = 83a 0.1 =00
# 79+19 55+ 26 6.3 + 32
#R%/ BRAK 77 £ 06 71+ 07 85+ 06
T—Uk%ik 08 + 0.2 26+ 1.7 22+ 18
At 100.0 106.6 96.4

a=1mg/kg (B[E) 5 HFEMEAMITERZERY; ANOVA
alpha = 0.05

b=1mg/keDEERELRERS LOMTHEIMIZAERZE
AY; ANOVA alpha = 0.05

c=HEHED 1 X 100 mg/kg BHLEDBTHEMNEY ;
ANOVA alpha =0.05

HIEZATDEIKLTD FHIE + SD ERL TS,

Source: The 1,2-Dichloropropane ICCA/HPV Consortium
Attached doc.: Attachment 5.0a.doc

Toxicokinetics of PDC, from Timchalk et al., 1989

Single oral dose
% dose recovered
1 mg/kg bwt 100 mg/kg bwt 1 mg/kg bwt

Multiple oral dose

MALES

Urine 456 =42b 511 =27 368 = 1.5ab
Expired CO2 359 £ 30bc 272+ 11ac 64=*28ab
Expired volatiles 03 £ 03 103 = 13a 0.2 = 01
Faeces 77+ 16 70 =14 6.4 =09
Tissues/carcass 10.6 = 0.4 73+ 04 105 + 0.6
Cage wash 0.7 =04 20+ 18 07 =04
Total 100.9 104.9 91.0
FEMALES

Urine 517 £ 21b 519 %= 32 438 £ 5.1ab
Expired CO2 308 £ 09bec 232 +34ac 354 *+08ab
Expired volatiles 1.13 = 1.5 16.3 =83 a 0.1 £ 00
Faeces 79 =19 55+ 26 6.3 = 32
Tissues/carcass 1.7 = 0.6 71 £ 07 85 =+ 0.6
Cage wash 0.8 = 0.2 26+ 1.7 22+ 18
Total 100.0 106.6 96.4

a = statistically significant difference from 1 mg/kg (single)
group; ANOVA alpha = 0.05

b = statistically significant difference between single and
multiple 1 mg/kg; ANOVA alpha = 0.05

¢ = identified sex difference between single 1 or 100 mg/kg;
ANOVA alpha = 0.05

Values represent mean &= SD for 4 animals.

HE R
HAXIREERSEOHBEDSYNZHITAPDCH EHE MR |Urine and exhaled carbon dioxide were the principle routes for
BIFREVER ZEIERFETHOT=, CO2ZELIRIRITE A |excretion of PDC in male and female rats after single or
ETIIEMICTEETIZEL, METRED KERS HV 24855 LLA(Z |repeated oral administration. The pathway leading to CO2 is
Y Bt S PDCRELKRIESEM LD, RIEELTEL, quantitatively less important at higher doses. The majority of
radioactivity was excreted within 24 hr, with little or no
unchanged PDC present.
SR (1) HIPRG<IEREMEHY (1) valid without restriction
(S 5E M O | BT AR L HARSAURERIZITHT S Comparable to guideline study.
s The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

51 F SR (FTXX#R)

(158)

(158)

&E

757% : SIDSTURIRA VML TEEIRER

Flag: Critical study for SIDS endpoint

2D DF3445y b+ (123855) 1=, RPERBPDOERHAN=X
LZEEET 51612, ERKFRTHEZ#HL-PDC(D6-PDC, 100
me/kg RE)EHR S5 LTz, 5% BMEASRERBT—2I1C
IRZEL . 245 RARZERE LTz, SRERME (LY TEIOEKFKR
FEEATHY. FEBMEOFEIFIWAT THo1=.

HEEMEL 11~14THRE as prescribed by 1.1 - 1.4
CASES
HHEE
SR
HiE
HikHARSAY fth: EPAT A MRBIGRER other: EPA test rule study
SHERFRE ] Metabolism
GLP#E& (4 yes
HEEB A E
BMRULE Animals and treatments

Two female F344 rats (12 wk old) were administered
deuterated PDC (D6-PDC, 100 mg/kg bwt) to examine the
mechanism of formation of urinary metabolites. After
treatment the animals were housed in glass metabolism cages
and urine collected for 24 hr. The test material contained an

FiE DB average of 5.9 deuterium atoms, with less than 1% unlabelled
DT material present.
FRE{#E2ME B (T—TILEST I A2 RUN,0-E
AR AFILDY VR T A BT EETIR)L, GC-MSTHHT |Analysis
Lite Urine samples were derivatized twice (ethereal diazomethane
and N,O-bis(trimethylsilyltrifluoroacetamide) and analysed by
GC-MS.
B SoF —
HERENY - R
A females
HHRAKE
Fih
hE
HEREI R ., 2
- RO gavage
REAR RERR: 2485R8 Exposure time: 24 hour(s)
TR R fh: 3—2H other: corn oil
BEE 100 mg/kg 100 mg/kg
#HatFiE
ERICEEShE-E
FE Bk e
FREAR
| ERERAE A3
R#ED

[R3#EY CAS No.




R

PDCORPKEMELTIDD AL AT Y—ILEARIESH

Fc%%i% I
2—;&“1:1#971:15»}»737“‘/—»@&15(31@0)@}(?%%&
&)

K& 1o

2-FXYTAE L ANNTY— VBB CEDEKERFES

Three mercapturic acids were identified as urinary metabolites
of PDC:

Metabolite 1

2-hydroxypropylmercapturate (containing 3 deuterium atoms);
Metabolite II

2-oxopropylmercapturate (containing 3 deuterium atoms);
Metabolite III

HERER ) 1-carboxyethylmercapturate (containing 4 deuterium atoms);
KR HE I Based on the number of deuterium atoms present, the authors
1-HILRES TFILAIHTY—ILEEIE (MED EKFERF% |propose that PDC undergoes oxidation, either prior to or
&) following conjugation with glutathione to give Metabolite II
FHEIHIEKRZRFOHRIEDIE, KEYWI RURBMII%E |and Metabolite Il Enzymatic reduction of Metabolite II gives
ERT RO, TILEFAEDIAE DRI EZDENAIC |Metabolite 1.

PDCIEEILZZITH L, EHSITIRIBLTLNS, KB I DEE

— FAETTICRY RSB I WNERT S,

0 A
TIWAEAFF EDIE [Fin vivo TOPDCOH R HIZE->TEEZ:|Conjugation with glutathione is an important pathway for the

e BETHD, metabolism of PDC in vivo.

1S58 (1) #IRRZ<E5EMEHY (1) valid without restriction

{SFE M O BT R HL HARSAVRERIZIEET S Comparable to guideline study.

s The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

5| ARk (GTXXiEk) (158) (158)

EE 757 : SIDSTURIRA VML TEELER Flag: Critical study for SIDS endpoint

5-2 2SN

ACUTE TOXICITY

A HREOEN

ACUTE ORAL TOXICITY

11~14THRE

as prescribed by 1.1 — 1.4

HERMER 1,2-Dichloropropane 1,2-Dichloropropane.
CASES
HMEE
AR
& e —
Bk HARSAY
GLP#E& [AAY-4 no
HEBREIToE 1969 1969
SR (B ) Swybk HR#f: fh: Carforth-Wistar rat Strain: other: Carforth-Wistar
TERI (HE: M. - F) i/ male/female
K52
FREH (M) 0P 5 5
TR (181K)
BEEK 0 Oral
EEEEIE)) :
PDCOFO AN EMMNIEIHEE D Carworth-WistarS vk (&  |The acute oral toxicity of PDC was determined in groups of
[0Y): % 4—53@@%\3%&&)0)%'6%%311.1&0 non—fasted Carworth-Wistar rats (males and females, 4-5 wk
PDCIEFIRE T IR ESN . HEE (IR ) —XTH AT, |old, non-fasted).
NE2TRIESE T, PDC was administered undiluted, and doses were arranged in a
. EYILIR 5% 14BRBEEEL . Thompson (Bacteriol. Rev.(1947) |logarithmic series and differed by a factor of two.
Z DR DHERFEM 11, 115) KU Weil (Biometrics (1952) 8, 249)MD /%% AL T |Animals were onserved for 14 d post—treatment, and the LD50
LD50ZEHE 1=, #ERIIFHELSDTREN S, calculated using the methods of Thompson (Bacteriol. Rev.
(1947) 11, 115) and Weil (Biometrics (1952) 8, 249). The result
is presented as the mean and SD.
TR LT
T3] e ——
SREBCORCH
B PR AT &
Rl R
FO2AMLD50 = 1.9 +/- 0.2 ml/kg (E¥KRUSD) Acute oral LD50 = 1.9 +/- 0.2 ml/kg (mean and SD)
Zhlk. ZE 1.155 g/ml [Source: MacKay et al (1993) This is equivalent to 2200 mg/kg bw, based on a density of
it Illustrated Handbook of Physical-Chemical Properties and 1.155 g/ml [Source: MacKay et al (1993) Illustrated Handbook
532 Environmental Fate for Organic Chemicals, Vol III, p479] [CE |of Physical-Chemical Properties and Environmental Fate for
D&, 2200 mg/kg AE [THHT S, Organic Chemicals, Vol III, p479]
Ftl

LD50fE X [$LC501E

LD50 = 2200 mg/kg {AE

LD50 = 2200 mg/kg bw

I D LD501E X [LLC50fE DELY
%

AR
(5 =1k (2) FIRRfT CIEREMEHY (2) valid with restrictions
NEAD (FARESAH) RER, AER USRI EE(ZFRE SN |Early (pre-guideline) study. Methods and results briefly
(S48 D HI| BT R HL T3, —RICFHEICRETES, reported. Generally acceptable for assessment.
s The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
2| F3TRk (ST k) (159) (160) (159) (160)

BE

737 : SIDSTYURIRAVMIE-TEELRER

Flag: Critical study for SIDS endpoint




B. RHRASHE

ACUTE INHALATION TOXICITY

HEAME £ 11~14TRE as prescribed by 1.1 - 1.4
CASESE
HHESE
AR
& e
Bk HARSAY
GLP#E& LVE no
HEREITo-F 1949 1949
HERT (8 R Sk Sherman rat Sherman
TR (B M, I F) i/ male/female
BE5E
BHASEER) O [Jus 6
B (181K
®A Inhalation
A
BE52K% ARG A5 Exposure time: 4 hour(s)
AR (B)
6PC O 1t X (L1t D ShermanSvk ($3100-150 g) #PDC7& 5K (& [Six male or female Sherman rats (approx. 100 — 150 g) were
B RE T2000 ppm £T) I, 465 X IZ8FFEIREL . 14HME  |exposed to PDC vapor (nominal concentrations up to 2000
DB REIT o1, ppm) for 4 hr or 8 hr, then observed for a 14 day follow-up
HRERIITRERAPDCISELIZASRET A RIZEEBS |period.
BTRESE - BRELTERLIERREZSALERNEFEE |The test atmosphere was generated by passing air (2.5 1/min)
ZOMORER BEZLEALT. —ENRERE (E20x#) FFARLT =, |through a fritted glass disc immersed in liquid PDC. The
REETR BIEGRELMEEEICE DI T, ST THEE  |resulting vapour—laden stream was mixed with fresh air to
LT=fETIEALY, produce a series (log base 2) of exposure concentrations. The
reported values are nominal (based on weight of material
evaporated) and not verified analytically.
#fEtFRo 0
®E |
FRERTORTH
FRERAT R
BB R
KRRIZEEOHONF-LIRTOHEREE R H D, 2000 ppm (9.4 Results from a preliminary study, summarised in tabular form,
me/|IZAH %) DPDCIT4RRAR TR %, 33-67%DILTEAELSD [indicate that there was 33-67% mortality following 4 hr
SEMTRSNT, Fl— eI 28R R E & D E K ER TIX |exposure to 2000 ppm PDC (equivalent to 9.4 mg/1).
3/6MIETHHLNT=, There were 3/6 deaths in the definitive study following an 8 hr
SR &SI, 4FFREI X E8FFE]. PDCZARITRES -5 Tld |exposure to this same concentration. Thus the same extent of
RICEEOERERLAHoNT-, FYRHDRENELHDRE |mortality was observed in rats exposed to PDC vapor for 4 hr
Z0OHh FYUEEHEBEARSEEN =D T, SNEDFERIES YR |or 8 hr. Since the longer exposure was not more hazardous
11%12-24900 70/ D4EH R FEE T 51T RBRLT=H |than the shorter expsoure, it is concluded that these results
NDTHD RSN D, most likely reflect the 4 hr acute toxicity of 1,2—
dichloropropane in the rat.
R BERE: 1 ppm = 470 mg/|
Remark: Conversion factor: 1 ppm = 4.70 mg/|
frtd

D501 X [$LC501E

LC50 = 2000 ppm

LC50 = 2000 ppm

I 1 D LD501E X [LLC50fE DELY
%

PDC?D Sy TO 4RI ALC501%2000 ppm (9.4 mg/NTHY

The 4 hr inhalation LC50 for PDC in the rat is 2000 ppm (9.4

JER mg/|).
B (2) HIRRft CIEsEMEHY (2) valid with restrictions
WEAD (FARSA 280 RER, HEROERNEEIZHE SN |Early (pre—guideline) study, generally well documented and
{E381E D $ iR HL TS, —MRICEHEICZ B TES, acceptable for assessment.
o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
51 FSCHK (FE3CiK) (168) (160) (168) (160)
I 757 : SDSTURRAVMIESTEELRER Flag: Critical study for SIDS endpoint
HEBRMEL T—REL no data
CASEE
MEE
ETN
Bk e
Bk HARSAY
GLP#E& [AYAV-4 no
HEBREITOLE
SHERT () Zwbk Sprague-Dawley rat Sprague—Dawley
LR R ES
TER (i - M., - F) T—REL no data
BER 2200 ppm 2200 ppm
T REEEFE: 7RERE Exposure time: 7 hour(s)
ZHEH (R 0B 33 33
TR (181K)
®A Inhalation

BERZR




ESIGIE)

BN SV (FRE 150 - 200 g) % 2200 ppm (& B fE) D
PDCESICTEERH. 1BIREL -, REF v /\—HNOPDCOE
EFEZEL-BEOESREERVFroN—ERBEIRRD
EEMEEL,
COFHEEERNELERIEROEEETAVTEEL Ty
UN—RZEGRH T ILHDOPDCH R HHEELLE LT,
BFE%0, 1. 2, 4.7, 9 RV 14BIZEIBD=-OIZRED3I-5
ALY, RRAZEHMEICHE LUz, BIT. D, FE. BEH S

Thirty three adult rats (owt 150 — 200 g) were exposed once to
a 2200 ppm (nominal) PDC vapour for 7 hr.

The concentration of PDC in the exposure chamber was
calculated from measurements of the weight of solvent
volatilised and the rate of air flow through the chamber.

This was compared with the analysed content of PDC in a
sample of chamber air, quantified using thermal decomposition
and estimation of inorganic chloride.

DI OHEREM B AZERL., EMBEREICHLT-, SIEDIEREZED TV |Groups of 3-5 animals taken for necropsy on days 0, 1, 2, 4, 7,
FxtiBEEL =, 9 and 14 days post—exposure, and subject to macroscopic
evaluation. Tissue sections were prepared from adrenals,
SERR: 1 ppm = 4.70 mg/m3 heart, liver, kidney and subject to microscopic examination.
Three unexposed rats served as controls.
Remark: 1 ppm = 4.70 mg/m3
#atFRyn
T3 |
ZHASHTORLTH
BEPRAT R
B R
QDS YENREERZICHT LN, BYIXETERBRETHE |Two rats died shortly after exposure, while the remainder
FL -, (BCRENEA T =10, TEAEDHBRE D IBMEER |survived until scheduled necropsy. (Advanced autolysis
EIXFAEETH12) o precluded microscopic evaluation of tissues from the
[EERDBEDS> MR VIR NFELI- XS AIRMZEIL T |decedents.)
Hot=, Slight visceral congestion and fatty liver were the main
I D SRR E B LT, NERIDEDIRIEE £ -1-FEE |macroscopic changes present.
WMo EED., DR S EEOMMED BEIAZE A R EE |Microscopic examination of the liver revealed marked—to—
24BEMRICEBRL-2E3MICEDHONT=, BT DIRFEEDHF |moderate, midzonal-to—diffuse, fine droplet fatty degeneration
MR IEREASEEREEZRDI/SBIDF YRR UIAED1/3BIDS Yk |with centrilobular necrosis in all animals acrified 24 hr post—
I2bHDt=, BEX24-48HERITIXS a5 DHBEMNH |exposure. Some necrotic liver cells were also present in 3/5
=M, 4B LUBRIZIZ Y/ A—HBRRICAEDTYVEEM  |rats 48 hr post-treatment, and 1/3 rats at 4 days. Glycogen
#HoNt=, PDCRE2HZIZEHREINT=5 VDI (X HEELL 1= |depletion was present 24-48 hr post—exposure, while
HEBOBEOETOEMETRL =, deposition of hemosiderin in Kupffer cells was present from
Z0it REIBZD4/55DZ YR V2B D2/56 B FRHAE B U |day 4 onwards. Livers of rats sacrificed 2 days after exposure
L DI—TDELGST=E S IZAE I D MHRiEMNEIZRE ., 7 |to PDC showed some increase in occurrence of scattered
B®D3/561D 5y R/NBDRHEEE A AT, mitotic figures.
BBEREDEHDEXREER R U240/ Z(ZEIIRLT=E) |Fine droplets of fat were observed in convoluted tubules and
YMTIIBRENSPFEEDFBLERLI-, RBEHESHTEE  |thick portions of the loop of Henle of 4/5 rats at day 1post—
IR E MR LR SN, exposure and 2/5 on day 2, with minimal fatty change in 3/5
rats at day 7.
The amount of fat in the adrenal cortex showed a slight—to—
moderate decrease in animals necropsied immediately and 24
hr
post—exposure. Interstitial pneumonia was present occasionally
in all
groups, including controls.
[t

D501 X [$LC501E

LC50 > 2200 ppm

LC50 > 2200 ppm

I 1 D LD501E X [LLC50fE DELY
%

AREBREHET CIESYADOPDCIZH T B|ALC50(E >2200
ppm (TBFHEIRE) TH o1z,

Under the conditions of the study, the inhalation LC50 for
PDC in the rat was »>2200 ppm (7 hr exposure).

JER BREICEELEZRIEEICHEICRBELTREREL . Treatment-related changes appeared limited primarily to liver .
(B (2) KRR CIEREMEHY (2) valid with restrictions
HD (HARSAUE) RER, FER VRN EEIZERE S |Early (pre—guideline) study, generally well documented and
{E%E T4 0 I BT IR L TW5, —fRICEHEICZ B TED, acceptable for assessment.
e The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
51 F SR (FTXXHR) (169) (169)
I 757 . SDSTURRAVMIESTEELHER Flag: Critical study for SIDS endpoint
HEMER T—2EL no data
CASEE
HHEEE
AR
ik |
Bk HARSAY
GLPES [AYAY-+ no
HEREITOFE
ST (G5 R EILEVS Rif: TREL guinea pig Strain: no data
TER (i - M., - F) T—REL no data
BeR REEFFR]: 7HFRA Exposure time: 7 hour(s)
FRAEH (MR O 33 33
AR (181K
®A Inhalation

BERZR

ESIGIE)




BEDKE/LEVE(RE 600 - 800 g) #2200 ppm (& B &)
DPDCHEKIZTEEM. 1RIRZE Lz, REF v /\—HDOPDCH
BEFERELLBEOEEAEERVFroN—FBIRR
DEENSEELT,
NERSREERIEROERZAVTEEELIZFro/N—
RZESY LT ILBOPDCH R HTEELLELT=,

SEH0. 1, 2, 4.7, 9.11,14,16 RU 21 BIZHIHR D=8
ICREEDI-SEEEY, PRRAAFTE@EICH LUz, BIE. DB, BF

Thirty three adult guinea pigs (bwt 600 — 800 g) were exposed
to a 2200 ppm (nominal) PDC vapour for 7 hr. The
concentration of PDC in the exposure chamber was calculated
from measurements of the weight of solvent volatilised and the
rate of air flow through the chamber.

This was compared with the analysed content of PDC in a
sample of chamber air, quantified using thermal decomposition
and estimation of inorganic chloride.

Z DD RS . BiEH SR FE/ERL ., ISR EICHLIZ. 3EED |Groups of 2-5 animals taken for necropsy on days 0, 1, 2, 4,7,
FERFEDEILEVIEBEEELT, 9, 11, 14, 16 and 21 after treatment, and subject to
macroscopic evaluation. Tissue sections were prepared from
SERR: 1 ppm = 4.70 mg/m3 adrenals, heart, liver, kidney and subject to microscopic
examination. Three unexposed guinea pigs served as controls.
Remark: 1 ppm = 4.70 mg/m3
#HEtFRy IR
=1 |
BESHTORTH
ERERFT R
Bt&m R
AERIAR B EADIETHIT A oT=, BIIREFZ, Z{DF) [There were no premature deaths during the study. At
MTHEBDOEREDS> MR UVFEOISHEIENADNTI=— |necropsy, many animals showed slight visceral congestion and
A.BIBOREICHEmEDRLENRALNT, fatty change in the liver, while the cut surface of the adrenal
EMERECIIREERICEBRL-BZEEYWDIME. AR |glands showed a hemorrhagic central portion. Microscopic
VERBOEHIEZVENSHEFRLIZ, examination revealed small-to-moderate amounts of fat in the
RBROARCIBIZREZTWIIF T VI—S 2 DEDZETR  |heart, liver and kidney of exposed animals sacrificed
L.2BICIXEER. 4B LR TEZGTIEMERLIz, £EDH |immediately after treatment.
SNT=E DT E B T, FIZ/MEDRD A IZZER21E [Exposed animals showed a reduction in liver glycogen on day 0
Li-ffaExFU0EELTL =, and day 1 post—treatment, a normal amount at day 2 then a
marked increase from day 4 onwards. Hepatocytes in affected
animals were swollen with pale, vaculoated cytoplasm,
especially in the centrilobular region.
Z Dt - . P e pE . . ) . .
BB OREBABZNEICIEIREBEZRRVO 1EMIZKE E DAL [Histopathological changes in adrenal tissue included
E. b, K, H2EOEMLEHIBRUEENSEN  |thickening, vacuolation, hemorrhage increased occurence of
TV CNODEILIZFREBERFE2ECIZEIELIRS. 21HB |mitotic figures and necrosis of the cortex during the first week
2R LI=EIILEYR3F F 26| DI X IEF IR 2 1=, § |post-treatment. These changes began to resolve during the
BOELFTEETIES-0, KiE, BMEKRARUVENICEE |second week post-exposure and adrenal tissue from two out
SEHRaZE S AT =M, Chb(XIB FETICEEEMRZERLT=, |of three guinea pigs sacrificed on day 21 appeared normal.
N BICIFHERRE DA BBICIEHREUANED T VL&D |Changes in the medulla included congestion, oedema, white
BHont-, cell infiltration and occasional necrotic cells up to day 7, but
these tended to have resolved by day 9. Deposits of fat and
hemosiderin were present in connective tissue surrounding the
medulla at day 21.
[l

LD50fE X [$LC501E

LC50 > 2200 ppm

LC50 > 2200 ppm

It 5 D LD501E X IS LC50ME D&
%

ARBREEET CIXEILEVLDOPDCIZH T BW|ALCS0(E
>2200 ppm (7B RT) THo1=0

Under the conditions of the study, the inhalation LC50 for PDC
in the guinea pig was >2200 ppm (7 hr exposure). Treatment—

SR BREICEELEZRIEEICEIBICRBLTREREL . related changes appeared limited to primarily to the adrenal
gland.

ExE (2) HIRRft ClEsEMEHY (2) valid with restrictions

HD (HARSAUE) RER, FER VRN EIZERE S |Early (pre—guideline) study, generally well documented and

ST D HI AR I T3, —fRICFHEAICZATES, acceptable for assessment.
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5| B Xk (ST 3CAR) (169) (169)

&% 227 : SIDSTURRAVRSESTEELEER Flag: Critical study for SIDS endpoint

C. RMREEN

ACUTE DERMAL TOXICITY

HERMES

T—2EL

no data

CASES

MESE

IR

HiE

Fik RS

GLPE S

(A4

no

REBREToLE

1962

1962

HERR R Ri)

ks

rabbit

PRI (i - M. - F)

RrEE

FRAEE (R DEYH

B (BK)

BE5ZR

R

Dermal

CESIGIE)




PDCZHEDHH X (2.5 - 35 kg, n=4/E) DHIELEEEIZ
24BHAE T CEAL ., BMIERFBLHFPETEEL. Z
DET—UIZELTI4BRIBELT=.

PDC was applied to clipped skin of male albino rabbits (2.5 —
3.5 kg, n=4 per treatment) under occlusion for 24 hr. The

ZOMDORAEREH animals were immobilised during expoure, then returned to
their cages and observed for 14 days.

#HatF a0

[T1] |

ZHEHTOREH

BRERFT R

BT R
LD50(%8.75 ml/kg REEHESN Tz, CNIFFHE 1.155 g/ml  [An LD50 of 8.75 ml/kg bw was reported. This is equivalent
[Source: MacKay et al (1993) lllustrated Handbook of t010,100 mg/kg bw, based on a density of 1.155 g/ml
Physical-Chemical Properties and Environmental Fate for [Source:MacKay et al (1993) lllustrated Handbook ofPhysical—

ZDH Organic Chemicals, Vol Ill, p479] [CE D% 10,100 mg/kg {AE |Chemical Properties and Environmental Fate forOrganic
ISHEY 5, Chemicals, Vol IIl, p479]

it

LD501{E X [%LC501E

LD50 = 10100 mg/kg A&

LD50 = 10100 mg/kg bw

It 1 D LD50{E X [LLCS0fE D& LN
%

R

ARBREH T CIIEDHXICHFSPDCOIERLD50(X8.75
mi/kg AE (10100 mg/kg (AE)THo1=.

Under the conditions of the study, the dermal LD50 for PDC in
male rabbits was 8.75 ml/kg bw (10100 mg/kg bw).

(B

(2) FIRMF TIEEMESHY

(2) valid with restrictions

{ERETE D HIBTAR L

YD (FAFFAVENDRER, FERVBRENEEICHRESN
T3, —fRICFHEICR B TES,

Early (pre—guideline) study, generally well documented and
acceptable for assessment.
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5| B3k (FT3XRk) (159) (159)
= 73574 : SIDSTURKRAVMIESDTEERHRER Flag: Critical study for SIDS endpoint

D. RHEM(ZOMDK5RER)

ACUTE TOXICITY, OTHER ROUTES

HEMES

DTS FME=97%

other TS: purity = 97 %

CASES

HMES

IR
Bk

HiE/ RS

fth: SERRPEREER

other: Acute Intraperitoneal Toxicity

GLPES

T—HEL

no data

REBRETE

1989

1989

HER (B R#)

vk

rat

TR (- M. I F)

REE

FRAER (MR DB

A A

RERER

BREER

HEHH (B)

ZDHDHEREH

iRET PRI

HER

RAEHECORELH

BRERAT R

BIRFTR

Z D

o+ =0
1 af

it

LD50 = 1100 mg/kg 1A=

LD50 = 1100 mg/kg bw

R

EEtt

(@) EREEZF TSR

{EREME D HIBTAR L

(4) not assignable

EREM AT B TEAL, EHEMERE T HICIXIUCLIDEEH D
HHELNT+5.

Not assignable; Insufficient detail in the IUCLID entry to
determine reliability.
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5| FSCER (GTXX#ER) (174) (174)

| EE

HEMEL 11~14THE as prescribed by 1.1 - 1.4

CASES

HEE

JER

Fik e ——
Bk HARSAY fth: BASF-3{ER other: BASF—test

GLP#E& T—AEL no data

HEBREIToE 1965 1965

HEAR (8 R Edda rat

TR (Bl M. - F)

BE52

FREH M) OEWH

BEGAK)




BERZR

BEREA

FEHH(8)

ZDMDHEREH

iRET PRI

#ER

ZRAEETORCHR

FRRFTR

BRI R

Z Dt

E=A
i af

S

LD50 = #5 230 mg/kg {AE

LD50 = ca. 230 mg/kg bw

ER

BERTL

no additional information

(5

(4) [EREEEEMTELL

(4) not assignable

{ERETE DI BTAR L

EREERmCEhL, RREERET S-HIUCLDRRD
BN 5

Not assignable; Insufficient detail in the IUCLID entry to
determine reliability.

Hi 8
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5| B 3CHk (FE3C#R)

(161)

(161)

[EZ

HEBEMES

TS
"1,2-Coono7ossU RS oE”

other TS
”1,2-dichloropropane crude OE”

CASES

MEE

ER
Bk

Pab: Y ke 0

#th: BASF-3XBR

other: BASF-test

GLPES

(AIAV-4

no

REBRETF

1981

1981

HERR (B2 R

L2

mouse

N )

REE

FREH M) O

R AR

REER

[

HEHH (H)

ZDDFHERFEH

HRETPRINIE

#ER

%Fﬁ%gf‘wﬁtéﬁl

heel
=y

Bli®

FRERE
Eﬁ

==

D

aam

HEE

LD50 = 700 - 2000 mg/kg A E

LD50 = 700 - 2000 mg/kg bw

R

BEREL

no additional information.

(5

Q) fEEERL

(3) invalid

BRI D HIHTIRRL

fhDEAER#E A

Other test material

H#

The 1,2-Dichloropropane ICCA/HPV Consortium

The 1,2-Dichloropropane ICCA/HPV Consortium

51 F SR (FTXXHR)

173)

(173)

BEE

HEMES

TS
"2-CoonJo/UEa e

other TS
”1,2-dichloropropane crude”

CASES

HMES

ER

Hik

HiE/AARZA

f: BASF-:%E&

other: BASF-test

GLP#E&

(AIAY-4

no

REBREToLE

1978

1978

HERR (B R#)

EZ3

mouse

PRI (i - M., - F)

RrEE

FRAEE (R DEYH

R (BK)

BEER

[T

ESGIED)

ZDMDHEREH

iREt AR

#ER

FREHTORTH

FRERAT R

BIRFTR

Z Dt

=0
W0 aff

S

LD50 = 316 — 4640 mg/kg AE

LD50 = 316 — 4640 mg/kg bw




FR EBINEREL no additional information.

[EEE [ORELEETAD (3) invalid

{S4E 14 D H| BT IR HL fhDEERH F Other test material
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5| AR (T XX k) (164) (164)

| [EE

5-3 BRI R

CORROSIVENESS/IRRITATION

A RIS/ BE

SKIN IRRITATION/CORROSION

HERMBE L 11~14THE as prescribed by 1.1 - 1.4

CASES

HHEE

SR

pH

FE |

FHiE A HARSAY

GLPE & T—HEL no data

RREITOE 1982 1982

AR (B ) iy rabbit

TR (Bl M. I -F)

BE5=

ZHASHEMER) O 3 3

B (181K

EEER

HEHAEA)
BE: FRET Concentration: undiluted
25 FHE Exposure: Semiocclusive
REWR: 46508 Exposure Time: 4 hour(s)
OECDHARZA2404, B Viennay 4 (25, FH){AE |OECD Guideline 404. White Vienna rabbits (2 male, mean
3.26 kg; 171 A E2.89 kg) ALV =, FEAZE T T4, $1E |bwt3.26 kg; 1 female bwt2.89 kg) were used. 0.5 ml DCP was

Z D DR LYY XORE (EERRITHERE) LIEMETE LT 2.5 cm |applied to a 2.5 cm x 2.5 cm piece of gauze which was held in
x 2.5 cm DH—E QW /120.5 mIDDCPZEALT-=, /3\vF% |contact with clipped rabbit skin (upperback or flank) under
FRE®% . ERAEMIZ utrol/JK(1:1) TS L. REEH24H5R]. 48 |semi—occlusive conditions for 4 hr. After removal of the patch,
B, 72085 RO 8BICK ERISEEEERLTZ, the application site was cleaned with lutrol/water (1:1) and

skin reactions recorded at 24 hr, 48 hr, 72 hr and 8 d post—
treatment.
HEtFRy IR
fER

—RRBRa7

248582 D E R B RIS
R 2.2.2

FE 10101
48B5RA A DERKBIR G
K 2,11

20 0.0.0
7285 O BRI R G
R 1,101

20 0.0.0

8B & DEKRR R G
%7 1.0.0

20 0.0.0

EEYOERAEAISERIRIELI-R &

Individual reactions at 24 hr:
Redness 2, 2, 2

Oedema 1, 1, 1

Individual reactions at 48 hr:
Redness 2, 1, 1

Oedema 0,0, 0

Individual reactions at 72 hr:
Redness 1, 1, 1

Oedema 0,0, 0

Individual reactions at 8 d
Redness 1,0, 0

Oedema 0,0, 0

Flaking skin at application site in all animals

EYE IRRITATION/CORROSION

BEEREE
R BEMREEY Result: slightly irritating
Tt ECD 74 RIBMEREL EC classificat.: not irritating
[t
SRR R Slightly iritatin to skin
EEEEH
EFN
(5 =1k (2) IR CIEREMHY (2) valid with restrictions
{EFE T D BT iR HL HARS AU RER Guideline study
faal:::8 The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| AR (GTXXik) (175) (175)
& 737 : SIDSTYURRA VML TEELHER Flag: Critical study for SIDS endpoint
B. RFIHEE

HERR R/ RH)

REBRYE L 11~14THRE as prescribed by 1.1 - 1.4
CASES
MEE
R
Fik e —
FEAAAESAY
HEBOEAT
GLPES F—AREL no data
RBEToLAE 1965 1k
PR rabbit




TER (B M., - F)

w58

0.05 ml

.05 ml

FRER (R QBHH

A A

BE#ZR

CESIGIE)

Z OO

BE ARET
BEHE. THE

Concentration: undiluted
Exposure Time: unspecified

iREt AR

#ER

43
RS= 2. HE

RIS= 20 W%

RIBR 2 B

BEOREATHIBEORERRVZENRE IFRRRICHL
ﬁf URMRICIBEECRARVFERVEEDRENAS

Slight redness and oedema with slight opacity were present 1
hr post—treatment, with marked redness and odema and slight

204t opacity at 24 hr. All signs had resolved 8 d post—treatment.
Result: irritating
fER: RFEERY
[t
BRI B ERICx LRI MERY Irritating to the eye.
IREEM
AR
1S58 (2) IRt CIEREMEHY (2) valid with restrictions
N (FAESA2HI) DHERTHSH ., —MRICRIFICEEAR S [Early (pre—guideline) study, generally well documented and
1S58 O HIBTAR ML THY., FHEICZETES, acceptable for assessment.
HE The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
51 B Xk (GT3CER) (161) (161)
Ex 757 : SIDSTURRAVMIES>TEERMER Flag: Critical study for SIDS endpoint

5-4 R FERRAE
SKIN SENSITISATION

HEMES

11~14THRE

as prescribed by 1.1 — 1.4

CASES

HMES

EIR
Bk

Hik/ AT

{th: OECD 429 (2002); U.S. EPA OPPTS 870.2600 (2003)

other: OECD 429 (2002); U.S. EPA OPPTS 870.2600 (2003)

HEBED84T

I )RR NET vEA

Mouse local lymphnode assay

GLPES

[E4A

yes

REBRETF

2003

2003

HERR (T2 R

XA

mouse

Tﬁ*;i':ll(EE’E:MJlt’E:F)

BE5E
EREE MR OE MK

A A

fh: 7R F)—T@

other: acetone olive oil

B R

ESIDIEED)

FERTERR

HERBO-OD LEOAELRIILOREXT7 A 41—
75l (AOO)H80%, 60%., 40%., 20%, XI& 10% v/v PDCZE &k
28 M OR(ITHRIE/AR) DEEISERALRIEED A
ERERBERICE DUV, B TEDLSUEDERHDLY
[TRREIERHONT, 80% v/v EEREHAELLTEIRLE-,

ANELER (LLNA)

6ICMBALB/CY IR (%718 g. 8:BHH) DEIZEHKIH . AOOH
5%, 20% X[& 80% FOEL > /054K (PDC)%FATE A
(25 ul/E. #2 50 ul/¥ o R) LTz, GHEXEEREEICIZBER D K
BT L ILS L T#HH30% hexyl cinnamaldehyde (HCA)ZE
ACOZEFHWLTHIRLT, LELT=,

Range—finding Test

Selection of the upper—dose level for the definitive study was
based upon results from an irritation range—finding test where
80%, 60%, 40%, 20%, or 10% v/v PDC in acetone:oliveoil (AOO)
was applied to each ear of female mice (1 mouse/dose) on two
consecutive days. No appreciable ear swelling or erythema
were noted and 80% v/v was chosen as the highest dose.

Main study (LLNA)

Groups of six female BALB/c mice (approximately 18 g,
8weeks old) received topical applications (25 ul/ear, total 50
ul/mouse) of 5%, 20% or 80% propylene dichloride (PDC) in
AOO on three consecutive days. A positive control group was
treated with 30% a—hexyl cinnamaldehyde (HCA), a recognized
skin contact allergen, diluted using AOO.




FOHICETORVYRICY BB EAERIER (PBS)THRL
1= 20 u Ci @ 3H-thymidine(tL A &1 8E 2Ci/mmol; Amersham
a—K TRA310)Z BT FARMEST & 250 p | ZRIEFRIRENTL
T 5 LT, f95BRZICTIRERZRL. BN/ & (%
RO UEEBICGIE T B)ERHEL. KEIVRADDEEHET
PBSHI(IZELT=.

On day 6, all mice received a 250 p | intravenous injection via
the lateral tail vein containing 20 p Ci of 3H-thymidine(specific
activity 2Ci/mmol; Amersham code TRA310) diluted in
phosphate buffered saline (PBS). Approximately five hours
later, the mice were sacrificed and the auricular lymph nodes
(located at bifurcation of the jugular veins)excised, combined
for each mouse and placed in PBS.

ZDMDEERE
R ESF AP —E B THEMBIICTEICHBEL T, Y/8 |A single cell suspension of lymph node cells was prepared by
EHARE AN S B B AR SRR R A TSI 1=, AR (XPBST#kL Y., 5%|gentle mechanical disaggregation using a tissue homogenizer.
r)OOOEFER(TCA)RZRBI =, BBALIZLEMWEZELD  [The cells were washed using PBS and suspended in 5%
L. Aquasol-2 > FL—2avhoTIL 10ml EZELIUF trichloroacetic acid (TCA); suspended precipitates were
L—2a A7 LIS T RIIC, RLYb%ES5% TCA 1 ml FTH |centrifuged and the pellets reconstituted in 1 ml of 5% TCA
BRIz, RUYEBATDADIZHWN=Fa1—T1E2 ml DK |prior to transfer to a scintillation vial containing 10 ml of
T2EEL., SR ES U FL—3 (T ILIZEHEMLT=, & |Aquasol-2 scintillation cocktail. Tubes used for suspending the
SEERM) (1IEEDEMIMI 52 DD/ EIZH T B) DIETEEZ |pellets were rinsed using two additional 2-ml aliquots of water
B-L FL—2ay W A—THRIEL, Y IREZYES D |and the rinses were added to the scintillation vials. The
BRIER (dpm)EL THRE L T=, radioactivity in each precipitate(representing two lymph nodes
from one animal) was measured using a B-scintillation counter
and reported as disintegrations per minute (dpm) per mouse.
FRIRDELE Interpretative criteria
FAHFEDIGABIZMA T, SSITBREMRTL v IILE RS [In addition to the application of statistical methods,
BELEAT) D \EKIETE RIS D RESICKYRE LTz, RUBHIE [sensitization potential was further determined by the
ZSDALEDBE (Thbhb ., XBEMEYSELLEDE  [magnitude of any lymphocyte proliferative response in relation
TE) % B S B AEER T v L DIERIEEE R 1=, to vehicle controls. A stimulation Index (SI) of =or > 3 (i.e. 3—
fold or greater proliferation than control animals) was
considered indicative of a potential for dermal sensitization.
BRER xt BEEOImDEIED L (X . ANOVADFEER T2 |Comparisons of dpm values for treated vs. control groups were
MR ENT=15E [ZDunnett M t-REIZKYIToT=, £ TDIR |done by Dunnett’s t-test when ANOVA results suggested
#EtFay s EExfTof=a LANILIF0.05TH>T=, differences. The alpha level at which all tests were conducted
was 0.05.
ER
BT EROER,NASHEH T ) /\EIXRREDIELLEDEE |PDC did not demonstrate any lymph node cell proliferation
FER 6% TRLTLNVENDT=D T, PDCIEY /BT HIA D HEFE X |response, nor any LLNA results (dpm and SI) consistent with
BEASRSEMN =L, BEREMEE—BT DHLINADEESR |dermal sensitization as the lymph nodes draining the area of
(dpmB USRS M ot=, SHEIXRERL -2 THHET— [topical application did not demonstrate a proliferative response
ELTHI0CAEXTERICHEY) THoT=. equal to or greater than the 3x threshold. SI values were
consistently around 1.0 (equivalent to vehicle controls) at all
HETE R G doses tested:
Control A 1.0 +- 0.7
5% B 1.0 +- 0.6 Proliferative response
20% C 1.3 +-0.9 Control A 1.0 +- 0.7
80% D 08 +- 0.5 5% B 1.0 +- 0.6
- 20% C 1.3 +-0.9
HERER 80% D 08+-05
HRERDBE LR R VRIS A EETE N IEA X FB D 1445 LL L |Proper conduct and responsiveness of the test was confirmed
%= L1-30% HCA (B 1E X BB EE) TAREBL =B THEZESINT=, |in animals treated with 30% HCA (positive control group) where
proliferation (SI) was 14—fold greater than that of vehicle
5, 20, KU 80% PDCOSHEIFETIUT THY ., ECIHEILR |controls.
ETELEM >z, CNSDHERICEDE, PDCITIEARMERAENE
RTU YL ERLRSEMN DT, Because the Sl values for 5, 20, and 80% PDC were all below3,
an EC3 value could not be determined. On the basis of these
results, PDC did not demonstrate any contact sensitization
potential.
D
155
1,2->o/0070/3 [XE#3EBAO0H 80 %ETMPDCTAL (1,2 dichloropropane did not stimulate proliferation of
BLEYIDRAODEN) VU NEIZE T/ Bk 8 hE R %R 7 |lymphocytes in auricular lymph nodes from mice treated with
R Liahorf=, PDCIEZARTvtADEHT TIEEEEME TIX% [up to 80% PDC in AOO on 3 consecutive days. It was
= WS hiz, concluded that PDC was not a sensitiser under the conditions
of this assay.
AR
(5 =1k (1) #IRRZ<E5EMEHY (1) valid without restriction
{EFE T D BT iR HL GLPH AR5 A 2 #EHLEAER GLP guideline study.
faal:::8 The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| AR (T XX k) (179) (179)
IS

5-5 RIEH‘ESEN
REPEATED DOSE TOXICITY

HERMES

1T1~14THRE

as prescribed by 1.1 - 1.4

CASES

MESE

EIR
B

HiEAARZA

th: ZENTPE

other: standard NTP methodology

GLP@E &

[EXA)

yes

RBETLF

1986

1986

HERR R/ RH)

vk Fischer 344

rat Fischer 344




TR (B M, IlE:F)

g

male/female

rEE

0. 125, 250, 500, 1000 X[% 2000 mg/kg fAE/H

0, 125, 250, 500, 1000 or 2000 mg/kg bw/d

EREH (MR DEMH

Y, BT es, concurrent vehicle
BRI BY, B Y
#0 avage
R SETHRE gavag
STEREEICxT 9 SR
%5 4iR9 (B) (OECD422% T, % |14H 14 days
SHEOT—2ENHL5E. &
5 HE)
BE5HEE ] Consecutive days
B EAR (B) REZOHM: 18 Post exposure period: One day
H#ESPC R ST DF3445 v (3R 5-BIA B 6,8 #5) D EE(Za—> |Groups of 5 male and 5 female F344 rats (age 6 wk at start of
SHAPDC (#£99.4%) %0, 125, 250, 500, 1000 X [& 2000 [treatment) were administered PDC (99.4% pure) in corn oil by
mg/kg AE/HDAET, Eff14BARMRHEOREL. 1B |gavage at doses of 0, 125, 250, 500, 1000 or 2000 mg/kg bw/d
FTHEREZMEL-, BT GIL/tt/—) L. 8B |for 14 consecutive days, followed by one day of observation.
REEDHBEHEL, The animals were group housed (5/sex/cage) and observed
SHER 2 BRI EFHWIZOVNTITo1= (RIRBRRD A T, JREMBIR  |twice daily for mortality.
HEREH =47 X . )
L) e Necropsies were performed on all animals (macroscopic
BERDOREYEDREIIGC-FIDEZRLTHERL . observations only, no histopathology).
The concentration of test article in the dosing solutions was
verified using GC-FID.
HEtFRy IR
e |
RE. AEENE
EEEE . SKE
RRATR (BEE. fTROFLE
HA L r i)

ARTIFAFT R (RER, FEE)

MEPRIFTR (AR, SEE)

g?&&tﬁﬂ’iﬁﬁﬁ(%Eﬁ\ -9

REER (RER, FEE)

SRR CR), SET R

BIRFTR (RER, FEE)

[T

RIEBRBFHATR (REX . EE

)

ERICERShT-8

AERIGH
BRERDGCHIIEZERSN-EEIIEHIZDNIS5-100%THSZ |GC analysis of the dosing solutions demonstrated that the
EEEERALT=, achieved concentration was 95 — 100% of target.
2000 mg/kg AEEHRESNT=25 VA RERHARBI FIZFETL. |All rats given 2000 mg/kg bw died during the study, along with
125 mg/kg AE/BRSHTIEH1HIOANIELLI=. a single male from the 125 mg/kg bw/d group.
o 1000 mg/kg A E/ B SHO Y TIE X EBE LLL X TR [Final mean body weight was decreased 14-15% in animals
ER EQOFHEF14-15%E T L=, given 1000 mg/kg bw/d relative to the controls.
B E DO FREIEH2000 mg/kg AE/BI% 5B D i#4/56 K [The renal medullae were red in 4/5 males and 5/5 females
VUs/5F-ROSNT=H . KYBRAZEICIEAHLNEH - given 2000 mg/kg bw/d but not in rats from the lower
7= treatment groups.
155
NOAEL (NOEL) NOAEL: = 500 mg/kg {AE NOAEL: = 500 mg/kg bw
LOAEL (LOEL) LOAEL: = 1000 mg/kg {AE LOAEL: = 1000 mg/kg bw
NOAEL/LOAEL D # E 1Rl

It i ONOAEL(LOAEL) DLV

e

AHEREH T CIE. M#ESYMZFHTBPDCOH H S HEDNOEL
(%500 me/ke A E/ B THT=0

Under the conditions of the study, the sub—acute NOEL for
PDC in male and female rats was 500 mg/kg bw/d.

(5 =1k (1) #IRR7Z<E%EMEHY (1) valid without restriction

(E5ETE D HI TR B HARSAVHERICE T 5, Comparable to guideline study.

faal:::8 The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| AR (T XX k) (182) (182)

& 737 : SIDSTYURRAVMZE-TEELHER Flag: Critical study for SIDS endpoint
REEME R 1.1~14TRE as prescribed by 1.1 - 1.4

CASES

HHEEE

AR

HiE

Hik HARSA fih: ZENTPE other: standard NTP methodology
GLP#E& [EXA) yes

HERETOE 1986 1986

SERT (B Bl) Swhk Fischer 344 rat Fischer 344

TERI (i M. - F) . male/female

BEg 0. 60, 125, 250, 500 X[ 1000 mg/kg {AE/H 0, 60, 125, 250, 500 or 1000 mg/kg bw/d
X2

ERERH (MR DB

FIEAEEL )

HY. BEXR

yes, concurrent vehicle




B BN cavage
SRR ICXT 9 S
%58 (8) (OECD422% T, 1% [138 13 wk
S5HEOT 2SN HLEE. R
K5 HIE)
BE5HE 58 /38 5 d/wk
ElfEEAR (H) REZOHM: 8L Post exposure period: None
H#10PC B U 10PE DF3445 v (3R 5Bt R 7-8:885) DEE(Z  |Groups of 10 male and 10 female F344 rats (age 7-8 wk at
O—2BHPDC (#99.4%) %0, 60, 125, 250, 500 X[& |start of treatment) were administered PDC (99.4% pure) in
1000mg/kg A E/BDAE T, 58/8E., 138RREGLT=. 8% |corn oil by gavage at doses of 0, 60, 125, 250, 500 or
[FHAEL. EEBRKEREHRREL, £XIXEH2EEHEL  [1000me/kg bw/d 5 d/wk for 13 wk. The animals were group
T=o BASLIKRE L HIBT SN =B S BIRR L 1=, £ BV IS housed and observed daily for clinical signs and twice daily for
[, #HEEDRHAINIEROMEZES O HEMIREZIT o=, |mortality. Animals judged to be moribund were taken to
AREXEIC1EEIEL=, necropsy. Each animal was given a detailed weekly
BREHRORTHRICEGFEYO 2 DL TEIREITof=. |examination, including palpation for tissue masses or swelling.
HERZH TSI R SR AR LIRFL ., xTEREE, 500 mg/kg U |Body weights were taken weekly.
1000 mg/keg B DIMZFIAMRRE ICHLT=, Necropsies were performed on all surviving animals at the end
BRERDPOABRME DREEGC-FIDFHAWLTRERAL:, of the treatment period. A comprehensive range of tissues
were sampled and preserved, and those from the controls, 500
mg/kg and 1000 mg/kg groups subject to microscopic
examination.
The concentration of test article in the dosing solutions was
verified using GC-FID.
#HEtFRy IR
B
RE. AEENE
EEEE . SKE
RRATR (BEE. fTROFLE
HA L E i)

ARTIFAFT R (RER, FEE)

MEPRIFTR (AR, SEE)

MFEEEFHFRR (RER ER

)

REER (RER, FEE)

SRR CR), SET R

BRI R (RER, FEE)

[

Eiﬁfﬁﬁﬁ?ﬂ‘]ﬁﬁﬁ(%i$~ -3

ERICERShT-8

AERIGH
BERDGCHIMND, ERINT-EEILZHIZENI5-100%TdH |GC analysis of the dosing solutions demonstrated that the
BT EMEEBAS T, achieved concentration was 95 — 100% of target.
1000 mg/ke AE/B RS EDOM L H KU 500 mg/kg {AE |All male and female rats given 1000 mg/kg bw/d and 5/10
RS EOHES/ 105 A FIRATZIE T L =, thDIXRSEEIE L], |males from the 500 mg/kg bw group died before necropsy. All
R THETERE L. RIBIKE(L., 500 mg/kg {AE/BEE [animals from the other treatment groups survived until study
DIET16%, M T8%H A LT=, termination. Final mean body weights were decreased 16% in
IR g3 51288432 (+1-H—D3RE T. 1000 mg/kg {& |male and 8% in females given 500 mg/kg bw/d.
F/BRS RO/ 106 R UME2/10H(/NESES-IMAS [The liver was the only organ to be affected by treatment, with
Aoz, FrIED IS TEZE AL R U/NE Rl R FEAY 1000 centrilobular congestion present in 5/10 males and 2/10
me/kg AE/BIRGEOI2/106[CBRSN 1=, females given 1000 mg/kg bw/d. Hepatic fatty change and
centrilobular necrosis were observed in 2/10 females from the
1000 mg/kg bw/d group.
[t
NOAEL (NOEL) NOAEL: = 250 mg/kg fAE NOAEL: = 250 mg/kg bw
LOAEL (LOEL) LOAEL: = 500 mg/kg A= LOAEL: = 500 mg/kg bw
NOAEL/LOAEL 0) £ 7 fR L

It HE DNOAEL(LOAEL) DELVE

ARBREHTTIE. SYMZBITZPDCHHEIZMENOELIZ, 500
mg/kg AE/BERSFHICEVT, BTRTH RVTAEDE
fiE. it TITREBMARERT R TR0 A, KEDEEIRIN=2E

Under the conditions of the study, the sub—chronic NOEL for
PDC in the rat was 250 mg/kg bw/d, based upon mortality and
lower body weight in males, and lower body weight with no

ER IZEDE, 250 mg/kg AE/BTHT=, histopathological involvement in females, given 500 mg/kg
bw/d.
[l (1) HIRRE<IEFEHEDHY (1) valid without restriction

{EREE D HI MR HL

HARSAVRERICILET B,

Comparable to guideline study.

The 1,2-Dichloropropane ICCA/HPV Consortium
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#
5| FA SR (FT3XHR)

(182)

(182)

= 757 : SIDSTURRAVKESTEELFER Flag: Critical study for SIDS endpoint
HEBRYMEL 11~14THE as prescribed by 1.1 - 1.4

CASES

HHEEE

AR

HiE

HsE S HARS A fih: EZENTPE other: standard NTP methodology
GLP#E& [ELy yes

HEBREIToF 1986 1986

SHEAT (B Bl) Zwhk Fischer 344 rat Fischer 344

TR (B M, Il :F)

g

male/female




T 0, 62 XIF 125 mg/kg AE/H; It 0, 125 X[& 250

males 0, 62 or 125 mg/kg bw/d; females 0, 125 or 250

BE5E mg/kg (AE/H mg/kg bw/d
ZHEE (MR OB
SR (384K) HY. BEXTE yes, concurrent vehicle
B iREE RO gavage
SRR ICXT 9 SR
B 5 HIRA(B) (OECD422% T, 1% [103:8 103 wk
SHBOT—2ENHIEE . &
RESHE)
REHE 58/i8 5 d/wk
El{E HAR (H)
FEIE5. 78 (A AMN) ICEMES R T 5, Methods are described in detail in Section 5.7
LT O#BEOY T IV EREAR I gt L=, (Carcinogenicity).
SNER Samples of the following tissues were subject to
EHUNEE histopathological evaluation:
m&&Em % Integumentary system
AR#ER Respiratory system
HIES R Haematopoietic system
PATEREN Circulatory system
g;;_:;&l\é Digestive system
HES 2T EEE Urinary system
HEREH HER Endocrine system
HHRERER Reproductive system
MmEER Nervous system
1z Special sense organs
REAAHE Musculoskeletal system
EREICEEEZRH MR Body cavity
Adipose tissue
Any tissue appearing abnormal at necropsy.
TR TR
ER
RE. AEENE
HEESE ., SkKE
BRARFTR (EEE. TROREHE
HA CFriEE )
IRRIFAR R (RER SEE)
MBFFHIRR (EER FERE)
J;EL;)EE“:?E‘JFEE(%E%\ -
REREMR (RER . FERE)
SRR (FK) | TSR
BIRRFR R (AR BEE)
HEE
ﬁ?ﬁ%ﬂﬁﬁ?%ﬁﬁﬁ(%&ig\ EE
ERICERSMEE
AERIGHE
AE R UERRIEIR Body weight and clinical signs
BREFWTIIARED AERENTIETHARENT-, RIEIAE |Treated animals showed a dose-related reduction in body
[FIERAERTIIBEICLELISHETL. S AED R U |weight. Final body weights were approx. 5% lower than control
DETIEABEICHL T, FNEFN14%5KR UV 24%E T L=, B&ER |for low dose animals, and 14% and 24% lower then control in
FERZAIS BRI TULVLY, the high dose male and female groups, respectively. No clinical
signs are described.
EEFEE Survival
= FA=E(250 mg/kg AE/B) QD EFEIFIEHAEEH R UR |The survival of high dose females (250 mg/kg bwt/d) was
BEOMODZFNELERTHEIZ(P0.001)E{EZTRLT=, JET= |significantly (P<0.001) less than that of the low dose females
B ORHIRAE (X EABR D 9438 | Z4F ZBEE 12HRo 1=, D AETFEZE |and controls. Mortality and morbidity was especially marked at
SR T2 TIEERH¥THo-(103:B THIEE. 62 mg/kg AE/ |wk 94 of the study. Survival in males was comparable for all
A RV 125 mg/kg AE/H B TZTNETNT8%, 84% R 82% |groups (78%, 84% and 82% alive at wk 103 for the control, 62
METE), mg/kg bwt/d and 125 mg/kg bwt/d groups, respectively).
JFIEHMHRE Non—tumor pathology
SHEOHS YDA T, BONEEILDIFEDHEE (22% 3t | The incidence of heptic foci of clear change (22% versus 6% in
*TEBEE6%) RUBFEDIE (BIR B V/PNEDRDEEHET; |controls) and liver necrosis (focal and centrilobular combined;
18% xf *THREE2%) DEEEAIEMLT =, IREEHDEMIZE1TSH |18% versus 2% in controls) were increased in high dose female
MOREDHEEIIXBEDFNELERTRIBEMN TEIST=, |rats only. The incidence of other lesions in the treated animals
was similar or lower than that of the controls.
NOAEL (NOEL) NOAEL: = 62 - 125 mg/kg (A& NOAEL: = 62 - 125 mg/kg bw
LOAEL (LOEL) LOAEL: = 125 - 250 mg/kg fAE LOAEL: = 125 - 250 mg/kg bw
NOAEL/LOAEL #E i 18 L

It i ONOAEL(LOAEL)D:E L VS

AABREH T T, HESYMZETEPDCOBHER S DNOEL
(%62 mg/kg A E/B TH-1=(125 mg/kg AE/B THONT=
BRIBEEDETIZED)  MONOELIZ125 mg/ke AE/B T
»Ho1=(250 mg/kg AE/BETHONI-KEDIKIE. £7FF

Under the conditions of the study, the chronic NOEL for PDC
in male rats was 62 mg/kg bw/d (based upon a reduction in

final body weight observed at 125 mg/kg bw/d). The NOEL in
females was 125 mg/kg bw/d (based upon lower body weight,

R ETRUFRBHFEEICED., lower survival and liver lesions present in the 250 mg/kg bw/d
group).

[E = (1) #IRRALIE5EEHY (1) valid without restriction

1S3 D I ETIEHL HIRIEDEH . HARSAVRERICITET . Comparable to guideline study, with restrictions.

g
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5| ATk (Fu3Cak) (182) (182)

Bz 757% : SIDSTYURIRAVMZE-TEELERER Flag: Critical study for SIDS endpoint
ARERME A 11~1ATHE as prescribed by 1.1 - 1.4

CASES

HHEE

AR

HiE

Fik S HARS A i BZENTPE other: standard NTP methodology
GLP#E& [N yes

RREITOE 1986 1986

] IR B6C3FI B6C3F1

B e PES) ? monse

TERI (i M, i F) T male/female

RER 0. 125. 250. 500. 1000 X[& 2000 mg/ke A=/ H 0, 125, 250, 500, 1000 or 2000 mg kg bw/d

FREH M) O

B EAK)

EHlRED

fadon 3 Eavage

SERECx 0 HY. BExTE yes, concurrent vehicle

#5 8/ (H) (OECD422% T, #% (148 14 days

S5HMOT—42ENHE5EE. &

RIE5HRE)

BE5EE HH Consecutive days

Bl EAR (B) Post exposure period: One day
H#5PC B NESPT (DB6C3F1 <Y R (R 5-BIAEF6:B &) MEE(Z  |Groups of 5 male and 5 female B6C3F1 mice (age 6 wk at start
O—2HHPDC (#E99.4%) %0, 125, 250, 500, 1000 X (& |of treatment) were administered PDC (99.4% pure) in corn oil
2000 mg/kg AE/BDOHAET. EFI4EREEEROKXRSEL. |by gavage at doses of 0, 125, 250, 500, 1000 or 2000 mg/kg
ZD®IB OEBRAMER T, ENYILEEIE (5PIT/1E/4— |bw/d for 14 consecutive days, followed by one day of
D)L, EREEA2RESHEL, observation. The animals were group housed (5/sex/cage) and

SERG BIRE 2OV TIT o= (RIRMEIZEDH T, fRERIF observed twice daily for mortality.
MREXEENLELY), Necropsies were performed on all animals (macroscopic
BERDORABRMEDREFGC-FIDTHERLT . observations only, no histopathology included). The

concentration of test article in the dosing solutions was
verified using GC-FID.

HEtFRy IR

e |

RE. AEENE

EEEE . SKE

RIRFTR (ERE. TR ORELRE
HA St iE )

H
ARRIFMT R (RER, FERE)

MFPHIFR (AR, SEE)

MFEEEFHFRR (LR ER

)

REEFR (AR, FEE)

SRR CR), SET R

BIRFTR (RER, FEE)

(e

ﬁ?ﬁfﬁﬁﬁ?ﬂ‘]ﬁﬁﬁ(%i%& -3

ERICERShT-8

AERIGHE
BEBROGCHI D, ERSNTIEEIXBIZMNI5-100%TH |GC analysis of the dosing solutions demonstrated that the
BTENGERASNT=, achieved concentration was 95 — 100% of target. All male mice
1000 X (& 2000 me/ke A E/BIF5HDETIADEHI KU |receiving 1000 or 2000 mg/kg bw/d and 3/5 given 500 mg/kg
500 mg/kg AE/BIZ 5 ED3/5HIAERERFIZFET=L 7=, 2000 bw/d died during the study. All females from the 2000 mg/kg
mg/kg 1AE/ B EE DI 25 B TU1000 mg/kg {AE/BED4/5 |bw/d group, and 4/5 from the 1000 mg/kg bw/d group also
BILRERR TRIICFE T L=, died pre—study termination. Final mean body weight for the
EBFEVIRDRBEED FEIZITREICKEFE(E A DN |surviving mice was unaffected by treatment.

IR Hhvot=, R The renal medullae were red in all mice of both sexes from the

§ BB E D FREIEH2000 mg/ke (AE/BEDMHES < IR, |2000 mg/kg bw/d group, the majority of males given 500
500 mg/kg EEDHEDKEFI KU 1000 mg/kg {KE/BE DM |mg/keg and the majority of females given 1000 mg/kg bw/d.
DREPIZEDHONT =, COEITHDEHZREEHDIEDE1 |This change was also present in single females from all other
Bl HLNT =, dose groups.
DL &R 5 (LB BT EIRBEFICHADNEM T, No other compound-related effects were observed at

necropsy.

#5 5

NOAEL (NOEL) NOAEL: = 250 mg/kg fAE NOAEL: = 250 mg/kg bw

LOAEL (LOEL) LOAEL: = 125 mg/kg fAE LOAEL: = 125 mg/kg bw

NOAEL/LOAEL 0) £ 7 1R L

It HE DNOAEL(LOAEL) DELVE

ARBREET T, X ORIZEITZPDCOREMERED
NOELIZ 250 mg/kg tAE/H TéHo1=. M XA TIENOELILFE

Under the conditions of the study, the sub—acute NOEL for
PDC in male mice was 250 mg/kg bw/d. No NOEL was

AR ETEL M7= (LOEL 125 mg/kg AE/H) established for female mice (LOEL 125 mg/kg bw/d).
(5 E (1) IR CIEEHEHY (1) valid without restriction

{E3814 D $| iR HL HARSAVRERIZIEERT 5, Comparable to guideline study.

o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
51Xk (GTX k) (182) (182)

&=

7355 : SIDSTURKRAUKNIESTEELRRER

Flag: Critical study for SIDS endpoint




HERMBEL 11~14THE as prescribed by 1.1 - 1.4
CASES

HHEE

X

Hix

Bk HARSAY it BEENTPE other: standard NTP methodology
GLPES [ELy yes

HEBRETF 1986 1986

. <)X B6C3F1 B6C3F1

HERR (B R#D) monse

TER (i - M., - F) g male/female

ey 0. 30, 60, 125, 250 X [& 500 mg/kg AZE/H 0, 30, 60, 125, 250 or 500 mg/kg bw/d

EREH MR DEMHK

A A

?g‘—j_-ﬁft% gﬁ%”ﬁu gavage
STEREEICxT 9 S0 HY . BEXTEE yes, concurrent vehicle
%5 4iR9 (B) (OECD422% T, % |13 13 wk
SHEOT—2ENHL5E. &
x5 HE)
BERE 5H/38 5 d/wk
ElfE HARE (H) REROHM: 8L Post exposure period: None
10T R UM 10IEDB6C3F1Y 5 R (R 5BRIAF9-1058HE5) 1 |Groups of 10 male and 10 female B6C3F1 mice (age 9-10 wk
F(Co—2HFIPDC (#1E99.4%) %0, 30, 60, 125, 250 XI[& |at start of treatment) were administered PDC (99.4% pure) in
500 mg/ke AE/BHODAZET. 58/:8, 13:BREEFIEOREL |corn oil by gavage at doses of 0, 30, 60, 125, 250 or 500 mg/kg
T=. BIWII BB L. EHEERERZERL, £IE(TEH2ME |bw/d 5 d/wk for 13 wk. The animals were group housed and
LT, SRR LHIB SN =B X BIRR L T=. B EILHE |observed daily for clinical signs and twice daily for mortality.
BOMRIFEBROMEZE SO HFHERELE BT, Animals judged to be moribund were taken to necropsy. Each
FREZE1EGBEL =, 2R ITIRERMKR TRICEFHI 25 |animal was given a detailed weekly examination, including
rmas 22T T2t IGEEFIZ R S Z AL, RTEL . XIHBEE |palpation for tissue masses or swelling. Body weights were
MBS KU 500 mg/kg BED MBI EIRMBREICHELT=, taken weekly. Necropsies were performed on all surviving
BRERDOHABRME DREEGC-FIDFRAWLTREAL:, animals at the end of the treatment period. A comprehensive
range of tissues were sampled and preserved, and those from
the controls and the 500 mg/kg groups subject to microscopic
examination.
The concentration of test article in the dosing solutions was
verified using GC-FID.
HEtFRy IR
e I N —
RE. AEENE
EEEE . SKE
RRATR (EEE. fTROFLE
HA L E i)

H
ARRIFMPT R (RER, FERE)

MFPHIFTR (AR, SEE)

MFEECFHFRR (LR ER

)

REEFR (RER, FEE)

SRR CR), SET R

BRI R (RER, FEE)

(e

ﬁ?ﬁfﬁﬁﬁ?ﬂ’ﬂﬁﬁﬁ(%i%& -3

ERICERShT-8

AERIGHE
GCAIZKY., ERSN - EEIXBENI-100%THSEH |GC analysis of the dosing solutions demonstrated that the
S SN Y=, achieved concentration was 95 — 100% of target.
60 mg/kg AE/BIREEHOBIBIMNRERD R DBDRKEIZFE |One male given 60 mg/kg bw/d died during the first week of
ftlh F1=. 500 mg/kg IR E/ B EDIE1HIA12BDREIZFETEL |the study, and a female from the 500 mg/kg bw/d group died
Eo during wk 12.

e HOERESHEOREEL-5%HD LI (755, AEMHEEM |Body weights for all treated males were decreased 4-5% (ie no

PEZ N #2L) . 250 mg/kg R U 500 mg/kg BED DK E3-4%%% [ [Z |dose—relationship present). Body weights for females from the
B LT, REASFEIEERHONEN =D T, AE~|250 mg/kg and 500 mg/kg groups were also decreased slightly
DINSDLEMAT L (FBROLGEDT, IREICEELI=E  |by 3-4%. Since there were no histopathological changes noted,
EBTIIBEWNEEZLOND, these minor effects on body weight are considered incidental

and not related to treatment.

[t

NOAEL (NOEL) NOAEL: = 500 mg/kg A NOAEL: = 500 mg/kg bw

LOAEL (LOEL) LOAEL: >= 500 mg/kg A& LOAEL: >= 500 mg/kg bw

NOAEL/LOAEL 0) £ 7 1R L

It HE DNOAEL(LOAEL) DELVE

ARBEH T TIE. YHORIZEITHPDCOHE AR5 DNOEL

Under the conditions of the study, the sub—chronic NOEL for

ER & 500 mg/kg A E/B THoT=o PDC in the mouse was 500 mg/kg bw/d.

1S58 (1) FIRZEEEHY (1) valid without restriction

SETE D HI TR HL HARSAVRERIZITERT 5, Comparable to guideline study.

H The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
51 ATk (FT3Xak) (182) (182)

3 757% : SIDSTURIRAVMIE-STEELRER Flag: Critical study for SIDS endpoint

B

[I~TATRE

|as prescribed by 1.1 - 1.4




CASES

HHEE

AR

HiE

Bk HARSA fth: 1ZHENTP% other: standard NTP methodology
GLPES [EX®) yes

HEREIToF 1986 1986

SHERT (1 ) <)X B6C3F1 mouse B6C3F1

TERI (M. I :F) . male/female

. 0. 125 X[ 250 mg/kg fAE/H 0, 125 or 250 mg/kg bw/d

FREH M) O

R EAK)

EHlED

W5 gavage
SERE(Cx T 0 HY. BEXTE yes, concurrent vehicle
%58 (A) (OECD422% T, #% [103 103 wk
S5HEOT—2ENHL5EE . &
Rx5HRE)
B5HE 5H/38 5 d/wk
EIE AR (H)
FiEIE5. 78 (A AN ICFHERDRT S, Methods are described in detail in Section 5.7
UTOHEOY LTIV ERIBAR PRIt L=, (Carcinogenicity).
Y ES Samples of the following tissues were subject to
(BN EEAN histopathological evaluation:
mi%& % Integumentary system
RRHER Respiratory system
HIEERR Haematopoietic system
R R Circulatory system
gggﬁ? Digestive system
= Eax R Urinary system
BB FEFEEN Endocrine system
HHRERER Reproductive system
mEER Nervous system
KR Special sense organs
R AR Musculoskeletal system
BB CREE RO Body cavity
Adipose tissue
Any tissue appearing abnormal at necropsy.
#fatFaon e
e [ ——
RE, AEENE
EEEE . SKE

RIRFTR (ZRE. TR ORLR
HA St iE )

L H
ARRIFMPT R (RER, FERE)

MFPHIFR (RER, SEE)

MFEECFHFRR (LR ER

)

REEFR (RER, FEE)

SRR CR), SET R

BIRFTR (RER, FEE)

(e

ﬁ?ﬁfﬁﬁﬁ?ﬂ’ﬂﬁﬁﬁ(%i%& -3

ERICERShT-8

AERIGHE
AE R VERERAEIR Body weight and clinical signs
BREHRUEASBEOHYDOTEHIEEXZIXRLTHY. |Mean body weights of treated and vehicle control animals were
F- b YR ESICEELBRERIZZEO 5NiEMol=,  |comparable, and no compound-related clinical signs were
noted.
EFER Survival
SREDI (250 mg/kg AE/B) DEGFRIFIEFAEDE R U |The survival of high dose females (250 mg/kg bwt/d) was
SBED TN IYEEIZ (P<0.035)EL, xtiBE. ERUEMA |significantly (P<0.035) less than that of the low dose females
SEHOEMDT0%, 58% B 52%H RERIR T ETETELT=, it |and controls, with 70%, 58% and 52% of the control, low and high
DEBFRFILHETEEFERCTHo=(103B(ZIExFEBEE. 125 |dose animals surviving to termination. Survival in males was
me/kg AE/B RV 250 mg/kg AE/BE T, TNENT0%, |comparable for all groups (70%, 66% and 70% alive at wk 103 for
66% B 70% METE) , RO RADEBFERDIETIXRERIR T |the control, 125 mg/kg bwt/d and 250 mg/kg bwt/d groups,
RIS LB CIEETERS T O BESIE DSFEREM (XX |respectively). The report notes that the lowered survival in
IZBRTELIMD S5 . XtBBEED45% 5t BRI ERAEED64%) [female mice was related to an increased incidence of
EREL TV CENREE THRARSN TS, reproductive tract infections in animals which died before the
SR end of the study (45% of controls versus 64% of the low and

high dose females that died during the study).




EEEMRE )
FHfEEX (RH. EAERUERAZE0EHYT. Thth
6%. 10% R UX 30%) B UFFHS D BAKIRIE(4%. 10% KT 20%)HY
WYIRDHIZHLNT=,

BB O£ B REOFMEIAE DHEE DM E A= 0k (0%,
0%, 4%) RUMED Mm% 55 (0%, 10%, 8%) THELT-,
LR RIE DR, FEHIVIIEROBEISHELRIFLT
HY, ETEREORBRFEDEREBEHND) H BRI THIIC
SECL M TlExtBBEES /116, (EAEE9/146]. RUSHE
BE14/220lIH DT,

Non—tumor pathology

Hepatocytomegaly (6%, 10% and 30% for control, low dose and
high dose animals, respectively) and hepatic focal necrosis (4%,
10% and 20%) were seen in male mice only.

Acanthosis of the surface epithelium of the forestomach
occurred at increased incidence in high dose males (0%, 0%, 4%)
and both groups of females (0%, 10%, 8%).

Suppurative inflammation (affecting ovary, uterus or multiple
organs, and a presumed consequence of reproductive tract
infection) was found in 5/11 control, 9/14 low dose and 14/22
high dose females that died before the end of the study.

i

NOAEL (NOEL) NOAEL: <= 125 mg/kg A E NOAEL: <= 125 mg/kg bw
LOAEL (LOEL) LOAEL: = 125 mg/keg A= LOAEL: = 125 mg/kg bw
NOAEL/LOAEL® ¥ FE 1R HlL

It i ONOAEL(LOAEL DB LVE

AAEREH T TIE. YORIZEITSPDCOHIEHE RS DLOAEL
I% 125 mg/keg (AE/B THo1= (XTI RDFEHBELER UMD

Under the conditions of the study, the chronic LOAEL for PDC
in mice was 125 mg/kg bw/d (based upon liver lesions in male

IR B D IRHMIBAAE ZE D<) . NOAELIE <125 mg/kg {AZE /B T#H - |mice and acanthosis of the stomach in females). The NOAEL
=0 was <125 mg/kg bwt/d.

S5 (1) #IRR7Z<IE%EMEHY (1) valid without restriction

S84 D I TR L HARSAVHERIZEEHT 5, Comparable to guideline study.

o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

5| B3k (GT3XRk) (182) (182)

BE 757% : SIDSTURRAVZESTERLRER Flag: Critical study for SIDS endpoint

HEMESA DTS #iE99.4% other TS: 99.4% purity

CASES

MEZE

EE N

ik e —

HikAHARSAY

GLP#E& [E0y yes

HEREITo-F 1988 1988

_ Swk Fischer 344 Fischer 344

SERT (1 ) Zwhk Fischer 3 rat Fischer 3

TR (i M. It F) It male/female

nEg 0. 15, 50 X[ 150 ppm (0, 0.068. 0.225 X[ 0.675 mg/I) [0, 15, 50 or 150 ppm (0, 0.068, 0.225 or 0.675 mg/I)

FREH M) O

R AR

B |RA inhalation
xtBEE X9 A HY). BE R yes, concurrent vehicle
B 58 (H) (OECD422% T, & |138 13 wk
S5HEOT 2SN HL5EE. R
Rix5HE)
RESHE 6B5FT/H. 58/58 6 hr/d, 5 d/wk
El{E HARE (H)
BMRULE Animals and treatments

M REF3445 v b (n=10/8%, 5 FAMARS. 7-8:ElR) 20, 15, 50
XIZ 150 ppm (0. 0.068. 0.225 X[ 0.675 mg/NDPDCHEST

1=, 6B5fE/B . 58/:8., 138, 2B RELT, HEBRZESIIM
HLI-ZER (50C)#PDCOAEBEEDI-Fa—T % EBS

BBIEICEYRESE T, FroN—RHE4100 | (RFL

ARF— )L RUASRE REFHYUEVIF Y /\—) T, B5K

= 800 I/4 (12BN ZH/BF) THoT=. MIRAN 1AFRSH
AREFERNT, 9Y 2T TR T1-2E/B . Fyi/\—
FDOPDCH R HERELL=-

iz
%’fé A& (CENDERIRAEIRH DU SR B LB I IEE
7=

Male and female F344 rats (n = 10 per group, age 7-8 wk at
start of treatment) were exposed whole body to 0, 15, 50 or
150 ppm PDC vapor (0, 0.068, 0.225 or 0.675 mg/I) 6 hr/d, 5
d/wk for 13 wk. The test atmosphere was generated by
passing heated air (50 degrees) though a J-tube containing a
measured amount of PDC. The chamber volume was 4100 |
(stainless steel and glass construction; 1 chamber per
exposure group) and total airflow was 800 |/min (12 air
changes/hr). The distribution of PDC within the chamber was
determined 1-2 times/hr at 9 sampling points using a MIRAN
1A infrared spectrometer.

Observations
Animals were examined after each exposure period for clinical
signs or indications of overt toxicity.




miKFHRE

FEIEFMEE(PCV), FRIERE(RBC). NEY OE U (HGB), B
MERFRWBC). FFMERABTEMCV), FHFMEAES OE
2(MCH), FHFRMERAES OE Y BREMCHC), /MR
(PLATR U B MR E 73 th & B T #92:8 M i1 AR & RS R
ICKYRERLI-MEERAVTAEL .

BRI SIRE

#EYILE > (TBILD, MEY ILASVEEE LE VBN SV R TR
F—H(SGOT). MFES VA BA XS OEFEENS R 7S
F—E (SGPT). ZILHUKRRT7E2—HE(AP). REZERUNR
U (GLUC)Z E R BF (CHRER L 1= itk (SEE%AR) T:RIE L=,
FMBR RV MIEFIY Y TRTS5—EZEIROFI2:ERHRIIZIR

Haematology

Packed cell volume (PCV), red blood cell counts (RBC),
haemoglobin (HGB), white blood cell counts (WBC), mean red
cell volume (MCV), mean red cell haemoglobin (MCH), mean
red cell haemoglobin concentration (MCHC), platelet counts
(PLAT) and differential white cell counts were determined
approx. 2 wk prior to study termination using blood collected
by orbital sinus puncture.

Clinical chemistry

Total bilirubin (TBILI), serum glutamic pyruvic transaminase
(SGOT), serum glutamic oxaloacetatic transaminase (SGPT),
alkaline phosphatase (AP), urea nitrogen (UN) and glucose
(GLUC) were determined on blood (cervical vein) collected at

SpES 2T
B BiRFRICKVIRRLzM&ATRELZ, necropsy. Red blood cell and plasma cholinesterase were
quantified on blood collected by orbital sinus bleed apporx. 2
wk prior to sacrifice.
RIRE Urine analysis
L E (JB#rEt; American Optical Co) . pH. . k4K, E1)*Y |Specific gravity (refractive index; American Optical Co), pH,
Ev . #Mm&UEH (Chemstrip 7. Bio-Dynamics) ZHI#RMD# [glucose, ketones, bilirubin, occult blood and protein (Chemstrip
2 ERRENZRELT=, 7, Bio-Dynamics) were determined approx. 2 wk prior to
sacrifice.
Bl&
RERBRIC—BEELEZRIZSVNEEBRLIZ, BBRUA |Necropsy
RS AR EICHL . B, DB, BFIE. BiE. AR R UHE |Rats were sacrificed on the day after the last exposure
BEEEHIFEL, 50 DHEMEIFREN. REL. BBMIEIRE |following an overnight fast. The eyes and internal organs were
BIZREBLIZ(NIREIY—IF DY), subject to macroscopic examination, and the weights of the
brain, heart, liver, kidneys, thymus and testes recorded.
Approx. 50 tissues were sampled, preserved and processed for
microscopic examination (haematoxylin and eosin).
#iEtFik Statistical methods
R EFRERE. NEREE. REREERVREEEL Clinical chemistry, haematology, urine analysis and organ
BartlettiZZFALNT ., E0 DR EIT o=, /35 A1) v X |weights were analysed using Bartlett's test for equality of
(X /2185 AR Y97 ANOVAEDUNnet DIRTE (2K Y . X (F % E |variances, followed by parametric or non—parametric ANOVA
LB D=8 [ZWilcoxon @ Rank—Sum test & Bonferroni®##1E |with Dunnet’s test or the Wilcoxon Rank—Sum test with
#1721 ARBRTIHXZHOBMETLLBENEETNTULVST=8IZ. |Bonferroni’s correction for multiple comparisons. The final
1 31302 (ARG NS EEICE LS ATREME AT RIS T=0D |interpretation of the results considered whether an orderly
T HAELWRE - RISBEBENST—2THLMNZHSHNES |exposure—response relationship was apparent in the data since
W EERERBMICHERT IIRICEEL. a high occurrence of Type I (false positive) errors
would be anticipated due to the large number of statistical
comparisons that were included in this study.
ER
ERAE0FYOREFAREBEFZELTHEEITH DL (B THIZ |Body weights for high dose animals were significantly
WX T7%. BE(X10% R A LT2) . RRAEDEM TIE2:BLUREIZKY |decreased throughout the study (females decreased 7% at
= PIRWNEEEZEL) BEL (B THIZ4-8%ED)ERL, termination, males 10%), with a smaller (non- ignificant)
RE, hE-NE decrease apparent in mid—dose animals from wk 2 onwards (4-
8% decrease at termination).
EEiS . k=

FRPRAT R (BB, AT R ORI
B LFE D)

15 ppm DIEZYMBIAH MR X CEY, F8IHIZFETL
fzo CNIZAHBROFEELFCIYBRMGEREHHESN
fzo CHESHMZIZ90BRIDRFZELM B . R EHOBYIZERK
SRR FHBREERIRERES NGO

One male rat from the 15 ppm group died on day 81 from
haemorrhagic cystitis; this was considered a spontaneous
event by the study pathologist. No other clinical or overt signs
of toxicity were recorded in any of the treated animals during
the 90 d exposure period.

AR R (RER, FERE)

MFEFHIFTR (RER, EEE)

BEBROANOEYICLMEEHDVIIRD/NZA—FIE
;ﬂ%?ﬂ’a&%ﬂ:fib\L%ﬁﬁf‘?‘—ﬂ’i(:ﬁ.‘%‘ﬂﬁkliﬁehﬁb\o

There were no toxicologically or statistically significant
changes in haematological or urine parameters in any of the
treatment groups.

MmFEECFHFRR (AR EE

=

2R 5HOMDOSCGPTEIE R EBEICLER25-31%F D> LI=A.
15 X[& 50 ppm @ PDCIZRFZEIN =MD SGOTIL18-21% 74
LI-(GRE#H0OEBYMTIIREE), MMEETTIRAEOHEDOHT
22%H D LT=, ZRRBDEEICLY. ChoDTXAMhEE
HZHICEZOHHLD TV LRS-,

SGPT values from all treated females were decreased 25-31%
relative to controls, while SGOT from females exposed to 15
or 50 ppm PDC were decreased 18-21% (no effect in high dose
animals). Serum glucose was decreased 22% in mid dose males
only. None of these changes were considered toxicologically
significant by the study authors.

RBREFRR (BEER, EEE)

BREBROANOEYICLMBRZEHEHVIRD/NZA—FIE
’;i?ﬂ‘]tﬁﬁﬂsﬁib\L%}E%ﬁﬂ’a(:’ﬁfé@ﬁtli:ﬁ%htﬁb\o

There were no toxicologically or statistically significant
changes in haematological or urine parameters in any of the
treatment groups.

SRR (E) | FET R

BIRFTR (REER, EEE)

50 X (& 150 ppm @ PDCIC1SBRRTBIN=5 VR TIZEDH
DHREEEICBRETHINIHEANICHEELEZENRDLN
Tz 5., [t xt EE D8%E M K Uil iE E xt EE D6%MD
#mh AN, it ES DD E A= DI
&bz, BEHEHESEOENENTETASHEHOMH
DHFITEDONT =, KABRDEZICKY. ChoDEIEIEE
HEHRUENEETEIEDLESIN T (RERDIZLS
ZREEBD)

Several slight but statistically significant effects in organ
weights were noted in rats exposed to 50 or 150 ppm PDC for
13 wk i.e. relative brain weight increased 8% and relative heart
weight increased 6% in mid dose males, absolute brain weight
decreased 3% in high dose females. A qualitative reduction in
the amount of abdominal adipose tissue was also noted in
some high dose males. These changes were considered of
negligible toxicologcial relevance by the study authors
(secondary to lower bwt).

[EEE




REMRBIFHR (REE . EE

)

SREE ARG MR B (L E AR IR R ISR E SN T=, REERTERD
REFHEOSEELVLEEDZEMEMS0 X(E 150 ppm
@ PDC (15 ppm [FEEZE) R BLI-2TVMNIBHLNT=,
FERBAED C<BELVLEEDBR KL, 50 X(E 150
ppm M PDCERFTELT- (HEHED) S VD KREIZALN ., $BHT
BEOABEBINMEASHON1/4ATRESNTz, COBIK
[FRMABOFTEBICEPMICRONTHY, ARBROFREEY
EICEYBEISEDBERE THIEERSINT -, BEBOEN
RENKBEESTLBICHALNID, HitLIESHEHD
Sy TIR&YBI O EZ BIERD HoT=.

Histopathological effects were confined to the upper
respiratory tract. Very sight or slight degeneration of the
olfactory mucosa in the anterior portion of the nasal cavity
was noted for all rats exposed to 50 or 150 ppm PDC (no
effect at 15 ppm). Very slight or slight hyperplasia of the
respiratory mucosa was also present in the majority of rats
(both sexes) exposed to 50 or 150 ppm PDC, with very slight
hyperplasia detected in around one quarter of the low dose
group. This hyperplasia was focally restricted to the anterior
portion of the nasal tissues and considered by the study
pathologist to be an adaptive, protective response. Chronic
inflammation of nasal tissue was present in all groups,
including controls, but was slightly more prevalent in high dose
rats of both sexes.

ERICERSN-8

A RIbH
IRAMTIZKYF v/ N\—HDOPDCOHF¥EE FEINAIELSD) X [IR analysis demonstrated that the mean concentration of PDC
- 0. 15(1). 50(3) X[& 151(3) ppm THAHI L FIBAL =, within the chamber (SD in brackets) was 0, 15(1), 50(3) or
ER 151(3) ppm.
HEaR
NOAEL (NOEL) NOAEL: = 15 ppm NOAEL: = 15 ppm
LOAEL (LOEL)
NOAEL/LOAEL D 3 E R il

It i DNOAEL(LOAEL)DELVE

R/NROSHEFZHFEMN 0, 15, 50 X(E 150 ppm D PDC
138/, 25 RBEL-ROMEDF4S Y TREFSN T,
BEICEEBELIZEIEAREDENLHLD (NOAEL = 15
ppm). RUARGERDZFE (Z K YE G IE/ P RG THDEH

Minimal toxicological effects were recorded in male and female
F344 rats following whole body exposure to 0, 15, 50 or 150

ppm PDC for 13 wk. Treatment related effects were limited to
a minor reduction in body weight (NOAEL = 15 ppm), and very

ER HrEn =18 TEEDILLE DM £ K D@F A (NOAELIL15 |slight hyplasia of the nasal respiratory epithelium considered

ppm) [ZFRESN Tz, to be an adaptive/protective response by the study authors
(NOAEL of 15 ppm).

B (1) HIRAEEEHY (1) valid without restriction

{SFEME D I ErR HL HARSAHERICIEERT 5, Comparable to guideline study.

HEt The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

51 FASCHk (FT3Xik) (183) (183)

EZ 7545 : SIDSTURRAVMCESTEELRER Flag: Critical study for SIDS endpoint

HEEMEL 1.1~14THRE as prescribed by 1.1 — 1.4

CASES

HHEE

EE

ik |

HikHARSAY

GLPE & [E() yes

HEREITOE 1988 1988

- ~ 1 1

HEST (FE R X B6C3F mouse B6C3F

PERI (i - M. - F)

pEe 0. 15, 50 X[& 150 ppm (0, 0.068, 0.225 XI[& 0.675 mg/l) |0, 15, 50 or 150 ppm (0, 0.068, 0.225 or 0.675 mg/1)

FREH M) OEMH

R (EK)

BEE® |RA inhalation

xt BRI %9 A AL ER HY). BEXE yes, concurrent vehicle

%58/ (8) (OECD422% T, 1% |13 13 wk

S5HEOT 2SN HL5EE. R

Rix5HE)

RE5H8E 68FRE/ 8. 58 /8 6 hr/d, 5 d/wk

EIEHRE (H)
E§MRULE Animals and treatments
I H#EDBEC3F1IY ™R (n = 100L/8, 1% 5BAsARF 7-8 iBEN)% |Male and female B6C3F1 mice (n = 10 per group, age 7-8 wk
0. 15, 50 XI[& 150 ppm M PDC 7&K (0. 0.068, 0.225 XX |at start of treatment) were exposed whole body to 0, 15, 50 or
0.675 mg/)I<, 6B%ME/B .58 /8. 13:BERFE L=, FHERZES [150 ppm PDC vapor (0, 0.068, 0.225 or 0.675 mg/1) 6 hr/d, 5
DFEE, £EEHZT. MRBRRE B THICIRERZER) O FEMI(Z |d/wk for 13 wk. See previous record for details of test

SRERS RIDT—AREBFESRBOIL, atmosphere generation, in—life observations, haematology
Bl& (orbital sinus puncture at termination).
RERBEOZT A (—BIERE) T IRERBER LIz, BIZFEM |Necropsy
[THIDT—HRHEESBOIL, Mice were sacrificed on the day following the last exposure (no

overnight fast). See previous record for further details.
_ #atFix Statistical methods

HatFrmE BT —REHRESRBOIL, See previous record.

# |

K=, AERENE

EEEE. RKE

FRIRFTR (EEE. TR O RRF
H L HH R D)

BRRBZERUAE

BELI AN OEMIHLERRFTR . HAHLFBABLEEDIE

z&(iféaﬁéhﬁb\of:o F RERHBEDTNEERELG
N7z,

Clinical observations and body weight

No clinical signs or evidence of overt toxicity were recorded in
any of the treated animals, while body weights were
indistinguishable from those of the controls.

BRHIPMFT R (RAER, EEE)




MiRFHFTR (RER, BEE)

ERUVERAENHEYIATIXIRBCRUHGBNEE THHM .
BELBED (F5%HH 5 T= (50 ppm (FESZE HOLES
BRI BEEEIEIo12) . PCVIRIEAEDEM TILIKETH
ICERICENL (P RUSHECIHELE), ARGAE—
RIGHEEZERNTVNSI L., BHEHD IR REER
FRTBEERENHONENEND, BEELITUEDNDEL
[FTEHFERER X FEHLLOERERL-, thomi&Z/85
A—RF2 T RHBHLEEHOBYMTEERLC THo=,

RBC and HGB were slightly but significantly decreased
(approx. 5%) in low and high dose male mice (no effect at 50
ppm, all treated females indistinguishable from controls). PCV
was statistically significantly increased in low dose animals (no
effect in mid and high dose groups). The authors concluded
these findings were of doubtful toxicological relevance given
the lack of a clear dose-response relationship and an absence
of histopathological involvement in bone marrow or spleen. All
other heamatological parameters were comparable between
the control and treated animals

MFEECFHFRR (LR EE

=

REBEFR (RER, FEE)

LR CE), BT R

BIRFTR (RER, FEE)

s EE

ARERUVHEZE A RTER) IREICISIZEEZ TR

Motz

Body weight and organ weights (relative and absolute) were
unaffected by treatment.

RERRPHFRRE (RER EE

BEICEEL-RERGFHE LIRS NG, T,

No treatment related histopathological changes were present.

x)
ERICERShE-E
AERIGH
IROITIZKY ., Fr/A\—ADPDCHFERE FEFIMMAILSD) [IR analysis demonstrated that the mean concentration of PDC
e (%0, 15(1). 50(3) X (& 151(3) ppm THDHZEMHIBAL T, within the chamber (SD in brackets) was 0, 15(1), 50(3) or
JER 151(3) ppm.
[l
NOAEL (NOEL) NOAEL: = 150 ppm NOAEL: = 150 ppm
LOAEL (LOEL)
NOAEL/LOAEL® #E 1R L

It i ONOAEL(LOAEL) DiE LVEE

0. 15, 50 X[& 150 ppm @ PDC#13EE. 2 ERZEL-&
DUEMDBECIFI THRIZIFIREICBEL-EEREILEER

No adverse treatment related changes were noted in male and
female B6C3F1 mice following whole body exposure to to 0, 15,

AR HNEH21=(NOAEL = 150 ppm), 50 or 150 ppm PDC for 13 wk (NOAEL = 150 ppm).
SR (1) HIRG<IEREMEHY (1) valid without restriction

1S58 D I BT IR L HARSAURERICTET 5, Comparable to guideline study.

o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| ARk (GTX k) (183) (183)

BE 757% : SIDSTURRAVEZESTERLRER Flag: Critical study for SIDS endpoint

HERMEBEL 11~14THE as prescribed by 1.1 - 1.4

CASES

HMES

JEIR

ik e —
HikAHARSAY

GLPE & [E() yes

HEBREToF 1988 1988

SHEAT (18 BHE) 75X New Zealand white rabbit New Zealand white

TER (i M. M- F) T/ male/female

wEg 0. 150, 500 X [& 1000 ppm (0, 0.675. 2.25 X[& 4.5 mg/I) |0, 150, 500 or 1000 ppm (0, 0.675, 2.25 or 4.5 mg/I)

FREH M) OEMH

R AR

BEE® |RA inhalation

MBS I HINIE

154/ (8) (OECD422% T, 1% |13 13 wk

SHBOT—2ENHLHE. &

RE5HRE)

REHE 6BFR/B. 58 /58 6 hr/d, 5 d/wk

EIE AR (H)
MR ULE Animals and treatments
M EDNZW (n = 781/, IR 5 FAREER74 B #5)%0. 150, Male and female NZW (n = 7 per group, age approx. 7 mo at
500 X (% 1000 ppm @ PDC 7% % (0. 0.675. 2.25 X% 45 start of treatment) were exposed whole body to 0, 150, 500 or
mg/DIZ, 685/ H ., 50/, 13BMBFELT=, HERZEKDF (1000 ppm PDC vapor (0, 0.675, 2.25 or 4.5 mg/1) 6 hr/d, 5
S OFMITATDREEFSRBOIL, d/wk for 13 wk. See previous record for details of test

atmosphere generation

B Observations
L EREHRZICEMOERRFT R XIZBAMELEE M JKIEIZDULY |Animals were examined after each exposure period for clinical
TERART=, signs or indications of overt toxicity.
MERZRE Haematology

HEaZH HERIR T 2B AT 8 ARZER K VIRERL/-MM& (DL T |Haematological assessments (see previous record) were

RFHEHE (RO ERERES ) 217072, BIFREFIZIBMO MK
HUTIVERRL. MRREE B (CH A0 R CHEKFR T
BREEBMLT=,

conducted on blood collected by venipuncture 2 wk prior to
study termination. Additional blood samples were collected at
necropsy and the analyses extended to include nucleated red
blood cells and reticulocyte count.




BEER1EFIRE
SHEL =/ 85 A— 2D EMIZ DT, BIDEHRESEDIL,

Bl
RRRBEOER (—MFER)IIVIFERRL. EUdEH
MITRTOEHESRO_ L,

Clinical chemistry
See previous record for details of parameters assessed.

Necropsy
Rabbits were sacrificed on the day following the last exposure
(no overnight fast). See previous record for further details.

REtPanE

MEtFE
HIDEHRESHR,

RE. FAEENE

Statistical methods
See previous record.

|

EEE . fKE

FRIRFTR (EREE. T RO RR
H LHE R D

BRRBREUAE
BELMhOEBYILERRFT R X FBBLSERIRITFHF
Shignvofz, F=. RERFRHBEHOZNEER TG, o1,

Clinical observations and body weight

No clinical signs or evidence of overt toxicity were recorded in
any of the treated animals, while body weights were
indistinguishable from those of the controls.

ARRIMFT R (RER, EEE)

MRPHIFTR (RER, EEE)

HEBR T 2BRANCERRLZIZD S HTIZ&Y. RBCOFEL
R HY150 ppm (HEDF 10% 5E4>). 500 ppm (&40 15-
20%) X[ 1000 ppm (L4 20-25%) O PDC ZERIRTE
L=< #&onf-, HGBDR A (i) Fh (11-15%) RUE
17%) AEDIYXIZHE5NT=, MCVRUMCHIZAEZ X4
LAY, BAS AN FAEAERERI L 1= Qi) o

HERR THFICIREL =&Y > 7L TH. RBC, HGBRUPCV
IZEARMICRIBRDEILNEBD SN, =, BRXFMEREIL
1000 ppm DPDCIZRBLI-HTIEAETIEALIA ML . 8
KA MEROD L3R (B 4 RIS (XM RED B ($9245) R UE (3-4
Z)REROEBYTIEIAEICEMLI-, MCVEUMCHIZ £
S8 THUEMLz, 2N, ChoDELIETBEE KRB
HELEEME—BL TV,

Analysis of blood samples collected 2 wk prior to study
termination showed that RBC were significantly decreased in
rabbits exposed to 150 ppm (10% decrease, males only), 500
ppm (both sexes, approx. 15-20%) or 1000 ppm (both sexes,
approx. 20-25%) PDC vapor. HGB was decreased (both sexes)
in mid (10~13%) and high (14-16%) dose rabbits. PCV was
decreased (both sexes) in mid (11-15%) and high (17%) dose
rabbits. MCV and MCH increased (both sexes) in a non—
significant but apparently dose—related manner.

Essentially similar changes in RBC, HGB and PCV were
present in blood samples collected at study termination. In
addition, the number of nucleated erythrocytes was non—
significantly increased in males exposed to 1000 ppm PDC,
while the percentage of reticulocytes (regenerative response)
was increased significantly in mid (approx. 2—fold) and high (3—
4 fold) dose animals of both sexes. MCV and MCH were again
increased in all treated animals. Overall, these findings were
consistent with regenerative macrocytic normochromic
anemia.

MFEECFHFRR (RER ER

)

BEICEBLEER RIS ERESNGEA T,

No treatment related changes were recorded.

REEFR (RER, FEE)

SRR (R) | ST R

BIRFTR (BEER, EEE)

P RUESAEDHOFERYESEFEICFI25-30%E ML .
AR EEEEEICH20%EMLT =,
HRBESISRINHRENAEERICENE, 15 LB
DT EE(107.9 - 1220 ) [FARFAERZEHELI-FFZHE
BETOHDRBIYXDBENDEET—FDEEHER
(93.8 - 130.3 @) TH>1=. —A . MEBEEDIBE(93.8 )L L IR
ERT—HDTRIETH 1z, EBLIEIINLDFHOEEE
EIFEEICEEL-FEERTLOTIIRENEERL TS,
OB EFEETLIRBRELRDONGEI o=,

Absolute liver weights from mid and high dose males were
significantly increased by approx. 25-30%, and relative liver
weight significantly increased by approx. 20%.

Supplemental information presented in the study report
demonstrates that absolute liver weights values from treated
animals (107.9 - 122.0 g) were within the historical range for
control male rabbits from the laboratory conducting this study
(93.8 - 130.3 g), while the controls (93.8 g) were at the lower
limit of the historical data. The authors conclude that these
liver weight changes were not indicative of a treatment related
effect. No other organ weight changes or gross lesions were
present.

[

REBRPHATR (REX B8

)

B0 B (BEMEDRIG) A 500 X% 1000 ppm @ PDC
RRAURELEESIOVYFIZHON. SREDEMDERH
ISIIANEDTYUESBELE-I/O77—S D BERMZEMEH D
htz, REROENGEENNBHESO SHEICHONT-
N EAE 6/7 HlICHERY., xt EEH 2/7 HI)TIEEEH
BELMERIZHY . KABDEEICEYRSICEAELE-FZEETR
1£9 % &3 B SN =(NOAEL = 500 ppm)., fthIZ(E1%5(ZRHE
LI-REABPEME L IRBRESh LGS o=,

Bone marrow hyperplasia (regenerative response) was present
in some rabbits exposed to 500 or 1000 ppm PDC vapor
(NOAEL = 150 ppm), with a qualitative increase in
haemosiderin—laden macrophages noted in bone marrow from
high dose animals. Minimal degeneration of olfactory epithelium
occurred in nasal tissue from all groups, including the controls,
however the prevalence in high dose males (5/7 affected,
versus 2/7 controls) was considered suggestive of a
treatment-related effect by the study authors (NOAEL = 500
ppm). No other treatment related histopathological changes
were observed.

ERICERSh -8

HAERIGH
IRAITIZKY ., Fr/A—ADPDCHFEEE FEFINMAILSD) [IR analysis demonstrated that the mean concentration of PDC
SR [£0. 151(3), 502(7) X [& 1003(8) ppm TS EMHIBALT=, |within the chamber (SD in brackets) was 0, 151(3), 502(7) or
- 1003(8) ppm.
B |
NOAEL (NOEL)
LOAEL (LOEL) LOAEL: = 150 ppm LOAEL: = 150 ppm
NOAEL/LOAEL 0) £ 7 1R L

It HE DNOAEL(LOAEL) DELVE




0, 150, 500 X [& 1000 ppm @) PDCIZ13BMEHREED
HEHEDNZW S TR/ REDFEFMFEEN L ZIN
fzo B EICEEL-EHFMICH EZE L, 150-1000 ppm
PDCIC13ARIRE SNV HF (LOAEL = 150 ppm), R
500 X (%1000 ppm [CEIEIEIRE SN (NOAEL =
150 ppm)Tl&. FlfEk/ S5 A—2DZE 1L (RBC, HGB, PCVDIH
D) IZRENT=. TIED SR/ E—2 (B A KRERMEE 2

Minimal toxicological effects were recorded in male and female
NZW rabbits following whole body exposure to 0, 150, 500 or
1000 ppm PDC for 13 wk. Treatment related, toxicologically
significant changes were limited to alterations in red cell
parameters (decreased RBC, HGB, PCV) in male rabbits
exposed to 150-1000 PDC for 13 wk (LOAEL = 150 ppm), and
in females exposed to 500 or 1000 ppm over the same period

AR HEME—FHL TV, EHEDHTIIT(EENDR LE N ZE|of time (NOAEL = 150 ppm). The overall pattern of changes
MEHERE SN T=(NOAEL = 500 ppm; M (T EFE), was consistent with a regenerative macrocytic normochromic

anemia. Minimal degeneration of olfactory epithelium in high
dose males (NOAEL = 500 ppm; females unaffected) was also
observed.

B (1) #IRAEREEHY (1) valid without restriction

SEETE D HI TR HL HARSAVHERICIEERT 5, Comparable to guideline study.

s The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

51 ATk (Fu3Xik) (183) (183)

gE 757% : SIDSTURIRAVMZESTEELRER Flag: Critical study for SIDS endpoint

5-6 in vitroiBinEE

GENETIC TOXICITY IN VITRO

A BIETFRALR
GENE_MUTATION

HERMBE L 11~14THE as prescribed by 1.1 - 1.4

CASES

HHEE

EE

2R KT

. e e o fih: ; LA FarR—avik other: liquid preincubation method

BT MEEREERR Bacterial reverse mutation assay

GLP#E& T—2EL no data

HEREIToF 1986 1986

AR R RASIFIAHE TA98. TA1537, TA100 KU TA1535 Salmonella typhimurium TA98, TA1537, TA100 and TA1535

KRBEFHEIESHDEE FY/EL with and without
J=FE: 0(DMSO0), 33, 100, 333, 1000 % T* 2000 ug/FL— [Concentration: 0 (DMSO), 33, 100, 333, 1000 and 2000
~ ug/plate
FHRE SRR > 2000 ug/FL—k Cytotoxic Concentration: > 2000 ug/plate
PDC#%DMSOIZAfEL . REBEXAME VT IRIEZEDHIZ204 |PDC was dissolved in DMSO and incubated with the tester

SRERS . BHEM P OREBREREIEEL -, SHRERBEIFMIER |strains in suspension culture for 20 min prior to the addition of
[TArochlor-1254 TEEE L 1=5 Vb R U/NLARBA—HFEDFFS-9 |soft agar and plating—out. Exogenous metabolic activation was
FRRICEVERBLZ, RBEICOVWT=FRIEL. FHERL{K |provided by liver S-9 preparations from Arochlor-1254 induced
[£2[E11T>7=, rats and hamsters. Each concentration was tested in triplicate,

and the entire study run twice.

R

MpaEE

REEEHYDES

RBFHLCLOBE

ZERE

REEEHIDES

KBFHLCLDOBE

SYRRIFNLREZ—DS-INEDFERITEFETDRENT
1. BREROANICEVWTHEFERKDERTH SN

There was no increase in number of revertants in any of the
tester strains either in the absence or presence of rat or

ER Motz hamster S-9 fraction.
e |
BRFRAZE £ negative
PDCIES-9INTFTEX [LIEFTE T T, RASIFIXE TA8. PDC was not mutagenic to Salmonella typhimurium TA98,
AR TA1537, TA100 X (& TA1535 IZXfLEERRMEERSIEMN D [TA1537, TA100 or TA1535 in the presence or absence of S—9.
o
[ e (2) IR CIEREMEHY (2) valid with restrictions
{EEEME 0 3 BT R HL HARSAVHERICEET 5, Comparable to guideline study.
o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| FASXHk (GT3CRR) (182) (182)
BEE 755 : SIDSTURIRAVKIELTEELRER Flag: Critical study for SIDS endpoint
HEYMES T—3EL no data
CASES
HHEE
JERR
& T
Sk HARSAS fth: A;nés 5, (1975) Mut Res 31, 347 — 364. other: Ames et al. (1975) Mut Res 31, 347 — 364.
AmesiER Ames test
GLPE& [A{AY-4 no
HEBRETOE 1979 1979
R Y R RAIFIAHE TA98, TA1537, TA100 KU TA1535 Salmonella typhimurium TA98, TA1537, TA100 and TA1535

HEBEHRIE (S DEE

aY/8EL

with and without




JZFE: 0 (DMSO). 315, 100, 315, 1000 KU\ 3150 nl/FL—
[

MRAEMRE: 3150 nl/FL—bk

PDC (A, 31.5 - 3150 nl/FL—k)%Arochlor 1254 L&E L 1=

SYMHEDSIDFEXEIEFE T T, 22 —RXDRERICH
WTTL—hoa—RL—a it AV THERL, 1IREIC

Concentration: 0 (DMSO), 31.5, 100, 315, 1000 and 3150
nl/plate
Cytotoxic Concentration: >3150 nl/plate

PDC (aqueous, 31.5 — 3150 nl/plate) was tested using a plate
incorporation method in two series of experiments in the
presence or absence of S9 from Arochlor 1254-treated rats.

LEERMEERSGEMN T,

SRERS DE2TL—FERALV=, SIDIEFELE T TIERNTY(@EL R |There were two plates per concentration. Benzo(a)pyrene and
U MNNG Z[E5TEXTBMEEL., SIFFE T TIERN Y (@EL Y. [MNNG were used as positive control substances in the
2-F2/TUrS VR IMCEIGHERBELT, absence of S9, and benzo(a)pyrene, 2-aminoanthracene and
31— X DR TIE. PDC(3.15 - 3150 nl/FL—F; +S9)M |3MC as positive controls in the presence of S9.

ERFMUET IVAEAFAUMT (8 mg/TL—RNDIFEE T T |In a third series of tests, mutagenicity of PDC (3.15 - 3150
Lizs nl/plate; +S9) was evaluated in the presence of glutathione
supplementation (8 mg/plate).

fER

| M2t

REEHEHYDIGE

[ RBEELELDIEE

| ZERIE

REEHEHYDIBE

RELEMLLDIEE
S BYE X+ ERENEONT, A satisfactory response was obtained with the positive control
SINFEAXIFFFELETELIC. PDCTIIERRMERIGIEIES |substances.

e hiEhotz, TILAFA L FMIEHRMNEh o1, No mutagenic repsonse was obtained with PDC, both in the

ER absence or presence of S9. Glutathione supplementation was

without effect.

R |

BIEFRERZE FEtE negative
SODFAERIFEFEET TOTL—hAa—RL—323%IZ [PDC was not mutagenic to Salmonella typhimurium TA 98, TA

. KYHERLT-35E . PDCIER XS FIXE TA 98, TA 1537,  [1537, TA 100 or TA 1535 when tested using a plate

ER TA 100 X% TA 1535 L TEERMEEFRSEI D=, incorporation method in the presence or absence of S9.

[ (2) IRt CIEEMEHY (2) valid with restrictions

1S58 D I BT IR L HEBRIIBFICZHEERIATEY., —RICEOHLNBEZFK [Study well documented, meets generally accepted scientific

o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

5| FAXX#k (GT3XHk) (189) (189)

BE 757 : SIDSTURRAVMIESTEERMER Flag: Critical study for SIDS endpoint

HEMES T—REL no data

CASES

S

EE N

ik - |

ik HARSA 1/_1\1’. Al:'nes 15, (1975) Mut Res 31, 347 — 364. other: Ames et al. (1975) Mut Res 31, 347 - 364.

mesitER Ames test

GLPE& LMVE no

HEBRETOE

MR R FAIFIAHE TA98, TA1537, TA100 R U TA1535 Salmonella typhimurium TA98, TA1537, TA100 and TA1535

KRBEFHEESHDEE HY/ 8L with and without
BE: RRFEFE: 03-10ml O PDC %201 DT —4%MA [Concentration: vapour exposure: 0.3 — 10 ml PDC placed in a
ICAN, EERALTU—hEARREELT-, 201
MiaEERE: ABRLE-RAEZLELREE dessicator and incubated with poured plates for 4 hr.

Cytotoxic Concentration: greater than maximum tested
HERER. 277945 —. RUArochlor 1254 THEL-5vhH
EDSIHEFY/ELTELTL—1%0.3 - 10 ml DPDCEED |Poured plates, containing tester strain, cofactors and with or
12,20 | DT 7—2RAICHELTz, PVRRIA (3 m)ESI  |without S9 fraction from Arochlor 1254-induced rats, were
DEAERVIEFET COEERBEL TR, placed in a 20 | dessicator along with 0.3 — 10 ml PDC.

HEREH FEIV—ZADTL—MZIE8 mg DY IILEFFH%EFHMLI=, |Dichloroethane (3 ml) was used as positive control in the
37 CTARREE R, TL—rETIr—4—hoMYHEL. B |presence and absence of S9.

A CaLIZ3AEEL . A third series of plates were supplemented with 8 mg
glutathione.
After 4 hr incubation at 37 degrees C the plates were removed
from the dessicator and incubated for a further 3 days in the
dark.

: I ——

MpaEIE

RBEFEHYDZE

REFHLCLDOBE

ZERE

RBEFEHYDZE

KEFHLCLDOBE
SHOOOIAU(ESI mix DIEEAE T TIEEERMZE RS D 2 |Dichloroethane was not mutagenic in the absence of S9 mix,
T=h3. SODTFEFE T CTTA 100 R UTA 1535TIEBASM MR |but a clear positive response was obtained in TA 100 and TA
EESNT, 1535 in the presence of S9.

SEIR SIDHFEXFIEFE T DRINTH, PDCTIEERFEM RIEIE |No mutagenic repsonse was obtained with PDC, both in the
RehiEhotz, absence or presence of S9.

G IVAFF 2 HmmIEH RN e M o1z, Glutathione supplementation was without effect.

#h e

BIEFRAZE [E3E3 negative
PDCFHZARIELSINTFE R (FIEFET CHSER THERLT-15H A . |PDC vapour was not mutagenic to Salmonella typhimurium TA

SR FASFIRE TA 98, TA 1537, TA 100 X[E TA 1535 [Zxt |98, TA 1537, TA 100 or TA 1535 when tested in a closed

2.

system in the presence or absence of S9.




[EE

(2) FIRFFTIEEESHY

(2) valid with restrictions

HBRIIBFISBEERSNTEY, —RISEHLONHRZEK

Study well documented, meets generally accepted scientific

{E A D | BT AR H0 EEHRELTHY., FED-HICRETED, principles, acceptable for assessment.

H The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| FASXHk (GT3XRk) (189) (189)

EE 755 : SIDSTURIRAUMIELTEELRER Flag: Critical study for SIDS endpoint
REBYMESL 11~1ATHE as prescribed by 1.1 - 1.4

CASES

HHEE

AR

& |
HikAHARSAY AmesiER Ames test

GLP#E&

HEBRE T F

KR ITRER

REFMEE (S9) DHEE

AEREN

£
EEHYDES

tEL DIHE

£
tHYDIBE

tEL DIHE

IARCIZSNRMEDFHILDEY . RITELOEHTHRAZIFI
AEHTIT 12 BA LB O BEREENLTLS,
EHEDERIL. SIDFAEXILIEFETDOMEA TTAI00 KU
TA1535 OREBREME AR THRESh, TD55. D
MME24EDIEINTIELEL Hawthorne 5. (1983)D#ER TH 1=,
EHEDERE. SIDFEXIEIEFE T DA T, TAS,
TA100, TA1535, TA1537, TA1538 KU TA1978D KERE #k
THRESNT,

2RELT, 130HERDIBHEIESIDIEFE T THEDER
THY. 13ND5544B1%SINEE T THETH 1=,

CD1E#RIFAttachment 5.5TRY IS RSN D,
¥ : The 1,2-Dichloropropane ICCA/HPV Consortium
fTE%E: Attachment 5.5.doc

12-09R070/80 QR XIFIREKICHE TR ER RN R DEHIARC, 1999H
HEE)

IARC summarises results obtained for 12 studies in Salmonella
typhimurium tester stains, with or without exogenous
activation.

Positive results were reported with tester strains TA100 and
TA1535 both in the absence or presence of S9, of which some
were the results from Hawthorne et al. (1983) that were not a
two—fold increase.

Negative results were reported for tester strains TA98, TA100,
TA1535, TA1537, TA1538 and TA1978 both in the absence and
presence of S9.

Overall, 4 out of 13 results were positive results in the
absence of S9, and 4 out of 13 (31%) were positive in the

This information is presented in more detail in Attachment 5.5.
Source: The 1,2-Dichloropropane ICCA/HPV Consortium
Attached doc.: Attachment 5.5.doc

Summary of mutagenicity findings for 1,2-dichloropropane
in Salmonella typhimurium tester strains (adapted from IARC, 1999)

FAIFIRE fER AEx  XHk Salmonella tester ~ Result Dose*  Reference
B S9 #EL S9AFY pg/ml strain Without S9 With S9 u g/ml
:$¥R TA100 + + 5000 De Lorenzo et al. (1977) Cancer Res 37, TA100 + + 5000 De Lorenzo et al. (1977) Cancer Res 37,
’ 1915-1917 1915-1917
= = 565 Stolzenberg and Hine (1980) Environ = = 565 Stolzenberg and Hine (1980) Environ
Mutagen 2, 59-66 Mutagen 2, 59-66
+ + 2900  Principe et al. (1981) J Sci Fd Agric 32, + + 2900  Principe et al. (1981) J Sci Fd Agric 32,
826-832 826-832
o = 5000 Haworth et al. (1983) Environ Mutagen 5, 1- (Gl = 5000 Haworth et al. (1983) Environ Mutagen 5, 1-
142 142
TA1535 + + 5000 De Lorenzo et al. (1977) Cancer Res 37, TA1535 + + 5000 De Lorenzo et al. (1977) Cancer Res 37,
1915-1917 1915-1917
+ + 2900  Principe et al. (1981) J Sci Fd Agric 32, + + 2900  Principe et al. (1981) J Sci Fd Agric 32,
826-832 826-832
)2 = 5000 Haworth et al. (1983) Environ Mutagen 5, 1- )2 = 5000 Haworth et al. (1983) Environ Mutagen 5, 1-
142 142
TA1537 - - 5800 Principe et al. (1981) J Sci Fd Agric 32, TA1537 - - 5800 Principe et al. (1981) J Sci Fd Agric 32,
826-832 826-832
= = 1666 Haworth et al. (1983) Environ Mutagen 5, = = 1666 Haworth et al. (1983) Environ Mutagen 5,
1-142 1-142
TA1538 - - 5800 Principe et al. (1981) J Sci Fd Agric 32, TA1538 - - 5800 Principe et al. (1981) J Sci Fd Agric 32,
826-832 826-832
TA98 = = 5800 Principe et al. (1981) J Sci Fd Agric 32, TA98 = = 5800 Principe et al. (1981) J Sci Fd Agric 32,
826-832 826-832
- - 5000 Haworth et al. (1983) Environ Mutagen 5, - - 5000 Haworth et al. (1983) Environ Mutagen 5,
1-142 1-142
TA1978 - - 25000  De Lorenzo et al. (1977) Cancer Res 37, |TA1978 - - 25000  De Lorenzo et al. (1977) Cancer Res 37,
1915-1917 1915-1917
+= GEORER + = positive result
- =gtk - = negative
- _____ ____ _ _
= I —
= T3
HEFEREE
ERR
[EEELES (2) #HIBR{FCIERETEHY (2) valid with restrictions
(EEETE D HI TR B NURTVIDNSDT—ERIET—EDINE Data from handbook or collection of data.
HE The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
51 A Xk GEXXHR) (190) (190)
BEE 754 : SIDSTURKRAUMIE-TEELRE Flag: Critical study for SIDS endpoint
- —
HEBEYESL T—HEL no data
CASES
HEZ
ER
Bix
Sk HARS A th: TK+/- 3ER other:
7 ~
- IRV TA—ITvEA Mouse lymphoma assay
GLPHESE T—REL no data
HERE(T oI 1991 1991
R IRER L5178Y L5178Y




REBUEMHIE(S)DEE ;L without
= 62.5-1000 nl/ml; 62.5-1000 nl/ml; 100-1000 nl/ml; Concentration: 62.5-1000 nl/ml; 62.5-1000 nl/ml; 100-1000
HRAEEIRE : 800 nl/ml GRERIE(RH DREED LIR) nl/ml;

HEREH Cytotoxic Concentration: >800 nl/ml (above limit of solubility

in test media)

g I —
EHYDIHZE
ELELDEES
%
EHYDHEE
ELELDEES
®Hh A
BIEFRAZE [EE3 negative
1,2-2>49/0070/3U155y RSN FETFHE T THHTEHMEMTR [1,2-Dichloropropane was not very toxic in the absence of rat
I GRERAMNBIZCR A TRBZA T =5E8%MR<. 9741 [S9 (except when the solubility limit was visibly exceeded ie
5, 1000 nl/ml) . FEHESIZKDEEMIXL5178YHREIZXILIEZE [1000 nl/ml) and was evaluated by the authors as
BEEYMEENSZETHTI=, nonmutagenic to L5178Y cells.
ZEEHLIE. F20 B DOFHERT 750 nl/ml DFREBAE TMFAY | The authors comment that three trials were performed
SR 1.5 L. BULBHEATREIN-D T, RKEXIL3EFB 4> |because weak mutagenic activity was suggested by a 1.5-fold
f=EaAAVRLTULNS, LALEAS, FE3E B DRERTIL 800  |increase in MF for the highest soluble dose of 750 nl/ml in the
nl/m FECORAETRIGIFELT ., F1RBEDORERTHESONT= |second trial. The third trial, however, yielded no response for
RIEDRIMNMFERSNT=o doses up to 800 nl/ml and confirmed the lack of response
obtained in trial 1.
B (2) #IRRft CIEEMEHY (2) valid with restrictions
REBIIBRFIZZEHEERSIATEY., —BIZEOONBEZK  [Study well documented, meets generally accepted scientific
[E3E M D TR EL HEAEHRBLTHEY., SMED-DIZZETES, principles, acceptable for assessment.
HEt The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| FA ST Ak (FT3CAk) (191) (191)
EE
HERMEA T—HEL no data
CASES
T
AR
2R 1th A BR
. © e o : TK+/- 5 other: TK+/- Test
RS BARTA IR TA—ITvtA Mouse lymphoma assay
GLP#E& T—REL no data
BRET 1T 1988 1988
R X (T L5178Y L5178Y
RELEHILS)DEE |Y with

JEFE: 3.13-100 nl/ml; 10-80 nl/ml
RS EREE : 80 nl/ml

Concentration: 3.13-100 nl/ml; 10-80 nl/ml

Cytotoxic Concentration: 80 nl/ml

t —
EHY DIFE
ét;l,o)i%ﬁ
EHY DIFE
ERELDIHE
& e
BEFRAREER [EIES positive
Arochlor 1254 CEEEL =S5V FDSIDTFEHE T T, PDCAHZE E [The mutagenic potential of PDC in the presence of male rat
BiERTU LA TEE 0-100 I/ml, R U2EH 0-80 nl/ml |Arochlor 1254—induced S9 was investigated in two trials using
DREFEEEZAVT. 2EOHEB TREI SN T, concentration ranges of 0~100 |/ml in the first and 0-80 nl/ml
CNEDFERDERICENT, EHSIX1E B ORERILARHTIC |in the second.
B LEHNEEBELTHDT . 50 nl/ml DFRERL == A |When discussing these results, the authors comment that the
£ (65%DIEX B K ;RTG) T, ZTEBEH2-3EZEMLT=  |first trial did not include a toxic treatment suitable for analysis,
ETAVRLTLVS, ZEON=—8IIBASMTEEML =, KD |but that the highest assayed dose of 50 nl/ml (65% relative
BEAEN100 nl/ml [XEFERITHoT=. total growth; RTG) induced a 2.3—fold increase in mutation
F2REDRBRTIEZEEFEHTHDEREDONDELS/\Y  (frequency. The mutant colony count was clearly elevated. The
SRR FDSIZERL =, 10-80 nl/ml O FAEFE T, MEOAEFEBE] |next highest dose of 100 nl/ml was lethal.
IR EMMES N, 80 nl/ml ITEEICEMEMNRNZHE (6% |A different batch of S9, which appeared to be more active, was
MDRTG) T, MFIX10fEDIEMEEL T, used in the second trial. A dose-related increase in MF was
- T, SOFEMALIF1 2->H/00T A/ DEERMEEMIZIL |obtained over the 10-80 nl/ml dose range, with 80 nl/ml being
LM CIHBTHLERS THERLT=, highly toxic (6% RTG) and causing a 10~fold increase in MF.
ZEEEOEMEERMYI/NIO_—FEREADFEIZESDE |They concluded that S9 activation was clearly therefore
DTHoI=. essential to the mutagenic activity of 1,2-dichloropropane.
The increase in mutant frequency was due primarily to the
induction of small colony mutants.
[E e (2) FIRRfT CIEREMHY (2) valid with restrictions
REBIIBRFICZEHEERIATEY., —BICEOHLNBEZK  [Study well documented, meets generally accepted scientific
{3814 D 3| Wr R HL EEBELTHY. FHED=HIZZETED, principles, acceptable for assessment.
o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| FA XXk (GT3CRR) (191) (191)
IS

IBRemEa

[11~14THE

|as prescribed by 1.1 — 1.4




CASES

fEE ERAMLEER LtdSht-, HEIIFEE. Described as 'practical grade’, purity not specified.

EE

& e

TR/ AARTA AmesEtER Ames test

GLPE & T—aEL no data

HEBRETo-F 1983 1983

R LR RASFIAE TA98, TA1537. TA100 KU TA1535 Salmonella typhimurium TA98, TA1537, TA100 and TA1535

REBUEMHIE (S DEE HY/ 8L with and without
2R : 10-10000 ug/ZFL—Fk; 100-1500 ug/FL—k Concentration: 10-10000 ug/plate; 100-1500 ug/plate
1,2-240a7 0/ DERBREERTUUXIILNTLA2Fa  [The mutagenic potential of 1,2—dichloropropane was
R—avZENTOra—ILERT, 22D EHRE(Case investigated in two laboratories (Case Western Reserve, CWR;
Western Reserve, CWR; EG&G Mason, EGG) TiRita 1=, I |EG&G Mason, EGG) using a preincubation protocol. Hepatic S—
[ D S-9% Arochlor 1254 THEE# D HEDSDZYMRLKX UM |9 was prepared from male SD rats (RL) and male Syrian
DIUN)TIINLREZ—DSIRABILT =, #ER (X & SHERAZTHERI(Z |hamster after induction with Arochlor 1254. The report notes
FBBREBHDHEXRUNTPELE IZLSRE BRIDH X THE |that results were interpreted in an ad hoc manner by each
RENTFEREE(TRBEIN TS, FITWICIL. [GHEDFER |testing laboratory and by NTP personnel. The publication

HEREH [F"BRENHY . ASHEBEMNZENABHY . FhNEZD2 |describes that a positive result was indicated by a
BEBRBIMNEIDIZKYTRENS, £HB, Hl VT, BHEEZE | “reproducible, dose-related increase, whether it be two—fold
ZbNDT—ARICITHHEHET N BRSNS, over background or not. “Statistical analysis was applied
2-FI/T7URStEY (K. +FYERU/NLRA—SY), 4- |subsequently to data considered positive.
ZhA-0-T7T=L P TIU(TALS, -S9), 77U TRID L 2-Aminoanthracene (all strains, plus rat and hamster S9), 4-
(TA100 B U* TA1535, -S9) RU 9-F3/ 74P (TA1537, |nitro-o-phenylenediamine (TA98, -S9), sodium azide (TA100
-SOZEEMEXTRELTHL =, and TA1535, -S9) and 9-aminoacridine (TA1537, -S9) were

used as positive control.

MpaEE

REEHEHYDIGE

REGEHELELDIBES

ZEFE

REEHEHYDIGE

REGEHLELDIBEES

TA98 X[& TA1537IZHB L TIE. AN DEERDSIDFEX (&

JEBFEHETTE. 3333 ug/ TL—FETHORELAILT, @hD
MEMELZEERMF S EIRESh G, o1,

T RIENLRFI—SIDFIE T TTAIBRIETA1537ZFALVT
HERLT-15E . PDCIEMN O EHEIZ &> THLEIRERK

BICHBERIFIGVEEZRINT=,

SIDIEFE T T. TAI1535TIXBABLHBLVARE — RISHEH
#Hoht=,

CWR EGG
0 (DMSO) 16 25
100 - 24
333 - 31
750 - 37
1,000 20 39
1,500 - 33
1,667 26 -
3,333 28 -
6,667 18 -
10,000 10 -

SOMIEFFE T T, TAI00TIHBABAEE L AR — RIGHEBIAN
b

Zo

CWR EGG
0 (DMSO) 172 123
100 -— 107
333 -— 141
750 -— 154
1,000 197 161
1,500 -— 222
1,667 219 -—
3,333 247 -—
6,667 221 -—
10,000 232 -—

R
&
HEFEREE

No mutagenic activity was reported by either laboratory in
TA98 or TA1537 at dose levels up to 3,333 ug/plate in the
presence or absence of either source of S9.

PDC was without effect on the number of revertants recorded
by either laboratory when tested using TA98 or TA1537 in the
presence of rat or hamster S9.

In the absence of S9, an apparent weak dose—response
relationship was observed in TA1535:

CWR EGG
0 (DMSO) 16 25
100 - 24
333 - 31
750 - 37
1,000 20 39
1,500 - 33
1,667 26 -
3,333 28 -
6,667 18 -
10,000 10 -

In the absence of S9, an apparent weak dose—response
relationship was observed in TA100:

CWR EGG
0(DMSO) 172 123
100 -— 107
333 -— 141
750 -— 154
1,000 197 161
1,500 -— 222
1,667 219 -—
3,333 247 -—
6,667 221 -—
10,000 232 -—




TA1535 R UTA100CIE. SODIEFTE F CPDCOUE IR IR
EEREROFEMLUEN. COREORESFTEIZERD21E
LT THoIENBALHTHD,
TA1535(28 (T A BRIZx I AR ADEEM

1000 ug/ 7L —hT56% (lab CWR)

3333 ug/ 7L —hkT75% (lab EEG)

TA1001ZE 1+ 55 BBIZxt 3 R A DM

Although the number of revertants was increased in TA1535
and TA100 following treatment with PDC in the absence of S9,
it is clear that the magnitude of this effect was always less
than two—fold background.

Maximal increase in TA1535 over control:
56% at 1000 ug/plate (lab CWR)
75% at 3333 ug/plate (lab EEG)

AR 3333 ug/ 7L —h~T44% (lab CWR) Maximal increase in TA100 over control:
1500 ug/FL—hkT80% (lab EEG) 44% at 3333 ug/plate (lab CWR)
80% at 1500 ug/plate (lab EEG)
ERILEUTOEMEEH TEELOER (LDOHEES
B)ICEDE, RITYMOEHNRICIXEELERSNTIVS, The results were presented in the publication summary table
as positive based on the author's definition (see above in
Method) including results below an 2—fold increase.
S5 (2) IRt CIEREMEHY (2) valid with restrictions
{ERETE D FIRTR B (203) (203)
o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| FASCER (GTX k)
| [EE
B. B(EE
CHROMOSOMAL ABBERATION
SHERME L 1.1~14THRE as prescribed by 1.1 - 1.4
CASES
MEE
EE N
- it R AERT
. NN  EZENTPHRERTH MY other: standard NTP study design
HERAAARTAY ZEAEEHR Chromosomal aberration test
GLP#E& £ yes
HEREIToLE 1986 1986
T CHO#fiRa CHO cells
REMIE(S) DHE Y/ EL with and without

HEREM

JEREE: -S9: 0 (DMSO). 1180, 1370 K 1F 1580 ug/ml; +S9: 0
(DMSO), 460, 660 KU\ 950 ug/ml

SINIETFHE T T, CHOHMIBEEPDC O & #5 % FRiK (1580 ug/ml
FT) XIL4BIK (DMSO)E37° CTS- 10 FEIEE L 1=, Z Dk #
faZ L TLEIRO1 ug/mES T iR ERmL =,
S5IZ2-3RERIEE K. MEERIL CTX LY AL AEY
U100 EDMBICOVWTERBAREEEZ 58 TRa7LI=.
REFHEEROEETORERTIE, #MIFPDC (950 ug/ml F
T. X(FK) B US YS9 (Arochlor 1254 TEEE) L2BER 1L E
L1z, ZDk. MlaZE%L ., LR DNIBEITSRIICESIZ8-10
. STt AL,

I LA ERE R Y IRL TIT oo EID XS M TN,
YARTA2 2 C(0.125 ug/ml. -S9) R L YATHRIT7IR
(50 ug/ml, +S9)% [GEXtEBELTHAL =,

#EH AR XA RICERA LG D o1z,

3

tHYDIHE

Concentration: =S9: 0 (DMSO), 1180, 1370 and 1580 ug/ml;
+89: 0
(DMSO0), 460, 660 and 950 ug/ml

In the absence of S9 CHO cells were incubated with serial
dilutions of PDC (up to 1580 ug/ml) or vehicle (DMSO) for 8-
10 hr at 37 degrees C. Cells were then washed, and fresh
medium containing colcemid (0.1 ug/ml) added. After a further
2-3 hr of incubation, cells were harvested and stained with
Giemsa, and 100 cells per dose scored 'blind’ for chromosomal
aberrations.

For tests in the presence of metabolic activation, cells were
incubated with PDC (up to 950 ug/ml or vehicle) and rat S9
(Arochlor 1254-induced) for 2hr. Cells were then washed and
incubated with fresh medium for a further 8=10 hr prior to
processing as described above.

It is unclear if there was any independent repeat of the test.
Mitomycin C (0.125 ug/ml, no S9) and cyclophosphamide (50
ug/ml, plus S9) were used a positive controls.

No statistical analysis was applied to the results.

I

tHYDIHE

tRLDIHE
=5

tRLDIEE

R

$E 8 [T Attachment 5.5bIZFEHLNTLVS,

SIDIEFFHE F T, 1370 X% 1580 ug PDC/ml EIE&HEKIZ, #
LU DEBAREERITSERIE >1665I12HEMLT=, 1180
ug/mITIERBRER ERGERESNEM o1,

SINFHE FTlE, 660 X[& 950 ug PDC/ml E3EE K (<, #HEa
LY DEBKREERTMERE >4EIZHMNL T, 460 ug/ml
TREBRERIIRIGERESN G, o1,

X EYME TIE+2ERIEDFONT,

H#8: The 1,2-Dichloropropane ICCA/HPV Consortium
AT+ESE: Attachment 5.5b.doc

Results are summarised in Attachment 5.5b.

The number of chromosomal aberrations/cell was increased 5
or >16 fold after incubation with 1370 or 1580 ug PDC/ml in
the absence of S9. No clastogenic response was detected at
1180 ug/ml.

In the presence of S9, the number of aberrations/cell was
increased 4 or >4 fold after incubation with 660 or 950 ug
PDC/ml. No clastogenic effect was detected at 460 ug/ml.

A satisfactory response was obtained with the positive control
substances.

Source: The 1,2-Dichloropropane ICCA/HPV Consortium
Attached doc.: Attachment 5.5b.doc




NTP (1986)/ > D CHO#IRE 2§ 1+ 2 PDC D MR E I F 1SS

]
=

REHREE
-S9 +S9
Control (DMSO) 3 Control (DMSO) >4
1180 ug/ml 3 460 ug/ml 4
1370 ug/ml 16 660 ug/ml 17
1580 ug/ml >47 950 ug/ml >16
Mitomycin ¢ >102 Cyclophosphamide 46

Cytogenetic effects of PDC in CHO cells, from NTP (1986)

Chromosome aberrations

-S9 +S9

Control (DMSO) 3 Control (DMSO) >4
1180 ug/ml 3 460 ug/ml 4
1370 ug/ml 16 660 ug/ml 17
1580 ug/ml >47 950 ug/ml >16
Mitomycin ¢ >102 Cyclophosphamide 46

= r ]
2EHRER [EIE3 positive
AHEREH T T, PDCIESYRSIDEFERUVIEFE FTDM |Under the conditions of the test, PDC increased the
TR FHIZHWT, CHOMERaD B AR EHEELIEML -, occurence of chromosomal aberrations in CHO cells both in
- the absence and in the presence of rat S9.
B (2) HIRRF CIEREMEHY (2) valid with restrictions
SEETE D HI TR HL HARSAUHERICIEERT 5, Comparable to guideline study.
s The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
51 FSCHR (FTXHR) (182) (182)
gE 757% . SIDSTURIRAVMZESTEELRER Flag: Critical study for SIDS endpoint

5-7 invivolBInEM
GENETIC TOXICITY IN VIVO

REMEL 11~14THRE as prescribed by 1.1 - 1.4
CASES
MEZE
EE N
HiE
Hik HARS A EPA OPPTS 870.5395 EPA OPPTS 870.5395
REEDEA(T INZERER Micronucleus assay
GLPE& [ESS) yes
HERETOFE 2003 2003
SRR (B B4 <R CD-1 mouse CD-1
EEIGCN D i3 male
wEE 0. 150, 300 X[ 600 mg/kg {AE/H 0, 150, 300 or 600 mg/kg bwt/d
Z R 4885H Exposure period: 48 hr
B5R% E LI gavage
SR AR
AERTERAR: AABROSHELNILOETETHR VY |Range—finding Test: Selection of the high—dose level for the
)R (40C/8) ([2a—>imd1,2-2-0a7 0/ %2000 definitive study was base upon results from a range—finding
mg/kg/ BET., EH2HBHROREL-AERTEHAERDHE |test where male and female mice (4/group) were administered
BIZED V-, BITE2E B D5 % 728FREZ2L . FEIKIK |up to 2000 mg/kg/day 1,2 dichloropropane by oral gavage in
SERERET D=HEIRIZHLT=, 1000 mg/kg/ B LLEDFZ 5 |corn oil on two consecutive days. The animals were observed
HOEBYTHIRS 2B EICHREDEGMTIETMNAEL., T |for 72 hr after the second dose, and decedents were subject
NEOAEDTIRIFIBTIABR TEHETIZEHIIEELT=, [to necropsy in an effort to determine the cause of death.
Substantial drops in body temperature occurred 2 hrs after
dosing in animals receiving 1000 mg/kg/day and higher doses
and all mice at these doses died prior to the end of the
observation period.
INZERER : HECD-17 IR (#932g. 9B &) 6PLDEEIC, I—2/if
fDPDC(0, 150, 300, K TF 600 mg/ke) Z:&E K2 Bi& MR O [Micronucleus Test: Groups of six male CD-1 mice
BEL ERBERMKEREZE SR, % 5%2K U5 |(approximately 32g, 9 weeks old) were given PDC (0, 150, 300,
B R U BRI To - BER TR THERIZAEMZE |and 600 mg/kg) by oral gavage in corn oil on two consecutive
AEREH HDEIEHNENSI=-D T, RRERTITHEDHZFL =, > |days. Clinical observations and body temperature were
HORRAT7IR (120 mg/kg (AE. BHIIFEOR S, 118%924 |monitored prior to dosing, 2 and 5 hrs post dosing and prior to
BN Z S MER BME L TALV:, sacrifice. Only males were used in this assay since there was
no substantial difference in toxicity between sexes in the
range—finding test. Cyclophosphamide (120 mg/kg bwt, gavage,
approx. 24 hr before sacrifice) was used as positive control
substance.
2E B OF52485RZICE (6L/ AE) #BHRL . ZLEMFR |Animals (6/dose) were sacrificed 24 hours after the second
mEk e (PCE20001E/E1#) D /NMZMN)DSEEZEHE T 57=8 |treatment, and femoral bone marrow collected to evaluate the
IZKBBEBHEERLI-, BEEOFRMIPDPCEM LLEEF R |incidence of micronuclei (MN) in polychromatic erythrocytes
M ER2001E/ ENEF RS LIKYHEELT=, (2000 PCE/animal). The proportion of PCE among
erythrocytes in the bone marrow was estimated by examining
200 erythrocytes/animal.
ZEIMDMN-PCERIDET—RIRMICENENDHIZIZ  |The raw data on the counts of MN-PCE for each animal were
Nz, ARELLHMOBARNEEL>TERRLTz, ZTHLIZMN- |first transformed by adding one (1) to each count and then
PCEDT—A2RUPCEDUDT—A(FRMEIZ—TTEEEBE 2 8L |taking the natural log of the adjusted number. The transformed
#T (Winer, B. J. (1971), Statistical Principles in Experimental MN-PCE data and the data on percent PCE were analyzed
Design (2nd Edition), McGraw—Hill, New York, New York)I[Zd&kY |separately by one-way ANOVA (Winer, B. J. (1971), Statistical
RSN =, MN-PCEIZX L TIZ BBl (LBR) D . PCE % (Winer |Principles in Experimental Design (2nd Edition), McGraw—Hill,
- 197012 L TIE MBI DDunnettDt-1REIZE YIRS DEZZEA |New York, New York). Pairwise comparisons of treated vs.
HETFHONE EETHoBEITIRER Xt XEBE Dpairwisetb#%1T>  |control groups were done, if the dose effect was significant, by
1= pairwise LB IC KU BB ENHH=HEDH . AEFRE®D |Dunnett’s t-test, one—sided (upper) for MN-PCE and two—
ERMERREEZIT oIz, E TOREFTofzalphalb N LI |sided for the percent PCE (Winer 1971). Linear dose-related
005C&Ho1=. trend tests were performed only if any of the pairwise
comparisons yielded significant differences. The alpha level at
which all tests were conducted was 0.05.
e I ———




HRRVEE SR DER

BiEEHHR
NOAEL (NOEL)
LOAEL (LOEL)
#atrEER
BEYMRTETE2EUIEREL =, All animals survived until the end of the observation period.
SREHEDIEDRIRIHIAZER LFANAONT=, IKED |Incoordination was observed in one mouse from the high—dose
H—ET (92 C) A a RENEY TR 520/ #ICELT=, [group. A uniform drop in body temperature (approx. 2°C)
PDCEHZREL =B TEMXBEELL T, MN-PCEDSEED |occurred 2 hrs post-dosing in the high—dose animals.
HETICHEREMEASNEN oz, — A, BIEXEBEET [There was no statistically significant increase in the
[EMN-PCEDSEE DA ELIEMAZEHENT=, frequencies of MN-PCE in groups treated with PDC when
9 B IR IMEk (20018 /E#) R DPCED LL R D F 1 (XFHAERME |compared to the negative controls. In contrast, a significant
R ADRBICKDEEFEZ (TN o1=D, BHEBEETIEZD |increase in the frequency of MN-PCE was recorded in the
EFEEICEETH =, positive control group.
The mean proportion of PCE among bone marrow erythrocytes
(200/animal) was unaffected by exposure to the test material
while the positive control treatment significantly reduced this
value.
7 |

in vivoigiaE

(£

negative

5081 (> ax+T19R) TIEPDCIERAICILERICH T
ggtb“%ﬁﬂﬂéht}s Y., AREBROZM MBS DIEMERERT

Section 5.0 (Toxicokinetics) demonstrates widespread
distribution of PDC within the body, confirming contact with
the target tissue in this study.

ER #EER: 1.2->o007 0/ (FAVLV-EEREH T T, ARERFR |Conclusion: 1,2 dichloropropane was negative for the induction

TONEDFEIZHLTIEEETHT=, of micronuclei in this test system under the experimental
conditions used.

S5 (1) #IRR7Z<S%EMEHY (1) valid without restriction

[EETE O HI BT AR L GLPDH AR5 4 EHLHER GLP guideline study.

o The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

5| ARk (GTX k) (204) (204)

BE 757% : SIDSTURRAVHZESTERLRER Flag: Critical study for SIDS endpoint

HERMEL 11~14THRE as prescribed by 1.1 - 1.4

CASES

MEZE

EE N

ik

B HARSA {th: 40 CFR 789.4700 other: 40 CFR 789.4700

HEBDOI1T BB Dominant lethal assay

GLP#E& &Ly ves

HEBREToF 1989 1989

SHERT (R vk Sprague-Dawley rat Sprague—Dawley

PRI (M. - F)

0, 0.024%, 0.10% X[& 0.24% (0, 28, 91 XI[F 162 mg/kg &

0, 0.024%, 0.10% or 0.24% (equivalent to 0, 28, 91 or 162

K52 H/BIHED) mg/kg bwt/d)
- /33 drinking water
SR S 148 Exposure period: 14 wk
A ER AR
BMRULE Animals and treatments
A JEERER (5.8. 381 THRE) D HIERFEN—ERLL T, 30D |PDC was administered in drinking water (0, 0.024%, 0.10% or
MDSDS i (418 H) DEEIZPDCE DA< & 13 ERK (0. 0.24%) to groups of 30 male SD rats (age 4 wk) for at least 13
0.024%, 0.10% X% 0.24%)31%x 5 L1=, TNk . TR E5E# TL. 2 |wk as part of the breeding phase of a reproduction study
BERICREEZ2CDRBZEOM EEBRRESE 1=, (reported in Section 5.8.3). Treatment then ceased, and 2 days
HIFZFDEFNZTNOEFELHMD TR M SF14B /. ZERIE X |later each male was co—housed with two naive females/wk for
FRAICKYBHRL., HAEH, FERURVRINEHZTZEL |2 wk.
Tz RHARURAE & 1% AR IRAE D B 73 $B (X 1T M o1z, FEBE | The females were sacrificed by carbon dioxide inhalation
IRABABLESMDFEIIFIE TR LIERI0%)TEEL, |approx. 14 days from the middle of their respective breeding
BB URER I D EE ML E R TR L 1=, period, and the numbers of corporea lutea, implantations and
resorptions were recorded. No separate classification of early
or late resorptions was performed. The uteri of apparently
non—pregnant animals were stained with sodium sulphide
SERS solution (10%) and examined for evidence of early resorption

TE30PT O 55 14 ot BR BE (< (L 3R B 48R FEI AT S Y AR R T 73
(EERIERPTIO0 me/kg (KE, BFEROKRE) £RE5L

o

GO HTIZkY . FRERE DME(£99.9% TH o1z REMHAK
IZ&Y. PDCOKBHKIZSA U E D RENZNZEMEIBASh

fzo ChODHRICEDE MEBRILESL T, DliketE
IZ1EIE 3L . REEHTICS 72K EB3E L2 HT(GC)L =,

sites

A positive control group of 30 males received
cyclophosphamide (100 mg/kg bwt in saline, by gavage) 48 hr
prior to mating.

GC analysis showed that the test material was 99.9% pure.
Stability testing demonstrated no degradation of aqueous
solutions of PDC over 8 days. Based on these findings the
experimental solutions were mixed and changed at least once
per week, and analysed (GC) on at least 3 occasions prior to
mating.




#fat

AEDBIE EIEBartlettiIZ kY E N B ZE Tl /35 A

Y9 R& /2135 AN w775 ANOVAZE {To1=, ANOVADFER

WIZEDIHEE . DunnettDIRTE X[& Wilcoxon ) Rank-Sum

BREZEITO=,

HIEIRIR (I Fischer D EIERERKICK UM LT, EAEIT/

2 INT AR YITEANOVAZE BB LN THERHTL . Wilcoxon O IIERLFN

;ﬁfﬁ’&f‘of:e & PR AR 2K R USIRURER [EWilcoxonik(Z &Y
BT L=,

Statistics

Body weights were evaluated using Bartlett's test for equality
of variances, followed by parametric or non—parametric
ANOVA. If results of the ANOVA were positive, a Dunnett’s
test or Wilcoxon Rank—Sum test was performed.

Fertility indices were analysed by the Fisher exact probability
test. The numbers of corporea lutea were analysed using non—
parametric ANOVA followed by the Wilcoxon Rank—Sum test.
Pre—implantation losses and resorption rates were analysed by
the Wilcoxon test.

HEtFER 0 IE
TR DAER Interpretation of findings
FEROREWLERIIMETBITICMA T, BENSDEFE  [Final interpretation of the results considered statistical
T—4. AE— REHEE. ZOFMEIMEOZEFM R UKE |analyses along with other factors such as historical data,
ZHFFROBEANCEMEMIZEZDHIEDMNEINEE . |dose-response relationships and whether the findings were
MDEREEHOETEREL=, Chld. KAERICEENT-Z 2 |biologically significant in the light of other toxicological and
DIFETEEBDFEREL T B (BIHHE) DIREDLANILAEL |pathological findings. This appears scientifically acceptable
BHEFRINI-DT, HEMICRETEDLEEZOND, since a high level of Type I (false positive) errors would be
anticipated as a consequence of the large number of statistical
comparisons that were included in the study.
73 |
HARUESEFOHER
BIREHHMR
NOAEL (NOEL)
LOAEL (LOEL)
#iEtREER
ES General
HIKDDFMS ERSNIZEEILE. hRUERER T, |Analysis of drinking water showed that the achieved
ZThZThEBEDSs%. 98% RU 100%TH 7= (SRIEMEDF |concentration was 88%, 98% and 100% of nominal for the low,
). mid and high exposure groups, respectively (mean of 3
determinations).
EHFEROHRR In-life observations
EFERICIEINVTIhOBREEICLAEBLEREZEIIHA DN |There were no significant clinical effects noted in any
hot=H EFRASHD2CDEMHM BT HIELAZIET-LT= (FRER |treatment group during the in-life phase, however two animals
56 B RUM01 B REICIFFEELEWVERLIZKSETL) . = A |from the low dose group died during the pre—breeding phase
EROHEOAKREFHBRESANSHRITH DL, FHAE |(test days 56 and 101; deaths ascribed to renal failure
DEMDARE(FHIENIZ(LHL, HBETIEEL) SEBEET |unrelated to treatment). Body weights for the high dose males
\of=, EXKEFERSHEMICEAIL (B, D RTIERAER  |were significantly decreased from day 8 of the study, while
T, ZNENFI40-50%, 22% KU 10% B LTz) . BRI |values for mid—dose animals were numerically (but not
BORMOEDME. SAEHTETL, significantly) lower than control. Water consumption was
0 DG BEEDSIS ., TEEMNFET-L, 1A EIERARICHE |decreased in a treatment—related manner (decreased by
SEREETER SN, ChoDIHOKRRAT7IRMELI=ENY |approx. 40-50%, 22% and 10% for the high, mid and low dose
DERERVESHERMEKS T HBREDIELZIZFECTHD  |groups, respectively), and food intake lowered in high dose
=) animals during the first week of the test.
Seven of the 30 positive control group died, and one was
sacrificed in a moribund state, during the breeding phase. Body
weights and food and water consumption for these
cyclophosphamide—treated
animals were comparable to control values.
ERSh-FAE Received dose
ARERVEBKEICESNT BAEDTHERS (X, 0%, Based upon body weight and water intake data, weekly
0.024%, 0.10% KU\ 0.24% BT, ENZE4 0, 280, 90.7 BV |average received doses were calculated as 0, 28.0, 90.7 and
162.1 mg/kg {AE/BH EETE SN =, 162.1 mg/kg bwt/day for the 0%, 0.024%, 0.10% and 0.24%
groups, respectively.
RERVRIEDIEE
RS L= OB TORERE R VIEIRIE B X BEE & X IXRF) |Mating and fertility indices
LT, 96.4%M5100%TdhHo1=, I OKRAT7IRME LTI T |Mating performance and conception indices among treated
[T, NSO HEFENTA—2FHEEIZEHD L=, males was comparable to control, ranging from 96.4% to 100%.
These fertility parameters for cyclophosphamide—treated
males were decreased significantly..
BERVEREHEXEL-MOFARRIILEDE1BILEFE |The number of corpora lutea from females mated with low and
12N =AY, BIEE 2B DBERE TP R E D it & 3ZEL 1=t |high dose was significantly increased during the first week of
TIREEICIETLIz. ChoDERIZER S (CBELT=FE L |breeding, while the number of implantations for the second
SR SKYIREELEMFMEEICKEEDERHONS, BEIRATE |week of breeding was significantly lower in females mated with

KOBIHEERAICIKERVEASHCHRICEEERL
f=h\ BHEXFE 2B DR IS BB CHREIN-BRITHEXD
ELEAMICRILT, o TR EICKEIHZETIHEVER DR
fzo E#RIC. ChoDE— X 5B TORIE I BHIVE
EICEbofzh . REF2ZEOHIEITBELEEETHo
fzo SHIZEEMIEAttachment 5.6alZRENTLND,

mid dose males. These differences appear consistent with
normal biological variabiliy rather than any treatment-related
effect. The number of pre—implantation losses was significantly
higher in the low and high dose groups during the first week of
treatment, however the values were essentially identical to the
rate of pre—implantation loss observed in controls during the
second week and therefore appeared unrelated to treatment.
Similarly, resorption rates among these same treatment groups
were significantly higher than control, but values from the
second week of mating were similar to controls. Further details
are presented in Attachment 5.6a.




BHEBETEEY (X, BERARRUERRITHBHOES
YERITIETL., Ff=. BIEFE 2B (B RATE X (X265 (21
L. REEDMEHEHIZIRIRFE (L1065 1< mLT=,

88 The 1,2-Dichloropropane ICCA/HPV Consortium
A{TE$E: Attachment 5.6a.doc

Hanley et al., 1989 A\ (7% FRATHE & B IR INE

PDC (%) Cyoclophosphamide
0.024 0.10 0.24 (100 mg/kg bwt)

w18
FERATE%K 45+ 66 122 £ 118*% 62 *+84 119 % 112% 114 * 129%*

®
R (%)
-BR 3.6 (28/783) 5.8 (45/780) * 4.3 (33/775) 7.6 (59/775) * 28.8 (172/597) *
- 48.3 (14/29) 85.5(23/27) * 69.0 (20/29) 82.1 (23/28) * 91.3 (21/23) *
28
FEERATBL 117 =15 11.5+97 130 %95 121 += 88 231 = 141 %

®
R (%)
- R 5.4 (47/871) 3.0(24/796) 2.2(18/818) 8.1 (74/909) 56.8 (188/331) *
- 79.3 (23/29) 53.6 (15/28) 50.0 (15/30) 76.7 (23/30) 100 (16/16) *
T EREMELTHERVTERL, B Fi9{E +=SD
T&R=RLI=,

* R RBLIRETMICHREAZE. alpha = 0.05.

Litter sizes, number of corporea lutea and number of
implantations in the positive control group were significantly
lower than control values, with a 2—fold increase in pre—
implantation loss during the second week of breeding, and a
10—fold increase in resorption rates during both phases of
mating.

Source: The 1,2-Dichloropropane ICCA/HPV Consortium
Attached doc.: Attachment 5.6a.doc

Pre—implantation losses and resorption rates, from Hanley et al.,
1989

PDC (%)
Cyclophosphamide
0 0.024 0.10 0.24 (100 mg/kg bwt)
Week 1
pre-implantation 45+£66 122 = 118* 6284 119+ 11.2x 114 £ 129%
loss (%)
Resorption rate (%)

- fetuses 3.6 (28/783) 5.8 (45/780) * 4.3 (33/775) 7.6 (59/775) * 28.8 (172/597) *
- litters 48.3 (14/29) 855 (23/27) * 69.0 (20/29) 82.1(23/28) * 91.3 (21/23) *
Week 2

pre-implantation 117 +15 11597 130+95 121 =88 231 £ 141 %
loss (%)

Resorption rate (%)

- fetuses 5.4 (47/871) 3.0(24/796) 2.2 (18/818) 8.1 (74/909) 56.8 (188/331) *
- litters 79.3 (23/29) 536 (15/28) 50.0 (15/30) 76.7 (23/30) 100 (16/16) *

Values calculated using the male as the experimental unit, and
presented as mean or mean *

SD, as appropriate.

* statistically different from control, alpha = 0.05.

#Eim

in vivosgiaE1E

(B

negative

PDCIEHDSDZ Y14 BRIZ 5 LI-15E . fR/KH T0.24%
(162 mg/kg AE/R) ETCHORAETERRMEERIEN o=,

PDC was not mutagenic at doses up to 0.24% in drinking water
(162 mg/kg bwt/day) when administered to male SD rats for

R 14 wk.

B (1) IR CIEREMEHY (1) valid without restriction

[EREE O 3 BT AR B0 GLPDH AR5 L ZERLEHER GLP guideline study.

HE The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
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CARCINOGENICITY

SHERME L 11~14TRE as prescribed by 1.1 - 1.4

CASES

HEE
REYUTIL, REERVERSN-EE Test sample, stability and achieved concentration
REZHRDOPDCT, MiE.4%(GCHHT) DHLDZE AL =, 74l [Reagent grade PDC was used, with a purity of 99.4% (GC
#(GC/MS) ELTRILI(0.24%MBIE SN, O—2 B analysis). Toluene (0.24%) was identified as an impurity
5.7%DPDCIF25'CTTAMKRETH S (EURFE=100% +/- 4%) |(GC/MS). GC-FID analysis demonstrated that 5.7% PDC in

e ZEMGC-FIDR#TIZK YIS -, BREREARSIHRI1Z15[E] . GC- |corn oil was stable at 25 degrees C for 7 days (recovery =

ER FDTCHREZRD_EH U TILER LT, 2ERIZTEEYLER [100% +/— 4%). Duplicate aliquots of the dosing solutions were
[F21, 42 BV 83 mg/mIDBRT. FNEFN5%, 99% BTV |analysed by GC-FID on 15 occasions during the study. Overall
100% TdHo1=o mean recoveries were 95%, 99% and 100% for the 21, 42 and 83

mg/ml solutions, respectively

Vb

HiE A/ HARSA fih: FREMNTPIERH RO R 53R other: standard NTP gavage study

HEBOI1T

GLPE& [EXA) yes

HEREITOFE 1986 1986

HERT (B %) vk Fischer 344 rat Fischer 344

PRI (i - M, - F)

1

male/female

rE5E

M0, 62 XI& 125 mg/kg AE/H; I 0. 125 X% 250
mg/keg AE/H

males 0, 62 or 125 mg/kg bwt/d; females 0, 125 or 250 mg/kg
bwt/d

FRAEE (R DEYH

B (181K)

. SREED gavage

BSRE REHM: 1038 Exposure period: 103 wk
IRSFRE 58 /58 5 d/wk

it HE A AL EE HY. AR yes, concurrent vehicle




B RULE

W DF344/NTvh (4-6:B kD) G EZ N SEAL ., 3EM
Bk, BB R U5 B2 (500 /14/3) (CEIEAIC
BIY1F(F 7=, BEIZIZO (2—2ih), 62 X[& 125 mg PDC/kg 1A
E/A%5A /38, 10380, AHEORE LT, i EE—#AR
DFEL 0, 125 X[& 250 mg/kg AE/BZEIZELI=, X588
[£3 mi/kg AE/BEL-(HE-T. BT ERDEEIX62.
125 B 250 mg/kg AE DI E T, 21 mg/ml, 42 mg/ml &
U 83 mg/ml THo12) ., FHERIIBEDHSAENTRKI0
BFRS. 0-5CTEELT=.

gz

LEYDFEZRDIMER(FEIEIS OV TE H2EHREL -, &
EF&AO13EREEIC1E, Z0RIEAICIEBIEL:, #
FEAREDBYIR VAR TRICEFL T -2BWERRL

Animals and treatments

Male and female F344/N rats (4-6 wk old) were purchased
from a commercial supplier, quarantined for 3 wk then
randomly assiged to one control and two treatment groups (n =
50/sex/group). Males were treated with 0 (corn oil), 62 or 125
mg PDC/kg bwt/d, 5 d/wk for 103 wk by gavage. Females
received 0, 125 or 250 mg/kg bwt/d over the same period. The
dosing volume was 3 ml/kg bwt/d (hence stock dosing solution
concentrations were 21 mg/ml, 42 mg/ml and 83 mg/ml for the
62, 125 and 250 mg/kg bwt treatments). Dosing solutions were
stored at 0-5 degrees C in dark glass bottles for up to 10
days.

Observations

All animals were observed twice daily for signs of morbidity or
mortality. Body weights were recorded weekly for the first 13
wk, then monthly thereafter. Moribund animals and all animals

HEREH HHRLT =, SID T EAABERIIL. Yo TILEREL . fBIEHE  |that survived to the end of the study were killed and
BENRBEDOODONEFIT o1, necropsied. Thirty—one major tissues were examined, sampled
and processed for histopathological examination..
SRR RIFT R Histopathological findings
RIBHELUEDZHERILTERT S0, XS AF, |Tissue slides, animal data and summary records were sent to a
HYDT ARV IEED BN ELGFRIEERFIZE ST, £T®D |quality assurance laboratory for independent verification of the
[EE 2., 2R RV EEAICRIRLI-10%DEIMMSD  |diagnoses of the study pathologist. All tumor diagnoses, target
fHBECOFTHIDORRELTz, ETOERMMBD ASARIZAN |tissues and tissues from a randomly—selected 10% of the
Z T AHBROMREIELE LT LI-FEELEAZHLT- |animals were subject to this assessment. Slides from all target
AZARDNTPOIREEE D /AR ILIZK DI LI=5Tfi%Z (T |tissues, plus those where the study pathologist and
Bl=OI2E SN, o T. MESNI=FIRIZINSDH 4L  |independent pathologist disagreed, were sent for further
HEMRODEEEZRMLTLS, independent evaluation by a panel of NTP pathologists. The
reported findings therefore represent a consensus from these
various experts.
HFHER (TKaplan—Meir DTOYMZEYHETEL. £FFEICRT  [Survival probabilities were estimated using Kaplan-Meir plots,
FRREGICEAEL-FZEITOVTIXCoxizZE AL TN LIz, |and any treatment-related effect on survival analysed using
BB HEE T — 2D EHTIZIEMantel and Haenszel M the method of Cox. Analysis of tumor incidence data used
contingency table (IBSATERR)ZHL, MBEEDOMEEIZXL [Mantel and Haenszel contingency tables, and included pair—
TERUVERAEHT—4Dpair-wise LB IZE{KRI%FH  |wise comparisons of low or high dose data versus control
- RIMBER OB ESDHTIT oIz, RERR THETIZIEL |incidence plus an analysis of overall dose-response trends.
Li=gpicide oD A EIBERSNT-, T— D7 % (life table | Two methods were applied to animals dying before the end of
B2IT) IXBONE=24T DL THESH BIH THo1=. F |the study. The first (life table analysis) assumed that all
Bhb, TNONEZENEVDLRENICHYDOETDORET |tumors of a given type were ‘fatal’ ie that they directly or
Hot=ERESNT=. COT7TA—FIZLY . EH L DH S |indirectly were responsible for the death of the animal. Using
st mm BB TRLETA-UT LI, RBRBERUSBROBIES SN [this approach the proportion of tumor—bearing animals in the
DEEREFLEE L=, ZFH DA% (incidental f247) [£103:8F [test and control groups were compared every time an animal
TITHRREIN=-2TOESIL BFRI LD T, 0-52;:8., 53— |died of a tumor of interest. The second method (incidental
7838, 79-92:8. 93:B-RIXEBHRAIDE . RURKLEBIREFIC, |analysis) assume that all tumors observed before 103 wk were
BB CRTLI-BIMDLLEE LB LT, pairwise LLEIIZXL T |'incidental’, and the proportion of animals with tumors
[IFischerDFEEREZE ., RUAE — RICHEITHLTIE compared at 0-52 wk, 53-78 wk, 79-92 wk, wk 93-wk before
Cochoran-Armitage E R {BRIREEER T — 2 @EALT =, terminal kill and the terminal kill. The Fisher exact test for
pairwise comparisons and the Cochoran—Armitage linear trend
test for dose—response effects were applied to the tumor
data.
fER
AERVERRFTR Body weight and clinical signs
BREROBMIAEHBENLARERDERL-, EIAEIL |Treated animals showed a dose-related reduction in body
BEASHTEIXBEHEIVISYEEZ. SHAE0H R UMD EE |weight. Final body weights were approx. 5% lower than control
P TIEZNZ N1 RV 24HEEZE TR LU= (MDA E(XEAERT6:8 |for low dose animals, and 14% and 24% lower then control in
®E. hEENE LARE, 20%#BiR A LT2) o BREREEK (KA SERDHNEA o T, the high dose male and female groups, respectively. (Female
body weight was decreased by >20% from wk 76 of the study.)
No clinical signs are described.
HEEE . KE

BRRFTR (EEBE. fTRORER
HA SR D)

ARRIFAPT R (RER, FEE)

MFPHIFR (AR, SEE)

MFEECFHFRR (LR EE

)

REER (RER, FEE)

EFE

ERAEHOIE (250 mg/kg AE/B) DEFRISEASHOM
RUKBEDZNELERTHEIZ (P<0.001){ELMVE ((32%,

86% R U T4%DIAERIR T B £ HE) Thof-. REERUVER
H(FARERFE 4B I HFICTEE T oT-, HEDEFRIELMTIE

Survival

The survival of high dose females (250 mg/kg bwt/d) was
significantly (P<0.001) below that of the low dose females and
controls (32%, 86% and 74% survival to the end of the study).

- %) TR (353 C Mortality and morbidity were especially marked at wk 94 of the
RETH(F). LT R IZELCTH-T-(103:B T, xtEEE. 62 mg/kg AE/B RV study. Survival in males was comparable for all groups (78%,
125 mg/keg RE/B BHTENE N, 78%. 84% R Uf 82% AS4E  |84% and 82% alive at wk 103 for the control, 62 mg/kg bwt/d
o and 125 mg/kg bwt/d groups, respectively).
BIRRF R (RAER BEE)

[EEE




RIEMRFHRRE (RER EE

.

fES R E

ERAEOHMIYFOEFRERETOLOIC. PRDORTEERE
IE T T HITF X (life table R U incidental [EBRTE) (X' JE
HIE ORMLVET 2 EERDHI LD EATINT,
SBELLEART, —DHANEEADEESHICH T IEHHE
EOEHGEM, HHIIXERF LR BEEOMICHKETRIIC
ﬁﬁfﬁfﬁb\iﬁ@(:@ﬁaﬂlﬁﬁﬁ{uTWfﬁﬁﬁ&Uﬂi%gﬁ’G
Hoht=,

* ZLAR

FLARDBRZ A (THEL . ZLARDARM A (FHIELLEE : 2,7%,
4.7%. 26.7%; = RAEFHTHEICEM IZIXBHEOERHL LT
NEMEICDAH I DT, BRHEIRIED £ (KRS E [t TIEIE
HERZERLz. 8 REEICEITAESDEE SR THE
FTEFELIZIEOEHDS5E DAL DR RIZEREESN

BT —ADEEDMEREIF2%3/150)T, &AL EEEST—
BADHEREE1.2%(11/895)TH 1=,

* FE
WIEORE R —F K E BB IHERE R LA, 8
B D5 #HOHEE TR ICLE AT ML TLVEN o<,

* R AR
HEBRTHICERAEHOM T HEBREX IS ASHOMIC
IFHoNT) ICEREMRNAD ANz, TOERT—4TO
$EE(30.2-0.7%,

* REEILHE \
RO L EEOA B TR A RO M
CHFEB(CIXHRL) [ DT, BT — 2 DR £0-03%,

* [EEfigk

EMRENANETIEGIEERZES . £, IRIBEOHEE
[EXBHETRATHY. HAEHETEE BRE+HA) B
TEE[F G o1,

* RE{K

EREOMTIIREORENTEITEMLEA, £FRTH
ELSEE IR B Mmooz, FEANADQEE IR BED
M TRATH 1=, A ELERE+ASAV)EEEEEL
BinERSGMor,

* BIIE

1750 — L HEARIATE I IR IR ERE R, 10— Lt
SEFANE + BN OIS O— LRI OB H A b e TSR
FEBER AT

FFIEHZ MR LD IR (k) ERUIHB TH ORI XES
FEELLEA DT,

Tzo CORBRET ORI THRESNZBENLDEEE

Tumor pathology

Because of reduced survival in high dose female rats,
statistical procedures that adjust for intercurrent mortality
(life table and incidental tumor tests) were regarded as more
meaningful than the 'unadjusted’ analysis.

A quantitative increased tumor incidence in one or both
treatment groups relative to control, or a positive trend in the
absence of any statistically significant difference between the
treated and control groups, was seen for the following tissues
and tumor types:

* mammary gland

mammary gland hyperplasia was increased, and there was a
positive trend for mammary adenocarcinoma (adjusted rates:
2,7%, 4.7%, 26.7%; significantly increased in high dose group),
both in females only; the overall incidence of fibroadenomas
showed a negative trend in females. Tumor incidence in the
high dose group was strongly influenced by findings in 4 of 16
animals that survived to the end of the study. A historical
incidence of 2% (3/150) was reported for the laboratory
conducting this study, with an overall historical incidence of
1.2% (11/895).

* uterus

enometrial stromal polyps occurred with a significant positive
trend, although the incidence in the individual treatment
groups was not increased relative to control.

* thyroid

follicluar cell carcinoma were found in two low dose females
(but not in control or high dose females) at study termination;
historic range 0.2-0.7%.

* stomach or forestomach

a non-—significant increase in squamous cell papillomas was
found in two high dose females (none in control); historic range
0-0.3%.

* pancreas

islet cell carcinomas occurred with a positive trend in males,
however the incidence of adenomas was greatest in the
control group and the combined incidence (adenoma +
carcinomas) was not different between the groups.

* pituitary

while the incidence of adenomas was significantly increased in
low dose females, the survival-adjusted incidence was
unremarkable; the incidence of pituitary carcinomas was
greatest in control females; the incidence of combined
(adenomas + carcinomas) was not increased significantly.

* adrenal glands

pheochromocytomas showed a negative trend in males, and
there was no difference in the incidence in combined
pheochromocytoma + malignant pheochromocytoma).

No tumors were present in liver, a tissue showing signs of
non—neoplastic changes (see above).

ERICERSNT-8

fE B 4 F TORR
AERIGHE
ffEtREER
#E: 91 ILARKRBOBEELIEMNAH SN, ZDIEIEIE [Note: Significant increases were observed in virus antibody
BEERVESEEIEDRBEDBEZRIITETHSEREE titers. The report notes that the relationship between these
SER [TTRENTLVS, increases and occurrence of non—neoplastic— and neoplastic
changes is unclear.
e |

ERBYICEFEENSAROEE

R

fEBATRICE DT, NTPIX#ES Y MZIZPDCO KN AHEDFE
PR EfEERLU =AY, — A 250 mg/ke IAE/H T103:ERH L
BLEZMTIE, EFERQOBETLAEEMEOETEEL. 3L
IROBAIADIBEDSEMNIELI-CEIZEDE, FEDE
(LR E B TELY (equivocal) ENTPIEEESRL =,

AABRE T ORI E T IEET—2TOHEEX
2%(3/150)T. EARTOERT —HDHEEIL1.2%(11/895)TH->
fzemEShtz, £FEOEBETRUKREDE TIZIERSEH M
SYrDBRAMAEFBA T =IENTREEIND,

A

$530: NTPIEZARREREMTIZH LT, 125 mg/kd AE/B X
[& 250 mg/keg (AE/BDAEEZ TN ZTNI103EMETHRER
O 5 LI=t#S5 YR TIZPDCICEMN A H D EDFERLIFALY
LMLz, mAEDM TIXILIRES D EMORE M TIEA
WEEHLASGTRENTZAY, fh DA (X B (XA h o=,

Based on tumor findings, NTP concluded that there was no
evidence for the carcinogenicity of PDC in male rats, while in
females treated with 250 mg/kg bwt/d for 103 wk NTP
concluded there was equivocal evidence of an effect based
upon a marginal increase in the incidence of mammary
adenocarcinomas concurrent with decreased survival and
reduced body weight gain.

A historical incidence of 2% (3/150) was reported for the
laboratory conducting this study, with an overall historical
incidence of 1.2% (11/895)

Reduced survival and reduced body weight could indicate that
treatments exceeded the Maximum Tolerated Dose in female

Conclusion: NTP concluded that under the conditions of this
study there was no evidence that PDC was a carcinogen in
male rats treated by gavage at doses up to 125 mg/kd bwt/d
or 250 mg/kg bwt/d, respectively, for up to 103 wk. There was
equivocal evidence of an increase in mammary tumors in high
dose females, but no other tissues were affected.




[EEEES (1) FIRR7Z<IE%EEHY (1) valid without restriction

{ERETE D I BTAR B0 FHIREHEEDD ., HARZA 2 ERERIZITET S, Comparable to guideline study, with restrictions.
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BEE 754 : SIDSTURIRAUMIELTEELRER Flag: Critical study for SIDS endpoint

HEMEL 11~14THE as prescribed by 1.1 - 1.4

CASES

HHEE _
HBYU T REERVERSINEE Test sample, stability and achieved concentration Reagent
HEERDPDCT, HME.4%(GCHHT) DHLDEFL V=, Il |grade PDC was used, with a purity of 99.4% (GC analysis).
P (GC/MS) ELTRILIN0.240)D R ESNt=, A—2ihh Toluene (0.24%) was identified as an impurity (GC/MS). GC—
5.7%DPDCI£25'CTT AR E TH S ([EULE=100% +/- 4%) |FID analysis demonstrated that 5.7% PDC in corn oil was

e CEMGC-FIDAHHTICEYREBAS N T=, SHEREARE (15, GC- [stable at 25 degrees C for 7 days (recovery = 100% +/~ 4%).

ER FIDTHREBRDZEH T ILESHLT=. 2R T EEURE |Duplicate aliquots of the dosing solutions were analysed by
21, 42 BV 83 mg/mIDiBH T, TNZEN95%, 99% XU [GC-FID on 15 occasions during the study. Overall mean
100% ThHo1=, recoveries were 95%, 99% and 100% for the 21, 42 and 83

mg/ml solutions, respectively.

Fix _

ik HARSA fih: FZEERMENTPIRHRR O R 55 ER other: standard NTP gavage study

HEBEDOI1T

GLP#E& [E)) yes

HEREIToF

- ~ B F1 B6C3F1

ST (B A A B6C3 mouse B6C3

TERI (HE: M. - F) . male/female

RrEE

0. 125 X[ 250 mg/keg AE/H

0, 125 or 250 mg/kg bwt/d

HREH R OEWE

B EE)

e BHEEO gavage

RS SEHR: 103:8 Exposure period: 103 wk

pUEED ]S 58 /38 5 d/wk

sTRA L HY) . BE X yes, concurrent vehicle
BMRULE Animals and treatments
It DBECIF1< ™ R (4-6:8H7) IR EEMSFEAL. 358 |Male and female B6C3F1 mice (4-6 wk old) were purchased
BRIER., BB RIS E28E (500T /14 /88) ITEAEAIZ  [from a commercial supplier, quarantined for 3 wk then
BNV FF1=, #1210 (@—23/), 62 XIE 125 mg PDC/kg 4K |randomly assiged to one control and two treatment groups (n =
E/H%58/:8., 1038/, sAFROKRE L=, LR —HARM |50/sex/group). They were given 0, 125 or 250 mg PDC/kg
DR, 0, 125 X[& 250 mg/kg AE/BERE L=, I*5A8E |bwt/d 5 d/wk for 103 wk by gavage. The dosing volume was 3
[E3 mi/kg AE/BELTz (ST, ITBIRSRDEEIL62, ml/kg bwt/d (hence stock dosing solution concentrations were
125 R U 250 mg/kg REDR S T, 21 mg/ml. 42 mg/ml & |21 mg/ml, 42 mg/ml and 83 mg/ml for the 62, 125 and 250
U 83 mg/ml THoT=) » RERIEERDHS AN TERA10|me/keg bwt treatments). Dosing solutions were stored at 0-5
B, 0-5CTErELT=, degrees C in dark glass bottles for up to 10 days.
Fark Observations
LEMDFERDKIERTEFEICDONTEB2EEZ L=, & |All animals were observed twice daily for signs of morbidity or
FIFRYMD13ERMTBIZIE, ZD%IEAICIEREL =, 38 |mortality. Body weights were recorded weekly for the first
TBREDEH MR UV REER THICEREL TV =2EIWEEFRZL |13wk, then monthly thereafter. Moribund animals and all

SER ERLT=, 320 T ELMAMERITL . o TILEREIL ., J5IEFH |animals that survived to the end of the study were killed and

BFMREDO=HDUEEITo =,

RIS RIFTR
REELEDDMEMILCERT 501, BRI,
MO T 2RV HEDEMNEEREIBMIE 7=, 2TD
fEZ o0, BRRB R CRERISERIRLII0O BN LD
HiSEC IO HRELT=, 2 TORMBBEDZSARIZH
AT ARBROREBIELE LT LIREIA L BN DL
AFARHNTPDIFEFE D/ AR ILIC &SI L=l % =2+
BEDHITEMSNT, R T RESNIFRIFINEDHRAR
BEMRDERZERBLTNS,

necropsied. Thirty—two major tissues were examined, sampled
and processed for histopathological examination.

Histopathological findings

Tissue slides, animal data and summary records were sent to a
quality assurance laboratory for independent verification of the
diagnoses of the study pathologist. All tumor diagnoses, target
tissues and tissues from a randomly—selected 10% of the
animals were subject to this assessment. Slides from all target
tissues, plus those where the study pathologist and
independent pathologist disagreed, were sent for further
independent evaluation by a panel of NTP pathologists. The
reported findings therefore represent a consensus from these
various experts.




HE7FREE (IKaplan-Meir D TR YN KYHEFEL . £EFRITH
THREIZEHEL =B EIT DV TIXCoxEZE AL TR L=,
[EESEE T — 2D EHTIZ[EMantel and Haenszel D
contingency table (BAMEERR)ZAL . ARBEDBEITHL
TERUVERERT—42Dpair-wise LI IZ 2K
E-RIGMEROBHESHTT oz, RBRER THETIIRT
LB (E2 DD A EAERSN Tz, F— DA (life table
B X B o217 DL TOESEN B THol=. T
Bhb, TN EENAZVLEENICEMORETCORET
Hot=LREENT=, COTTO—FIZLY . BMHLELDH S
BB CTRLT 51U LI, REERUMBEOIEESSY

Survival probabilities were estimated using Kaplan—Meir plots,
and any treatment-related effect on survival analysed using
the method of Cox. Analysis of tumor incidence data used
Mantel and Haenszel contingency tables, and included pair—
wise comparisons of low or high dose data versus control
incidence plus an analysis of overall dose-response trends.
Two methods were applied to animals dying before the end of
the study. The first (life table analysis) assumed that all
tumors of a given type were 'fatal’ ie that they directly or
indirectly were responsible for the death of the animal. Using
this approach the proportion of tumor-bearing animals in the

Sl ith
HatPaLE DEEELE LTz, ZF B DA% (incidental f#47) (£103:8F |test and control groups were compared every time an animal
TIZHREIN -2 TORESIL BFM 21D T, 0-52;8, 53— |died of a tumor of interest. The second method (incidental
7858, 79-92:8 . 93:B-RAEEBRAIDA ., RURKEFRFFIC, |analysis) assume that all tumors observed before 103 wk were
BB THRILI=ED LR HF LB L 1=, pairwise ELERIZ3L T |'incidental’, and the proportion of animals with tumors
[IFischerMHEERELE . RUAE — RICHZEITHLTIE compared at 0-52 wk, 53-78 wk, 79-92 wk, wk 93-wk before
Cochoran-Armitage E#FIERRE ZEH T —RIZEALT=, |terminal kill and the terminal kill. The Fisher exact test for
pairwise comparisons and the Cochoran—Armitage linear trend
test for dose—response effects were applied to the tumor
data.
&R
ARERVEGRFATR Body weight and clinical signs
BEERUBAEABEHEOEHAEXZIZIRACTSHY. LS |Mean body weights of treated and vehicle control animals were
RE, KEENE IZBREL-ERERFAT RIFEBH NG A 0T, comparable, and no compound-related clinical signs were
noted.
EEEE . SRKE
RRATR (BEE. fTROFLE
HA L er i)
RRIFHRT R (RER BTEE)
MEFHMR (RER FERE)

MFEEEFHFRR (RER ER

)
REERR (RER, FEE)

R (F) | FETHE

ERFE

== (250 mg/kg AE/B)DHDEFRFEFAEOHRY
STHREE L YUBEIT(PO0.03SMEMET, ¥R TRFETERLI-R
B ERVSHEOEMDI0%, 58% B 52% THol=.
HOEHFRILBTIEEFL THo=(103B T, »EBEE. 125
mg/kg AE/H R 250 mg/kg (AE/H BETENRE N, 70%,
66% B 70% HNETF) , MRV RDEFEDEMBILHBRER T
BISFEE LB T O A TERR B e DSEE DS N EEEEL T
WzEREEFEBRL TS (HE DA o - xt BB D45% *t
HERICRTLEZERVERAEHOMOMA TIL64%),

Survival

The survival of high dose females (250 mg/kg bwt/d) was
significantly (P<0.035) less than that of the low dose females
and controls, with 70%, 58% and 52% of the control, low and high
dose animals surviving to termination. Survival in males was
comparable for all groups (70%, 66% and 70% alive at wk 103 for
the control, 125 mg/kg bwt/d and 250 mg/kg bwt/d groups,
respectively). The report notes that the lowered survival in
female mice was related to an increased incidence of
reproductive tract infections in animals which died before the
end of the study (45% of controls affected versus 64% of both
the low and high dose females that died during the study).
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SFAEHOR (0%, 0%, 4%0RUHOEESE0%, 10%, 8%)
ISELCT=, LIRMERE (BNE. FEHDVITEBDBEICEE
ERIFLTLVD) ASRERR TRTISIET- L= D Xt BREES /11451,
ER=9/14f5l. RUSHA=E14/226lCH 5N T=,
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IEHSERE DM IE LT LEMEMICHERE TR RU/XE
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i (20%. 29%. 45%. WPIETHIEEBLTHIELD) RUME
(3%, 17%. 19%. #IEfE) v RIZFFEDREBEOBHEIER A
Hoht-, SFHEDHP=0.017, lifetable IR7E) K U1E(0.064.
lifetable #&5E) R UE A E(P=0.047, lifetable &%) DI DE
B (TR BRI REEITEMLT,

* FRIRAR

ERAEFOME2ZERMREN A . 3HIIZERMMAARIEA R
Hontz, SFAEOH TIXIRER EHADHEAEHET-HEE
(Ex BBEE (FHIESERESY) [CLLL THEICEML, H2T—420
SEEX1%-3.8%THo1=. WBHICIZIER T T,

Non—tumor pathology

Hepatocytomegaly (6%, 10% and 30% for control, low dose and high
dose animals, respectively) and hepatic focal necrosis (4%, 10% and
20%) were seen in male mice only. Acanthosis of the surface
epithelium of the forestomach occurred at increased incidence in high
dose males (0%, 0%, 4%) and both groups of treated females (0%, 10%,
8%). Suppurative inflammation (affecting ovary, uterus or multiple
organs) was found in 5/11 control, 9/14 low dose and 14/22 high dose
females that died before the end of the study.

Tumor pathology
Tumors were found in the following tissues, although the increase was
not always statistically significant and/or dose—related:

* liver

There was a positive trend for liver adenomas in male (20%, 29%, 45%,
adjusted for intercurrent mortality) and female (3%, 17%, 19%, adjusted)
mice. Tumor incidences in high dose males (P=0.017, lifetable test)
and both low (0.064, lifetable test) and high dose (P=0.047, lifetable
test) females were increased significantly relative to control.

* thyroid

Two high dose females had follicular cell carcinomas, and 3 had
follicular cell

adenomas. The combined incidence of adenomas or carcinomas in
high dose

females (21% adjusted) was increased significantly (P=0.040, lifetable
test)

relative to the controls (3% adjusted), with a historical rate of 1%-3.8%.
There
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* forestomach

Squamous cell papillomas occurred at an incidence of 0%, 2% and 6% in
control, low dose and high dose male mice, and at 0%, 4% and 4% in the
equivalent female groups. Historical rates for this tumor are in the
range 0—0.2% for male B6C3F1 mice and 0-0.3% for females. One high
dose female had a squamous cell papilloma (2% incidence, historical
range of 0-0.3%).

* lung

Alveolar/bronchiolar adenomas and alveolar/bronchiolar adenomas or
carcinomas (combined) showed a significant negative trend in female
mice.

* external surface

Subcutaneous fibromas or fibrosarcomas and fibromas or
fibrosarcomas of the skin or subcutaneous tissue occurred with a
significant negative trend in male mice.

Note: Significant increases were observed in virus antibody titers. The
reports notes that the relationship between these increases and
occurence of the non—neoplastic— and neoplastic changes is unclear.

ERICERSN-E

BB R EE TORM

A= RIbH

#atrEER
i< DR TIIPDCEMEDARE TIZR THY . FFHRZIE |The liver was the principal target for PDC toxicity in the
RKEVHFOBRIBIENETIRDHIZHONT=, FFIEILIER |mouse, with hepatocytomegaly and hepatic focal necrosis seen
BBODF—ELBEELTEH DI, in male mice only. It was also the key site for tumor formation.
FFHRERRIE (X X BBEEDB6CIFI R IR TEHIL A DNBFTR T |Hepatocellular adenoma is a common finding in control B6C3F1
05, 1995F FTITITHNINTPEER (O—>l5aF#EZ O3 [mice. Historic control data for this lesion in NTP studies
S5 16 TV T, CORENDESR T —2IL. #TIE conducted to 1995 (corn oil gavage, 16 studies) returned an
267/8135ll. X (X33%DEE T, &EEH(L14-58%TH 1=, MET® |incidence of 267/813 or 33% in males, with a range of 14-58%;
St EIL111/809=14%T, 2-28%D EFH ThHo1=(H #: equivalent values for females were 111/809 = 14%, with a
Analytical Services Inc. (1995) Tumor Incidence in Control range of 2-28% (Source: Analytical Services Inc. (1995) Tumor
Animals by Route and Vehicle of Administrtaion: B6C3F1 Mice. |Incidence in Control Animals by Route and Vehicle of
prepared for NIEHS, 6 June 1995), Administrtaion: B6C3F1 Mice. prepared for NIEHS, 6 June
CORMBEOERT —FENTPOAREDLENSUT O |1995).
wmHENMD, Comparison of this historic control information with findings

SRR * ZONTPERERHN D D 1 (20%) B U (3%) X ™0 R D BFHBEARAE  |from the NTP leads to the following conclusions:

DORBEHOEEIIRENE ST —2DFIYERTIN; T
14%)ELERTELELY,

* 5 FAE O TOFMAIRIEDSEE(45%) % B AR FEME
EDEFERN(14-58%)THo1=.

* EAZE07)RVUEAEN% DM Y R TOFHEEARED
SEELERFEEBOFEERN(2-28%THT=,

* W HEDORFIRERDEE X IREELOHEERARIIZE. E
BERMTHEELSITR b,

#E
ERHVEFLENALDEER

* The control incidence of hepatocellular adenoma for male
(20%) and female (3%) mice from this NTP study was markedly
lower than the mean historic incidence (33% in males; 14% in
females);

* The incidence of hepatocellular adenoma in high dose males
(45%) was within the spontaneous range (14-58%);

* The incidence of hepatocellular adenoma in low— (17%) and
high dose (19%)

female mice was also within the spontaneous range (2-28%);
* Liver tumor incidence in both sexes appeared non—linear
when related to

received dose.

#E5H: NTPIEIARERE A TICHLNT, 125 mg/kd AE/B X
1% 250 mg/kg AE/BADAEF103BMFE CARFBEOKRE L

NTP concluded that under the conditions of this study PDC
increased the incidence of hepatic adenomas in B6C3F1 mice

AR B6C3F1Y™) AT, PDCIZFFIEDIRIEDIEELFEMSE D EEE |treated with 125 mg/kd bwt/d or 250 mg/kg bwt/d by gavage
wlf=o for up to 103 wk.

[ (1) HIRR7Z< IS5 EHY (1) valid without restriction

{EEETE D HI TR B HIFRIZHDIEDD . HARSA U HEHRER LIRS S, Comparable to guideline study, with restrictions.

faa:::h The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium

51 A SCHk (Fe3C k) (182) (182)

fEE 757% : SIDSTURRAVRMIESTEELMER Flag: Critical study for SIDS endpoint
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REPRODUCTIVE TOXICITY (Including Fertility and Development Toxicity)

A ZhoRE

FERTILITY

HEMEL 11~14THE as prescribed by 1.1 - 1.4
CASES

HESE

X

HiE

Bk AAEZ4 EPA OTS 798.4700 EPA OTS 798.4700
RERDBAT A ER Two generation study
GLPE& [EX®) yes

HERETOLE 1990 1990

ST (8 R vk Sprague—-Dawley rat Sprague—Dawley

PRI (i - M, - F)

i

male/female

0.024%, 0.10%, 0.24%

0.024%, 0.10%, 0.24%

B5E SHAR: 4158 (f0 R ENYD) Exposure Period: 41 wk (fO adults)
BREDEE: #8 Frequency of treatment: daily

£ RS (R DEYH

TR (184K)

Control Group: yes, concurrent vehicle

BE5ZR

*EERE: HY. BIEXE
BRIk

drinking water




SRER AR

it 10-14:8 male: 10 - 14 wk
REZATREHAM It 10-1438 female: 10 — 14 wk
MR ULE Animals and treatments
tEHEDSDS Y R E BB THIGEENSEAL ., ARBFZIAE |Male and female SD rats were purchased at 4 wk of age from a
TRAMEL .. EBEAICHMBEEIZEIY{F+1-, 22BREIERIZ  |commercial supplier, stratified by weight and randomly
PDCZERI/KIZ0 (RTEBEE). 0.024%. 0.10% X[ 0.24% (w/v)DiE |assigned to treatment groups upon receipt. After two weeks
ETRETREL, acclimatization, PDC was administered in drinking water at
concentrations of 0 (control), 0.024%, 0.10% or 0.24% (w/v).
BREROFAR Preparation of dosing solutions
SREREHDEEIXKFPTOPDCHER/ZRKNAME(T A |The high dose exposure concentration was selected based
HH, 027 g/100 mDIZEDEEE L=, BMREAERTIX. & |upon the theoretical maximal solubility of PDC in water (ie 0.27
BAEERHEOVHREDI%EA21 BEZICEIRSH, #£5T. [g/100 ml). Stability testing showed that >90% of the initial
R A ERIREME TSN, RRERE(L0.24%% |concentration of high dose solution was recovered after 21
BEHFRLTHRAESINT-, ETORERIFERKIZLDOR%E R |days, therefore fresh solutions were prepared at weekly
INRIZT D780, Ej]'C:E’Tim'c“h%)XT/l/XﬂﬂG)ﬂﬁiL#E’é intervals. The lower exposure concentrations were prepared by
Y=o — LU =TedlarH R RV KD H T 5 %% A |dilution of the 0.24% solution. All dosing solutions were
WT. Ik 5L, administered to the animals using sealed Tedlar gas and water
2R ERERBRPICHA LY DEKELIEA T LTz, (fE# : |sampling bags, fitted with a pressure—activated stainless steel
FHALE T ERITEREN TUOENAY, #HE R 1£3.08 - 10.1 |nipple, in order to minimise losses by volatilization. All dosing
ug/ml EERESIN TS, ) solutions were analysed on at least 3 occasions per generation
during the study. (Note: the analytical method used is not
stated, however a limit of
detection of 3.08 — 10.1 ug/ml is reported.)
REBRTHAY Experimental design
fO'[ﬂ'ﬁ[iﬁﬁl&ﬁﬁﬁﬁwV_ﬁ'C’*%ﬁéh‘ 6BEN TR S EBAIAL | The fO generation comprised 30 male and 30 female rats per
T=. #9108/ 5. 0BIPILf1R %)T‘&)l-fﬁﬁﬂ PC@ |group, and treatment commenced at 6 wk of age. After approx.
SR LI D) L=, %;L(SL#N& f1IRMSDMERHEZ30 |10 wk treatment, fO animals were mated (one male to one
EE R DRELTEESEITSERLT-, $9128B D% 5%, |female) to produce the f1 litters. Following weaning (3 wk old),
RIRE/{A=HIZf1 DRELERFELT=, FIOREIZERLTIX. |30 males and 30 females from the f1 litters were randomly
I‘JHE B DM R DR E (LB T =, selected to be the parents of the next generation. Following
BOBRRICEITAIESDEERST =0, SEEDRLLEDFfI K |approx. 12 wk treatment, the f1 adults were mated to produce
U‘f20)ﬂ§(i$1§45| HfEAPT | HEAPT (2 A X% S 1=, 8PL [the 2 litters. For the f1 mating, cohabitation of male and
UTORDEIEEEIZIFLEI o1, £REDBEZLZ 2 138 |female littermates was avoided.
124To7=, To reduce variation in pup growth, f1 and f2 litters with greater
%%T"f’fz@ébl #(XAttachment 5.8.1a THHN 5, |[than 8 pups were reduced in size on PND 4 to 4 males and 4
StER St female. Litters with 8 or fewer pups were not culled. Weaning
of all litters occurred 3 weeks after delivery.
Further details of the experimental design are given in
Attachment 5.8.1a
BOHE Parental observations
ARERVEHERWEKEFBERUVSBKATOM TIZBAIZ1  |Body weight and food and water consumption were recorded
|, S REOH TIEIEBSEITRTESRSE L. FORUTIDKE |weekly in males and in females pre—parturition, and at 3 day
[FRHRDEEZEDENBEILI-E. ST2EERICHLT=, FF |intervals in females post—parturition. f0 and f1 adults were
. BREVCRRHGBOBEBEOEYFEESHITEL., £, [subject to a complete necropsy after the last litter from each
BIEFELE XBERVCESRAEH FORUF)IZDULVT, BBE. & |generation had been weaned. Liver, kidney and a
ERR. 8 EK, Big. INE, IIE. FTEIK, BILIR. F5F. ¥ |representative range of other tissues were weighed, sampled
B FE BRUVAREESRESDEZLIEMIL, SLFIEME |and preserved. Bone marrow, coagulating glands, epididymides,
TREL, MEF/NSA—R(ATr) b AESTAEVE  |kidneys, ovaries, oviducts, pituitary, prostate, seminal vesicles,
E. RMMBKER. LA MBS, M/NRER. FRMBRDAZHE) ZEI4R |testes, uterus, vagina and any abnormal gross lesions from the
BFZ10MT /4 / FAELANIILMSIREL=I&ZRATOR U |control and high dose groups (fO and f1) were processed and
FTHRIELz, examined by light microscopy. Hematology parameters
(hematocrit, hemoglobin concentration, red cell count, total
white cell count, platelet count, red cell morphology) were
determined in fO and f1 animals using blood collected from 10
rats/sex/dose level at necropsy..
BEoEzs Litter observations
2EICDONT, D IRE TR RY BUREL., 9B, BEY A |All litters were examined as soon as possible after delivery,
X ROFERUVHER ., RUER0-21HDEEFERUIETREL |and parturition date, litter size, weight and sex of each pup and
FRELTz. £ERXIIBI T DIAKRODEREFERLT=. number of live and dead pups on PND 0-21 recorded. Any
physical abnormalities at birth or during lactation were
recorded.
BELEF D Weanling observations
FORUFAHADRI10C/1E/AELNILEBELEFOZIFRIZEEL |10 pups/sex/dose level from the fO and f1 generations were
T, EEAISERLE FERUVBRESZCHL. MRFH [randomly selected for necropsy at weaning. Liver and kidney
INTA—RERITE LTz (GEHILRERERIL) . #AREE RN, {R7EL |weights were recorded, and hematology parameters
f=hS FRIBMA I X Th A h o1z, determined (same details as adults). Tissues were sampled and
preserved, but not subject to histopathological assessment.
HRE.BEEE. FHAX, MEFERUVITIRT —FEBartlett [Body weights, organ weights, litter size, hematology and
ETHBDESEEETEME . /8TAN) VIR /785 A |gestation data were evaluated by Bartlett's test for equality of
)y DRINMDANOVAZE{TT=, ANOVATHELIZE L. |variances, followed by either parametric or non—parametric
DunnettD & E X [&BonferroniD## IEZ £ 5Wilcoxon M lIEfZ |ANOVA. If the ANOVA was significant, a Dunnett’s test or the
MRTE Z1T7o71=, BEERVEKEISH L TILEERAIF ST HY |Wilcoxon Rank—Sum test with Bonferroni's correction was
B RESNT-, FHEIEIE L Fischer D EIEMERRE (CKY 1M performed. Descriptive statistics were reported for food and
HMETF RN L. F=. iAEROMELX2ES MR EICKYERITLT-. £ 77 |water consumption. Fertility indices were evaluated by the
ER VM DOFERDIEET —2FIERERE(ELTEZBLT |Fisher exact probability test and neonatal sex ratios analysed
ﬁ**ﬁ'bto by the binomial distribution test. Survival indices and other
neonatal incidence data were analyzed using the litter as the
experimental unit.
"E s
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ORUAHKDMHEIZENT. SAEROBYDAREITE
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GENERAL
See Attachment 5.8.1 summary.doc for an overview of the
main findings from this study.

Parental body weight

Body weights for the high dose animals were significantly
(alpha = 0.05) lower than control in fO and f1 generations of
both sexes. In terms of affecting reproductive outcomes,
effects in females appeared particularly important. Thus body

*E, AEEME (I EBEE R Y5 R U MHEE T, ST IRHARI P (E10-12%DiE 4> . [weights for high dose fO and f1 females were 5% and 11% lower
BRI IEF15%D B A E R LTz, RO A EEME (& than control during the pre-mating period, with a 10 = 12%
0.24%PDCE R 5 IN -0 R U1 It Tl $920%8 4> L. 0.1%PDC  |decrement present during gestation and an approx. 15%
E=REIN-MTIET-13%FEAD L=, FREDOEFHYWTIE—EL |reduction during lactation. Gestation body weight gains were
TEYLLBWNMEERDAZRDON  EFAEDOHARTIZEEX |decreased by approx. 20% in f0 and f1 females given 0.24%
BB TELHEETHOI=, PDC, and by 7-13% in females given 0.1% PDC. Less consistent

body weight decrements were noted in the mid dose animals,
with negligible effects in the low dose generations.
B Food consumption
EEICXLEBENBRENDBENLEENHONT=, B R |There were relatively minor and sporadic effects on food
BRSO L BE LU0 R U6HEREMN DM DT  |intake. fO females from the high and low dose groups
M. SREFHOMM I LADEES (KEHT R URE L) T8%|consumed 10% and 6% less than the controls, while f1 males
DIETERLIz, thDFEDELEED T —Z(IHL THILo7=%H [from the high dose group showed an overall 8% reduction in
DIEHEMoT=, food consumption (pre—mating and mating phases). Food intake
data for the other groups were generally unremarkable.
EKk=E
fOR U1 D R D EN TILIEK=E D A =48 RE#07 8 4> HYEH Water consumption
SNTHY . BAKPFRUVEHEEHTIEIERMNMETL TV =2 &% |A dose—related decrease in water consumption was apparent
REELI=DDERE T, 2RMICH T, SHEEHOHE R U |in animals from both the fO and f1 generations, presumably
IR DIEKE (XX BEED50-60% T, IZE DD TIExIEBEE  |reflecting reduced palatability in the mid and high dose groups.
DI THo1=. PAEDHRVFRAEDITIRIEDIEKEIL |Overall, water consumption in high dose males and pregnant
*THBEED 70-80% T, MAEDBI M TIXBEDEUKE |females was 50-60% of control, and 70% of control in lactating
D75-85%TH>T=. EREDEYDIER XXEBEEDI0-104% |females. Water intake in mid dose males and mid dose
S AkE THhol=o pregnant females was 70 — 80% of control, and 75 — 85% of

5% : EKEFIERO KR M TR QMRS K EDIEN
ZRET HOIITRISAEMNSATE(TIBNT B, BRFIK
DEBFTEGVKRD=HIZ, AR TIHCOBRRSELLH, >
F2o ZDT=0H  REDRECEZEERIFTTEAZZON
%o RILE (REREE) DU DK E T ARGER TITRFLAARK
[FEML=AS, R 5B OBV TIHRILAM P I KE 5 THS
MDD LIS ELEEL - ETH = CNIFERDEDE
FEIREBERIFLIZTHSS,

control consumption in mid dose lactating females. Results for
the low dose animals were 90 — 104% of control.

NOTE: Water consumption typically increases from around
gestation day 13 in order to compensate for increased plasma
and extracellular fluid volumes during the late stages of
pregnancy. This was not the case in this study, due to the
unacceptable palatability of the drinking water. This would be
expected to have an adverse influence on fetal development. It
is also pertinent that water consumption in untreated (control)
females increased in this study during lactation, whereas major
reductions were apparent in treated animals during lactation.
This would be expected to have impacted post—natal survival
of the pups.

= e = HEEHZ In life observations
Eﬁfg;?ﬂ;%ﬁ%g\ AT R DR BEICEELERRERTBEINGI T, No treatment-related clinical signs were observed.
HEFETEAZ Reproductive indices

SRR (EIRME A B/ R EE )

KRB R U IERIGAE ., O X LT REAR IS K YA K512, i
XIGMEDEFEREICEEEL. RIEABLIREICEELE
BFHDNEMN DT, MDLEDND/INSA—ZZHDONT=EIF
MAEAEZITAZMEEI LGN (ThbE, BERERUV /X
TRHEOHYMTENH>TEL. SHEOBMTIETEILLY) .
XIFEENEBEOE R T —2DHENTH Tz, £2TH
M EFISE LRI T2,

There were no significant or obvious treatment-related
differences in male or female reproductive performance, as
assessed from mating— and conception indices, fertility or
gestational period. Sporadic differences seen for some female
parameters were not dose-related (ie present in low and/or
mid but not high dose animals) or were within the range of
historic control data. All females produced viable litters.
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Hematology

Sporadic hematological changes noted in this study were not
dose related and inconsistently expressed in males and
females of the same generation and in same sex animals of
different generations. Overall these effects appeared incidental
and unrelated to treatment with PDC.
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Necropsy observations

Increased relative kidney weight values in high dose animals
(both sexes) appeared secondary to a lower terminal body
weight. No gross pathological changes were noted in any of the
parental animals.
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Histology

Treatment-related histologic changes were limited to
increased hepatocellular granularity (adaptive change) in males
and females of both generations at all dose levels. Although no
statistical analyses are reported, the incidence in high dose
females (17% and 10% for fO and f1, resectively) and high dose
f1 males (13%) appears greater than control (0 — 2% for all
sex/generation groups). The response in f1 high dose males
(5% incidence) and mid and low dose animals of the other
generations were less pronounced (2 — 8% incidence) and/or
not dose related. All other tissues, including reproductive
organs from both sexes, were unremarkable

ERICERSh -8

BEEROSTRVERLI-AE

B, hRUSAEHROTHRERE C4MAESN, FIR
SDFER B TRTL) FUTDRBYTHT=.

f0 1t : 88.8 (6.1, 98.2 (7.3), 100.0 (8.2)

f0 i : 90.3 (6.9), 100.4 (4.3), 102.4 (8.4)

f1 1 : 100.7 (29.0), 96.0 (0.9), 95.3 (2.2)

f1 1 : 94.6 (21.8), 97.7 (2.6), 96.1 (3.1)

ERE

THRERVEKEOT R EIZ K. PRUEAER
DFEHE DR EF20 - 30, 70 - 130K 190 - 270 me/kg &
B/BEERLz, X9 B30 - 40, 110 - 140 KT 190
- 270 mg/kg (A E/BEERLIz, HOEKE (SR LM DI
#h0L . $960, 200. 450-500 mg/kg (A E/BDIERME TH
1= B2 5 £ (T Attachment 5.8.1bIZ;REN TULVS,

Analysis of dosing solutions and received dose

Mean exposure concentrations (determined on 3—4 occasions
and presented as percent nominal with SD in parentheses) for
the low, mid and high dose groups were as follows:

fO males: 88.8 (6.1), 98.2 (7.3), 100.0 (8.2)

f0 females: 90.3 (6.9), 100.4 (4.3), 102.4 (8.4)

f1 males: 100.7 (29.0), 96.0 (0.9), 95.3 (2.2)

f1 females: 94.6 (21.8), 97.7 (2.6), 96.1 (3.1)

Received dose

Based upon mean body weight and water consumption data,
males of both generations from the low, mid and high dose
groups received approx. 20 — 30, 70 — 130 and 130 - 250
mg/kg bwt/d. Equivalent female groups received 30 — 40, 110
- 140 and 190 - 270 mg/kg bwt/d. Female water consumption
increased during lactation, with received doses of approx 60,
200 450-500 mg/kg bwt/d. Further details are presented in
Attachment 5.8.1b.

A RIibH
BoT—45 LITTER DATA
ANOERICENTE, NRERITRSICRIELI-FEXR |There were no significant treatment-related external
B3, HHEICHEF LG o=, EFENT-ETFIREIFERD |observations or difference in sex ratio in either generation. The
MHADONBREEVIREGHTIERETHI=H. EHEDF [number of pups born alive was similar in the control and test
BOEBREFRINBEHIVEEICIEETHY. —AH. &A |groups from both phases of the study, however postnatal
EOEOFNITER14R V21 BIZHEBE LY 10%EE TH > [survival in high dose f1 litters was significantly lower than
Tz CNLDEEFHRSICEELEZEDERE DT, EFE® |control while that of the high dose f2 litters was 10% lower
REFHRUHE fOREDFHERDAEIIEEIZIETL., 21 HDEXMEBEEKY [than controls on PND 14 and 21; these effects appeared
F915%EETH 1=, FIEDEREILIKREZLELE(LZ T (4-7% |treatment-related. Bodyweights for high dose fO neonates
DFEL) . BIH21IBOHIEEENH T, were significantly decreased, with day 21 values approx. 15%
lower than control. Bodyweights of f1 litters were less severely
affected (4 — 7% reduction), and attained significance only on
lactation day 21..
[E324
ERFR(GERIBBERFR/ LS
RiFE0
LB DT —4 WEANLING DATA

i

HETORWBRERE

EBHAEOAETANEIOEVREDEM, RUSHE O
THBHEXEEDFHEDEMIMBEKERVAEDETE
TNTNEELTELER DN, iDL TOMKFM R
UIﬂ;}EE‘;E‘HﬁEﬁ%FEE(iﬂ&Ufzd)ﬁﬁﬂ’éo)ﬂﬁﬁﬁtlililﬁl
LTHoT=.

An increased hemoglobin concentration in high dose f1 males
and an increased mean relative kidney weight in high dose f1
females appeared related to a lowered water intake and body
weight, respectively. All other hematological and gross
necropsy observations were comparable to control in both the
f1 and the f2 generations.
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Source: The 1,2-Dichloropropane ICCA/HPV Consortium
Attached doc.: Attachment 5.8.1 summary.doc

2—Generation reproduction study on PDC: Summary of
Results, from Kirk et al. (1990)

0.024% PDC 0.1% PDC 0.24% PDC

Endpoint

FO F1 FO F1 FO F1
Male Bwts - - 0 - l U
Female Bwts (pre—breed) - = - - l l
Water Consumption M+ F) | 1 ! 1 0 I
Gestation Bwt - = - ! 0 0
Gestation Bwt Gain - Slight! Slight! | | |
Gestation Water Consumption — - ! 1 J l
Gestation Feed Consumption -  Slight | - Slight | - I
Lactation Bwt - - 1 - b l

Lactation Bwt Gains Slight | - l !
Lactation Water Consumption | - 1 ! 0 0
Lactation Feed Consumption - - ! 0

F1 F2 F1 F2 F1 F2
Litter Size - = - - ) -
Postnatal Survival - - - - U U
Neonatal Bwt - - - - 0 b

Attachment 5.8.1a.doc
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BYDRIZER
41 fIRERDHIR
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ERERLI-FE - Kirk et al, 1990/ DD 2-tH X £ JEGER

i3 ERSh-AE (mg/kg AE/R)
# WELA)IL
0.024% 0.10% 0.24%
i3 RECAT 28 91 161
RELR 18 65 131
f0 I RECAT 33 108 189
1T 38 121 217
=2, * 58 196 507
1 BRI 33 128 250
REE 19 69 137
a3 RECAT 41 140 269
TR 38 126 239
&EL * 56 200 450

* 5% BEPICIKEKEOOEMERRLTREZ(LIEMT S

NOAEL #iEh#: = .024 %

Study design — 2-generation reproduction study, from Kirk et al., 1990
Weeks Generation
on study f0 fl 2
1-10  Treatment of 0 males and

females prior to mating

11-13 0 mating period for f1 litters

14-16 1 born and litters culled on day 4
post-partum to 8 pups each
17-19 1 litters weaned on day 21 postpartum;
offspring selected for 2nd
generation adults; 10/sex/dose
selected for necropsy; remaining
pups sacrificed
20 Necropsy of f0 adults Pre-mating treatment period for f1
males and females begins
32-34 f1 mating period for f2 litters
35-37 72 born and litters culled on day 4
post-partum to 8 pups each
38 - 40 12 litters weaned on day 21
postpartum;
10/sex/dose selected for
necropsy; remaining pups
sacrificed
41 Necropsy of f1 adults

Attachment 5.8.1b.doc

Received doses — 2—generation reproduction study, from Kirk et al.,

1990

Group Received dose (mg/kg bwt/day)
Phase Treatment level
0.024% 0.10% 0.24%
fO males pre—mating 28 91 161
post—mating 18 65 131

fO females  pre—mating 33 108 189
gestation 38 121 217
lactation * 58 196 507

f1 males pre—mating 33 128 250
post-mating 19 69 137

f1 females pre—mating 41 140 269
gestation 38 126 239
lactation * 56 200 450

* Note: greater exposure reflects increased water consumption during
lactation

NOAEL Parental: = .024 %

F1(Zxt9 HNOAEL (NOEL)X [& NOAEL F1 BEh#: =.1% NOAEL F1 Offspring:=.1 %
LOAEL (LOEL)
F21Zxt9 ANOAEL (NOEL)X [& NOAEL F2 REh#: =.1% NOAEL F2 Offspring: =.1 %

LOAEL (LOEL)

TRELL YOS RIEERKHI120.024%, 0.1% KU 0.24% iE
FTRELESDSYMNIEWNWT, 2t RIChHI-URERLIZIEE.
EESMEME TIXEA o1,

EKEBOFD BOGREBRBRDZAETERRE RIELT:)
RUGKRERT. RUFMBEALIRE GBS RIS ) 0100 ANt
RDO24%FDHEM TR ONT =, IERDAERUVERE
H(F0.24% % 5B TIEFAOLIzAY, SHIXBSBEMDEK
EDORLRUREDETICELELDEEZ LN, AND

Propylene dichloride was not a reproductive toxin when tested
over 2 generations in SD rats exposed to 0.024%, 0.1% and
0.24% in drinking water.

Decreased water consumption (presumably reflecting
unacceptable palatability of the test solution) and lowered
body weight, and increased hepatocellular granularity (adaptive
change), were present in parental animals from the 0.24%
groups of both generations. Neonatal growth and survival were

R RERBICEVTHEERE. £EERXIIFERHICITEEIL [decreased in the 0.24% treatment groups, probably in response

Hhvotz, to decreased maternal water intake and lower growth. There

CDESIZ. RERUFERANDEZLEITKF HNOAELIE was no effect on reproductive performance, live births or litter

0.1%PDCTHY . HIEDNOELILARERE THH0.24%PDCT  [size in any of the test groups.

Hotz,o Thus the NOAEL for adults and neonatal effects was 0.1% PDC
while the reproductive NOEL was 0.24% PDC, the limit of
solubility.

|5l (1) HIRR7Z< IS HEHY (1) valid without restriction
[ERETE O HI BT AR B GLPDH 1R 51 L ZEBLEHER GLP guideline study.

faal:::H The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
5| FSCRR (ST X k) (208) (208)

fEE 737% : SIDSTURRAVFZESTERLHER Flag: Critical study for SIDS endpoint
B. F&HM

DEVELOPMENTAL TOXICITY

HEEMEL 11~14THE as prescribed by 1.1 - 1.4

CASES

MEE

ETN

ik

Hik ALY EPA OTS 798.4900 EPA OTS 798.4900

GLPE & [E%) yes

HEBREToF 1995 1995

HEST (FE BHE) Zwbk Sprague-Dawley rat Sprague—Dawley

TR (i M. it F)

[

female

rEE

0 (3—>id). 10, 30 XI& 125 me/kg AE/H
WA HY. BEXERE

0 (corn oil), 10, 30 or 125 mg/kg bwt/d
Control Group: yes, concurrent vehicle

REYM:. GD6- 15250
BEOEE: B8

Exposure period: GD 6 — 15 inclusive
Frequency of treatment: daily

FREH M) OEWH

BE5ZR

I

gavage

SAER AR

X B Hi 5 52 A




B RVLE

ERIESDS Y ($914:8 5 . n=30) ZEAEBIZEE N (TL. PDCE
GD 6 - 158120 (@—3d). 10, 30 XIE 125 mg/keg AE/H
DRASTHEROES L,

5 & T OPDCOREEGC-FIDZRALTREN DT,

HEMMDEE

EEr—ONTERBREL, 15#%30-605 &Y FMl4ER
FREIEEIT oz, CNICIEEILY A X, B, EE) (FER5R. &
BRST. —MRATE). IR, EEE) RERVBEEDIRE (T
BHH IE), R RRRVMORELGREZAEENT-,
EHERUVEKEF2-4B T LIZEEHEL. AEIXGD 0, 16 &
U 21 BICHIERER L. BEIMILGD21ICBREL. . &
. BRI RFEEE8F R,

Animals and treatments

Pregnant female SD rats (approx. 14 wk old, n = 30) were
randomised into groups and administered PDC by gavage at
doses of 0 (corn oil), 10, 30 or 125 mg/kg bwt/d on GD 6 - 15
inclusive.

The concentration of PDC in the dosing solutions was verified
using GC—FID.

Parental observations

Animals were observed daily in their cages, and also subject to
a more intensive clinical examination 30 — 60 min post—dosing.
This included observation of pupil size, respiration, movement
(muscle tone, extensor thrust reflex, general behaviour,
tremors, convulsions etc), condition of skin and haircoat (ie

HEREH piloerection), salivation, lacrimation and any other abnormal
events. Food and water intake was recorded every 2 — 4 days,
and body weights on GD 0, 16 and 21. The dams were sacrified
on GD 21, when liver, kidney, spleen and gravid uterine weights
were recorded.

RIRDEHE Fetal observations

BARY, ERBRUVERSPERVEFERITFETRBIREAEEE | The number of corpora lutea, the number and position of

LTz, -, KRB DR R AEEERL . ASMPIERAY |implantations and the number of live or dead fetuses were

IZHEBDO L ELNHZIGEERE L=, BREDD1{EH1/212D  |recorded. In addition, the sex and body weight of each fetus

WT.ELICHBOELEZREL, L TT7U YL YR-S% |was recorded, and any gross external alterations recorded. At

AWTEREE DT MEITo1=, least one—half of each litter was examined immediately for
visceral alterations, with subsequent evaluation of skeletal
abnormalities using alizarin red-S.

#HatE Statistics

FT—A(T TR ZBartlettik, /SSAN) IR (F /27185 AR) W% |The data were analysed intially using Bartlett's test,

#ZANOVA, DunnettM1& € & UWilcoxonD IELIFIHREZE ALY  |parametric or non—parametric ANOVA, Dunnett’s test and the

THETLT=, Wilcoxon Rank—Sum test. Pregnancy rates were analysed using

BRI (LFischerD B R ZZE ALV THEML. B RDMELLIE [the Fischer exact probability test, and fetal sex ratios

ZEASHERELTAVTEHMEL -, evaluated using a binomial distribution test.

TR DAER Interpretation of findings

#atEay e FEROREWLERIIHMETBEITICNA T, BENSDEFE  |Final interpretation of the results considered statistical

T—4. AE—-RIGHEB. TOFRRNMEDOFZHEFH R VIR |analyses along with other factors such as historical data,

ZHFFROBANCEYMZEMIZEEZDHDIEDNESIHEE . |dose-response relationships and whether the findings were

HMOBEREEHOETERBLIz, Chid, RRERICEFENT=2H |biologically significant in the light of other toxicological and

DL DFERELT I & (BIEE) DIREDLANILHAEL |pathological findings. This is scientifically acceptable since a

BAHEFRIN-DOT, HEMICRAETELEEZALND, high level of Type I (false positive) errors would be anticipated
as a consequence of the large number of statistical
comparisons that were included in the study.
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ER

#&im

PIZxt 9 HNOAEL (NOEL) X I&
LOAEL (LOEL)

PDCOF A HrBEIX5.0 (0.0), 15.0 (0.0) BT 625 (2.0)
mg/ml (F&3MAIESD) THoT=,

BEDEE

ERE0BHYTIZGDOIZERKFTR (T4hL, BREH RV
BERROET . RRDEM, HRRHOETRTREDE
mhiFsh, GDIHLYEEICHLBNTZ, ChEDEIEIF—
BETHON. EREROBYYTIAETLEELTRT D
TieEBbhi-, EREROHBOAH AL, hRIFERE
DEYTRAND BISHLERKIERAN DFEEEHSNEAD

Zo

REFESAZORHYTITIHABRYEEEC T, BEG-5%)T
HEINFRICEEEZ R, AEEMEESAEOBHYT
[EGD6-9I=HEITHA L. RO T R U HERICIT B LF
[FRLCTHo=A. 125 mg/kg RE/BEOSARDKREEMIE
GD6-16 (3 7%toh ., R 5 HARH) T, MERHEH LY HIB0WEET
Hotz, EEEE(EGD6-9R ZHI25%E T L. IE/KEIXGDI-12%
Y12-15IC R (&ML=,

RAXIEAMBEER. XEFEEEH DL IR/ A5 A—
S (R BB A-YOREL BBHU-YDERY. I8
HEYDEFREN, RIEE. MRAEGEZSHT)IZIE
ARLGHERHONGIN DT,

fBIRDEE

AN LEIRBEEICH DN, FEL-BEINSDE
IZIFBEMXIEEMICT B OEMIEEI Tz, EAEMIZL>
T.PDCAMERHEME TH D LD,

MEHRVREROEAICREOERNFEL H— D
SICEELFE IS REROREDM TOEEEDAR
LBIEDSEE DB BAIBMTHoT=, BIRRNCEIS, COFT
RoOFEEFI6TL EDRREECERAEDETIIRLEAER
[S#HbNT=, D /T A—2IFETRHBHEHLZFRL THT-.

NOAEL B#i¥&=1E: = 30 mg/kg AE

Mean analysed concentrations of PDC were 5.0 (0.0), 15.0 (0.0)
and 62.5 (2.0) mg/ml (SD in brackets).

Maternal observations

Clinical signs (ie decreased movement and muscle tone,
increased lacrimation, decreased extensor reflex and increased
salivation) were present in high dose animals on GD 6 and to a
lesser extent on GD 7. Despite the transitory nature of these
changes, they appeared indicative of an adverse effect in dams
from the high dose group. No clinical effects were seen on
other days in the high dose group, or on any day in the mid— or
low dose animals.

Body weights were slightly (3—5%) but significantly lower in high
dose dams throughout the study. Body weight gain was
decreased significantly in high dose dams on GD 6-9, and
although comparable to control during the mid— and latter
stages of pregnancy the overall weight increase in the 125
mg/kg bwt/day group was approx. 30% lower than controls on
GD 6-16 (that is, during the dosing period). Food consumption
was reduced approx. 25% on GD 6-9, and water consumption
increased by the same amount on GD 9-12 and 12-15.

There were no significant effects on absolute or relative organ
weights, or on

uterine weights or pregnancy parameters (including number of
litters, corpora

lutea per dam, implantations per dam, live fetuses per litter,
resorptions, fetal

bwt, etc).

Fetal observations

A low incidence of malformations was present in all groups,
with no qualitative or quantitative increase in litters from
treated dams. Overall there was no indication that PDC was a
teratogen.

Fetal variations were present in both control and treated
groups. The only treatment-related effect was a significant
increase in the incidence of delayed ossification of the bones
of the skull among fetuses from the high dose group.
Interestingly, the occurrence of this observation was most
common in high dose litters containing 16 or more pups. All
other parameters were comparable to the controls.

NOAEL Maternal Toxity: = 30 mg/kg bw

F1IZ%9 HNOAEL (NOEL)X [&
LOAEL (LOEL)

NOAEL # 31 : = 125 mg/kg AR
NOAEL B4R &1 : = 30 mg/keg A E

NOAEL Teratogenicity: = 125 mg/kg bw
NOAEL Fetotoxicity : = 30 mg/kg bw

F21=%t 9 ANOAEL (NOEL)X [E
LOAEL (LOEL)

AAEREMH T TIE, 125 me/kg {KE PDC/BERELI-BH

MDET. BEDREEN (BEZFORIKIEDOETIZKIEA
ENFEI)ARHONT=, COFEBIEIYREVETRLIE
KizHoh, AERMERVEESOEELBD LRAFICH

Under the conditions of the study, mild fetotoxicity (as
evidenced by decreased ossification of the bones of the skull)
was noted in litters from dams given 125 mg/kg bwt PDC/day.
This effect was most common in the larger litters, and was co—

ER iz, BEMEER VK ESEOMAITH I HNOAELIF0 |incident with significant reductions in body weight gain and

mg/kg AE/ B THoTzLERIND, food consumption. It is concluded that the NOAEL for both
maternal and fetal toxicity was 30 mg/kg bwt/day.

1S58 (1) HIRAEEEHY (1) valid without restriction

[EREE O 3 BT AR L GLPDH AR5 L ZERLEHER GLP guideline study.

iR The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
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REEME R 1.1~14TRE as prescribed by 1.1 - 1.4

CASES

HHEEE

AR

HiE

Bk HARSAY EPA OTS 798.4900 EPA OTS 798.4900

GLPE & [E%) yes

HERETOE

ST (B ) 5 New Zealand white rabbit New Zealand white

TR (i M. it F)

[

female

0 (3—>iM). 15, 50 X% 150 me/kg AE/H
SRR HY. BEAE

0 (corn oil), 15, 50 or 150 mg/kg bwt/ d
Control Group: yes, concurrent vehicle

Bsg& REHM: GD7-19 %81 Exposure period: GD 7 — 19 inclusive
BREDEE: #8 Frequency of treatment: daily

ZHEE (MR OB

B 5288 REEDO gavage

EAERHART

2B A 52 5 A




B RUVLE

NIRRT L= IRIENew Zealand™y - (£96.54 A 5.
n=18)|ZPDC#%GD 7 - 19820 (@—/j#). 15, 50 XIE 150
mg/kg AE/BOFAETHREIRORS LI,

5 HFOPDCOREFGC-FIDZRALTREN DT,

BEmnEss

EERVEKE(L2-48 &5, KAEIXGD 0, 20 &
U 28BIHIE SRR LT=. MK Y > T ILEGDIIZIRERL | [5 8
RIMRFRE(ICHLT=, BBIYIZGD28IZEBRL . AT, B .

Animals and treatments

Artificially-inseminated pregnant female New Zealand rabbits
(approx. 6.5 mo old, n = 18) were randomised into groups and
administered PDC by gavage at doses of 0 (corn oil), 15, 50 or
150 mg/kg bwt/ d on GD 7 — 19 inclusive.

The concentration of PDC in the dosing solutions was verified
using GC—FID.

Parental observations

Food and water intake was recorded every 2 — 4 days, and
body weights on GD 0, 20 and 28. Blood samples were
collected on GD 19 and subject to an extensive haematological

SERZ EREUERFEESETHRL examination. The dams were sacrified on GD 28, when liver,
kidney, spleen and gravid uterine weights were recorded.
faIRDEE Fetal observations
BARY. EERBRUVUBRESBEBRVEGFEIIFETRIREAESE | The number of corpora lutea, the number and position of
kLT F=. BB R IAELEEEL . {AISH PIBERY |implantations and the number of live or dead fetuses were
IR LLENHZIZELE L. VY FDREEIRIZDLY [recorded. In addition, the sex and body weight of each fetus
T.ELIZABOELEREL, HWLWTTUH 2L YR-SER |was recorded, and any gross external alterations recorded.
WTEREEDOFHmET o1z, All rabbit litters were examined immediately for visceral
alterations, with subsequent evaluation of skeletal
abnormalities using alizarin red-S.
#hat# Statistics
T —HRIET¥IBartletti®k, /NTARN) YOI RIE /2185 A1) W% | The data were analysed intially using Bartlett's test,
7ZANOVA, DunnettM 1R TE & UWilcoxonD BRI FIHRTEZE LY  |parametric or non—parametric ANOVA, Dunnett's test and the
THRHTLT=, Wilcoxon Rank—Sum test. Pregnancy rates were analysed using
IR (LFischerDE EMERZE AL THEITL. BRIRDELE (X |the Fischer exact probability test, and fetal sex ratios
ZIESRREEAVTEHMEL =, evaluated using a binomial distribution test.
TR DOER Interpretation of findings
#atEayn e FEROREWLBIRIIHEBRITICINA T, BEMSDEFRE  |Final interpretation of the results considered statistical
T—4.  AE-RIGHEE. ZOFRIMEOZHEFHRUVIEE |analyses along with other factors such as historical data,
ZRMROBE AN LEMEMICEEZDHEEDNESINEE, [dose-response relationships and whether the findings were
MOEREEHETERLI-. Chid. RHERICEFENT-2 3 |biologically significant in the light of other toxicological and
DIFETLEROFERELTI B (ABTHE) DEREDLAILAEL |pathological findings. This appears scientifically acceptable
BAREFEEINE=-DT, HEMICZETEDREEZDOND, since a high level of Type I (false positive) errors would be
anticipated as a consequence of the large number of statistical
comparisons that were included in the study.
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R

FEam
PIZxfd ANOAEL (NOEL)X [
LOAEL (LOEL)

PDCOF i n#riERE(X14.8 (0.06), 49.4 (0.34) B 150.0
(1.94) mg/ml (FEAMAIELSD) THo71=,

BEYOEE

EREROIFAO Y XHANGD22(THhs, MmEROKRED
TLERIDICETLED, HIRTIIEREZRETELEM >
. SAEHORYOBEHYIIMREDERTIR(T—2D
FREL)ERLUIZ, VX OITHORFIChOBELEEE
HEREAME . AoniEhof=,

EHENBBMOREEMETHBHROTLIVEEIZE
{E (GD7-20Txt BB EEHY49g D IE BRI ZERL DXL . 165¢
DEKRDELR)ERLED FEDIERHEICITEE LA LN
Mot=,

4 B2 480

EHAE(hOFIFEZE) OBEYTE., RO, AES D
EVEERUAIN YA 2 TI8-20%E L. M/MrRE Y
B M EREH (3% 1220-25%E N9 572 £ MR FRE THLMEE
ENEHSNT - BRAMBKDO L RIESHAEDE Y TIERE
BT ARTH2fE (0T,

HL\IE

RO
BEHOANLRBHELESTHFEOBEDEMIT AN >
3;:0 fﬁiﬂ’i(:ﬂr\ PDCH\MERT R MEME T DHEDREHLIEAE

NDTZ,

MEHRVREROEAICRREOERNFEL - H— D
SICEELRE IS RER DR EDHM TOEEEDAR
LBIEDEEDHEFIEMTH 1=,

DT A—RF 2 THBHEFFERCTH 1.

NOAEL BEh#&EM: = 50 me/ke (AE

Mean analysed concentrations of PDC were 14.8 (0.06), 49.4
(0.34) and 150.0 (1.94) mg/ml (SD in brackets).

Maternal observations

One rabbit from the high dose group died on GD 22 (ie after
gavage treatment had ended) but no cause of death could be
identified at necropsy. The remainder of the high dose dams
exhibited intermittent anorexia (data not presented). There
were no other significant changes in behaviour or demeanor
among rabbits during the course of the study.

Body weight gain among the high dose dams was significantly
lower than that of the controls (net loss of 165 g compared to
a net gain of 49 g in the controls on GD 7-20), although
absolute bwt appeared unaffected.

Haematological examinations demonstrated the clear effects in
high dose dams (other groups unaffected), with red cell counts,
haemoglobin concentration and haematocrit all decreased by
18-20% while platelet and white cell counts were increased 20—
25%. The percentage of reticulocytes was approx. double in
high dose animals when compared to the controls.

Fetal observations

There was no increase in the incidence of malformations in any
of the treated groups when compared with the controls.
Overall there was no indication that PDC was a teratogen.

Fetal variations were present in both control and treated
groups. The only treatment-related effect was a significant
increase in the incidence of delayed ossification of the bones
of the skull among fetuses from the high dose group. All other
parameters were comparable to the controls.

NOAEL Maternal Toxity: = 50 mg/kg bw

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

NOAEL # &1 : = 150 mg/kg AR
NOAEL B4R &1 : = 50 mg/kg AE

NOAEL Teratogenicity: = 150 mg/kg bw
NOAEL Fetotoxicity : = 50 mg/kg bw

F21Zxt9 HNOAEL (NOEL)X [&
LOAEL (LOEL)
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TIIRWA, BEYICEHEO (MEFHE) BLEECHA
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Under the conditions of the study PDC was not selectively
toxic to the fetus, causing a slight delay in ossification of the
fetal skull at doses causing systemic (haematological) changes

ER VRRIRADFREIZxT ANOAELIE50 mg/kg FETH 1=, |in the dams. The NOAEL for maternal and fetal effects in the
rabbit is 50 mg/kg bwt.
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Bk HARS A EPA798.6200; ##Zf5IE% = EPA798.6400 motor activity = EPA798.6200; neuropathology = EPA798.6400.
¢ Ehd IVRRAUb: BiREN Endpoint: Neurotoxicity
GLP#E & (= yes
HERETOE 1988 1988
f&: Subk Species: rat
Ffft: Fischer 344 Strain: Fischer 344
% 5 Sex: male/female
BEEK mEEn Route of administration: gavage
8L 150 No. of animals: 15

8K fth: a—2ih

SKREHRM: 908

BEDEE: 58/:8. 138/

#5880, 20, 65 XI& 200 mg/keg AE
SRR HY. BEAE

EZHAR . %25 0 13:ERE + [B118 HAR 9B fE

Vehicle: other: corn oil

Exposure Period: 90 day(s)

Frequency of treatment: 5 d/wk for 13 wk

Doses: 0, 20, 65 or 200 mg/kg bwt

Control Group: yes, concurrent vehicle

Observation Period: 13 wk during treatment + 9 wk recovery
period
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Animals and treatments

Male and female F344 rats (approx. 8 wk old; n=15/sex) were
administered 0 (control, corn oil, 1ml/kg bwt), 20, 65 or 200 mg
PDC/kg bwt/d via gavage, 5 d/wk for 13 wk (equivalent to a
total of 65 treatments). Fresh dosing solutions were prepared
monthly, and the concentration of PDC confirmed using GC.
A dose of 200 mg/kg bwt/d was chosen for the high dose
group based on the known acute CNS effects of PDC ie this
level of exposure was expected to significantly challenge the
animals but not cause frank systemic toxicity.

After 13wk treatment, 4 rats/sex/dose were randomly
selected for terminal examinations. The remainder were
allowed a 9 wk recovery period, after all were sacrificed and 5
rats/sex/dose were taken for necropsy.

Cage side observations were conducted twice daily. The
animals were also subject to handling and observation at the
time of dosing, and subjected to a detailed external
examination each week.

Functional Observational Battery (FOB)

The animals were subjected to FOB evaluation before
treatment commenced and at monthly intervals during the
main study period. The observations were conducted by the
same technician before the daily dosing. Endpoints included:
*Observations in—hand

- pupil size

— respiration

— movement

— condition of skin and coat

— salivation

— lacrimation

— urine staining

— faecal staining

* Observations in a clear plastic box

— locomotor behaviour

— responsiveness to touch

— responsiveness to sharp noise

— responsiveness to tail pinch

— visual placing

Grip strength

Hindlimb grip strength was measured before treatment
commenced and at monthly intervals during the main study
period. The test involved placing the rat’s forelegs on a bench
and the hindfeet on a horizontal screen attached to a strain
gauge. The observer then smoothly but firmly pulled backward
on the tail until the grip of the hind feet was broken. The
strongest response from three trials was used for statistical
analysis.

Motor activity

Motor activity was evaluated before treatment commenced
and at monthly intervals thereafter in a doughnut—-shaped
plexiglass alley over five 8 min sessions. An infrared photo
beam crossed the alley in two locations to record movement.

Body weight and temperature

Body weights were recorded weekly and also on the days when
the FOB and motor activity assessments were conducted.
Body temperature was recorded using a thermistor on the last
day of dosing concurrently with the FOB.

Necropsy

Four rats/sex/dose level were fasted overnight prior to
necropsy. The animals were given heparin prior to anesthesia,
then sacrificed by whole body perfusion and fixing with
gluteraldehyde/formaldehyde solution. A macroscopic
examination (limited in extent by the perfusion process) was
performed prior to removal of the brain and selected nervous
system tissues. The liver, kidneys and spleen (possible target
tissues) were sampled and preserved.

Histopathology

The following nervous system tissues from control and high
dose animals were subject to the microscopic evaluation:

= brain (6 levels)

- spinal cord (cervical and lumbar)

— Gasserian ganglia

— dorsal and ventral spinal nerve roots

- dorsal root ganglia (cervical and lumbar)

- sciatic, tibial and sural nerves

Special stains were used to examine neuronal bodies, axons
and neurofibrials and myelin.
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Recovery phase

11 rats/sex/dose level were retained for possible further
examination, pending preliminary assessment of fidnings from
the main study. The animals were observed for clinical signs
twice daily and subject to a more detailed external examination
each week. Body weights were recorded weekly, and body
temperature recorded 1, 2, 4 and 8 wk after treatment ended.
Five rats/sex/dose were taken for necropsy after a 9 wk
recovery period, the remainder were euthantized without
further examination.

Statistical analysis

The data were subject to extensive statistical evaluation,
including Bartlett's test, parametric and non—parametric
ANOVA, Dunnett's test, Wilcoxon Rank—Sum test, Bonferroni
correction, Outlier test, 2-way ANOVA. In view of the very
large number of comparisons considered in this study, the final
interpretation of the data considered results from statistical
analyses along with other factors such as dose-response
relationships and whether the results were meaningful in the
light of other findings.

Dosing solutions

Analysis of the dosing solutions demonstrated that the
concentration of PDC was at or slightly above the target,
varying from 100 to 110.5% of nominal. There was no
appreciable loss due to volatilisation (<6% decrease) and the
PDC was distributed in a homogeneous manner within the
master batch of each solution.

General

All rats survived the 13 wk treatment period. Clinical signs
included lacrimation and blinking in a dose—dependent manner
on the first day, with decreased spontaneous motor activity
(for up to 4 hr post—treatment in the high dose group). No
effect on motor activity was noticeable in the low— and mid
dose groups by day 3, or in the high dose animals by day 4.
No other treatment-related clinical signs were present.

Body weight

A significant decrease in body weight of high dose males was
apparent during the first week of treatment which persisted
throughout the 13 wk dosing period (6-10% reduction overall).
Body weights of mid dose males were also decreased
consistently and, although the change was not always
significant, this was also considered to be treatment related by
the authors of the study report. Body weights of high dose
females were also slightly decreased (equivocal, non—
significant effect). There was no effect on the body weights of
low dose males or mid and low dose females.

FOB
No differences were apparent between control and treated
animals at any of the test intervals.

Hind limb grip strength

The only statistically significant effect noted was an increase
in grip strength in high dose animals (both sexes) 1 month
following the start of treatment. This finding was not replicated
2 or 3 months into the study, and was considered coincidental
to treatment.

Motor activity

Data generated during the study did not reveal any significant
differences between control and treated animals.

Females tended to be more active than males at the 1- and 3
month evaluation points, however there was no [sex x
treatment] interaction and this finding was considered
incidental.

Body temperature

There was a slight but significant decrease in body
temperature in high dose animals at the end of the main phase
of the study (0.6 degree C reduction in females, 0.3 degree C
reduction in males).
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Observations at necropsy

There were no gross changes observed at necropsy that were
considered related to treatment with PDC. Absolute brain
weight was decreased by approx. 10% in high dose animals,
probably reflecting the lower body weight noted above.
Relative brain weight was marginally increased.

Histopathologic observations

A few incidental observations were identified however the
incidence was similar in control and high dose animals, and the
changes were considered unrelated to PDC treatment.

Recovery phase

Body weight decreases present in high dose males at the end
of the main phase of the study were maintained throughout the
9 wk recovery phase (signifiant 8% decrease in high dose males
at wk 22). Mid dose males and high dose females showed a
non-significant 3—4% reduction in bwt over the same period.

Body temperature differences in high dose animals generally
remained during the recovery period (significantly decreased
by 0.6 — 1.0 degree C in females throughout recovery phase,
0.3-0.5 degree C reduction in males during wk 1-4 only).

No gross lesions were identified at necropsy.

[t
R DIRHRBRRHAVDIIREHZERIZHBEMEZE LRI [Result: No gross or histopathologic changes in central or
fBENEE LI ALNGEN DTz, peripheral nervous system
R ARBREMET T, BEIO— B MRS FRAE IR & UMAE & |Conclusion: Under the conditions of the study, early transient
WERRIZE T HENFDHNPDCIZLEME—DZETH > clinical signs and minor decreases in body weight and body

s T=0 20 mg/keg (A E/H ONOAELL I THETE AEREDH% |temperature were the only effects attributable to PDC. A

i RBELT) &M, 1 TIENOAELIZ65 me/ke tAETH 1= NOAEL of 20 mg/kg bwt/d was established in males (reflecting
PERVREHERANDREY. BHMENRUHEEERNZZE  |bwt effects only) and a NOAEL of 65 mg/kg bwt in females.
2% 9" ZNOAELIZ. Wk E+200 me/ke AZE (FRERL =R = F |The NOAEL for gross, microscopic and functional effects on
2)Thol=, the central and peripheral nervous system was 200 mg/kg bwt

(the highest dose tested) in both sexes.
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chlorolacate ERIE SN T=, 1,2-2>4/00 7O/ DN-7EF)L-
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In addition to N-acetyl-S—(2-hydroxypropyl)cysteine, in the
study on metabolism of 1,2—dichloropropane, two other
metabolites were found in urine of Sprague—Dawley rats. They
were identified as N-acetyl-S—(2,3-dihydroxypropyl)cysteine
and beta—chlorolacate. The presumption would be that
metabolism of 1,2—dichloropropane to N-acetyl-S—(2—

JERR BIEDERFEEAR T, 1-/00-2-EFOF L T O/ U~ #i<, B |hydroxypropyl)cysteine follows a dechlorination and oxidation
IZBERIESNTN-7ZEFIL-S-(2-EFOF L TAE L)Y R T [step to 1-chloro-2-hydroxypropane. Further dechlorination
AUFELD, produces N-acetyl-S—(2-hydroxypropyl)cysteine. Analysis of
PRD S HTIZKY ., beta—chlorolactate B U S-(2,3-CERBOFY |urine showed two substances beta—chlorolactate and S—(2,3-
TAEIVSRTAUD2DDME N RSN, ChidlE1-~00- |dihydroxypropyl)cysteine, which could have originated from 1-
2-EREFXITONRUDLERSEDIEMNTAREER DNz, |chloro-2-hydroxypropane.
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ABRETO-E
CHO#ARE CHO cells

RGEELE: BY/&EL
= 0(DMS0), 1127, 376.0 B T* 1127.0 ug/ml

SINIEFHE T T, HIBEPDCOEFFH K (1127.0 ug/ml F
T) X[F4B{K(DMS0)&37"CT2RE R HEE L . BrdU(10uM)F A0
%, ISIC24BFRIEEL-, TOHRMBEEL, BrdUEETHT
BRI B U LI R0.1 ug/ml) ZHRMNL. E51272-3FRE1E
BERELE, RHEZFEEL. YLV EEL. RENLIHEL
NV (FhEhb, 1127, 3760 XIE 1127.0 ug PDC/mI) [ZDLY
T. AEL-Y50EDMIBDSCEZFIML 7= Ch DR
LM ICIEMRIEGHEDSE . SOICRaAFYTTEIEE
ThiEhotz, Za7VUJ & B TiTo1=.
RBEEMIEDTFE T ORERTIE. PDCRIFIBIKE—HEIRAD

Metabolic activation: with and without
Concentration: 0 (DMSO), 112.7, 376.0 and 1127.0 ug/ml

In the absence of S9 CHO cells were incubated with serial
dilutions of PDC (up to 1127.0 ug/ml ) or vehicle (DMSO) for
2hr at 37 degrees C, followed by addition of BrdU (10 uM) and
incubation for a further 24 hr. Cells were then washed, fresh
medium containing BrdU and colcemide (0.1 ug/ml) added and
the incubation continued for another 2—3 hr. Samples were
then fixed, stained with Giemsa, and fifty cells per dose from
the top three dose levels (i.e. 112.7, 376.0 or 1127.0 ug
PDC/ml) evaluated for SCEs. No further scoring was carried
out if these results were clearly negative or positive. Scoring

HEREH 2B BT B/, 5VS9 (Archlor 1254 TEEEL =) %R ML |was carried out 'blind'.
fzo ZD%. HIE%E LR ERERICAIELT=, For tests in the presence of metabolic activation, rat S9
PDCAHMARE R DB IELRB T MESIMETARSBT=5HIZ. 1BN|(Arochlor 1254-induced) was added during the inital 2hr
HEEETo71=, incubation with PDC or vehicle. Cells were then processed as
AME DY IRUABRZE AT =M ESH LS THLY, described above.
Additional tests were performed to determine if PDC caused
cell cycle delay, however no results are reported.
It is unclear if there was any independent repeat of the test.
Mitomycin C (0.01 ug/ml, no S9) and cyclophosphamide (1.5
ug/ml, plus S9) were used a positive controls.
No statistical analysis was applied to the results.
faR
FER [T Attachment 5.5alZFEH BN TULVS, Results are summarised in Attachment 5.5a.
R LY DSCEDHIL., SONIEFFET T376 X(F1127 ug  |The number of SCE/cell was increased 2 or 3.5 fold after
PDC/ml TOEEFEHIZIE 2 X 35F(#EmLT-. incubation with 376 or 1127 ug PDC/ml in the absence of S9.
SODHFHAET T, ALBEEHET T, HIRE LY DSCEHIZ 2|In the presence of S9, SCE/cell were increased 2 or 2.5 fold
X(& 2.57&EmMLT=, under these same exposure conditions.
(St BYE ClE+ o RN FELNT, A satisfactory response was obtained with the positive control
88 The 1,2-Dichloropropane ICCA/HPV Consortium substances.
RATE$E: Attachment 5.5a.doc Source: The 1,2-Dichloropropane ICCA/HPV Consortium
Attached doc.: Attachment 5.5a.doc
w@E NTP (1986)A\> D CHOHMAAIZ &5 17 HPDC D MRTIE R #IFZE | Cytogenetic effects of PDC in CHO cells, from NTP (1986)
ik & B A Sister Chromatid Exchanges
-S9 +S9 -S9 +S9
xt#8 (DMSO)  10.1 xtH& (DMSO) 9.1 Control (DMSO) 10.1 Control (DMSO) 9.1
112.7 ug/ml 12.6 112.7 ug/ml 10.7 112.7 ug/ml 12.6 112.7 ug/ml 10.7
376.0 ug/ml 21.2 376.0 ug/ml 18.4 376.0 ug/ml 21.2 376.0 ug/ml 18.4
1127.0 ug/ml 36.2 1127.0 ug/ml 22.1 1127.0 ug/ml 36.2 1127.0 ug/ml 22.1
TARA ¢ 366 LHUAKRRIFIR 275 Mitomycin ¢ 36.6  Cyclophosphamide 27.5
#5 5
f5m [E1E3 positive
AREREH T TIE, PDCIESYRSIDFERIIEFE FDM |Under the conditions of the test, PDC increased the
e HIZHLT, CHOMAE D SCEsDIEEFIEMLT=, occurence of SCEs in CHO cells both in the absence and in
ER the presence of rat S9.
[EEEES (2) IR CIEREMEHY (2) valid with restrictions
EEME D FIETRHL HARSAVRERICITET 5, Comparable to guideline study.
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5-11 EFFREDOREER

EXPEIENCE WITH HUMAN EXPOSURE

HEBRYMER
CASES
HHEE
JERR
& T ERER
RRT A
R ERAREE
T—RREFHE
WERE DR
SN
B RIS EFHAREE T —2
73 |
#EtROEER
HIREE
LS
o
HRIEHESE
BEHONBEOBEARER(1,2->/00T0/83290%K% 1 |An unconscious 71-year—old man was taken to the hospital
1,1,1-F) /A0 TA10%E SN LERR) EERLTHERERY. |approximately 1 hour after attempting suicide by ingesting
HIBERZISRRISENTIONT =, HITEHEEYERT & |approximately 180 ml of a cleaning agent (labelled as 90 % 1,2—
1R<A8BE R TR TELT =, BIFRICBRE R DAEDT . FFH#EEE |dichloropropane and 10 % 1,1,1-trichloroethane). He died after
RUBHEELIEE ThHor=h%, SEFREIRICEE DATHLAEREZE |48 hours never regaining consciousness. Upon arrival his liver
BNz, CNSDOBEEEZ(IIMEFERFS R 7IF—HEM |and renal functions as well as coagulation were normal but 8
DIREDEMICEYIRBENT=, 48ERIRICT R/NSFUEET |hours later, severe liver dysfunctions appeared. These
S/MSURTS—EEMIE5,912 U/I (EFRIE 19U/)T, 75 |dysfunctions were detected by a strong increase of
ZUTPI/NSVRTT5—H(£30,128 U/I (IEFE{E 5-23 U/I)T, [transaminase activity in serum. After 48 hours aspartate
JOrAVEVEEIFI0% T THoT=. SBIT, LT DBIFENE |aminotransferase activity was 5,912 U/| (upper normal value
ThHol=. EVIEVEEIL 2.3 mg/100 ml (EFE{E < 19U/1), the alanine aminotransferase was 30,128 U/| (normal
1mg/100ml), ZL7F =& E 2.8mg/100ml (IEE{E 0.7-1.1 |value 5-23 U/I) and prothrombin activity was lower than 10%.
mg/100 ml), YL ITRTFS5—HEA 2100 U/| ETEMEEM.  |Further, the following were measured: a bilirubin content of 2.3
TR 47V /=5 & E 96 mg/100 ml (IEH{E 150-450 mg/100 |mg/100 ml (normal value < 1mg/100ml), a creatinine content of]
- ml) B Uf 14000 £/ iz /ul, ABRHRICEEEEED |2.8mg/100ml (normal value 0.7-1.1 mg/100 ml), an increased
FRUBHMEREES, REERE (RERBE) . REMET7 S F— |activity of cholinesterase up to 2100 U/, a fibrinogen content
DR DEHRERU vy EBHENT=, of 96 mg/100 ml (normal value 150-450 mg/100 ml) and 14000
blood platelets/ul. During the hospital stay, the patient was
HEE P2 (90%PDC%180mL)I&60kg, 71m& =%t L. 3400 mg/kg/ |diagnosed with severe liver and renal dysfunction,
BTHS. abnormal coagulation (coagulopathy), metabolic acidosis,
myocardial
insufficiency and shock.
Estimated dose (180mL of 90% PDC) is 3400 mg/kg/day for a
60kg 71-year
old.
I
et
EE
[ (2) KRR CIEREEHY (2) valid with restrictions
SHUMEBIFRE T, AERVERDIREIXETR, #EBED B E |Short case report, limited reporting of methods and results.
RUERLGEEZNT 22T, Includes an approximate dose and some available toxicological
1S58 O HI BRI data.
iR The 1,2-Dichloropropane ICCA/HPV Consortium The 1,2-Dichloropropane ICCA/HPV Consortium
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