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1. Material and method
Purity 2 99.98%
Test species/strain : Rat/Crl:CD(SD)

Test method
Route
Doses
Doses for recovery
Number of animals/group
Vehicle
Administration period

Recovery period

Sacrifice

GLP

: OECD Test Guideline 422

: Oral (gavage)

10, 40, 200, 1000 mg/kg

10, 1000 mg/kg

: Males, 12 (5 for recovery); females, 12; Satellite females, 5
1 0.1 w/v% Tween 80 added 0.5 w/v% CMC-Na solution

* Males, 42 days

Females, from 14 days before mating to day 4 of lactation
Females (satellite), 42 days

* Males, 14 days

Females (satellite), 14 days

: Males, day 43 of treatment and day 15 of recovery

Females, day 5 of lactation
Females (satellite), day 15 of recovery
Offspring, day 4 after birth

Yes



2. Results
In accordance with the OECD guideline on combined repeated dose and
reproductive/developmental toxicity screening test, hydrazine, 1,2-bis(2-chlorophenyl)- was
studied for oral toxicity in rats at doses of 0, 40, 200, and 1000 mg/kg/day.

As the main changes attributed to the test substance, anemia was noted in males at
200 mg/kg and both sexes at 1000 mg/kg. There were no abnormalities in reproductive
function, parturition, or maternal behavior in parental animals. There were no changes
attributed to the test substance in offspring.

Repeated dose toxicity

The following anemic changes were observed; decreased hemoglobin concentration in
males at 200 mg/kg and in both sexes at 1000 mg/kg, increased reticulocyte count in both
sexes at 1000 mg/kg, increased erythroid extramedullary hematopoiesis and spleen weight in
females at 1000 mg/kg. Moreover, an increase in total bilirubin was noted in females at 1000
mg/kg. These changes were considered to be related to hemolysis. None of these changes
were noted at the end of the recovery period, showing reversibility.

Body weight tended to decrease in males at 1000 mg/kg on day 42 and the body weight
remained low during the recovery period. However, the body weight gain was comparable or
just slightly lower than that in the control group, showing reversibility.

In females at 1000 mg/kg, hypertrophy of centrilobular hepatocytes and increases in
the liver weight and total cholesterol were noted. At the end of the recovery period, the total
cholesterol remained high. Although the increased liver weight in males at 200 and 1000
mg/kg and the increased total cholesterol in males at 1000 mg/kg were noted, there were no
related histological changes. The following two factors were suspected as the cause of
hypertrophy of centrilobular hepatocytes; adoptive change due to enzyme induction and a
cytotoxic change. However, in this study, there were no abnormal increases in the liver
enzymatic parameters and the hypertrophied hepatocytes expressed a frosted-glass like
feature, indicating an increase in drug metabolizing activity. It also showed a clear
reversibility. Therefore, it was considered that hypertrophy of centrilobular hepatocytes was
considered to be an adoptive change. In addition, although kidney weights tended to
increase in females at 1000 mg/kg, there were no related changes in the other examinations.

There were no changes attributed to the test substance in clinical sign, behavior tests,
food consumption, urinalysis in males or necropsy findings.

Reproductive and developmental toxicity

In parental animals, no test substance-related change was observed in the estrous
cycle, mating index, fertility index, delivery index, gestation length, numbers of corpora lutea
or implantations, implantation index, gestation index, parturition, or maternal behavior.

In neonates, no test substance-related change was observed in the number of offspring
or live offspring at birth, sex ratio, live birth index, viability index on day 4, clinical signs,
external features, body weights, or necropsy of the offspring.

3. Evaluation

The NOAEL for the repeated dose toxicity of hydrazine, 1,2-bis(2-chlorophenyl)- was
judged to be 40 mg/kg/day for males and 200 mg/kg/day for females, since decreased body
weight in males at 1000 mg/kg and the following anemic changes were observed; decreased
hemoglobin concentration in males at 200 mg/kg and in both sexes at 1000 mg/kg, increased
reticulocyte count in both sexes at 1000 mg/kg, and increased erythroid extramedullary
hematopoiesis and increased spleen weight in females at 1000 mg/kg.

The NOEL was judged to be 40 mg/kg/day for males and 200 mg/kg/day for females,
since the following changes were observed;, increased liver weight without hitological changes
in males at 200 mg/kg and above, hypertrophy of centrilobular hepatocytes considered to be
adoptive change, increased liver weight, and increased total cholesterol in females at 1000
mg/kg.



As for the reproductive and developmental toxicity, the NOAEL and NOEL for
parental animals and offspring were judged to be 1000 mg/kg/day, since no test
substance-related change was observed in any examinations.
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ORE BEEEOSEL EEMFERENEDH LN
ED D, HElE 40 mg/kg/day, ML 200 mg/kg/day & &
ZboNT-.

MEEE(L 200 mgkg U LDEOH THEEILEF
LHEVWHEEEOSENRH LNz &, 1000 mgkg
BHOMCTELEDELEEZ SND/NERDLEDITFHE
BIEX, FEEENEE, LaLATO—ILOSENRE
Honf-2 M5, HIE 40 mgkg/day, ML 200
mg/kg/day £&Z btz

(EERESHICETIESHEER LS UVELES)

BEYMELUVREBMEL, WVThOBREIZBLTHH
BYMEICERTAIEIEIRO NG > NG, &
EUHELSLUVEFZEEIL 1000 mg/kg/day EEZ bt



Hydrazine. 1.2-bis(2-chlorophenyl)-

Ak

1. wERYn

Hydrazine, 1,2-bis(2-chlorophenyl)-
B et 1 | £S5-52066, FAF 99.98%) 1EKIC
s TFILFIAO—N, T—FILICHETEEHET
H3. WEWEEER, EL EXRHFAICTEERFL, R
B EETHL - S EREEL

BEHOBARE, FERNEEFEEREREL, &I
THELE. FO%, 100 mgml GBEIZHRDL LS 2HE
# (0.1 wiv%Tween 80 Fi 0.5 wiv%CMC-Na 75 i)
FMRATEASER. 4 B5EU 20 mg/mL FEREIZON
TiE, 100 mgmL FSHFEFTERERLOARL .

BREEDTOEBVMHORTESE ST ZRSRBINICE
WL, REESANETETHI L EHELL. BE5HE
HRESICHT ZETHE - B - BREAZETTRE
L., sl s QRMICERA L. £, REHBRINcCE
SHEhOEBENHEENARFEREX10%HA, CV.EMN
10%LUAR (LR, @ TR CHdILFRRLE.

2. HEREN

BEFy—ILA - Un—8 (EXEER ASAFEL
iR SD £5 v + (Crl:CD(SD), SPF) # 5 B
EHELE= FOHBEEE#EL. —RIREICRS
OB ERERICH L. BERBRMBICHEERRL
SEthafhBERIC LY, 1 BH-UMHE 12 RiziRY 4717
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4) {Eff2 (Figure 4-6)
BERSIUVEEHEZBELT, ML HELEILIE
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5) MiKFHRE (Table 1)

200 mg/kg BEDHEFH &K U 1000 mg/kg DM i#TNE
JOEVEEDEESDDIXEMEIER, 1000 mgkg B
O TRKR MR O SEIERNRO St
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fEA L CICI/NMERE S S UEAMKBOSELAS SN
f=. ABICIXIRAEIC R MR RS EMDEEDITTEL
Hh, BEEEEEEER L. BEICHS 5850 &M
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NEWI EMD, BREMELLLTIBRLE.
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NEHLNf=. F£l=, 1000 mgkg HOMTHREJILE
VOBENRERO LN,

FDih, 200 B &V 1000 mg/kg BHDH T ASAT &
U ALAT OIEfELER, 40 mg/kg UL EDEDH T O—
ILDEE, 40 8LV 200 mgkg HOMTRY T UES
1 FOBRELHSNT-. LHL, ASAT EX U ALAT (<
DLWTHEESHZMICHIBLLIGEL ERTDE
ETHDHIE, 7O0—ILIZDWTIEXBEE & LB LEM
BELETHY, ZOMOEET 2HREEBICHELHIER
HoNBWIELL, ERFMERDHRNELLEFIEL
f=. Ff=, UG UESA FIZDLTIX, AEEDOHEE
NROLENBENT LN D, BRMEILEHIEL:.

EEHER TEORETIE, 1000 mgke HEDM TR
JLRTO—ILOEENED LN,

T, BHEMZEILELT, 1000 mgke BHOHT

ASAT & & U ALAT OSEMER &H 5 W IHEAH bt

NBEDOEIZTONTIE, BREHMETHICREOZEL
FEHOLNT, FEZBEIZBVTHLEET ZELIER
HohiEhot=.

7) HDRRE
REMREICENT, WThOREBERBICHLARLGE
fLIFRH NGNS T=.

8) B3EEE (Table 3)

FFEEIZHULVT, 200 KU 1000 me/kg B D it THxt
EE2NEIE 1000 mgkg HDOM THRME LVHEMER
DEENRO NIz, T, BEICELT, 1000 mgkg
HoMTRASIUVEMNEEDEEERNED ST
DM, BEEIZHUT, 1000 mgkg BHOUE THMES
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DEEERNEDH T

40 mg/kg HOWTHREBEOHET S LVHENEENS
EERAAHSNT=. LML, REIZDOWNTIE, FkL
-MEFBRECEEREDHON- 1HINGEERLIZT
HTHY, BHERUEEEHMLI-. Zoft, BEZESW
T, 1000 mg/kg BHDOM THNEEDSEMERIERDH S
nit-.

EEHAMR TRORETIE, HAXEZIZH VT, 1000
mg/kg BHOHETR, DESLUERBOTENA SN
LA L, REOHTIIREAEQEEMERISZEOLSNT
WBZeEDE, INBIEVWThLAENREICERL -
FibEHB L=, F£t=, 1000 mgkeg BOHTHEE LK
OEELAHLNT=. LAL, REHBKRTEICIXEED
EIEAROLNLENT &, REBEROERT—42 EHE
LE=#ER, 1585 EZRLEAMMO 4 HlIEVThiE s
SET—SDEHEX2 SD.OHERNTH =MD
BRMELEHIE LT

9) EIRATR

BEYMEICERT 2ELERH OGN
SHEMLIEY TIE, 1000 mgkg BIZHWT, BE5H
MR TR BRI 1 Fl TEINRICINREKELA S
ntz. LHL, ZORBEHEE, SEFRMEILEHIET L.
Fi-, BAEHMARTREISMOM 1 Hl CEGHIEICH
FEHLAA LN, HBDEYEHEZHNEZOHNE
fE&FIBERLT=.

KXEBM2HIICIE, BEFRREIDBOOAGELI T

REFFERIN-AEFIRE o= 2Bz, BER
REBHonhofz. £z, ThoDOXKEHRFLHE 2 6l
ICHLEBEBOONEL, ST

10) REMABFTRE (Table 4)

HERME ITERT %A 1000 merkg BED It D AT
BLUVEBETEO LN

BESHRR T RBEZEMTIE, 1000 mgkg BHDUE 4
Bl T/NERDEOEMZIFMBRIEXAZESH 5, HMIEE
FFYBFRTHo1=. =, RAEOM 2 HIOERETH
MR EMOEMTAENEDONT-. ThOoDE
EIZEEBARR TRIZIEEDOINEMN S 1=

40 mg/kg BEHDWE 1 FITH BE CHRMERRFESNELD
BEORENAH DN, Hik, HEICKIEZETHY
[3], EUFHEEDLTEILE I LT,

RETFER SN TR o 1=l 2 HIOINEIZ(E,
ke PR (A E RO REY (R AG Y i

T, BrOEBELNRESLIUEERMETE
OXBEEZEOEHOBYMTHALONIZ. LHL, Thd
5y FTIHIESEEMICHRIRT 2ELTHY, HEYME
CIEBEDLVWEL I L. 48, HRTARMNE
LD H 5= 1000 mg/kg BN 1 HIOEHEFIRDIE TR
BRIE HoEESHEOERETH >z REITES
B MEROBEERESORIZ, $tETcaEmREE DI
f=HEHET L=, £, 1000 mgkg BDME 1 HlDEIN
BlHON-INEEKIEL ZERHUINEETHH-



Hydrazine, 1,2-bis(2-chlorophenyl)-

2. EERESMH
1) HJEHEEE (Table 5)

HERMBEICERT SEERO NG o1

HEHRETIE, £FA 4 BRAHERL, FHERH
BRIZERIELG L, ERYPBEICLSIERPOERH DL
[FEMEEZRO SN o1z,

REDHER, XERICIIXNBHLEGRMERSHLD
BMICAEELRZEFRBO oG, o=, #4E, 1000 mgkg
BO1HANRZETH =M, REHFH 1 HICITRE
FHICEETIEEIBRDOONGEN o=, Tz, RXXE
& HIFE L TLV= 40 mg/kg BD 1 HIIZD2L0TIE, XK
B THROBEICHE VW THIRASER SNz, REWIZD
WTIE, XE 2 BEICERZEYN FL—LEICHERSH
ZORIIHRFEARLYEIABBEL V=LA LRABICHE
IRLE-EBbhtz. LAL, FiRMEGEHEERELT
W=l &, BRABGTOBREREDEHI hOBEHD
BELELDZZ DD, BIRLEBREDOH (XBEH &
UZRE) #HRICRBESEZ.

T, XEMERH, XEFELE-HREBFHOMOEK
BEoUVICZREOVWVTRIZLINBER - EBRYEIREH
EDRMICEERERRO OGN T-.

2) ik - WEIREE (Table 6)

BEYMEICERT H2ELIERO oA EN T

1000 mg/kg B TEREDSEN# DN, LHL
BEESHFMNICHEL LI BEELIIRFDELTHY
STEBEEDBEREA 1000 mg/kg EHE LEFIREZTL
o ENSAEBLRENMINEEEZ O, BEMNELLE
I L 7=,

YEIRAAR (X2 HIA 22 HBLNE 23 BTH Y, 1TIRHAR
DERIFZEHNEMN-T=. £, BEFRE, FFRE &£
EERLIUNBEOVTIICEDEBER - HRYERS
HLEORBICAEELGEFEHONGEMN 1.

PBRELUBETHOEEIVWTLOBEYIZHLER
Honghotz.

3) PERIZRIZTTEHE

(1) FERDEHE (Table 6)

HERSY, HEARY ML HEERSLIUHLERD
4 BEFEOWTNICHXBH EERMERSH DM
ICEELREERO NG,z E6I1T, —RKES K
UNERRETCHEREBVThOHERICLERYE
ICERT2ESBFEO NG, 1=.

(2) {KE (Table 6)
HEBBLUER 4 BOKREICEIHRE L HRYER
SR EOMICARELGERROONGMN T

(3) H&
RESLVEFRRICEWT, HBYEICSERY 5%t
FOThORIMICELRBOONENDT=.
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BE

1. REHLSEH

200 mg/kg BDHEE & U 1000 mg/kg BHDMHETAE
SJOEVEEDIEE 1000 mgkg FEEOLEH CTHERMEk
HBOFEER, 1000 mgkg BD D IENE THRIMEKREE
sEmOE, BEEEOSEE EEOEFMENEDO S
iz, 5121000 mgkg HOMTIEFREYILECDS
EAREOH L= &b, BMICEBRL-ELTHSDTA
HEMNEZ DN, ThODTbIXEEHRR THICIK
WFhi#Hohd, EEENEDH NI

1000 mg/kg DM TIL, ¥F 42 BIZAREDEEERH
ZEHonf-. EEHRPICHEREIIEEIERZET L,
AREEMEENBRERAEENETTRISEETHR
L, EEEAEDOLNT:

1000 mg/kg B D D FFIR T/MEF O MED MR X
HFEEENEMHE, BaLATO—-/ILOSENRD SN,
EEHMBRTHICLRILATAO—LITEEZRLT-.
FIEEEDEEIX 200 £ & U 1000 mg/kg BEDH, #a
LATO—/LDOEEIEL 1000 mgkg BEDHETELH NI
N, REMAEFRETCIEEIEEN o= FFHBEXD
FERE LT, BRFJFEICKDEGEEIEH S VITHES
EUEENEZONDD, FEEEZTET IHEROS
fEAZWNC &, BRXLI-FFMaTYT VEHFIKOMEEN
EHLN, EYRBIEOTENTEINSZ L, HE
WERTCEBEND, BHEEELDOMTEEATNES
Z bit=. 1000 mgkg HOM TEREEDSEMERA
Bhonfh, BETIEIIZOMOBKREIZENTER
HoniEhot

ZOfh, —HIKEE, TERE, EHE HORBRES
FUEIRATRICIEHEMEBEICERT 2EIETRO N
Th-ot-.

2. EREREHMN

gyl HAHN XEXR ZKE SHE IR
iR, BERH BRH BRE HER SHRESE
UHEBEDOBREOVTNIZHLHEBRYEICERT 2ELE
E O R2Y (RAY LY i

FHERTIE, HERY HELERH, Mk, HEES
KU 4 BERE, ISIC—RIKE SERE, BRER L
VEIBROWTNICELBERMEICERT 2ELFEDS
nigmot-.

HBCIEE RSP UEEKRTHD. ERSCUD28H
MRERSEEMHHB T, FESLUBEEENSE,
BMEBEMmMMAZESO 5N TSl £, EFSPUPE
RSCUBFBERDNDIIZILERSTY (ERSY/RY
) XRE, HEILE WHoBZICRIREN, BRI
it FrEE BEM BROGERZERTIENHESH
TW3[5,6]. 7T ZIERSCUVEANESOEVE LY
BILRIGIZE TS F o O—LP-450 &£ RIGT 1=K
BRI —SPALEFERSE, BOORRELZDZ &



REEOKEESN - £ERESHHEHR

MRBENTWNS. £, BiE FiE BEoxTsE
HIEHEZ5 GRMITES EEZXSNTLNS[6]. KEKEET
tHESLUBREENSE, BOERMOTEEENE
Zohi=h, MESNTWBERSDUPTZILEFR
SUUEREEEHEEICHKRTEE, TORELEET
Hoil-.

ErSOUoROKS5ICLY, BTREOAHALNEH
ETCIXEBREANBOON=AERITEL, TAUT
ORETIKXREMIZEAENG, £FEEQETHALNT
LSBT BEENKRETIENNE, KBER EALRE
ShTWBI8L Ff-, 72xZILE RSSUDBEERES
I2&Y, BEOHARISROAASNDZENMLNT
Waol. LAaL, RNRERTIXEEY, REMELICERE
HESHEIRHONLEMN DT

3. MEUERLUVELESE

LUEDHRMN D, AHABREHTICETIRERSSE
BrULERESHICHTIRSHESSVESLES
FUTOELSICEZ SN

(REZRSEHICET IEEHES L UVERLES)

EEMEE 1000 mgkg BHOHETHREDIEME, 200
mg/kg UL EDED#E LU 1000 mg/kg HOMTAES
OFVEEDIEME, 1000 mgkg B THEFR MK
DE1E, 1000 mg/kg B D &N T R MEK R ES E M
ORE BEEENSEL CEMEMENED LN
EMD, HElE 40 mg/kg/day, MElE 200 mg/kg/day & &
Zbhi=.

W|EEE(L 200 mgkg ULDEOH THREELZF
LHEVWHEEEDSENROH SNz &, 1000 mgkg
HOMTEEEDELEEZ SN D/NERDLEDIFHE
fARX, FEEENSE #LIaLXTO—ILOSEHNR
bonf-2 M5, HIEX 40 mgkg/day, ML 200
mg/kg/day £EZ Stz

(EERESHICETIESHER L UVEZES)

HEMBLUREMEL, WThOBREIZBLWTHH
BMEBEICERT SZELIE BOHonEIL I EMD,
EEMERLIVESZLE(E, 1000 mgkg/day EEZ DS
ni-.

SRR

D 22->98B8kEFSYRVEY. BHFLEEYERS
HRRT—4. HMITBEN & AFHEE iR E.
http://www.safe.nite.go.jp/data/hazkizon/pk_kizon
_data_result.home_data (72X : 2007 £ 6 A
13 B)

MWERET—4 32— (DCHoil) . 4 A% =4t
2007 &

3) Juan J. Bustamante, Guoli Dai, Michaei J. Soares,

2)
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Figure 1 Body weight changes of male rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined

repeated dose and reproductive/developmental toxicity screening test
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Figure 2 Body weight changes of female rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined

repeated dose and reproductive/developmental toxicity screening test
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Figure 3 Body weight changes of satellite female rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in
the combined repeated dose and reproductive/developmental toxicity screening test
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Figure 4 Food consumption of male rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined

repeated dose and reproductive/developmental toxicity screening test
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Figure 5 Food consumption of female rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined
repeated dose and reproductive/developmental toxicity screening test
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Figure 6 Food consumption of satellite female rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined

repeated dose and reproductive/developmental toxicity screening test



Table 1 Hematological examination in rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined repeated
dose and reproductive/developmental toxicity screening test

Administration period Recovery period
Sex  Dose level(mg/kg) 0 40 200 1000 0 1000
Male
Number of animals 5 5 5 5 5 5
RBC(x10% 1 L) 9.004 £0.514 8.506 = 0.173 8.520 £ 0.245 8.774 = 0.381 8.924 £0.128  9.282 = 0.590
Hemoglobin(g/dL) 1670 £0.71  16.00 £0.45 1546 *0.21%* 15.86 = 0.49* 15.74 £ 0.23 16.26 £ 0.60
Hematocrit(%) 47.04 £1.87 4494 £1.83  43.54 £ 0.55%* 4542 £ 125 4476 £0.59 4586 £ 1.28
Reticulocyte(%) 3.042 £0.387 3272 £0.784 3.340 £ 0419 3.548 = 0.457 3.662 £0.230 3210 * 0.485
MCV(iL) 5234 £2.72 5284 £1.86 51.14 £1.55 51.84 £2.74 50.16 £ 1.05 49.52 233
MCH(pg) 18.56 £ 0.66  18.80 £ 0.37  18.14 £ 043  18.08 £ 0.75 17.64 £ 0.32 17.54 = 0.68
MCHC(g/dL) 3552 £0.72 3562 £0.53 3550 £037 3492 £0.60 35.18 £ 0.38 35.46 + 0.48
Platelet(x10*/ . L) 1082.0 £97.3  968.6 £ 115.6 1087.8 £79.8 1100.0 £ 86.1 10382 £73.7 11052 £75.3
PT(sec) 1852 £1.75 2222 £445 2286 £473 2378 £5.78 2078 £220  25.16 * 3.57*
APTT(sec) 19.94 £254 2142 £1.13  21.04 £235  21.84 £2.98 2046 £0.99  21.74 £ 1.81
WBC(x10*/ 1 L) 9.170 £2.601 9.862 £3.726 8.352 £0.839 9.928 * 1.684 8.786 £ 0.850  9.820 % 1.060
Differential leukocyte counts (%)
Lymphocyte 7948 £4.42 7836 £6.73 7732 £330  79.56 £ 2.85 70.70 £10.83  73.04 £ 4.94
Neutrophil 1628 451  17.60 =544 1888 £245 1678 £2.86 24.44 +9.97 2230 + 4.64
Eosinophil 1.42 £ 0.44 1.28 £ 0.45 1.20 £ 0.33 0.98 £ 0.11 1.34 £0.18 1.38 +0.49
Basophil 0.04 £ 0.05 0.04 £ 0.05 0.00 £ 0.00 0.06 £ 0.05 0.02 £ 0.04 0.00 % 0.00
Monocyte 2.78 £ 0.45 272 £1.03 2.60 £ 0.71 2.62 £ 0.68 3.50 £ 1.21 3.28 £ 1.00
Female
Number of animals 5 5 5 5 5 5
RBC(x10% 1 L) 7.160 £ 0.480 6.706 £ 0.821 6.868 £ 0.386  6.650 * 0.622 8.354 £0.409  8.048 £ 0.319
Hemoglobin(g/dL) 14.12 £0.81  13.64 £0.78  13.62 £0.41 1334 £0.77 15.84 £ 0.63 15.12 £ 0.51
Hematocrit(%) 40.84 £2.44 4012 £ 144 3972 £131 3994 £ 1.71 4442 £1.33 42.26 + 1.34%
Reticulocyte(%) 7.122 £ 1.541 10322 £7.933  8.094 £ 1.735 10.246 * 2.588 2712 £0.698  3.136 £ 1.004
MCV(iL) 57.12 £2.60  60.58 £8.12  57.92 £244 6042 £ 5.02 53.20 £ 1.38 52.54 £ 1.50
MCH(pg) 1974 £0.72 2050 £1.80 19.86 £0.79  20.14 £ 1.19 18.96 % 0.45 18.80 % 0.50
MCHC(g/dL) 3456 £ 036 3398 £1.43 3430 £035  33.38 £0.91 35.66 £ 0.57 35.78 £ 0.49
Platelet(x10%/ 1 L) 1126.4 £127.9 13492 £227.9 1119.6 £ 130.8 1137.4 £115.6  1046.4 £ 1345 11564 = 167.8
PT(sec) 17.92 £1.03  18.04 £0.87  18.04 048  17.64 £0.74 15.66 = 0.71 15.42 £ 0.59
APTT(sec) 15.66 £ 036 1426 £ 098  13.68 £ 1.41* 1324 £ 1.13**  15.00 * 1.44 14.68 = 0.74
WBC(x10*/ 1 L) 9.642 * 1.084 10.674 = 1.094 10.244 = 2.610 10.672 £ 1.632 7762 £1.642  7.604 £ 1.627
Differential leukocyte counts (%)
Lymphocyte 64.74 £926 7124 £994  66.68 £7.98  69.90 = 6.90 82.40 £ 8.66 83.38 £ 3.45
Neutrophil 2970 £ 8.80 2422 £886  29.02 £7.78  25.06 £ 6.57 14.00 = 7.33 13.30 = 3.77
Eosinophil 0.96 = 0.33 0.96 £ 0.42 0.80 = 0.28 0.62 £ 0.37 0.92 £0.22 1.06 £ 0.15
Basophil 0.06 £ 0.05 0.08 = 0.04 0.06 £ 0.05 0.00 £ 0.00 0.02 £ 0.04 0.02 = 0.04
Monocyte 454 £0.72 3.50 £ 0.86 3.44 £0.71 442 £1.11 2.66 £ 1.42 224 £1.03

Values are expressed as Mean + S.D.
Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01



Table 2 Blood chemical examination in rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined repeated
dose and reproductive/developmental toxicity screening test

Administration period Recovery period

Sex  Dose level(mg/kg) 0 40 200 1000 0 1000

Male
Number of animals 5 5 5 5 5 5
ASAT(U/L) 116.0 £29.3 105.4 £19.0 96.6 £ 11.1 828 £11.9 106.4 £ 15.8 1334 £25.0
ALAT(U/L) 31.0 £ 114 28.6 £ 44 254 £2.1 232 £ 1.6 230 £2.5 32.6 £ 42%*
v GT(U/L) 08 £04 08 £04 1.0 £0.0 1.2 £04 1.0 £0.0 1.0 £0.0
ALP(U/L) 376.4 £ 29.7 4272 £ 69.8 363.4 £ 63.2 383.6 £45.6 310.8 £ 342 3404 £59.2
Total bilirubin(mg/dL) 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Urea nitrogen(mg/dL) 12.10 £ 1.04 13.42 £ 0.88 12.80 £0.73 12.88 £ 0.52 1334 £1.42 13.40 £ 1.57
Creatinine(mg/dL) 0.30 £ 0.00 0.28 £ 0.04 0.30 £ 0.00 0.30 £ 0.00 0.30 £ 0.00 0.30 £ 0.00
Glucose(mg/dL) 119.8 £ 4.0 125.8 £6.0 131.0 £ 12.7 1254 £4.38 1254 £14.0 1222 £15.8
Total chol.(mg/dL) 60.0 £45 68.8 £ 5.1 69.0 £53 82.0 £21.7 51.4 8.7 51.6 £7.9
Triglyceride(mg/dL) 232 £7.7 24.4 £10.6 23.0 £ 13.7 21.6 £10.3 33.6 £10.0 33.8 £ 6.6
Total protein(g/dL) 6.88 £ 0.35 6.74 £ 0.33 6.88 £0.28 7.08 £ 0.38 6.62 £0.04 6.58 £0.24
Albumin(g/dL) 2.96 £0.13 2.96 £ 0.05 2.98 £ 0.04 3.04 £0.11 2.96 £ 0.09 2.96 £ 0.15
A/G ratio 0.748 £0.039  0.786 £ 0.057  0.770 £ 0.057  0.750 £ 0.044 0.796 £ 0.035 0.830 £ 0.024
Calcium(mg/dL) 10.12 £ 0.37 9.78 £0.40 9.96 £ 0.13 10.30 £ 0.22 9.92 £0.22 9.56 £0.32
Inorganic phos.(mg/dL) 8.08 + 0.59 7.82 £0.39 7.56 £0.48 8.08 £ 0.23 7.18 £0.44 7.30 £ 0.80
Na(mmol/L) 1494 £ 1.5 1492 £1.5 1502 £ 1.3 150.6 £ 0.5 147.6 £0.5 1484 £ 1.1
K(mmol/L) 4.60 £ 0.07 444 £ 0.24 448 £0.13 440 £ 0.33 4.44 £ 0.21 452 £0.19
Cl(mmol/L) 103.0 £ 0.7 105.0 £ 1.6* 105.4 £ 1.1%* 105.2 £ 0.8* 103.8 £ 1.5 1044 £1.3

Female
Number of animals 5 5 5 5 5 5
ASAT(U/L) 110.2 £ 23.1 128.6 £ 13.0 1444 £18.0 128.0 £ 16.8 139.6 £24.9 136.0 = 15.2
ALAT(U/L) 436 =74 41.8 £12.9 392 £75 442 £ 6.5 30.8 £ 184 31.0 £ 155
v GT(U/L) 1.0 £0.0 1.0 £0.0 1.0 £0.0 1.0 £0.0 1.0 £0.0 1.0 £0.0
ALP(U/L) 238.0 £ 45.7 181.2 £373 220.0 = 67.9 207.4 £ 583 129.8 £19.2 145.6 £ 20.4
Total bilirubin(mg/dL) 0.00 £ 0.00 0.02 £ 0.04 0.00 £ 0.00 0.08 £ 0.04* 0.06 £ 0.05 0.02 £ 0.04
Urea nitrogen(mg/dL) 22.30 £5.49 20.12 £ 2.80 20.64 *2.46 19.08 £ 2.30 16.14 £ 4.02 15.88 £0.76
Creatinine(mg/dL) 0.34 £ 0.05 0.32 £ 0.04 0.36 £ 0.05 0.30 £ 0.00 0.36 £ 0.09 0.30 £ 0.00
Glucose(mg/dL) 124.0 £ 3.8 1140 £7.5 118.0 £ 7.1 119.8 £9.6 128.0 £ 8.4 1372 £11.6
Total chol.(mg/dL) 72.6 £152 71.6 £15.0 69.8 £ 124 922 £14.7 67.2 £10.1 91.0 £ 19.6*
Triglyceride(mg/dL) 744 £392 44,0 £29.5 35.6 £15.0 62.8 £30.0 16.0 £43 212 £93
Total protein(g/dL) 6.92 £ 0.36 7.18 £ 0.31 7.18 £0.24 7.40 £0.19 7.02 £ 0.50 7.34 £ 0.62
Albumin(g/dL) 3.08 £0.22 3.14 £0.11 3.14 £ 0.09 3.30 £0.14 3.34 £0.34 3.34 £0.32
A/G ratio 0.800 £ 0.041  0.774 £0.060 0.776 £ 0.018  0.794 £ 0.036 0.922 £ 0.061 0.842 £ 0.056
Calcium(mg/dL) 11.14 £0.49 10.64 £ 0.21 11.18 £0.39 11.40 £0.42 10.32 £ 0.34 10.32 £ 0.34
Inorganic phos.(mg/dL) 9.34 £1.20 9.90 £ 043 10.04 £0.53 9.54 £ 0.51 7.64 £ 0.51 7.16 £0.78
Na(mmol/L) 146.8 = 1.8 147.0 £2.5 148.0 £ 1.6 1462 £ 1.6 147.6 £ 19 147.8 £0.8
K(mmol/L) 4.12 £0.36 4.62 £0.19 4.50 £0.34 4.54 £0.29 4.12 £0.08 4.14 £0.36
Cl(mmol/L) 103.2 £2.2 102.8 £2.9 103.2 £ 1.6 102.6 £ 2.1 106.8 £ 1.3 107.0 £ 1.4

Values are expressed as Mean = S.D.
Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01



Table 3~ Absolute and relative organ weights in rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined repeated

dose and reproductive/developmental toxicity screening test

Administration period Recovery period
Sex Dose level(mg/kg) 0 40 200 1000 0 1000
Male
Number of animals 5 5 5 5 5 5
Final body weight(g) ~ 459.6 *+ 31.7(7)” 441.4 +283(12) 4584 +£295(12) 4533 +26.7(7) 517.4 £ 46.0 470.8 £21.5
Absolute organ weight
Brain(g) 2.098 *0.108 2.114 £ 0.054 2.062 £ 0.074 2.160 £ 0.081 2.108 £0.124 2.166 * 0.055
Thymus(mg) 291.4 £ 36.7 304.8 £ 104.8 350.6 £ 19.6 330.0 £ 79.1 362.4 £ 96.5 341.8 £128.3
Heart(g) 1.462 £ 0.107 1.548 +0.345 1.386 £ 0.136 1.456 + 0.200 1.540 £ 0.165 1.642 £ 0.174
Liver(g) 11.150 +1.323 11.188 * 0.857 12.324 £ 1.701 12.876 £ 1.117 13.142 £ 1.751  11.634 £ 0.676
Spleen(g) 0.806 * 0.092 0.764 £ 0.132 0.732 £ 0.073 0.810 £ 0.142 0.808 * 0.105 0.810 £ 0.097
Kidneys(g) 3.150 £ 0.240 3.068 £0.216 3.038 * 0.141 3.256 £ 0.187 3.334 £0.230 3.326 £0.138
Adrenals(mg) 69.70 £ 13.40 64.82 £5.47 69.42 £7.07 77.04 £ 14.62 67.58 £ 10.93 59.32 £ 9.67
Testes(g) 3.354 £0.178(7) 3.410 £ 0.414(12) 3.358 +0.348(12) 3.506 * 0.576(7) 3.478 £ 0.104 3.390 £0.119
Epididymides(g) 1.356 £ 0.106(7) 1.283 *0.190(12) 1.289 +0.110(12) 1.324 * 0.173(7) 1.354 £ 0.099 1.508 + 0.147

Relative organ weight

Brain(g%) 0.464 £ 0.040 0.476 * 0.041 0.458 £ 0.046 0.482 £0.018 0.410 £ 0.037 0.462 £ 0.027*
Thymus(mg%) 64.70 £9.53 68.04 £21.82 77.46 £ 538 73.98 £ 20.69 69.40 £ 13.80 72.62 £ 26.86
Heart(g%) 0.326 £0.032 0.344 £ 0.050 0.306 £ 0.033 0.322 £ 0.031 0.296 £ 0.032 0.346 £ 0.029*
Liver(g%) 2.456 £0.101 2.520 £0.196 2.706 * 0.164* 2.858 £ 0.129%* 2.536 £0.182 2.470 £0.104
Spleen(g%) 0.180 £0.019 0.172 £ 0.033 0.162 £0.022 0.178 £0.022 0.158 £0.016 0.170 £0.014
Kidneys(g%) 0.698 * 0.032 0.690 £ 0.029 0.670 £ 0.059 0.724 £ 0.021 0.646 £ 0.039 0.704 £ 0.029*
Adrenals(mg%) 15.32 £1.90 14.60 £ 1.19 15.44 £2.36 17.06 £ 2.65 13.02 £ 1.55 12.58 £1.79
Testes(g%) 0.730 £0.040(7) 0.773 £0.092(12) 0.733 £0.061(12) 0.774 = 0.121(7) 0.676 £ 0.062 0.722 £0.039
Epididymides(g%) 0.296 £0.014(7) 0.291 £0.039(12) 0.283 £0.017(12) 0.293 % 0.034(7) 0.264 £ 0.025 0.320 £ 0.027**
Female

Number of animals 5 5 5 5 5 5

Final body weight(g) ~ 333.0 £ 10.9 3280 £ 154 3172 £12.5 324.8 £19.7 2922 £21.7 297.6 £26.4

Absolute organ weight
Brain(g) 2.000 £ 0.103 2.004 £ 0.095 1.958 £ 0.051 2.024 £ 0.062 1.934 £ 0.106 2.016 £ 0.047
Thymus(mg) 310.6 £79.2 400.8 *+ 136.7 3202 £72.1 309.8 £554 332.6 £40.7 339.0 £90.2
Heart(g) 1.108 £ 0.075 1.124 £ 0.105 1.058 * 0.083 1.116 £ 0.081 1.036 £ 0.128 0.998 £0.110
Liver(g) 11.350 £ 1.185 11.284 £0.714 10.962 % 0.683 13.122 £ 1.248* 7.610 £ 0.820 8.236 £ 0.981
Spleen(g) 0.742 £ 0.075 0.948 £ 0.241 0.772 £0.034 0.938 £ 0.251 0.576 £0.109 0.620 £ 0.103
Kidneys(g) 2272 £0.132 2.250 £0.250 2.152 £0.164 2.498 £0.416 1.884 £ 0.217 2.020 £ 0.253
Adrenals(mg) 84.14 £10.85 85.50 £10.32 80.14 £ 4.21 84.44 £13.15 79.50 £ 14.55 75.80 £9.02

Relative organ weight
Brain(g%) 0.600 £ 0.019 0.612 £ 0.040 0.618 £ 0.020 0.626 £ 0.050 0.662 £ 0.033 0.684 £ 0.067
Thymus(mg%) 92.88 £ 20.80 120.96 £ 35.76 100.84 £ 21.34 95.92 £20.26 114.52 £17.24  113.98 £29.95
Heart(g%) 0.332 £0.015 0.344 £ 0.038 0.332 £0.020 0.342 £0.018 0.354 £0.032 0.338 £ 0.040
Liver(g%) 3.404 £ 0.260 3.444 £0.244 3.458 £0.218 4.036 * 0.200%* 2.600 * 0.148 2768 £ 0.220
Spleen(g%) 0.222 £0.024 0.294 £ 0.085 0.244 £0.011 0.288 £ 0.061 0.198 £ 0.043 0.208 £ 0.037
Kidneys(g%) 0.682 £ 0.036 0.688 £ 0.079 0.678 £ 0.028 0.766 £ 0.100 0.642 £ 0.036 0.676 £ 0.062
Adrenals(mg%) 25.34 £3.49 26.20 £3.92 2532 £ 1.86 25.92 £2.88 25.86 £ 3.61 25.62 £3.59

a) Number of animals examied.
Values are expressed as Mean + S.D.
Significantly different from 0 mg/kg group; * p <0.05, ** p<0.01



Table4  Histopathological findings in rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined
repeated dose and reproductive/developmental toxicity screening test

Sex Administration period Recovery period
Organ Dose level (mg/kg) 0 40 200 1000 0 1000
Finding Number of animals 7 12 12 7 5 5
Male (Grade)
Heart <5> <0> <0> <5> <0> <0>
Degeneration, myocardium, focal 1+ 1 1
Lymph node, mandibular <5> <0> <0> <5> <0> <0>
Lymph node, mesenteric <5> <0> <0> <5> <0> <0>
Thymus <5> <0> <0> <5> <0> <0>
Spleen <5> <0> <0> <5> <0> <0>
Bone marrow, femur <5> <0> <0> <5> <0> <0>
Trachea <5> <0> <0> <5> <0> <0>
Lung (and bronchus) <5> <0> <0> <5> <0> <0>
Stomach <5> <0> <0> <5> <0> <0>
Cyst, glandular stomach 1+ 1 0
Epidermal cyst, forestomach 1+ 1 0
Small intestine, duodenum <5> <0> <0> <5> <0> <0>
Small intestine, jejunum <5> <0> <0> <5> <0> <0>
Small intestine, ileum <5> <0> <0> <5> <0> <0>
Large intestine, cecum <5> <0> <0> <5> <0> <1>
Erosion,mucosa 2+ 0 0 1
Large intestine, colon <5> <0> <0> <5> <0> <0>
Large intestine, rectum <5> <0> <0> <5> <0> <0>
Liver <5> <0> <0> <5> <0> <0>
Fatty change, hepatocyte, focal 1+ 0 1
Microgranuloma 1+ 2 1
Kidney <5> <0> <0> <5> <0> <0>
Basophilic tubule 1+ 3 1
Cell infiltration, lymphocyte, interstitium 1+ 1 0
Cyst, cortex 1+ 1 0
Mineralization, medulla 1+ 1 2

<> : Number of animals examined.
Grade; 1+ : Minimal, 2+ : Mild, 3+ : Moderate, 4+ : Severe,
Significantly different from 0 mg/kg group; * p <0.05, ** p <0.01



Table 4 ( Continued )

Sex Administration period Recovery period
Organ Dose level (mg/kg) 0 40 200 1000 0 1000
Finding Number of animals 7 12 12 7 5 5
Male (Grade)
Urinary bladder <5> <0> <0> <5> <0> <0>
Testis <5> <0> <0> <5> <0> <0>
Epididymis <5> <0> <0> <5> <0> <0>
Seminal vesicle <5> <0> <0> <5> <0> <0>
Prostate <5> <0> <0> <5> <0> <0>
Cell infiltration, lymphocyte, interstitium 1+ 4 2
Coagulating gland <5> <0> <0> <5> <0> <0>
Pituitary <5> <0> <0> <5> <0> <0>
Thyroid <5> <0> <0> <5> <0> <0>
Ectopic thymic tissue 1+ 0 1
Ultimobrancheal remnant 1+ 2 4
Parathyroid <5> <0> <0> <5> <0> <0>
Adrenal <5> <0> <0> <5> <0> <0>
Brain <5> <0> <0> <5> <0> <0>
Spinal cord <5> <0> <0> <5> <0> <0>
Sciatic nerve <5> <0> <0> <5> <0> <0>

<> : Number of animals examined.

Grade; 1+ : Minimal, 2+ : Mild, 3+ : Moderate, 4+ : Severe,



Table 4 ( Continued )

Sex Administration period Recovery period Non-pregnant
Organ Dose level (mg/kg) 0 40 200 1000 0 1000 0 200
Finding Number of animals 11 11 11 11 5 5 1 1
Female (Grade)
Heart <5> <0> <0> <5> <0> <0> <0> <0>
Lymph node, mandibular <5> <0> <0> <5> <0> <0> <0> <0>
Lymph node, mesenteric <5> <0> <0> <5> <0> <0> <0> <0>
Thymus <5> <0> <0> <5> <0> <0> <0> <0>
Spleen <5> <5> <5> <5> <5> <5> <0> <0>
Increase, extramedullary hematopoiesis,erythrocytic 1+ 0 0 0 2 0 0
2+ 0 1 0 0 0 0
Bone marrow, femur <5> <0> <0> <5> <0> <0> <0> <0>
Trachea <5> <0> <0> <5> <0> <0> <0> <0>
Lung (and bronchus) <5> <0> <0> <5> <0> <0> <0> <0>
Stomach <5> <0> <0> <5> <0> <0> <0> <0>
Small intestine, duodenum <5> <0> <0> <5> <0> <0> <0> <0>
Small intestine, jejunum <5> <0> <0> <5> <0> <0> <0> <0>
Small intestine, ileum <5> <0> <0> <5> <0> <0> <0> <0>
Large intestine, cecum <5> <0> <0> <5> <0> <0> <0> <0>
Large intestine, colon <5> <0> <0> <5> <0> <0> <0> <0>
Large intestine, rectum <5> <0> <0> <5> <0> <0> <0> <0>
Liver <5> <5> <5> <5> <5> <5> <0> <0>
Extramedullary hematopoiesis, erythrocytic 1+ 0 1 0 1 0 0
Hypertrophy, hepatocyte, centrilobular 1+ 0 0 0 4 0 0
Microgranuloma 1+ 0 2 1 1 1 1
Necrosis, hepatocyte, focal 1+ 0 0 0 2 0 0
Kidney <5> <0> <0> <5> <0> <0> <0> <0>
Basophilic tubule 1+ 0 3
Cyst, medulla 1+ 0 1
Degeneration/necrosis, tubular epithelium 1+ 1 2
Mineralization, medulla 1+ 2 0
Urinary bladder <5> <0> <0> <5> <0> <0> <0> <0>
Ovary <5> <0> <0> <6> <0> <0> <1> <1>
Cyst, bursa 1+ 0 1 0 0
Uterus <5> <0> <0> <5> <0> <0> <0> <0>
Pigment deposition, endometrium 1+ 0 1
Vagina <5> <0> <0> <5> <0> <0> <0> <0>
Pituitary <5> <0> <0> <5> <0> <0> <0> <0>
Thyroid <5> <0> <0> <5> <0> <0> <0> <0>
Ectopic thymic tissue 1+ 1 0
Ultimobrancheal remnant 1+ 1 3

<>: Number of animals examined.
Grade; 1+ : Minimal, 2+ : Mild, 3+ : Moderate, 4+ : Severe,
Significantly different from 0 mg/kg group; *p <0.05, ** p<0.01



Table 4 ( Continued )

Sex Administration period Recovery period Non-pregnant

Organ Dose level (mg/kg) 0 40 200 1000 0 1000 0 200
Finding Number of animals 11 11 11 11 5 5 1 1

Female (Grade)
Parathyroid <5> <0> <0> <5> <0> <0> <0> <0>
Adrenal <5> <0> <0> <5> <0> <0> <0> <0>
Brain <5> <0> <0> <5> <0> <0> <0> <0>
Spinal cord <5> <0> <0> <5> <0> <0> <0> <0>
Sciatic nerve <5> <0> <0> <5> <0> <0> <0> <0>

<> : Number of animals examined.
Grade; 1+ : Minimal, 2+ : Mild, 3+ : Moderate, 4+ : Severe,
Significantly different from 0 mg/kg group; *p <0.05, ** p<0.01



Table 5 Fertility and pregnancy data in rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the

combined repeated dose and reproductive/developmental toxicity screening test

Administration period

Dose level(mg/kg) 0 40 200 1000
Number of pairs examined 12 12 12 12
Estrous cycle 4.00 £ 0.00 4.00 £ 0.00 4.00 £ 0.00 4.00 £ 0.00
Irregular estrous cycle 0/12 0/12 0/12 0/12
Number of pairs with successful mating 12 12 12 11
Mating index (%) " 100.0 100.0 100.0 91.7
Number of pregnant females 11 12 11 11
Fertility index (%) 91.7 100.0 91.7 100.0
Pairing days until mating 40 £ 29 34 £36 23 £ 1.0 29 £09
Number of estrous stages without mating 0.0 £ 0.0 0.1 £0.3 0.0 £ 0.0 0.0 £ 0.0

a) Mating index (%) = (Number of pairs with successful mating/number of pairs examined)> 100
b) Fertility index (%) = (Number of pregnant animals/number of pairs with successful mating)x100
Values are expressed as Mean = S.D.



Table 6  Delivery and litter data in rats treated orally with Hydrazine, 1,2-bis(2-chlorophenyl)- in the combined
repeated dose and reproductive/developmental toxicity screening test

Administration period

Dose level(mg/kg) 0 40 200 1000
Number of females examined 11 11 11 11
Number of females with live pups 11 11 11 11
Gestation index (%) & 100.0 100.0 100.0 100.0
Gestation length (days) 225 £0.5 222 £ 04 223 £ 0.5 224 0.5
Number of corpora lutea 18.0 £ 23 182 £ 122 18.1 £ 1.8 18.0 £ 1.9
Number of implantation sites 164 £ 2.0 17.4 £ 2.1 16.6 £ 2.6 174 £ 1.5
Implantation index (%) * 91.12 + 5.39 95.55 £ 3.28 91.49 + 9.85 96.68 * 3.54*
Delivery index (%)° 93.95 * 4.56 95.75 * 6.23 96.31 * 3.84 93.73 + 4.88
Number of pups delivered 154 £ 2.0 16.6 = 24 16.0 £ 2.5 163 £ 1.6
Number of live pups on day 0 152 £ 2.1 165 £ 23 158 £ 24 16.1 £ 1.3
Number of live pups on day 4 146 = 1.7 159 £ 22 158 £ 24 159 = 14
Live birth index (%) ¢ 98.75 £ 2.79 99.05 * 3.17 98.98 * 2.27 99.01 + 2.21
Viability index on day 4 (%) © 96.76 * 4.98 96.87 £ 6.05 100.00 £ 0.00 98.82 * 2.64
Sex ratio of total number 0.47(79/169) 0.52(96/183) 0.53(93/176) 0.53(95/179)

of offspring at birth (M/Total)
Sex ratio of total number of live 0.47(78/167) 0.52(95/181) 0.53(93/174) 0.53(93/177)
offspring at birth (M/Total)
Sex ratio of total number of live 0.47(75/161) 0.53(92/175) 0.53(93/174) 0.53(92/175)
offspring on day 4 (M/Total)
Sex ratio of total number of offspring 0.470 £ 0.136 0.524 £ 0.161 0.529 =+ 0.121 0.522 £ 0.171
at birth (M/Total, litter)
Sex ratio of total number of live 0.469 * 0.132 0.525 * 0.162 0.535 £ 0.120 0.519 £ 0.166
offspring at birth (M/Total, litter )
Sex ratio of total number of live 0.471 * 0.137 0.523 * 0.157 0.535 £ 0.120 0.516 £ 0.175
offspring on day 4 (M/Total, litter )
Body weight of pups (g)
onday 0 male 7.0 £ 0.7 6.5 £ 0.7 69 £ 0.7 6.8 £ 03
female 6.6 £ 0.7 6.1 £0.7 6.5 £ 0.8 6.5 £ 03
onday 4 male 1.1 £ 14 103 £ 14 109 £ 1.7 10.1 £ 09
female 10.6 £ 1.3 97 £ 14 102 £ 1.6 9.0 £ 1.0

a) Gestation index (%) = (Number of females with live pups/number of pregnant females)x100
b) Implantation index (%) = (Number of implantation sites/number of corpora lutea)x100

¢) Delivery index (%) = (Number of pups delivered/number of implantation sites)x100

d) Live birth index (%) = (Number of live pups on day 0/number of pups delivered)x100

e) Viability index (%) = (Number of live pups on day 4/number of live pups on day 0)x100
Values are expressed as Mean+S.D.

Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01



