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4. EH

47 a~nFEU12-DHNVRUVBE ZQ2-TFNAA~F IO 0 (HRE: a— ) .
30, 100 %1} 300 mg/kg % . Sprague-Dawley 5& SPF T v b @, HEIZIXAEIAT 14 B I
MAAEHMEZE L CHRMAE T (42 B . MEICIXATERT 14 B RIS 2 ZRH
MEOERGIMEZE L TR 4 BET (1-46 B MERORE L, REE5EE
ROEFEREBELRET L, EiZ, 0 X1 300 mg/kg #ESHO—HOBMIZOVT
X, MEREL BT 42 HREERE Liztk, 14 BEIOKRERR 2T, EHELomifits
BEt L7z,

41 REERSEH

—fRIREE, MR —RREOBE, MEERE, BHRIE, BREHEOHE., FKE,
R, RHRE. MEbLERE, PR EY (TSH, T3 RO T4) BEROEHR T
i3, HBRMEREOREBRIBD LN o T,

MRFRE T, RESYEKTERECHED 300 mgkg REFHTCHMBEKE, VN
BRI, FHEREROCRRIFRARBOEEIRD b,

BREEETIE., BB TRREICHERED 300 me/ke 5B CHIRIC, #CER
WEERRD N,

FEERE Tk, BRI/ NERUMEF SRR R A 300 mg/kg & 5-BE DHE,
100 & T* 300 mg/kg B EREDMEIC A BT,

MRZEHRE., BEEERFEABRERE CAONEZELE, WTFRbHREICLY
BEEHAVIEB L b, WInb Ao ELEE L NI,

42 HEERLEEME

A, RBEEFTRRELLAH, RBE, BEERUCZBRRIIIERVERS O
BIIROohRerod, Bio, HER, MIRYM. BEK. FXRER. BRE, LE
RE, HEREROCHAERCHERDEREOEEIRD O, BALBBRPORER
BICLEFEIRD NPT,

AR TR, HAEROARBIZE, HAERRKROAEYR 4 HOMBEEL I, £%
4 BEFRRUOEHIRETRICEBRYEREIC X 2BEITTD ORI o7,

INOORERND, ARBREGTIZBWT, AEBRWE OMESYICK T 5 RER
SRMIIHNTIEREERVCESHERIX, BT E HI2 100 mgkg, HETIZE HIT30
mg/kg, HEHEREY L REMICB T 24AREREERHICHTIEEEBERVESEEIX
WD 300 mg/kg LB & HIBT LT,
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5 #

BEAEFBEEERLFEETEFEVELREMNREOEICLY, 437 u~F
FBUA2-DINKRVBERQ-ZFANF DTy hERWERAREIZLZRE
BEBE - EMEBEBEFEHRREEBELZOT, ZOREERET 5.
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6. FHEBMHRUAE

6.1 WERMEKRUEME

6.1.1 wHEBYE

4- 7 a~F 1 2-UHNVERVBE AQ-=F ~F AT
UTOFEHRE EHICEALE, £/, RBRRBIICHRARIR AR FLOREID
X VPR INTE (RBRES . A-2294, BRAER D

22y

BLERA T
CAS &5
BHRATERE S
HER UL RMER

7K
HTE
R8BI Bk
iD=

ME (GO)
Nt
LLE (20/20)
JEHTE n20/D
AFE
RAFEFIE

RIEGET

BHRWEOREE

4-2 7 ~FE L A2-TUHNVE VB ERQ-F

)

Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
2915-49-3
3-2437

a CH,CH,

EIC—(}CHiCH—(CHQTJCH3
ﬁ—OCHé?H—(CH2)3CH3
0 CH,CH,

CosHgnO4 -

394.59

T & AP BRAFRIRKE
202°C

99.0%
B

0.9673

1.4652

1500 g (500 g ; 3 4&)

OHEET (RRERTE L CIBREN (FFAME @ 1~10°C, E
AME : 3~7°C) R EFLZ]

HBAG T EATkBR H R FE R OB 2 IR 70 4 PERRER
W RS E
ERESD|IRE+53I21T, v R 7 | (REIRSE, R
FREOBUILFRERELZEZA L, BBEOEMER S,
ABTORK, A3—7, SEYMOER 22T 5,
B HFEWRIZ, FBEEZRED., IBPVETD,
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ZEM BEHMBKE TRIBRASHER Y VY —F o ¥ B
BHEFTICB N T, BRERDE DORARIRA 7 |k
NERER LR, EREBANCHER LSRR
M EIEERKTH Y REMICHBEIL ehoTe, (R
HE#2) .

HREONHE : WY 5 g ZREREE U CHBUESERT D& EHR
FHRIRT Lz, BRBR OO THROBRE
T RTINS Lz,

6.1.2 YRR

ZFR : o

EE : MM T B A4

ay &R : CDE2386

RIEFEFE : =R

RAEEGET : HESGHTIOATSS 2 BF ol 4 BRI E AR =

2B, BEERIZOWTIE, ARBRITESL - CER LI ERE D EREMNEERY T —
a VEOEENERR GRBREE  A-2259) ZBWT, a— P TCoORBRMEDRE
MICRIFRERENEONTVWAZ LD, a— lEBIR LA,

6.2 BEROAHURUVRESZE

6.2.1 MEHIEEBROFER

HREFANY BOWBRYE 2RV I ANCBEEER L LT, REEORELHE
BH T AR, B LET SNV ERR LA OSEL, BECHERTETHRIKE
EARICRTE L,

6.2.2 HERBEOR AR VRE

E— I —ICHEEDOH SBIOEEZER LS, T BEZ LICLEROERY
BE2HFAVY U THRY, ERBRIZHEELL, BRLTEAS L., Z2ICBEMRLEZ L
EHRE. ARVI UF—ZBTEEDIC, U= —2 P EOBETHER ., 20
BOARALY U F—TMAT, BIZEEE ARV ) U —ICMATHRERIZART v
TL., FTEOCRERZRAM L, AREIREKR7ESZ—H L CTiTVv., AL -HRBRIK
ITBET T ABIZANTHET (GBRERN. 3FAHE : 1~10°C, EHE : 4~10°C) IZRF
L. BEMOER S N-HHEN TREICER L, BRI Y HIZERUIA— 13—
H ANV SETEALS Lz,

6.2.3 HEREDOREMS
AYERHE D 1.00 BT 200 mg/mL IEK (A& . o— ) 1%, BEaY 7 A AR
mAET (IWBEN., FFAME : 1~10°C) T8 B, ZOHEIET 24 BREELETHDIZ &
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PHERREHLRY VI —F e 4 —THRINL TV D (RRESA2259, RAEH 3),

6.2.4 BER A D IRERER

BE1BEELEGED2E, BREICAVIEBEOWRIK (FEBE 10mLx1A) (T
ONWT, BEIERTIINHEREHER Y VY —F o & —HBIEHFFERT C HPLC ¥
KROVBRERBEZER L, ZOER, FRERICBT2RAMAIXT 5 HEBRWE D
FEIX 1022~106.0%TH YV, WTHLHFARGHAN (BE : ZRHEICHTHEE ;
100.0£10.0%) Tdh -7 (BfTEHR 4. 5) . DHIEOHEEEZ L TILRT,

[T 0 SAZ HEW E )
wHRME D— %%ﬁ@%gkbfﬁ%bto
B : 4-2 7 BAF RN 2-VHNVE B E RQ-TF U
X V)
oy FES : AX01
REFITIE : WIERT (GEEET L LCRBEN GFAHE @ 1~10°C, #
HIE : 2~8°C) 1TRTF]
REFGAT : HERE A TERME R EER N E MR EDE R
2%
[RE]
REA Sk A—J—
TE /)= (99.5) (AT, =&/ —L LK) | ARBEHEEK FOYERSE T 2 ANES%E
AR ) —v HPLC B Thermo Fisher Scientific, Inc.
TEhr=rI HPLC BB Thermo Fisher Scientific, Inc.
Rk Milli-Q K&EL R 7 A
[ A #=s]
1) HPLC A7 A
BERA A UHEIK A= —
HPLC 2690 XL —Trg EY oL
B 2487 F = 7 L A UV/VIS B 88 Waters Corporation
7 — Z AR N e A R A R e e
2) XRFF
Harsa R UE AT
S¥H EMET X AE240 Mettler-Toledo AG
3) FOfoER
Baea R OER A—=h—
Milli-Q A##E L X5 A Milli-Q Advantage A10 Millipore Corporation

[HPLC BE8#8 (7 b= b UL Rk (85/15. viv) ] DFRE
T h=bU® 2550 mL &ERIAKD 450 mL #RE L7, AIFRIZHBA LY 8

17
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BLUARNICHER L.

[(EREEREOTAR]

EEMED 0.5000g 2FEL, =4/ —V2MiZTE2£E25mL & UTEERKEZA
BRI U7 GGRSLEE : 20.0 mg/mL) , Z OEMEFIKD 0.5 mL 2 EREICERL, =%
J—NEMZTEE 10 mL & UTEBRERANEE HRER L (FRRRE : 1000
pg/ml) , FIZZOEHERFRED 0.5 mL ZIEREICERL, =% /-2 N2 T2E
50mL & UCHEHERE S AR L FIREE : 10.0 pg/mL) .

[ 2 SEREE D FRRY
FRERBE n=1 TERICER L, U T ORI > TAEZRHE 2 R L7,
TR 2RAER
R TRARIE ERE pgm
RE R ARE
/mL z
@) oy Gy SRR oD
6 0.5 50 5 30 600
20 0.5 50 0.5 10 2000
60 0.5 50 0.5 30 6000

FREE =& ) —n

[HPLC #I7E 4]
T A : L-column ODS (5 pm, 2.1 mm id. x 150 mm,
— M I L A REARAT e AE)
H T MNEBMERERE
: 40°C
#ZEhte : A; TR NI ARERIK (85/15, viv)
B; A& /)—N
VAAVEWAY s
ﬁﬁ o) oA Ha
0 100 0 —
10 0 100 11
55 100 0 11
85 100 0 11
YL : 0.6 mL/min
= H : UV (BIEHEE 190 nm)
=77 —RERE
: 4°C
AEHEAR 10 pL

18
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EANEFF
EAERF | BABRK EANA
1 3 EREEIR (VAT LEAER)
2 3 ERERE (EER)
3 1 B E FRFEE (6 mg/mL)
4 1 BEEARE (20 mg/mL)
5 1 HEERFE (60 mg/mL)
RBVEERBER OCRERRFEOREIT 48 BERLIAICERE L
T (NYF—va BB T, A= I 7 —RIcBiT 5 48
HMRTFEE TOREEPERINTWS) |
[ AT A@EEHE]

T2 BRI AR M S 3 ERERRTEA L, 457 Bakb L1 2- DR VB E A
Q- FAAF VN OREER O Y — 7 BROERMEE R Lz, HE R RS
FERIR OFE— 7 B ORISR SUUT & Lis, TOME, REMMRUL—
7 TR OBIHEREREL 19%U T Th Y, HEEEREITRETHT I LDD,
HE DL RER S e,

[BIERBIR 4-2 27 0~F R 12-PHINVERUVBERQ-ZFA~FVL)BECE
Hil

BREERY 3 BEALT 4-27 a1 2-Uh VR VB ERQ-ZF ~F Y
INDOE—7 HEOFHE (Qs) ZRD7-, WICHEERREIL 1 BRIEL T 4-v7
OAFE-12-VINKR VB EAQ-ZFANF U A)DOE— 7 HEE (Q) 2KRD, L
TORIZEVHERBFO 4-2 7 oA 12-UHNLRUVBERQ-TFA~FY
INYREEZRD, RREICHT 2846 (%) 2EHLE,

BIERED 4-2 7 g~ ~FEL-12-HA KRB Qt

B R Q- F L~F )V BE (mg/mL) = T0s A F X TTogo
Qt HEEHRBO 4T g~ B 1 2-DHARBERQ-F AT IA)DE— T BFE
Qs EBERD 4- 7 T e U 2-UI VR VB E ZAQ-mFAANF VYD ER Y — 7 TR
A EBRD 4- 7 0 ~F B 1 2-DHIARVBEE RQ-ZFA~FVA)BE (ug/mL)

F : R

6.3 HREEBNERUREHORREH

BHRBEN A FTA 0L D T o EE AV ERBABREL SATHN5E Ehb
Ty bEBRL, 72, ZORBRIERHINEZRZHO T v Mi—EEERAR, £H%
EZERBICE AV DR, 2o, TORERLMLhTHY, HREHSEET
HHTEMHBIR LT,

6.4 REREMY
Sprague-Dawley & SPF 7 v b [Cr:CD(SD). BAF ¥ —/L R » J N—HFXotk, B

19
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AREFAEF L Z—) O 62 IER UM 83 ILE2 ZhFh §BE CAFE L, AfAZHIL
1A LEELT, 3AMOBRENMEZET 19 BROBILAT 21To, ZOM. — &
WEOBEK (1E/H) | AEHNE @E1, 3, 8, BRWCI9ADSE) | FMe—K
WHEOBE Bk 14 BiZ 1 [E) RURESHRE B4 25 1780 14 BRED) 2EB L,
ZTNHDOFEREZEIC, HEABREOH 26 (FEES 709 RN 755) &kE. —&R
B, FEM2—RREBEROCHEAMICENERRER 2 KREEMD REFHE 48 LR T
HE 68 lB& N FHBR L, 10 B TRECHERLEZ, 2B, Ao WL, B
e REH, BEY. BEBRYROCRBHRLEBICSEL, Thb0F#H» 4~508
TERBYBEINRWEAEHABIRE L L, BIIRE - BLHIEF o ERM
B (REVEOFEE~FESTIROKER) [Tk V@Y%, BoTNE REBEBORIR)
DHEIZLVIFEREHELEDEHOLHEEN CE AL THEL 25 L 5 BHITET
Tz, EEOEMFITIIay Ea—F AN ET 0y 7EBEEROCEESHEOHEAS
fht (Toy/EBECLERBEERL., RRERCENOBEEERS ZEESIC
BETE) TiToTo, B5BAMBRFOFERFHIIME T 356~419g (EHEE :382g) .
ML 219~268 g (FIEE : 235g) Thoto, BOTLLBRIASHE=BMO O b, HE
14 JT & MR AR E OME 2 VS35 B ICRBR LA L, BIEEELEICBE L
Teo B2 O 13 ILITEAESM & U CHEERTE Lic, 2B, #RfAT L BLEDHY
DL, RBRECHCR FICL Y RESTREHFESWZWEIMDIEIRD b, TEIC
AWwiinolied, REKTRIZERNOEA L., BIMERELEFICBE L.

E) : REREEZFICE, BRI 60 LR O 80 ILTHh - 7225, EERIZIHE 62 P& UM 83
EBRMA ST,

6.5 fAEEH

B3, JREE 23+3°C (SEJIME : 22~25°C) | MXHBEE 50+20% (SEHNE : 38~68%) .
¥R EEL 10~15 [El/h, FREA 12 B8[8/H  (07:00~19:00) DOEMfAE=E (FRBE=EES : 904
BE) T Iy MREBRE Yy —T (W254xD350xHI70 mm : V— Fx o P=7U
VIR E) WERC, RESIIMEES 1 LoF 2 BEIRAE L, BB, iR 17
EnLELABETIE B (FUA F7L—27 : BEF v —/L R« J A=K EH)
EANTETTAF v Bl g r—2 (W340xD400xH185 mm : HAZ L7 ERREH)
W2 1 EEALCINE Uiz, SEHT NMF BEE (BSEBEE. ) = 2 VERTERK
£, vy FES 100210, 100309, 100415, 100518, 100611) % R 7 L ABGEE
FICE D BEEICER S W7, SOBKIEIAEAR (BT EKEK : BEFR/KEERER)
ZEBEICEREIE, EL, 77RXF v rBozar—UZNE L TW S EEGEK
WEMER Lz, AR KRBT ORAMESICE L Q. #REABO I b—a v (2
v FEF 1 100415) IZOWTEHAEREMGITE L Z— T, fiay MZO2WTIE,
Eurofins Scientific Analytice THft L 7= D E£E ZNENAF L, KBUTHOWTHE,
Eurofins Scientific Analytice CE#IK (€ 6 E) 1M L - o REAF LIz, &k
KIZOWTIL, KERBICERLEAKEOSIEZ/HE AT v o7 k&t (Bf4 - H

20
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EHMBIY L 5 —HRASH) CEMK (E4E) CHEBL. BREATLE, Ih
BOF—FIT Kk, SRAROHRETT ORADE S RERRICHEE 5% 5 ThE
MOROT LR L, SHFBREBEOT LERE L,

6.6 EDEA

g O BRI AR BV T BAZ (3 - 1~62. B : 678~760) &7 TiT-
Teo BEITRIL, AR OERESETE (RHREE, B, PRUCBEREROIE) I 4H10%F
FaRDOT T, 2B, 1000 OALIIEE, 100 O (0FZHE, 1 FEZM) . 10& 10
MIZEEES L L, MEr—VIKEEER (B8) JL @S LIty —Y %t
7. RRES. RERK, REE, M, BOES. HIEES. JIRTER (BRUHKE
RECEEDOHE) | KB B (REHOMHRE) RUSE (RESOM) ZHAR L,

6.7 BRERER. BEHARRUVESERKLECICKERME Th S 0ORBIREHR

B EREIX. OECD Guideline for Testing of Chemicals 422 {ZH# U, #& O % 5 %8R
Lie, BEWMIX, BETIT 42 B (ZCECAT 14 BFE, ZRECHIM 14 B, Z20% 14 H
M) . ZKELREOMETIL 41~46 B (TEIAT 14 B, ZRECHIFE R OUERMIEZ&E L T
RILABET) . FETH- -8 (BWES : 1109) IOV Tik 45 B, FEREHE
DHETIT 42 AME Lic, REHMIBREXTEZ 4BBE L, TORKRELL, ®E
FEEIIRER SRR T—RNITOhTWa 1E/E (7EAE) & Lz,

6.8 ®™EHX

BEFIEEZ, THoEEOROKRSIZEL T—RMREHROREL L, RERE
IXS5mL/kgBEE L, Z7VXFUTAEYUTFERWCESHEZ 1 B 1HE, 08:01~11:31
ORICHERBRORE Lz 27 L. BREBIIHHRT CTH - 8ISl T 24555 T,
13:45~14:33 DRICI S Lz, SHREEICIIEHE (2— ) 0ZZREEICESE L, @
I ORERE (FREA : 0.1 mL, /MEE M E2NBREA) X, RAKEOKES
EEICEH L,

6.9 BEERUHEM

5 &I 30, 100 U300 mgkg D3RS L, HEE2RETHOBRE LN 458
WAL Uic, 1 BN OBMEIIRE 21T O REEE & L CAR CHERES 1215, RE
LARWERBRE LTHBRAVCEHAER CHS 10CL Lz, 2, SEHEERVEH
BHICRBIT 2HOHNES 8 BLE, MOMNES 18 FLEDE 5L, Kbk
THUR, REESHE Uiz, BB % Text table 1-1. XU 1-2.1Z7R Lz,

21
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Text table 1-1. B E (I)

HRf | REE | HRREE | B5AE RECEE
(mg/kg) | (mg/mL) | (mL/kg) | 8%k | BHES
B 0 0 5 12 1001~1012 &'
A BE 30 6 5 12 2001~2012
hHER | 100 20 5 12 3001~3012
EAEE | 300 60 3 12 4001~4012 &1

El: HAESSEURD S, RREERTRUE, KESMHE L,

. Text table 1-2. B ()

RBRH | R5E | HBRKRE | REAE B FERRELHE
(mg/kg) | (mg/mL) | (mL/kg) | @ik | BEES | % | 99%ES
SHEREE 0 0 5 12 1101~1112 10 1113~1122 %2
AR 30 6 5 12 2101~2112 — —
hFEEEE | 100 20 5 12 3101~3112 — —
ERER | 300 60 5 12 4101~4112 10 4113~4122 %2

E2: BRNES BBUBROSIL, BRBEKTEUR, (kESWL Lk,

6.10 5 EDHRERM

ARBROBEEIL, LBICEHELZ4-V 7 a~Ftr-12-UANVKRUVBERQ-=F
MAFVDTy AWK 14 BRREROZSEERR (BEERERB) "0
FER (RAEE6) 2B BIZRE L, T72bb, BEEREARR TIX. &HED 1000
mg/kg WEBRIZBVWTHRTHIIALALNT, WThOBMIZ S —RRBIZEERZAD
Nhot, ., FERHDEREHIIBNT, AERVEEEIIXNRE LRZEOH
BERL, MEFERE, LB EFERER IR RICGERDEREOERIIFED LN
BRroTe, —7F., 300 KT 1000 mg/kg B EFHOMECHIBERDOSENRD b,
REBRHBEL T A NVBOBEELEM THH2D, REHMOERICHEVWFIBRERDOS
ENEET SRR B 2 b, LR T, KRB TIL, 300 mgkg 2HHAEL
L. AFALH 3 THRLT 100 R 30 mg/kg 2 FF P R MEAEICRE LT,

6.11 BRRUBREDHZE

RRHOERIZ, REFHBAZRE 1H, BE1H DL 7THEZRE 1B, KKK
B (BE5HMETOER) ZRE 1B, KE1H»H 7B 2KRE 18, XENRMLRZ
EROH, M THZEIL 0B, HER (WAR) ZMEOR (B%O0B) &L,
UTICRTEBIZOWT, ZRThEROHHICBERURELZ EE LT

6.11.1 —RREOEE

EEEICoOVT, BT EE 1E, REHBTIXEH 38 (5. REE
BEOE SR 2 %) | REBIEHIXER LR (FRiYF) | 2 ZhEaR, B&
WREe, &%, TE8RUEEMY LR 0 - RIRBICBT2REOHELZBE L, K.
BE5 2 ELUBEOCEYE RIS TOEMNABERIX, #Flle - RRECBELIKNT
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77,

6.11.2 HAT—RREDEER. BERE. BHARUVEREHEDAE

MR — R OB EITEEEIT OV TITo 72, 5B (BIEARF) i 1E,
T, BROEREEIIBREHE TR ORENR FEE 1 H, QEEMETIRERRS
HEPERE 1 F, REHFEFT. HRBTERCELEFATIIEEIRZE (XREEY
EEIR 1, 7. MRTC20B. SHBEWIIRAL40) KENLENITo T,

HMERE., BEHHERVCERESEOREIX, HTIIHNES 8~12 T, REFFME
THRSRIETEHESREVIEE!, B TIIHAES 18~2FDOFhTh 5Lic
ONTIT o7, BEHMPIEIRERHOM TR 4B (&5 4144 B) T, TOMITE
SHRRTE (568, HEL HIZERE 40 8) 2, KAEHMPRIRERVCESAE
BOMBECAREHMETE (RE2HE, MHEL LHKEI2ZR) KiTo7,

FROBR, RERUVHEICIX., 82 7 v FAIZEE L., BIBE XL THREER
EOBHREFHIR (774 k) LERETITo, 2L, BRESHEOREIZE
LTI, 7940 FEETbkholz, 2B, SR —RRECBERUHEERED
BE - REERIZOWVWT, EEFT—FUNEIR 2T LEFRREEZRA WV TEE L,

H: REHEORENREWEUTICRLE,
B B S

Xt BB B | 1101, 1102, 1105, 1106, 1107
KAERE | 2101, 2105, 2108, 2110, 2111
FRERE | 3101, 3103, 3104, 3111, 3112
EHAERE | 4102, 4104, 4107, 4109, 4111

1) FEHR—REBO#EE

F—UVRBEL LTEREY, K8 BE{TE., FUFoTOBEL LTI —YVhbH0
BROHLBE, #E - KEOWRE, B - 2045w, RERZEH., REBFSIKE, TR
R, BEMRMEE (R, M, B, BAR, BEERR) . ~ NI 7T
LRI, N RY U TREORE, A—7 07— FRBIE L L TEBEKE, K,
BETE. FRITE., H1T. B8, FEW, Xb EX 0 EE, Skt BEER. $ER)
oW CTEE L,

2) HREmE

BEREEG, BERG, SRR, BRES., LKA, EhERKS., &HFERE
ZOWTRELE,

3) EAHE

HREREIZS| &6 &, CPU /' — MODEL-RX-5 (74 at—xn =7 U U 7R
i) AV THIREOCEEOEDEEE L,

4 BREBEOAE

BAHREICS &kE, EREYWHBRESH ¥ —NS-AS01 (HKX&tt=a—o Y
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ATV R)EAVTHEEBRZ BT U, AUERRIL 1 L L 10 SFRR U 0~60
T ORIEEZHER LIz,

6.11.3 RERE

EEFEIZONT, Bk 1, 3, 8, 13XV 19 BICEELXHE L, REFHFOHER VI
RECEEOMEITIRE 1. 4. 8. 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 BRUHIH A
I, REEBITEIRIE 1, 4, 8, 11, 14 BROERBIZ, SEHEOMIRS 1, 4,
8. 11, 15 B CGRRRER#YIIEMBbhOKRE 180) | HIF0, 4, 7, 11, 14, 17Tk
V200, BAORV4 B ICHRBICEKELZHE Lz, 2B, FEOSHBERKIC
RO T PR ENTZBEOFIA 0 B OEERIE (13:19~17:02) Z R . 08:05~11:29
OEICHEEREEZTo7, SR AIIE, ATE2HH 16 BRI %, HXREE
BB 2 2 CTRE S 07:43~08:57 DRENCHIE LTz, ’

6.11.4 EfERE

EEFICHONWT, REHOBER OFEREORETERES 1, 4, 8, 11, 15, 32, 36,
39 RN 42 RIZ, (REEWITEIZIRIE 1, 4, 8, 11 KR 14 BT, RECHOMEIIERE 1,
4, 8, 11 KZW15H, R 1, 4, 7. 11, 14, 17RV20 BT 2 R4 BIZE
FHEZRHEL, MTEOKRERELOEND IEN-Y 0 | HEEEZEH L, #EE
EOREEOREL 08:06~11:38 DEITIT - 7,

6.11.5 [BIRRE

BiEHRE i 2E Ao, BREZERLSER L, REHMF IR O
DEFEFEIZONT, BREFHBEZANOLRENREDONIETTER (Faid) BHREZH
WU, SR L, Bz RENMNHN, REH. BERIROREREHCHEL, B
{EHEFIIERABREOFEL, RRATREHBATIIRBEHNEREBRELE L OREH»
LIRDBEFEHAETORE (HEH) 2R~ REHEPREBERENOBFORELHAN
77

6.11.6 RBL Ak

REARSHRE T %, ZREHEOR UREHOMMESL 1.1 THRERE S, B,
BRERH L WITBEPICEFERBELEbOERBMIL L 27 L, REEMRKEE
0 LERLTREECTICE L BEER N, RA—HEc L 5FREMRITRE 6 A
HTHoT,

24



R-1051

6.11.7 PR VIHBERE

1) BEYOBRE

REOHER I NZHEHIIL2FAB R ST, DHREOREOARLZBEE L,
ST ORER (FE 0 B ORIERUBLE) ik, Fik21 B HEEE 25 B £ TOFH-
6, 1B 2[E (IR 25 B4R 106 E T2 1 [ED) 47V, ERGIE% 0.5 HEM TR
AL, | BEMTEHLE, BB 17TRETIZKRTLTWERS, TOH2EA0E
L7, BMEBRVCEREROLBOFELBER., PBRMSET L-BEMIIRIAL4BET
HAERZHESE, BED, ERRUELSREL LTUHEREZBE L,

S L= B3Rl 5 B oA T, MREBPIIBLERIC. TR CIVREFREIC
Uiz, 28, MBED 14 EWES : 1109) %, FiR 25 HOFRT 10 BE TS
PSR T Lipdrofoizd, =—F VRRERT CEIME., BEREAREIENIC LV KL E
¥, WEREEFRECH L, SEOFELHERLEER, ERVRBDOONRNo727®
REEE R L, HIRMBTOF — & 2T & 0 RS LT,

2) HAEROESE

HAER (% 0R) KHERBRUOEERESH 17, HERIINRREOFES:
BEY L, HHPHELTEELRIE L%, BEBcEE s, HEROERD
BELERABETED 1ETo, 2B, BERERUFECRIIEE L,

A% 4 BICBRERZRE L%, 2f2— 7 VREET CHE L. BEXERTENIC X
BB I EHRETV., AR, B - B2 S0ORE - BROREOFELHA
R, e, HAEROEREIMEFENCHE L, SEEMN CHE-ENICEREEEN L,

E) : EROREPH, BEOAYRLETR. ABODRLRE, BRSLESMOKRE S, B, £
FEDONFG A, MIRBODRARPKE &, NEEROREE, BHBORX, BR. &, X#.
WEEmOE S, Bk, B0k, RERVCELEDAST LV ACEEBELTEEL, EXERRLS
BER¥ L LUK,
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6.11.8 REE (BKEMEFED)

BEHRKTE (5 618, 53738 H) ROKESBEKRTE (RE 28, K&
9~10 B) IZHELZEH L7, B5HRPIIREL A ORERIC, BTIIBEAES 8~12
&, FREHETHEHENES 18~ B0OKBETNEN SEE, (KREHBFIKREESH O
EfffE,. ZhPhBERB2 Yy PLEF—VIRIREL, A - BREKT T 4 R
REZ, ROCHHBEEER - BEHEBEAT TEORDO 20 BRKRZER L, REHB % Text
table 21278 UL72 BB L2 B A D 4 BEBRIC O W T pH A FILIEE TORE L RE% .
ETDRICHEOLNI-20RERE AV TREREROCREDOREZIT - /o, REIX 4 RFEO
REL 20KEBOREEZAFH LTI BEZEH L, BKkER BRBS2 Y N7
—VRIRAELZRETHE»SD 1 BOEREY . HAKBEZAWVTCHE LR,

Text table 2. RIREDIEH. AEZRUFERABERLEE

REER BEFE

pH F-VavAF {9 A-TEA R [7— 2 LA BREH] »
=k A-VaVAFAIA-TEARBIR [T —27 VA BRe] @
rhotk I-V1VATFAYIA-TEA BB [T — 27 LA #REH] ¥
Z TR F-VaVATAYIA-TEA RBRIE [7— 2 VA BRAS4H] ¥
iz i} F-VaVAFA9IA-TEARBRIR [7— 2 LA BRREH] ¥
YAy A-ViVAT{9IA-TEA RBR [7— 7 LA BRX&] @
yutry )= F-VaVAF49IA-TEARBRE [7— 7 VA X E4] @
& HERE

g FERik

RE (4R BEMAY yYEEHAVWEZFEMNE (B :mL)
BEE KEBTED (AL : mOsm/kg)

RE (QOERH) ARVY - RBWIEEERRAE (B mL)
FBAR Q4EME) EEBHE

5 FA e a5

a) : AUTION MINI™ AM-4290 (7 — 2 LA #k2it)

b): HBIEBEREEE F— F 7 FX & v F OM-6030 (7 —7 LA BXE#)
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6.11.9 mFERE

= (BHES 1109 2R<) 2REREZEHIVEIAREHMKTRORBE S
—®& (16~20 Fef]) #HRIHE, 205 bRNBERERCEAERII2F. BROHHER
IIHERES S IC (BMESPEVIE, AL, RECREMTSHIED 5IT) 2HizonT, =
—FVEREETFIZBERE L. B REIARY> 5 EDTA-2K MERIH#E (SB-41: v A X v 7 AR
£11) 1T 1 mL 2B Uz, BN ZMKRIC VT, RO Texttable 3.-1)IZFRE
LEEBROHEL L VRE Lz, £z, 3.8%2 =BT Y U ARKRMRRE (o
ROFIX L 1 BOEE) BB Lg% @008 (3,000rpm, 1,600xg, 10 2f)
L. Bo /- iz DT Texttable 3.-2) IZREOCEREROFEICIVRE L, &
B, B L7z 252250 C, May-Griinwald-Giemsa Je 21512 X 2 MK B HREAR & /£
U7 020% 25 B RS RBIMIC OV T HIRE L7228, % OIS EENT 2> H RS LTz,

Hl: REHEORENSEDEUTICR LY,
PRERAE BmEs
s BB | 1101~1112
KA ESE | 2101, 2105, 2108, 2110, 2111
P HEEE | 3101, 3103, 3104, 3111, 3112
EZHRER | 4101~4112

Text table 3. MEFREDEE . WELRUERABSEL L

1) EDTA-2K HIfIRICOW T ORE

RERE , HlEHE Bifyr
# M ERH(RBC) 2AEL—PF—Ta—H A R Y~ 10*/uL
~EF o ¥ B(HD) TUARNANES UL UEEY g/dL
~=< 7 Y v MEMHLY FRILERE B SR MER AR D EH 9 %
AR M ERBEFEMCV) QAEL—YP—To—H A bR Y -9 fL
3% fn BR il €2, 38 B (MCH) RMEKEE ONES U BHLEH 9 g
EHFRMERMEFEREMCHC) ~ESREYBRUO~TFZ Yy MENHEH® g/dL
MR fMLER 2 (Reticulocyte) RNAR@AIZ LB L —F—Tua—F 4 b A MY —E %
/R (Platelet) 2AEL—F—To—F A FA MY —E9 10*/uL,
B f R #(WBC) 2AEL—Y—To—F A A Y —}9 10%/uL
B ERE 4y 2 AAFH v —BREILLBE T —Y A M A RY —§k %
RABEL—F—Ta—H 1 A MY —i®
7 0 Bk 45 L D e ) RAFHF X —PREICEZ7o—FA P2 MY —iE 10740

REEV—F—Ta—Hh A R AN -

2) 7 BT R v AMMED bS8 L EIUEIC OV TORE

BREER HEFk Bifi7
7u kU REPT) VAN s
EEMES bR

75 RF L #EI(APTT) sy hE® s
74 7Y ) —4 &(Fibrinogen) FolRTFRFLED mg/dL
ERRERER

¢): MEMIKFERERE 7 FYV 47 120 (Siemens Healthcare Diagnostics Inc., Ilinois, USA)
d) : WK EE BBV ESE ACL Elite Pro (Instrumentation Laboratory, MA, USA)

¥) : FFEK(Neut), HFEEER(Eosino.), IFHEFEERK(Baso.)., VU > /3K (Lymph.). B EK(Mono.)
B UREIEREIKLUC)
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PT K U'FIB 2| IERFIZ, o7V v =— FAMBOTHIZL Y, BBHRIRAES
KiThh T, EERAERTRbR otz REB%, BRIES EE LER,
MERBERTRLONBHEEAEON, £/, BEANCEIELEZ APTTIZOWT
LbHRBO-OBRELER L 2ER. EREREL AFROERFELNE, LicdhoT
PT RO'FIB iHHIEELHH L. APTT RAERIEEZBRA Lz, T—F O8HAOH
BHIRERERIEFICE > OTH Y JHUERCZOEHFITED TH D Z &9 b,
BRER~OEEII R o7,

6.11.10 IMF{LPHRE

MRFEREARS & RRICER L2 MEN 6 mL 2 EEERERAVRRE (XY
‘=7 PL-A— YT FAEHRRESR) CE8BY ., ELSBE (3,000 rpm, 1,670xg,
10 5[ L. BoZMmEIC- OV T Text table 4.-1) WCHRBEOHEBEROFIEIZLL VK
L, £, ~2XY UMRBRE (L 1 mL 47~ 98 20 B~ V) ITBEL
7o MiKH 2 mL #0408 (3,000 rpm, 1,600xg, 10 43H) LTEALAZMEEIC >N T
Text table 4.-2) IZRBOTHEE R RFHEIC I VRE L, &EE 25 AROBEHIZOWV
THRE LD, EOMBEITHHRT» BRI U,

Text table 4. MAZILFREDER., MEERVUFERABEL L

D SELEOBICOVWTORE

REEE HEFE BAL
ALP Bessey-Lowry 7% © IU/L
¥ = L AF 1 —(T.cho) CEH-COD-POD % © mg/dL
rU Z Y ES A F(TG) LPL-GK-GPO-POD ¥ ¢ mg/dL
Y »I8HE(PL) PLD-ChOD-POD i% © mg/dL
Y ¥ (T bilirubin) EUAEYRFUE—PiEY mg/dL
7'V 32— & (Glucose) INa—AFe Fufr—FE? mg/dL
REZEFEBUN) Urcase-LEDH i © mg/dL
7 V7 F = (Creatinine) Creatininase-creatinase-sarcosine oxidase-POD # © mg/dL
7+ U 7 ANa) A & EIREARIE © mmol/L
A Y v AK) A A BRI BIEE © mmol/L
R (C) v A F U BREMBE mmol/L
By 7 L(Ca) OCPC i © mg/dL
| L (P) Y TF UL mg/dL
Bi= A BE(TP) Biuret i @ g/dL
7 A7 2 (Albumin) BCG i © g/dL
A/G H REAVBEROFLTIVALEE
2) ~2RY HNIED OB L I oW T ORE
MEEE Bl H ik BAfr
AST(GOT) UV-rate £ © IU/L
ALT(GPT) UV-rate i © IU/L
LDH UV-rate i @ IU/L
y-GTP Ly-Z V& I N3-HNRFE 4= br7=) N IU/L
& A EHR

e) : BERILFEBHEHIERE TBA-120FRE (RZAF 4 PR T A IKRREH)
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BEERBRERAERRER —BRESNTCWEBEE 7V —F (RE : -80°C, #FE
#iBH : —70°C LAT, MR &EES :502) OHRBEGHOBEERZFIZBNT, F¥—F
Wty MRFRIZ, RUVEMBOBRERRTER CThol-nd, BHE I TWARWVER] (2010
£ 8 H 11 H, 08:40~10:00) BEALE, ZoOM., ENEEDC LR L2508 28R
O THREDORBE 2ozl s, BIEREORFREICEEIT R T,

6.11.11 mhRILEY (TSH, T3 RU T4) HIE

6.11.10 TH LN MIFIZDOVT, Text table 5.IZRHOEA RV FEIZLIVREL
Tro MUIFEH 0.5 mLx3 K&V 7 AF a— T4 L, BIEE T—80°C DWEE (FF
EH : —70°C LU, FEHIE : —83~72°C) IZR17F L=, iR 25 BRGBEBHIZ OV
TiE. PEITERE L2 ot MIRILSERER OFRS O i/ ik R e o RE
AOFHE UTHRELR,

Text table 5.MFRILEVREDIER., AERZRVERBSEBLE

BEIHEA illaapi EAfL
T3 CLEIA ¥ © ng/dL
T4 CLEIA 3D pg/dL
TSH CLEIA P ng/mL
FERR TS

f) : 2HEREILERNIEL X T - IMMULYZE (Siemens Healthcare Diagnostics Inc., Illinois, USA)

6.11.12 REPERE
1) FIBEVCHEEERNE
BEESEARURERMBKET BT X CoEFEmIc T, MKFERE, K
(LERER QUL A VE CRIED O8I U - 8iidinigic, Zomoswiie
— 7 VERERT C, EREIAREINTIC X 0 MBI S ¥, Th B gk - 585 - B -
B 282 0ORE - MBRORIRIC L 23M0REMEH 21TV, BREES L
BB, BE8HIZ oW TTHRBFICEBEECEREE 2 7o, RWT, £FI0OKE
EORER AL, MKRFRE., RIEFERER G FANVE VEEORM 21T - 128)
MZONT, UTRATHRECEERZRE LE, ThoREEER (EBHERE) S#HM®
REOBENGHEHE 100 g Y720 OMMERZEH LR, 2B, BERUBERELEL*
F1 % D 72 MAEOBEIZ DWW TIIEAR 2 WCBIE L, £ O EHE T L7z, £ 72,
R 25 BRGHBEDIZ OV TIE, BEEEMEIXI TR,

B, TEME, BRE (ER/MEZET) * BIB* MR, MR, Ol TR,
Bhigr, INEA FE
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2) JREMBERE

TRTOEEIZHONT, UTREFRTERENZEFTMEL U EBEE 10 vol%d /L
<Y UV TCTEEL, BRELE, BERICHICITY VEEE 10 vol%dk /<Y ViRETE
AUTe, 2L, IRER, RHRIT) VBB ER TR L3 vol% IV EZ VT AT E R -
2.5 vol% b= Y VIR CEER, BEEUER AR 77T VRTEELZE, U VB
FRE 10 vol% L= Y VIRICEBBRUIRE LT, IRWT, RNT 740 BB LEER, O
EL (TRZEELZSHRE - BRIXEE - REQOARELE) | A~ XYY =gy
¥ (H*E) a%1Tol, BRI, TTHRERTHIRBIIBT BHEROEAE
HO2EEOEBREMNRFEMBL LB ORI REBIIZOWTITo> 72, W
RHEOIEICOWTIIMmMIEHE U, AR, Bk, FRR, ER/ME, BB, B
g, B (BEE) RUOKEBE (BHE2ET) LA, B, IR, BEREEARURE
BRHEAT N FEREARZER L, 2B, HHBRRUEE (BREH) T H-ER
CEAERECL L, FEEBRERERER Lo, TOKE., BHEH THER
WME G L DEB RO EFBEOHERE LEICE L, PROIEHERE CNI/RE
KTHREHRBELZEDEFICOVWTER L, 2B, BERIZOWTII H-ELREZERTH
BRMEBREOBENRRD LN o722 PASREAERIZ L 2B ERITL RN -T2,
70, BEAT R T TEBE/NME BB Shebholnled, e2udud ) ORER
ARG X 2BRIXTRDRI -T2, BE S 2103 O LR/MMESEAR EXREL
7eh, ER/MECHEBRMEREICL BT, YHBPIEIRERNR TRIr o2
b, RBEEE~RETEEI R -7,

R, /M (B Z&Te) . LEMRE, T () | Rk, R\, ~—F R,
TEfk, PRI, ER/ME, BIE. MR, JRAE, ST D o ~E6, BB Y >,
i, BRBAR, KE. i (REX2ET) . &, BHE, &E, B, +I1EB.
Zie. EE (A xuiReEte) . B, #B. BB, ETR. S TR,
e, EhE. BERE, RER. SRR, BRLE FE. BB, Aok, FE AR (R
B | e (BHzEl) | KRE (BH2E0) \ XEBEEHRE., BEF (B
BE) . WIRMEEWAL, BEAEAE (FEEEE LZEN)
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6.12 #istfEm
6.12.1 INTA—ZDEH

UToORIZL Y RER, BREE, SHEROCHESREE T LI, TR, BK3E,
FEERE, AERBRER, HAER, SR 48EER, 2% R4 HOHEROKLE
BEYH I LEH L, 28, HEROEEIZSWCIIBEY Z & RN I EHEL
KT,

REFR%) = (REEWE/RIESHE) <100

BREW) = (2 FEISREOE/ZR LIZHEDOE) x100
ZHE%)= (R UT-MOB/RZRE L) %100
FRAB(E) =R 0 BN OO LB ETCORK
HER(%) = (H4ERHEER/TIRMER) <100

EIRE (%)= (FEREBUEEE) %100

FEERE %) = GEERBUHAREROFEEIRLE) =100
ARBEREW) = OIREEREE/HAERE) <100
HAE%) = (HAERB/EREL) x100

A% 4 AEBER%) = (4% 4 BOAEFEREyHARE) <100
A1 0 B OMERL = HEH A IR B/ A IR

£t 4 HOMN = £% 4 BOBERRE/ A% 4 BOERFIRE

6.12.2 B

F— B3 BHESHERE L DOV TR FNEEEORERIT- T2,

BE, FEMNE (HEROERERME : 5 1~42 B R CYRE 1~14 B, ZXECRFME -
5 1~15 B, ik 0~20 A ROEH. 0~4 B, AR : £% 0~4 B) | BEEE, FKE.
REHGBRAES. HEY (RFEAH) KB E TCIE LB, SRR, B2
EREH, £FRK, HH (B O0RUV4H) | =77 0— FRBIE (BEEEK,
IHERVER | #EekE GBHEHE) | BAORCBEREHE. RREOEER
HE., MRFEBRE., MIKEFERE, OFFLEVRUBREER (5., HRREE) I,
B LI TEHER ERREEEZRD  RICFRITERR O F B> TRE L DY,
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EHOEHELEERE
<\=2
#f&/
>3
Bartlett #2 € FRE*
R E FRBE
p>0.01, 5458 p<0.01, FEEHH# p>0.05, &7 8L p<0.05, FELE
EoRE SN Bl
Dunnett Dunnett & Student Aspin-Welch
BRIE mean rank test DIBE DL]RE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
AR E ARl BR 7B WAl E R E

Lo 2702
NBEET * F S1 /52 , )
(7723:5\ $17>8; )

BIRE, HERFE, NAERRFEE, HERRCERK 4 BEFRICOWVWTIE, BHILIZ
EEME R UMERER 2% 5K D, Dunnett ! mean rank test {2 X Y EHIEMOZDORE (B
B 0.05 B Tr0.01, B BfF-o79,

R, #REE, ZHE, HEE BERS, BERE., SEMEE. BREMG, B
L., BPEMRET,. EHORBEDE, ME2EREIE-#EYE. SRS
¥, HAERHEESYE, EXREOADNEHMWELVEH L, BIHEHNSUT

D NVBH LT T8 Fisher DEFERERFEIEICL VRE (BFEKE 0.05 2T 0.01,
/) E2iTo7 Y,
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7. HEBRER

7.1 —fgIREE (Table 1-1~1-7, Appendix 1-1~1-22)
REHROHEREHEOWT OB bR SHM R OMRESM LB L TEEITADL
hfctz))OTCo

72 HMAT—RREOBRE. HiERE, BEHAERUVEREDEOAE
(Fig. 1~5, Table 2-1~2-84, Appendix 2-1~2-258)
1) F—sF—TRNBIE (Table 2-1~2-23, Appendix 2-1~2-72)
AR ECBEMERE R OEACELAEME O #5 5 HAR P R CIREREMMERE D IREEHI i3, WTh
DEIICHLEE IR LR T2,

2) FiTFH-o TOEE (Table 2-24~2-46, Appendix 2-73~2-144)

N RY UV TRIZR DO N EFTH38MH 50T — VPR BRIV S
EHLY 2 kS 58S 30 mg/kg | E-BEOMEDORE 5 WR U300 mg/kg e 5HD
HERBHMEORL ZHEOBELETHE 1A LNENS, WTNHEREET 1HlOLDREE
ThHhoHI b, BHEEEAB L,

% DAt ATELHEMERE Je O FEZRBERRIE O 15 5- 81 ) & MR SEBh e e DR BI R i3,
WTNOBMIZH BEIIA LN,

3) A—Fv74— FHREBE (Table 2-47~2-69, Appendix 2-145~2-216)

RECEEMED 30 mg/kg ¥ 5-BE TR 14 BOM L LS 0 BIEICHBHE L LEELR
ERBD NN, AERCEELRWELLTho Tz,

EE A BN THRITORMMER TERY, HAVEIVEXEZIVTEEOREHR L)
WMBRBELELEBETHLNS, ERYERSBIFE > ZRA TP o, %
DM DOBER B T, ZCECHHERE K OIETELREME DIt 5 51/ h K CRE B ke D PR
EHIBFIZ, WThoBmIC b REIXA O oo, o, SEEOMEBICII R
LEBBRMERER L OBCEERZIR DO o7,

4) HEEEMRTA (Table 2-70~2-74, Appendix 2-217~2-230)

FEATERHEMED 300 mg/kg B 5-FE T, 5 6 K UMREE 2 BICXRAE L L~ F HiBA
IEOFEREENRBOONEN, BETHY, REHECRAEH CIIREILIALN
RN EInbEFEME L PIET LT,

R ECREMERE K OFEASELREME 0 5 5- 1 RIAE T BN QNS AR B iR D IR EE BRI A& T 8
Wit WThoBIC bEERRS., BEaAR R, BfEUR, RIS, BALRE. 2=
EMEICREEZA N ot o, IEEMERED & HBRIEIC I BB & 4K
BRWEB G OMICAERELIFTE D bR o Tz,
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5) #BAHBIE (Table 2-75~2-79, Appendix 2-231~2-244)

RECHEME CI#H 4 BT, REEE 2 100 BT 300 mg/kg B 585 CRIBEOEAICE
E2EE, 300 mg/kg 5 THBOBAHCHERBEMEBBD bR, WITILHHE
EEE ARCHELRHBERA RN b, BREDEL LKL,

HER O FEATER#EME D% 5 BRI T 38 3 I RS Eh Mk D ARSI IE T, =t
B SR ERSB L ORICHEREZRRD O o T,

6) BHREHEOHE (Fig. 1~5. Table 2-80~2-84, Appendix 2-245~2-258)
FERELEEME D 300 mg/kg HEHE T, #E5 6 D 40-50 43 BT 50-60 7y D DES &
ICRTREE L WA ERBEENBOD SN, 0-60 SEOKESHRICAEREIT RV L

b, EREOE L HE L,

HED 300 mg/kg HERET, HRE 2HED 40-50 S OB OESEICH B L LLFE
BESED LR, BEHRKRTRIZEEFIF DO TWRNWZ &b, {%%@
DR L kT Lz,

RECHEMERE OB 5B TEE O ARES M OREHIR TIEICIZ, SRELS

BRHEREH L OMICEBERZIRD bhiah o7z,

7.3 {KE (Fig. 6~8. Table 3-1~3-7, Appendix 3-1~3-22)
1) ®E5HIM

RECHEMERE e O REEREME Tl R EREHOZAER LOEER RS HH
HOFRERMEICRBE L ENFEREIRBDO RN T,

2) REHM
HER OFERBLREME CiX, R ERSBHOLAER SOFERUKRESRFOKE
i@bﬂ% ﬂﬁﬁﬁ & l:l:l\%‘u_n fi%%&‘i £ B o fLo

7.4 iEfiE (Fig. 9~11. Table 4-1~4-7. Appendix 4-1~4-22)
1) #E5HIE
T, FERBYWERESROBHBICNER L L EEREZARD NPT,
RECEEME TIX, 300 mg/kg WEFETHBELILAMTRE 7 BICEFEREE RED N
725, —@EOXNBREOSEICH T AHEMMREETHD ., ?E‘?L 2 HICEERSHEN
BOONTEN, FH 4 BICHBELEZEZR2VWI ENS, WTR LERMLE L HIET LT,
FEATECBEME TIL. 300 mg/kg HEEETIRE 39 RN 42 BICH B L LFERSE
BED LNz, — B0 BEHOKBICHT 2O LBETHLI O, BHEEL
HIwr L7z,

2) IREHIM
HETIE, REHEFORZAERSOBHEICHBEH L E_FEREIRD o0
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277,

JEASERBEME T, PRIE 14 BICHBEE & e ~NE B REEARD b,

7.5 RiRE (EXKEHEZEEL) (Table 5-1~5-16. Appendix 5-1~5-30)
1) BEHRKETERE
EHEE I HS>W T ER OCFERREM O W T OBMIC L BAEIXA LN ho Tz,
EEHBIROWTHE, BRUOERBEHHEOVWTHLOREEIICBWTHLIEELE
BRYEREHL OBCARREZRR D O Po T,

2) REMEKRTERE
EMEE B I OWTCI BEROEREHEO VD TROBMICL REXLA LN o7,
EREBICOWTIL, BERUERERBEOWTIOREHEBIZBW T H I REEE L 3%
BRYOBERESHEOBIEEREZBNIRD ORI,

7.6  IM&¥HEE (Table 6-1~6-10. Appendix 6-1~6-10)

1) HEHMKTRRE

HECE, 300 mg/kg B S RECRBBRE & LB mERE. U 2 SBREL FPERER UK
RIFER BB OF R REELRRD iz,

T DAt RTRRBE L o~ 30 mg/kg B 58 CHEBERE R O ZFDHEOFEREIE. 100
mg/kg G THEEFEOFEARBEIRDONEZN, WIhbHEBICE#ELZW
B THoT, '

RECEEME TlX. 30mg/kg I EBECTHREERE L LY VR ROFEREER OHF S
HKIEEOFEREEIBO NN, WINLAERIZEELRWELTHo T,

FEREHME TIL, FREEBHICKHBH L EFELEIZ DO o T,

2) REHIRKTRERE

BT, SRR L ANFHERERICAEERSENRD b, FEREHME T, Bk
BROEDHEICHBE L LA_RFELEEIRD NN, WTh bR S HIRETRR
BILH N VWEEAELTHY, hoAMRESRIZEFIZIALRBRNWI b,
AP EHHBENOEL & Hkr Uz,

7.7  MEIEFHRE (Table 7-1~7-10. Appendix 7-1~7-10)

1) TEHMKRTRBRE

HECIE, 300 mg/kg BE-BECRIBREE L SR Y L E L OB BREESED bhis
B, T<BETHYH, MBRERECHEAMLZTRETA2EIEA NN b, £
BN LSRN O & HE Lz,

ARECEEMETIL. 300 mg/kg B 58 CRHREE L SR OFERIKMENSTRD bz,
TBETHY, thoBREOEBIIALNRNZ Eh DL, ARFHEHHEHENOLE
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b & Al L7z,

Z DT 30 mg/kg WEHTXHRBIELLEI LT F oV OFEBEREENBO LN
B, ARICEELLRZWELTHo T2,

FEATELAEME CIX. 300 mg/kg B EBETHBBEL LT NV a— ADFERBESED
LITER BB TH Y BERORERME CIIRROELRITADNRNT LD,
BRMEDZEL & HW Lz,

2) REHIMRTRRE
HERUOFEREFEONTHOREEBICBW T H X B L KRDERERE L ORI
BRERBD NPT,

7.8 MmeERILEY (TSH, T3 RU T4) AIFE (Table 8-1~8-5. Appendix 8-1~8-5)
1) FTEHEKTIRE

ARFCEMERE R OIER R OB R E RS R L WBHE L OBRIFEREZIRD L
7:"1/70375)0 T:o

2) REEBRIE T ReE
HER USSR R B ORI E R 58 L BB L OMICARRERZRBO bhkh o7z,

7.9 BEEF (Table 9-1~9-11. Appendix 9-1~9-42)

1) BEHRKTRRE

BT, 300 mg/kg FEHETHBOMBYNER, BROME R UHEMERICTREL
RFEREEIRD LN,

AEBLMETIT. 300 mg/keg 5B CHFIROM S R OHER B EICTREE L L_EER
EENRD b,

JEASEOREME CIX, 300 mg/kg B 5B CxbBEE & LAFFBOMEN R OCHEN ERICAR
REEIRD N,

iz A EREERED 100 R T8 300 me/kg B 5B & FEACECBEME D 300 me/kg B 58 CTRIR
DM BEERICABRBEIBD DN BB BEREOAHADELTHD Z L1b,
BRMEOEL & HBF Uiz, FERBERMD 300 mg/kg B EHE CTHRIBOHEMNERICEER
BENRD NN, BERHEMEECADOELTH D, BEOREFM CIXFRKRD
BlbiZH NN e n, BEEOEI L HT L,

2) REHIREK TERE

BT, Ao RS ERICSRE L HAFRERRESRD b,
LB T WTHOBREERICOMBH L LNERRETRD LN ST,
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7.10 HIRFTRE (Table 10-1~10-5. Appendix 10-1~10-1186)

1) BREHREKRTRHRE

WFNOBREGHICHERDERGOFELEZ ONLIEITH DN T,

R ERICEEEN 100 mgkg BEFED 1/12 41, 300 mgkg 5O 27, B
RS REEOME 1/7 #lic, BOREFICHEREENHED 30 mgkg THEHD 1/12
Bl & ZZECEEME DT EREED 2/11 B, 30, 100 % T* 300 mg/kg HEFEDOE 1/12, 3/12 B R
312 AN H BTN, HEEEROZORBZENER»LBRERMOELLEE X b,

2) REHIMETERE

EGIC R E DS SHREEORE 1/5 12, B ORBHICH RARI IEZEFEMED 300 mg/kg
BEHD 1/SHICHALNTZR, HBEEERCZORBZNERLOBROELLEE L
B,

7.11  REHAKEEE (Table 11-1~11-13, Appendix 10-1~10-116)
1) REHMETRRE
WERDEHRESOERELEZ DNDIEBFRICA DN,
FFlig : B /N EFD PR R A D 300 mg/kg B 5B
L HED 100 BT 300 mg/kg | EBHICALILE,
Text table 6-1. fRIBAEFRE (D42) O#¥E (IFED

Sex: Male Female
Group: D42 D42
Tissue mg/kg: 0 30 100 300 0 300
Observation Number examined: 7 12 12 7 5 5
Liver
Hypertrophy, hepatocytic, central 0 0 0 1 0 3
Minimal 0 0 0 1 0 3

D42 : #&E5ET (G5 42H)

Text table 6-2. FFIEHABFZRE (L4) ORIE (FFEED)

Sex: Female
Group: L4
Tissue mg/kg: 0 30 100 300
Observation Number examined: 11 12 12 12
Liver
Hypertrophy, hepatocytic, central 0 0 1 3
Minimal 0 0 1 3

L4 : &E5#T (&H4R)

VL EDMICFER BB FRFEN, RIRMICA bR -AARRIZ—EL T 100 XKW
300 mg/kg EBOZN TN /12 KR 27 FlcH b, L, Bz plice
TAEEHOLOTHY, RECHMOBMICEERENA LRV & RUTRKARE
b Z DRBEOEMICREYT, TR RET L2 L0, BREMUE L HE LI,

DM, WL OPDRE - MBI L OELRHRDNER, ZORKOBIICE R

37



R-1051

BICA N LR EBRRUEENRZILR L. ZORBARFIERR OREERR
o, BRI LT L,

2) IREBIFMKE T RRE

BERTRICH DN FFRO BT, REMFETRRE CIXEE L. THEMEEL
Tholz,

Table } O* Appendix (2773 % DOAOFT RiZ, HMEBUR K QYR B ZFERMER D LR
EHERLEEZ b,

7.12 t£EH# (Table 12, Appendix 11-1~11-4)
HEPREOBWIIA LN T, RIEFBRBER R MRS B EI IR L
EHBRME R G L ORICAEREREZIRD LR o,

7.13 ERLES (Table 13, Appendix 12-1~12-4)

100 mg/kg BEHTREE TICE L BRICKHBE L LGB R EEIRD LI
BN, ARZEELRZVWENTH -7z, FoM, ZRE, FEREUSZHBICIIRE
R EBRMEREBLOMICEEREIRD N o T,

7.14 $HIREE#E (Table 14, Appendix 13-1~13-4)

TEIREN Y O 3 IR T, R 21~23 BIZ2FIREF oM L, HESR, SIRIM.
i, BREH. FRE, HERE, HAERBERUCHARICIINERE L SERNE
BEHLOMICEEREIRD ORI 2T,

7.15 HEROHEHE (Table 15. Appendix 14-1~14-4)
A% OR 4 BOMEICIIHBE L AR ER SR L OBICEREREZT RS,
THOREHIZEBWTHAREELZF T HERIIA DRI -T2,

7.16 HERDERFEE (Table 16, Appendix 15-1~15-4)

BRAHE P OLTIRITBEET 3#, 30, 100 RV 300 mg/kg BEHE T2, 1 RU2
B THoTe, £ 4 BAFRIITHREL SERYERSHL OBICEEREIRD
LI o T,

7.17 HERDKE (Table 17. Appendix 16-1~16-4)
HAER R OVER 4 B OMBERET OICER 0~4 B ORI OEERMEICITREL S
TR EREH L OBICEBREZBIIRD ORI T,

718 HWERDE®R 4 HEIRATR (Table 18, Appendix 17-1~17-4)
WTFNOBREHOBMERCHLBRE XA LR o T,
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8. HE

4- 7 a~F 1 2-VANVKUVBERQ-F AT IO 0 (HHREE: 2 — ) |
30, 100 % T} 300 mg/kg % . Sprague-Dawley & SPF 7 » b, BEIZIXZSELAT 14 BEIC
Iz REMEZ&E L CHBATE £ T (42 B | MEICIIZREET 14 BRI 2 3ZEH
BERCEEGMZE L TRIL 4 BET (41~46 BRE) #malEOHREL, RERSSEME
BROAREBAZEZRE Lz, B, 0 RO 300 mg/kg BEFO—H OB OV T
IHEREE BiC 42 BREIRE L=, 14 BEOKRESM 2300, HEo TR
L7z,

8.1 REERSSH

—RIREE, M —RREOBE, BABE. HEERE, BREREOUE. KE,
RBE., MkLERE, mLPARALEL (TSH, T3 RO T4) BEROCHR T, 5
WEBREOEBIIRDLNRNoTZ,

B E T, EREHEORE 14 HICEEIRD bhizn, FhicH > REOE(L
AR ONRWED, BHEEHERITIRVEHET L=,

MEFERE T, REYRETRREICHED 300 mg/kg 5 TRMEKREK, VX
BB, FPERBOR CKRBUISER AR ORMEBFR D biviz,

BEEE TR, BREYEK TRRBREICHED 300 mgke ¥ 5# CHBEOCBRERIC
BEA, REROIERZEFEMD 300 mg/kg 5 CHBEREICEENRD biviz, K
IIABIE T RERFICHED 300 mg/kg EH CHRBERICHESIBO OB, BEH
R THOMBHERBEOCDER THH 2O, MBEHOKESHYOEESHEEITK
ETHs T &I/ BAEMEE(L LWL,

FRHEERE T, BRI/ NE P ARAE KDY 300 mg/kg & 5B DRE,
100 X UO* 300 mg/kg B EHOMEIC A D, AEGIT, FHRES 27 @Y 5 nEk
ERECOFGRBEZRO LAN W &, FHREEEZRETIFMRARBRNI EXDT
WAREICLIVEELEZ ﬁ>6%%1&%¢ﬁ%$@$ﬁf&;é‘f HEREBZ NN, B
ETAIZIEEL R T,

MEFRE., a‘%aE%&Uﬁg%ﬁ%ﬁn—ﬁﬁra&nkwm WY 14 A RBIOK
EHIZIVEIELDAWEIERR L= &b, A0 EEL LN,

82 HKEEREHM
HEH, REETIRELEZBH, RBE, BRERUVUCZRRIIHERUERSOE
%ﬂi* Dohiedol, Bz, HER, EIRMM. B, BRKER. FRR, E
PR N &&Eﬁ&otﬂé@ﬂ%ﬁ%ﬁ&@o) CEIFEO LT, RAHETOHER
EEV%)%,%M’N) BV T 55300 mg/kg B S RRIC IV T HEREBMY O R ERE
ERERUSEE. B8 OEIRMER, SR OWETE & & OEMERE~DEEIX
R & HWT LTz,

39



R-1051

HAER T, HEROAREE, HAERROLER 4 BOMBERET L, £%
4 ADAFEROCHRFTRICERDER S IC L A3EEIIRD N1,

INLDORRIL, ARBREET T4 7 unFt - 12-UH VR UVBERQ-TF
NAFVINERBERAR/ET S LICL Y., 300 mgkg B E5EHEOHEEDOIFIRICERD
EE R OVNEPL.DHERFARIE XM IS B IREE O EE. 100 mg/kg FEHEOMEIC/NIE
FOERFBIR AR ER S, LT, KERME OMEESYIC T 5 RER
BRI EZEERCEFEEEIT HTL HIT 100 mg/kg, T L HIZ 30 mg/kg
LHIMT U, £, WSS L IREMICRBIT AEEBEERICHT A EREERV
EEEEIIWVTR D 300 mgrkg PR & HET LT,
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9.

1)

2)

3)

4)

Xk

4-3 7 a~FEN2-TVHNRKRUVBERQ-ZFA~F YD T v b
ZRAWVWE 14 BRKERODREEMRR (RSERXERR) HAastkry U ¥—
Frra—, RBEES : C-R137, 2010 %)

Snedecor GW, Cochran WG. Statistical methods, 8th ed. Ames: Iowa State University
Press; 1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control. J Am Stat Assoc 1955; 50: 1096-121.

AR (1981) @ ZEZNFHE —5HE & o410, pp.23-27, 387-389, B KFHR=,
B
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Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis (2-ethylhexyl)4-Cyclohexene-1, 2-dicarboxylate
Motor activity of male rats (Week 6 of administration)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

Fig.2

with Bis (2-ethylhexyl) 4-Cyclohexene-1, 2-dicarboxylate
Motor activity of female rats (Main group, Lactation day 4)



R-1051

Activity (Count)

500
400}
300+
200
1001
o——-o 0 mg/kg
&—-— 300 mg/kg
O 1 i i | i 1
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis (2-ethylhexyl) 4-Cyclohexene-1, 2-dicarboxylate
Motor activity of female rats (Satellite group, Week b of administration)
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Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis (2-ethylhexyl)4-Cyclohexene-1, 2-dicarboxylate
Motor activity of male rats (Week 2 of recovery)
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Fig.b A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis (2-ethylhexyl) 4-Cyclohexene-1, 2-dicarboxylate
~Motor activity of female rats (Week 2 of recovery)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis (2-ethylhexyl) 4-Cyclohexene-1, 2-dicarboxylate

Body weight of male rats
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Fig.7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis (2-ethylhexyl) 4-Cyclohexene-1, 2-dicarboxylate

Body weight of female rats (Main group)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis (2-ethylhexyl) 4-Cyclohexene-1, 2-dicarboxylate

Body weight of female rats (Satellite group)
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Fig.9 A combined repeated—dosé/reproductive-developmental toxicity study in rats treéted orally

with Bis (2-ethylhexyl) 4-Cyclohexene-~1, 2-dicarboxylate

Food consumption of male rats
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Fig.10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis (2-ethylhexyl)4-Cyclohexene-1, 2-dicarboxylate

Food consumption of female rats {(Main group)
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Fig.11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis (2-ethylhexyl) 4-Cyclohexene-1, 2-dicarboxylate

Food consumption of female rats (Satellite group)
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Clinical signs in male rats (Administration period)

Day of administration

Dose Signs

mg/kg 1-7 8~14 15-21 22-28 29-35 36-42

0 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0

30 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 4] 0 ¢ 0 4} 0

100 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 Q 0 (1} 0

300 No. of animals i2 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis{(2-ethylhexyl}4-Cyclohexene-1,2-dicarboxylate
Clinical signs in female rats during the pre-mating period (Main group)
Day of administration
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 No. of animals 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 4] 0 0 (4] 0 0 (4] o] 4] 4] 0 0 (4]
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 (v} 0 0 0 0 0 0 4] 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Clinical signs in dams during the gestation period (Main group)
Administration
Dose Signs
mg/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 11 11 11 11 11 11 11 11 11 11 11 1t 11 11 11 11 11 11 11 i1 11 11 4 O
No. of dams with abnormal findings o 0 0 ¢ 0 0 0 0 0 0 0 0 0 66 © ¢ 0 O O O O 0 O
30 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 O
No. of dams with abnormal findings o 06 o0 0 o0 o0 o 0 O O O © 0 O O 0 O o0 O O O O 0O
100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 O
No. of dams with abnormal findings o ¢ ¢ 0 o 0o 0 ¢ 0 O O O ©¢ O 0 O ¢ 0 0 0 O0 O O
300 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 S5 O
No. of dams with abnormal findings ¢ 0 0 0 0 © ¢ o0 0 O O 0 ¢ 0 0 O o0 0o O 0 0 0 O

a): Gestation day
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Table 1-4 A combined repeated—dose/reproductive—developmentai toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Clinical signs in dams during the lactation period (Main group)

Adninistration
Dose Signs

mg/kg 0 1 2 3 4a)

0 No. of dams 11 11 11 11 11

No. of dams with abnormal findings 0 0 0 0 0

30 No. of dams 12 12 12 12 12

No. of dams with abnormal findings ¢} 0 0 0 0

100 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 [4]

300 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0

a): Lactation day
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl}4-Cyclohexene-1,2~dicarboxylate
Clinical signs in female rats (Satellite group, administration period)
Day of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 10 10 10 10 10 10
No. of animals with abnormal findings 0 0 0 4] 0 ]
300 No. of animals 10 10 10 10 10 10
No. of animals with abnormal findings 0 ] 0 0 0 0
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Clinical signs in male rats (Recovery period)
Day of recovery
Dose Signs
mg/ke 1 2 4 5 6 7 8 9 10 11 12 13 14
[} No. of animals 5 5] 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findipgs 0 4] 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 5 5] b 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 4] 0 0 0 ] 0 0 0 0 0 0
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Table 1-7 A combined repeated—dose/reproductive~deVelopmenta1 toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Clinical signs in female rats (Recovery period)

Day of recovery

Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
o} No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 4] 0 0 0 0 0 0 0 o} [4} 0
300 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in male rats: home cage observation (Week 1 of administration)
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 i2 12
Convulsion
None 12 12 i2 12
Abnormal behavior
None 12 12 12 12




R-1051

Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in male rats: home cage observation {(Week 2 of administration)
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in male rats: home cage observation (Week 3 of administration)
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 i2 12
Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2—ethylhexyl)4—Cyclohexene-1,Z‘dicarboxylate
Detailed clinical signs in male rats: home cage observation (Week 4 of administration)
Dose {(mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in male rats: home cage observation (Week 5 of administration)
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12




R-1081

Table 2-8 A combined repeated-dose/reproductive-deveiopmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in male rats: home cage observation (Week 6 of administration}
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 i2 12
Convulsion
None 12 12 12 12

Abnormal behavior
None

12 12 12 12
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)}4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Main group, Week 1 of administration)
Dose (mg/ke) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Main group, Week 2 of administration)
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 1)
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 11 12 12 12
Posture
Normal 11 12 12 12
Convulsion
None 11 12 12 12
Abnormal behavior
None 11 12 12 12
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 7)
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 11 12 12 12
Posture
Normal 11 12 12 12
Convulsion
None 11 12 12 12
Abnormal behavior
None 11 12 12 12
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Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 14)
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 11 12 12 12
Posture
Normal 11 12 12 12
Convulsion
None 11 i2 12 12
Abnormal behavior
None 11 12 12 12




R-1051

Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Main group. Gestation day 20)
Dose (mg/kg) 0 30 100 300
Parameter No. of animals 11 12 12 12
Posture
Normal 11 12 12 12
Convulsion
None 11 12 12 12
Abnormal behavior
None 11 12 12 12
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Table 2-13 A combined repeated-dose/reproductive-developméntal toxicity study in rats treated orally
with Bis(2~-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Main group, Lactation day 4)
Dose {mg/kg) 0 30 100 300
Parameter No. of animals 11 12 i2 12
Posture
Normal 11 12 12 12
Convulsion
None 11 12 12 12

Abnormal behavior
None

11 12 12 12
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 1 of administration)
Dose (mg/kg) 0 300
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 2 of administration)
Dose (mg/kg) 0 300
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 3 of administration)
Dose (mg/kg) 0 300
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 4 of administration}
Dose (mg/kg) 0 300
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 5 of administration)
Dose (mg/kg) 0 300
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: home cage observation (Sateilite group, Week 6 of administration)
Dose (mg/kg) 0 300
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: home cage observation (Week 1 of recovery)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: home cage observation {(Week 2 of recovery)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: home cage observation (Week 1 of recovery)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal ) 5
Convulsion
None 5 5

Abnormal behavior
None 5 5




R-1051

Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: home cage observation (Week 2 of recovery)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: in-the-hand observation (Week 1 of administration)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals i2 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition '

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 i2 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: in-the-hand observation (Week 2 of administration)

Dose (mg/kg) 0 30. 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: in-the-hand observation (Week 3 of administration)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin .

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization .

None 12 12 12 12

Reactivity to handling
Easy i2 12 12 12
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: in-the-hand observation (Week 4 of administration)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation i

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handiing
Easy 12 12 12 12
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: in-the-hand observation (Week 5 of administration)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal i2 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 12 12

Soft 0 1 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: in-the-hand observation (Week 6 of administration)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-30 ) A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition .

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size -

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12




R-1051

Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 . 12 12
Lacrimation

Normal 12 i2 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis{2-ethylhexyl)}4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 1)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 11 12 12 12

Ease of removal from cage

Easy 11 12 12 12
Fur condition

Normal 11 12 12 12
Skin

Normal 11 12 12 12
Secretions-Eye, Nose

Absent 11 12 12 12
Exophthalmos

Absent 11 12 12 12
Palpebral closure

Normal 11 12 12 12
Mucosal membranes

Normal 11 12 12 12
Lacrimation

Normal 11 12 12 12
Piloerection

Absent 11 12 12 12
Pupil size

Normal 11 12 12 12
Salivation

None 11 12 12 12
Abnormal respiration

Absent 11 12 12 12
Vocalization

None 11 12 12 12

Reactivity to handling
Easy 11 12 12 12
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day T7)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 11 12 12 12

Ease of removal from cage

Easy 11 12 12 12
Fur condition

Normal 11 12 12 12
Skin

Normal 11 12 12 12
Secretions-Eye, Nose

Absent 11 12 12 12
Exophthalmos

Absent 11 12 12 12
Palpebral closure :

Normal 11 12 12 12
Mucosal membranes

Normal 11 12 12 12
Lacrimation

Normal 11 12 12 12
Piloerection

Absent 11 12 12 12
Pupil size

Normal 11 12 12 12
Salivation

None 11 12 12 i2
Abnormal respiration

Absent 11 12 12 12
Vocalization

None 11 12 12 12

Reactivity tc handling .
Easy 11 12 12 12
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Table 2-34 A combined repeated—dose/reproductive-developmental toxicity study in rats treated orally
with Bis{(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 14)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 11 12 12 12

Ease of removal from cage

Easy 11 12 12 12
Fur condition

Normal 11 12 i2 12
Skin

Normal 11 12 12 12
Secretions-Eye, Nose

Absent 11 12 12 12
Exophthalmos

Absent 11 12 12 12
Palpebral closure

Normal 11 12 12 12
Mucosal membranes

Normal 11 12 12 12
Lacrimation

Normal 11 12 12 12
Piloerection

Absent i1 12 12 12
Pupil size

Normal 11 12 12 12
Salivation

None 11 12 12 12
Abnormal respiration

Absent 11 12 12 12
Vocalization

None 11 12 12 12

Reactivity to handling
Easy 11 12 12 12
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclochexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 20)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 11 12 12 12

Ease of removal from cage

Easy 11 12 12 12
Fur condition

Normal 11 12 12 12
Skin

Normal 11 12 12 12
Secretions-Eye, Nose

Absent 11 12 12 12
Exophthalmos

Absent 11 12 12 12
Palpebral closure

Normal 11 12 12 12
Mucosal membranes

Normal 11 12 12 12
Lacrimation -

Normal 11 12 12 12
Piloerection

Absent 11 12 12 12
Pupil size

Normal 11 12 12 i2
Salivation

None 11 12 12 12
Abnormal respiration

Absent 11 12 12 12
Vocalization

None 11 12 12 12

Reactivity to handling
Easy 11 12 12 12
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Lactation day 4)

Dose (mg/kg) 0 30 100 300
Parameter No. of animals 11 12 12 12

Ease of removal from cage

Easy 11 12 12 12
Fur condition

Normal 11 12 12 12
Skin

Normal 11 12 12 12
Secretions-Eye, Nose

Absent 11 12 12 12
Exophthalmos

Absent 11 12 12 12
Palpebral closure

Normal 11 12 12 12
Mucosal membranes

Normal 11 12 12 12
Lacrimation

Normal 11 12 12 12
Piloerection

Absent 11 12 12 12
Pupil size

Normal 11 12 12 12
Salivation

" None 11 12 12 12
Abnormal respiration

Absent 11 12 12 12
Vocalization

None 11 12 12 12

Reactivity to handling
Easy 11 12 12 12
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation {(Satellite group, Week 1 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure )

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 2 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions~-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-39 A combined repeated-dose/reproductive-~-developmental toxicity study in rats treated orally
’ with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 3 of administration)

Dose (mg/kg) ] 300

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 9

Some resistance/avoidance 0 1
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 9

Soft 0 1

Reactivity to handling
Easy 10 10
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 16
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1061

Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1051

Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmas

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1051

Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: in-the-hand observation (Week 1 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5] 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None S 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




R-1051

Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 S
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 S
Palpebral closure
© Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation ‘

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 b
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




R-1051

Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation {Week 1 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent S 5
Palpebral closure

Normal S 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5

~ Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 S
Vocalization

None 5 S

Reactivity to handling
Easy 5 5




R-1051

Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal S 5
Skin

Normal 53 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal S 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5] 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats:

open field observation (Week 1 of administration}

R-1051

Dose (mg/kg) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 i2 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 0 4} 1

Normal 12 12 i2 11
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 5+ 2 5+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 1+ 1
Urination

None 9 8 10 10

Small amount 2 4 2 2

Moderate amount 1 0 0 0

No significant difference in any treated groups from control group.



Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats:

open field observation (Week 2 of administration)

R~1051

Dose (ﬁg/kg)

0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 1 0 0

Normal 12 11 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 4+ 3 4+ 2 4+ 2
Defecation count (Mean*S.D.) 0+ 0+ 1 0+ 0 0+ 0
Urination

None 10 10 8 10

Small amount 2 2 4 2

No significant difference in any treated groups from control group.



Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: open field observation (Week 3 of administration)

R-1051

Dose (mg/kg) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None i2 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 i2
Rearing (Mean+S.D.) 6+ 2 5+ 2 6+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 10 10 12

Small amount 1 2 2 0

No significant difference in any treated groups from control group.



Table 2-50 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally

with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: open field observation (Week 4 of administration)

R-1051

Dose (mg/kg) 0 30 100 - 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 i2 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy .

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 i2 12 12
Rearing (Mean+S.D.) 5+ 1 5+ 2 5+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 11 8 10 12

Small amount 1 4 2 0

No significant difference in any treated groups from control group.



Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: gpen field observation (Week 5 of administration)

R-1051

bose (mg/kg) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None i2 12 12 12
Rearing (Mean+S.D.) 5+« 1 5+ 2 5+ 2 4+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ 0 0+ O
Urination

None 11 9 11 12

Small amount 1 3 1 0

No significant difference in any treated groups from control group.



Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate

Detailed clinical signs in male rats: open field observation (Week 6 of administration)

R-1051

Dose (mg/kg) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 - 12 12
Stereotypy

None 12 12 12 12
Gait

Normal - 12 12 i2 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 2 5+ 2 5+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 7 8 12

Small amount 2 5 4 0

No significant difference in any treated groups from control group.



R-1051

Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: open field observation (Main graup, Week 1 of administration)
Dose (mg/kg) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 i2 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) T+ 2 8+ 2 9+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ O
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.



Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis(2-ethylhexyl)4-Cyclchexene-1,2-dicarboxylate

Detailed clinical signs in female rats:

open field observation (Main group,

Week 2 of administration)

R-1051

Dose (mg/kg) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None - 12 i2 12 12
Rearing (Mean+S.D.) 8+ 9+ 2 8+ 2 8+ 2
Defecation count (Mean+S.D.} 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 11 12 12

Small amount 0 1 0 0

No significant difference in

any treated groups from control group.



R-1051

Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: open field observation {(Main group, Gestation day 1)
Dose (mg/kg) 0 30 100 300

Parameter No. of animals 11 12 12 12
Arousal

Normal 11 12 12 12
Convulsion

None 11 12 12 12
Abnormal behavior

None 11 12 12 12
Stereotypy

None 11 12 12 12
Gait

Normal 11 12 12 12
Posture

Normal 11 12 12 i2
Grooming

None 11 12 12 12
Rearing (Mean+S.D.) T+ 8+ 2 8+ 3 8+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0+ 0 0+ O
Urination

None 10 12 12 12

Small amount 1 0 0 0

No significant difference in any treated groups from control group.



Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 7)

R-1051

Dose (mg/kg) 0 30 100 300

Parameter No. of animals 11 12 12 12
Arousal

Normal 11 12 - 12 12
Convulsion

None 11 12 12 12
Abnormal behavior

None 11 12 12 12
Stereotypy

None 11 12 12 12
Gait

Normal 11 12 12 12
Posture

Normal 11 12 12 12
Grooming

None 11 12 12 12
Rearing (Mean+S.D.) T+ 2 T+ 2 T+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 12 10 12

Small amount 0 0 2 0

No significant difference in any treated groups from control group.



R-1051

Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 14)
Dose (mg/kg) 0 30 100 300

Parameter No. of animals 11 12 12 12
Arousal

Normal 11 12 12 12
Convulsion

None 11 12 12 12
Abnormal behavior

None 11 12 12 12
Stereotypy

None 11 12 12 12
Gait

Normal 11 12 12 12
Posture

Normal 11 12 12 12
Grooming

None 11 12 12 12
Rearing (Mean+S.D.) 6+ 2 8+ 1«D 6+ 2 6+ 2
Defecation count (Mean+S.D.) O+ 0+ 0+ 0 0+ 0
Urination ,

None 11 12 12 11

Small amount 0 0 0 1

¢ : p<0.05 (Significant difference from control group)

D : Dunnett's test



R-1051

Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 20)

Dose (mg/kg) 0 30 100 300

Parameter No. of animals 11 12 12 12
Arousal

Normal 11 12 12 12
Convulsion

None 11 12 12 12
Abnormal behavior

None 11 12 12 12
Stereotypy

None 11 12 12 12
Gait

Normal 11 12 12 12
Posture

Normal 11 12 12 12
Grooming

None 11 12 12 12
Rearing (Mean+S.D.) 6+ 1 6+ 2 6+ 1 6+ 1
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 11 11 12 12

Small amount 0 1 8] 0

No significant difference in any treated groups from control group.



R~1051

Table 2-59 A combined repeated—dose/reproductive—developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: open field observation (Main group, Lactation day 4)
Dose (mg/kg) 0 30 100 300

Parameter No. of animals 11 12 12 12
Arousal

Normal 11 12 12 12
Convulsion

None 11 12 12 12
Abnormal behavior

None 11 12 12 12
Stereotypy

None 11 12 12 12
Gait

Normal 11 12 12 12
Posture

Normal 11 12 12 12
Grooming

None 11 12 12 12
Rearing (Mean+S.D.) 6+ T+ 6+ 2 T+
Defecation count (Mean+S.D.) 0+ 0+ O 0+ 0 0+ 0
Urination

None 11 12 12 12

No significant difference in any treated groups from control group.



R-1051

Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats:

open field observation (Satellite group, Week 1 of administration)

Dose (mg/kg) [¢] 300

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ T+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0
Urination

None 9 8

Small amount 1 2

No significant difference between treated group and control group.



R-1051

Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: open field observation {Satellite group, Week 2 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ 2 g9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 10 9

Small amount : 0 1

No significant difference between treated group and control group.



R-1051

Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate

Detailed clinical signs in female rats: open field observation (Satellite group, Week 3 of administration}

Dose (mg/kg) 0 300

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None ’ 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 8+ 3 9+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 8 10

Small amount 2 0

No significant difference between treated group and control group.



R-1051

Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2~ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed c¢linical signs in female rats: open field observation (Satellite group. Week 4 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 10+ 3 10+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

R-1051

Detailed clinical signs in female rats: open field observation (Satellite group, Week 5 of administration)

Dose {(mg/kg) 0 300

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 9+ 2 9+ 3
Defecation count (Mean+S.D.)} 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1051

Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Detailed clinical signs in female rats: open field observation (Satellite group, Week 6 of administration)
Dose (mg/kg) 0 300
Parameter No. of animals 10 10
Arousal
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
Stereotypy
None 10 10
Gait
No/minimal location 0 1
Normal 10 9
Posture
Normal 10 10
Grooming
None 10 10
Rearing (Mean+S.D.) 8+ 8+ 3
Defecation count (Mean+S.D.) 0+ 0+ 0
Urination
None 10 10

No significant difference between treated group and control group.



R-1051

Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: open field observation (Week 1 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion :

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait :

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 5+ 1 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2~ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in male rats: open field observation (Week 2 of recovery)

R-1051

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 5+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



R-1051

Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate

Detailed clinical signs in female rats: open field observation (Week 1 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 - 5
Abnormal hehavior

None S 5
Stereotypy

None ) 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 2 8+ 3
Defecation count (Mean+S.D.) 0+ O 0+ O
Urination

None 5 5

No significant difference between treated group and control group.



Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Detailed clinical signs in female rats: open field observation (Week 2 of recovery)}

R-1051

Dose (mg/Kkg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 2 T+ 2
Defecation count {(Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Manipulative test of male rats (Week 6 of administration)

R-1051

Dose (mg/keg) 0 30 100 300

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 S 5 S
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both . 5 . 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 62+19 68+13 T77+26 90+13

No significant difference in any treated groups from control group.



R-1051

Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Manipulative test of female rats (Main group, Lactation day 4)

Dose (mg/kg) 0 30 100 300

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 53 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 15 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 66+17 66+11 70+18 67+17

No significant difference in any treated groups from control group.



R-1051

Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Manipulative test of female rats (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O
Landing foot splay (mm: Mean+S.D.) 66+25 36+11«T

# : p<0.05 (Significant difference from control group)
T : Student's t-test



R-1051

Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Manipulative test of male rats (Week 2 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal S 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay {mm: Mean+S.D.) 62+21 88+17

No significant difference between treated group and control group.



R-1051

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Manipulative test of female rats (Week 2 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 S
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) T4+15 52+15#T

# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Grip strength of male rats (Week 6 of administration)

Dose Fore 1limb Hind 1imb
mg/kg g g
0 No. 5 5
Mean 1395 807

S.D. 141 106

30 No. 5 5
Mean 1366 794

S.D. 360 198

100 No. S 5
Mean 1535 920

S.D. 274 162

300 No. 5 5
Mean 1666 995

S.D. 79 152

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
' with Bis{2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Grip strength of female rats (Main group, Lactation day 4)

Dose Fore 1limb Hind 1imb
mg/kg g g
0 No. 5 5
Mean 1063 853

S.D. 155 126

30 No. 5 5
Mean 1239 769

S.D. 132 85

100 No. 5 5
Mean 1323+ 800

S.D. 96D 111

300 No. 5 5
Mean 1279+ 677»

S.D. 106D 86D

No.: No. of animals
* : p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Grip strength of female rats (Satellite group, Week 6 of administration)
Dose Fore 1imb Hind 1limb
ng/kg g g
0 No. 5 51
Mean 1042 713
S.D. 103 153
300 No. 5 S
Mean 1011 657
S.D. 104 87

No.: No. of animals

No significant difference between treated group and control group.
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Table 2-78 A combined repéated—dose/reproductive~developmenta1 toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Grip strength of male rats (Week 2 of recovery)

Dose Fore 1imb Hind 1limb
ng/kg g g
0 No. 5 5
Mean 1812 892

S.D. 205 91

300 No. 5 5
Mean 1914 963

S.D. 161 49

No.: No. of animals
No significant difference between treated group and control group.
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Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2~ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Grip strength of female rats (Week 2 of recovery)
Dose Fore limb Hind 1limb
mg/kg g g
0 No. 5 51
Mean 1393 800
S.D. 148 118
300 No. 5 5
Mean 1303 698
S.D. 151 100

No.: No. of animals
No significant difference between treated group and control group.
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Table 2-80 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Motor activity of male rats (Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 436 335 294 183 120 164 1531
S.D. 29 87 71 138 86 114 306
30 No. 5 5 5 5 5 5 5
Mean 429 391 368 312 238 179 1917
S.D. 31 42 91 102 52 110 317
100 No. 5 5 5 5 5 5 5
Mean 424 321 301 273 238 146 1704
S.D. 18 83 101 147 125 1656 507
300 No. 5 5 S5 5 5 5 5
Mean 399 308 253 226 179 162 1528
S.D. 29 33 53 71 128 109 170

Unit : Count

No.: No. of animals

No significant difference in any treated groups from control group.
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Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate
Motor activity of female rats (Main group, Lactation day 4)
Interval {(minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 277 193 119 79 75 126 870
S.D. 105 131 110 78 102 79 530
30 No. 5 5 5 5 5 5 5
Mean 285 110 17 40 49 25 587
S.D. 69 120 85 48 74 37 365
100 No. 5 5 5 5 5 5 5
Mean 376 223 132 135 143 147 1156
S.D. 50 79 78 101 99 145 438
300 No. 5 5 5 5 5 5 5
Mean 352 169 98 110 30 29 788
S.D. 20 88 63 58 42 a7 162

Unit : Count

No.: No. of animals

No significant difference in any treated groups from control group.
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Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Motor activity of female rats (Satellite group. Week 6 of administration)

Interval (minutes)

Dose

mg/kg 0-10 10-20 20-30 30-40 40-50 50~60 Total(0-60)

0 No. 5 5 5 5 5 5 5

Mean 410 346 293 259 257 220 1785

S.D. 79 110 107 128 101 67 523

300 No. 5 5 5 5 5 5 5

Mean 359 285 186 157 105+ T3ew 1165

S.D. 32 43 58 79 90T 65T 174

Unit : Count

No.: No. of animals

+ : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
T: Student's t-test
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Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Motor activity of male rats (Week 2 of recovery)

Interval (minutes)

Dose

mg/ke 0~10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

0 No. 5 5 5 5 5 5 5

Mean 426 361 325 252 199 232 1795

S.D. 33 54 43 58 62 84 75

300 No. 5 5 5 5 5 5 5

Mean 399 329 304 221 282+ 308 1842

S.D. 34 44 49 111 39T 43 210

Unit : Count

No.: No. of animals

* : p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarhoxylate

Motor activity of female rats (Week 2 of recovery)

Interval (minutes)

Dose

ng/kg 0-10 10-20 20~30 30-40 40-50 50-60 Total(0-60)

0 No. 5 5 5 5 5 5 5

Mean 404 309 281 308 254 239 1794

S.D. 52 71 38 98 64 103 286

300 No. 5 5 5 5 5 5 5

Mean 330 295 261 241 205 186 1518

S.D. 55 41 49 33 89 141 271

Unit : Count
No.: No. of animals
No significant difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Body weight of male rats (Administratiom period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 383 394 409 419 435 436 451 460 474 484 497 506 513 130
S.D. 17 20 21 22 23 23 25 26 27 26 26 28 30 22
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 Mean 383 395 412 421 436 444 460 470 482 492 505 512 520 137
S.D. 15 19 21 23 25 27 29 29 31 33 36 36 37 25
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 381 393 408 416 431 436 451 464 479 489 503 510 516 136
S.D. 17 18 18 21 23 25 25 26 28 28 32 31 31 22
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 381 394 411 422 435 446 463 472 486 498 511 518 524 143
S.D. 18 19 22 22 24 26 29 29 32 35 39 40 42 29
Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Body weight of female rats during the pre-mating period (Main group)

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 236 244 250 254 258 22
S.D. 10 9 10 13 12 7
No. 12 12 12 12 12 12
30 Mean 236 242 249 251 257 21
S.D. 14 14 17 16 18 8
No. 12 12 12 12 12 12
100 Mean 234 242 247 251 257 23
S.D. 11 10 8 6 7 11
No. 12 12 12 12 12 12
300 Mean 235 240 246 248 252 18
S.D. 12 10 12 12 13 8

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Body weight of dams during the gestation periocd (Main group)

Administration
Dose Gain
mng/ke 0 4 7 11 14 17 20a) 0-20
No. 11 11 11 11 11 11 11 11
0 Mean 265 283 296 316 330 361 402 137
S.D. 12 14 15 15 18 23 23 14
No. 12 12 12 12 12 12 12 i2
30 Mean 262 284 294 316 329 358 402 140
S.D. 18 19 18 20 23 26 27 14
No. 12 12 12 12 12 12 12 12
100 Mean 260 283 294 315 331 361 409 149
S.D. 8 8 10 12 12 13 15 16
No. 12 12 12 12 12 12 12 12
300 Mean 259 279 288 310 323 352 396 137
S.D. 14 12 10 11 11 12 18 18

Unit: g

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group.
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Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Body weight of dams during the lactation period (Main group)
Administration
Dose R —— Gain
mg/kg 0 4a) 0-4
No. 11 11 11
0 Mean 314 324 9
S.D. 23 17 19
No. 12 12 12
30 Mean 314 323 9
S.D. 19 24 13
No. 12 12 12
100 Mean 319 326 7
S.D. 19 15 11
No. 12 12 12
300 Mean 310 326 16
S.D. 18 14 11
Unit: g

No.: No. of dams
a): Lactation day
No significant difference in any treated groups from control group.
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Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Body weight of female rats (Satellite group, administration period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 Mean 235 242 247 250 255 257 263 266 270 275 278 277 277 42
S.D. 8 9 8 8 8 10 11 10 11 11 12 13 11 12
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 Mean 236 242 246 250 255 260 262 266 270 272 277 282 284 48
S.D. 9 10 14 15 19 21 22 22 24 26 30 30 28 21
Unit: g

No.: No. of animals

No significant difference between treated group and control group.
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Table 3-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Body weight of male rats (Recovery period)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 489 492 501 506 507 19
S.D. 16 14 21 17 22 12
No. 5 5 5 5 5 5
300 Mean 518 523 533 538 537 18
S.D. 36 38 41 41 45 11
Unit: g

No.: No. of animals
a): Day of administration

No significant difference between treated group and control group.



R-1051

Table 3-7 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Body weight of female rats (Recovery period)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 283 285 291 290 293 9
S.D. 14 i3 15 9 11 4
No. 5 5 5 5 5 5
300 Mean 276 276 283 280 280 4
S.D. 13 15 18 15 14 5
Unit: g
No.: No. of animals

a): Day of administration

No significant difference between treated group and control group.
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Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Food consumption of male rats (Administration periocd)

Day of administration

Dose
ng/kg 1 4 8 11 15 32 36 39 42
No. 12 12 12 12 12 12 12 12 12
0 Mean 27 26 25 24 24 22 24 20 23
S.D. 1 3 2 2 2 2 3 2 3
No. 12 12 12 12 12 i2 12 12 12
30 Mean 27 26 24 23 23 21 23 18 22
S.D. 3 3 3 3 2 3 3 2 3
No. 12 12 12 12 12 12 12 12 12
100 Mean 26 24 24 22 22 22 23 19 22
S.D. 3 2 3 3 2 2 3 2 2
No. 12 12 12 12 12 12 12 12 1z
300 Mean 25 24 23 23 22 22 23 20 22
§.D. 4 2 2 2 3 4 3 4 3

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Food consumption of female rats during the pre-mating period (Main group}
Day of administration
Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
Q Mean 18 17 18 17 15
S.D. 2 2 2 3 3
No. 12 12 12 12 12
30 Mean 19 18 18 17 17
S.D. 2 3 3 2 3
No. 12 12 12 12 12
100 Mean 17 16 17 16 16
S.D. 3 2 3 3 2
No. 12 12 12 12 12
300 Mean 18 17 18 16 16
S.D. 3 2 2 2 2

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Food consumption of dams during the gestation period (Main group)
Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 11 11 11 11 11 11 11
0 Mean 17 20 22 21 20 23 17
S.D. 2 2 3 2 3 4 2
No. 12 12 12 12 12 12 12
30 Mean 18 20 20 21 20 22 20
S.D. 4 2 1 2 3 3 2
No. 12 12 12 12 12 12 12
100 Mean 18 20 20 21 21 24 20
S.D. 2 2 3 2 2 3 4
No. 12 12 12 12 12 12 12
300 Mean 16 19 19« 21 21 22 20
S.D. 2 1 2D 2 2 2 3
Unit: g/rat/day
No.: No. of dams

a): Gestation day

#: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Food consumption of dams during the lactation period (Main group)

Administration
Dose _
mg/kg 2 4a)
No. 11 11
0 Mean 16 33
S.D. 6 7
No. 12 12
30 Mean 18 37
S.D. 4 5
No. 12 12
100 Mean 19 34
S.D. 3 5
No. 12 12
300 Mean 22%w 37
S.D. 3D 6

Unit: g/rat/day

No.: No. of dams

a): Lactation day

#»: p<0.01 (Significant difference from control group)
D: Dunnett’'s test



Table 4-5 . A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Food consumption of female rats (Satellite group, administration period)

R-1051

Day of administration

Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 10 10 10 10 10 10 10 10 10
0 Mean 19 19 19 17 16 16 17 12 14
S.D. 2 2 2 2 3 2 2 3 3
No. 10 10 10 10 10 10 10 10 10
300 Mean 18 17 16 18 17 14 17 15» 17«
S.D. 3 4 4 3 3 4 4 3T 37T

Unit: g/rat/day

No.: No. of animals

#: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 4-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Food consumption of male rats (Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 21 27 30 26 24
S.D. 2 2 3 2 2
No. 5 5 5 5 5
300 Mean 21 28 32 27 25
S.D. 1 2 3 3 3

Unit: g/rat/day
of animals
No significant difference between treated group and control group.

No.: No.
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Table 4-7 A combined repeated-dose/reproductive—deVéloDMental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Food consumption of female rats {Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 14 18 22 19 19
S.D. 2 2 3 3 1
No. 5 5] S 5 5
300 Mean 16 18 23 19 15«
S.D. 3 3 5 2 3AT

Unit: g/rat/day

No.: No. of animals

#: p<0.05 (Significant
AT: Aspin-Welch t-test

difference from control group)
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Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study im rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Urinalysis of male rats (Week 6 of administration)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 . ke 4 dd b4 k44t R A D ] ~ 4= 4 e+ kEF A+
0 5 ¢} 0 0 0 1 0 0 4 0o 0 4 1 0 0 2 2 1 0 0 4 1 0 0 O (0]
30 5 0 (o} 0 0 o] 1 2 2 o 3 1 1 0 0 1 2 2 0 0 5 0 0 0 O Q
100 5 0 4] 0 0 0 2 2 1 o 0 & 0 0 Q 0 3 2 0 0 5 0 0 0 O 0
300 5 0 4} 0 0 0 2 2 1 0 0 4 1 0 0 1 3 1 0 0 5 0 0 0 O 0
1) - <10 mg/dL +- 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL FOr 251 - 600 mg/dL Tttt >600 mg/dL
2} - <5 mg/dL +- 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +4+ 71 - 125 mg/dL LS >125 mg/dL
3) - <30 mg/dL +- 30 - 60 mg/dL + 1 61 - 125 mg/dL ++ : 126 ~ 250 mg/dL o+ 251 - 750 mg/dL - >750 mg/dL
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Table 5-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2~ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Urinalysis of male rats {(Week 6 of administration)
4) 5) 8) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No. _
mg/kg - 4= 4 44 4+ L R Y e g e kb dddd LY Y DY
o] 5 5 0 0 0 O 5 0 0 0 [¢] 4 1 0 0 0 0 5 0
30 5 4 1 0 0 O 5 0 0 0 0 5 0 0 0 [4] 0 5 0O
100 5 5 0 0 0 O 5 0 0 O 0 4 1 0 0 0 0 5 0
300 5 4 1 0 0 O 5 0 0 O 0 5 0 0 0 ¢ 0 5 0
4) - <0.03 mg/dL +- 0.03 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL  +++ : >0.75 mg/dL
5} - <0.5 mg/dL + : 0.5 - 1.5 mg/dL ++ 1.6 - 5.0 mg/dL  +++ : 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL  ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate
Urinalysis of male rats (Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS cO
Dose No.
mg/kg - =+t - +- + 4 e+ - += 4 4+ 4 B A T A T - = +~ + e e+t =+ e+ At
0 5 5 0 0 0 O 4 1 0 0 0 0 5 0 0 O 5 0 0 0 O 5 0 0 5 0 O 0 0 0 0
30 5 5 0 0 0 O 5 ¢ 0 0 O 0 5 0 0 O 5 0 0 0 O 5 0 3 1 0 O 0 0 0 0
100 5 5 0 0 0 0 5 ¢ 0 0 0 0O 5 0 0 O 5 0 0 0 O 5 0 2 2 0 O 0O 0 0 O
300 5 5 0 0 0 0 5 0 0 0 O 0O 5 0 0 0 5 0 0 0 O 5 0 1 4 0 0 0 0 0 O
SEC : Squamous Epithelial Cell - . Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts * : Mild
Co Calcium Oxalate ++ : Moderate

+++ : Severe
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Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Water intake and urinalysis (Week 6 of administration)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 5 Mean 40 9.0 2124
S.D. 10 3.3 673
30 5 Mean 40 11.0 1764
S.D. 4 2.9 352
100 5 Mean 42 11.7 1992
S.D. 8 5.4 565
300 5 Mean 43 11.8 2006
S.D. 8 6.2 352

No significant difference in any

treated groups from control group.
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Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Urinalysis of female rats (Satellite group, Week 6 of administration)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6,.06.5 7.0 7.58.08.5 9.0 — +=  + ++ +++ F+++ B I A L T s B A T B L e
0 5 0 0 0 1 3 1 0 0 0 1 3 1 0 0 0 3 2 0 0 0O ¢ 5 0 0 0 0 0
300 5 0 0 0 2 1 2 0 0 0 0 1 383 1 0 0 2 2 1 0 0 0 5 0 0 0 O 0
1) <10 mg/dL +- 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +4+ 251 - 600 mg/dL 4+ >600 mg/dL
2) <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL EEE) 71 - 125 mg/dL b >125 mg/dL
3) <30 mg/dL +- : 30 - 60 mg/dL + : 81 - 125 mg/dL ++ 1 126 - 250 mg/dL + b 251 - 750 mg/dL PO >750 mg/dL



¢
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Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Urinalysis of female rats (Satellite group, Week 6 of administration)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg SRR L A R S X 4 R N P T S £ LY Y DY
0 5 5 0 0 ¢ © 5 0 0 © 0 5 0 0 0 0 e 5 0
300 5 s 0 0 0 ¢ 5 0 0 © 0 4 1 0 O 0 0 5 0
4} - <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + 0.06 -~ 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + 2 0.5 - 1.5 mg/dL  ++ 1.6 - 5.0 mg/dL +++ 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL. ++ 3.6 - 7.0 mg/dL +++ 7.1 - 12.0 mg/dL  ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Urinalysis of female rats (Satellite group, Week 6 of administration)

R-1051

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg - += + 4+ +++ - +- + 4+ 4+ - 4+ + o+ 4 - - + +4+ 4 - - + - - + o+ ted - - + 4
0 5 5 0 0 0 0 5§ 0 0 0 O 0O 5 0 0 O 5 0 0 0 0 5 0 0 3 2 0 0 O 5 0 0 0 O

300 5 5 0 0 0 0 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O 5 0 0 3 2 ¢ 0 O 5 0 0 0 O
SEC Squamous Epithelial Cell - : Negative

SREC Small Round Epithelial Cell +- : Slight
PS Phosphate Salts + : Mild

Co Calcium Oxalate ++ : Moderate

+++ : Severe
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Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)}4-Cyclohexene-1,2-dicarboxylate
Water intake and urinalysis (Satellite group, Week 6 of administration)
Female
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 5 Mean 33 7.5 1901
S.D. 8 5.4 915
300 5 Mean 39 7.5 1936
S.D. 6 2.8 395

No significant difference between treated group and control group.
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Table 5-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl}4-Cyclohexene-1,2-dicarboxylate
Urinalysis of male rats (Week 2 of recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.05.56.06.57.07.58.08.589.0 - 4 dhd bbbt — =+ 4+ E+ A+t ~ =+ 4+ et
0 5 0 0 0 0 0 1 0 2 2 0 1 4 0 O 0 1 4 0 0 O 5 0 0 0 O 0
300 5 0 0 0 0 0 1 1 3 0 0 1 4 0 O 0 2 2 1 0 0 5 0 0 0 © 0
1) - <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ 86 - 250 mg/dL 4 251 - 600 mg/dL LR >600 mg/dL
2) <5 mg/dL +- : 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ 31 - 70 mg/dL e 71 - 125 mg/dL e >125 mg/dL
3) - <30 mg/dL +- : 30 - 60 mg/dL + : B1 - 125 mg/dL ++ 126 - 250 mg/dL 44 251 - 750 mg/dL Prares >750 mg/dL
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Table 5-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate
Urinalysis of male rats (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose NO., ———r—
mg/kg - 4= + 4 A+ - B T +— ot b bbb LY Y DY
0 5 5 0 0 0 o 5 0 0 0 0 3 2 0 0 0 0 5 0
300 5 5 0 0 0 O 5 0 0 0 0 4 1 0 0 0 0 5 0
4) - <0.03 mg/dL "+- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0¢.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + : 0.5 - 1.bmg/dl. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- <2.0 mg/dL + 1 2.0 - 3.5mg/dL ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY Light yellow Y : Yellow DY : Dark yellow
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Table 5-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Urinalysis of male rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg’ - - + ++ 4 - 4 + 4+ 4+ R + F4 - 4= + 44 - 4 + - + 4+ F++ R + ++ e+
0 5 5 0 0 0 0 5 0 0 0 O 0 5 0 0 0 5 0 0 0 ¢ 5 0 0 5 0 O 5 0.0 0 O
300 5 5 0 0 0 O 5 0 0 0 O 0O 5 0 0 O 5 0 0 0 ¢ 5 ¢ 1 3 0 O 5 0 0 0 O
SEC Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + ¢ Mild
co : Calcium Oxalate ++ : Moderate

+++

Severe
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Table 5-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Water intake and urinalysis (Week 2 of recovery)
Male
Water Urine Osmolality
Dose No. intake volume
mng/kKg mL/24h mL/24h mosm/kg
0 5 Mean 42 14.3 2038
S.D. 12 4.2 356
300 5 Mean 49 19.3 1939
S.D. 13 5.6 254

No significant difference between treated group and control group.
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Table 5-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Urinalysis of female rats (Week 2 of recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.07.5 8.0 8.5 9.0 T I B T Y B IR T B R L R T IR T A T s
0 5 0 1 0 1 1 1 0 2 2 1 0 0 0 4 0 1 0 O 0 5 0 0 0 O
300 5 0 0 0 3 0 0 0 2 2 1 0 O Q 4 0 1 0 O ¢ 5 0 0 0 ¢
1) <10 mg/dL - 10 - 25 mg/dL + 26 ~ 85 mg/dL ++ 86 -~ 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >600 mg/dL
2) <5 mg/dL = 5 - 7.5 mg/dL + : 7.8 - 30 mg/dL ++ : 31 - 70 mg/dL RS 71 - 125 mg/dL e >125 mg/dL
3) <30 mg/dL +- 30 - 60 mg/dL + : 61 - 125 mg/dL ++ 126 - 250 mg/dL ++4 251 - 750 mg/dL St >750 mg/dL
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Table 5-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Urinalysis of female rats (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - d- At s b ke Ak dkdd + - L S e e LY Y DY
0 5 5 0 0 5 0 0 0 0 4 1 0 0 0 0 5 ©
300 5 5 0 0 S 0.0 O 0 4 1 0 0 0 0 5 ¢
4) - : <0.03 mg/dL +- 1 0,083 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 -~ 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

6) +- : <2.0 mg/dL
7) LY : Light yellow

: 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
: Yellow DY : Dark yellow

<4+ 4+
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Table 5-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Urinalysis of female rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg' - +- + +F - - + 4 4 - %= + 4 444 - - + 44+ 4+ - - - +- + ++ 44+ +- + 4+
0 5 5 0 0 0 0O 4 0 1 0 O 0O 5 0 0 0 5 0 0 0 O 5 0 2 2 1 06 0 0 0 0 O
300 5 5 0 0 0 O 5 0 6 0 O 0 5 0 0 O 5 0 0 0 O 5 0 2 3 0 0 0 0O 0 0 O
SEC Squamous Epithelial Cell - : Negative
SREC Small Round Epithelial Cell +- @ Slight
PS Phosphate Salts + : Mild
Co Calcium Oxalate ++ 1 Moderate

4+

Severe
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Table 5-16 A combined repeated-dose/reproductive-devélopmental toxicity study in rats treated orally
with Bis{(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Water intake and urinalysis (Week 2 of recovery)
Female
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h  mL/24h mOsm/kg
0 5 Mean 37 9.1 2432
S.D. 13 8.0 1314
300 5 Mean 31 10.3 2026
S.D. 7 4.6 543

No significant difference between treated group and control group.
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Table 6-1 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Bis{2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hematology (End of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ uL g/dL % fL pg g/dL % X10%*/4L s s mg/dL
0 7 Mean 864 15.2 44 .4 51.5 17.6 34.2 2.2 112.7 13.3 21.7 278
S.D. 37 0.6 1.4 2.3 0.9 0.3 0.4 9.7 0.7 2.5 17
30 5 Mean 869 15.0 43.8 50.5 17.2 34.1 2.1 110.1 13.3 20.9 274
S.D. 35 0.3 0.7 1.4 0.6 0.6 0.2 11.9 0.8 1.9 23
100 5 Mean 897 15.4 44.9 50.1 17.1 34.2 1.9 101.8 14.2 23.1 270
S.D. 38 0.6 1.6 1.2 0.1 0.7 0.3 13.3 1.3 3.5 20
300 7 Mean 873 15.1 44.2 50.7 17.3 34.2 2.1 118.5 14.8 25.3 304
S.D. 41 0.4 1.1 1.4 0.5 0.3 0.4 14.2 2.5 4.0 30

No significant difference in any

treated groups from control group.
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Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Hematology (End of administration)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/uL)
Dose No.
mg/kg X10?/4L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LucC
0 7 Mean 92.0 71.5 24.4 1.0 0.3 2.2 0.6 65.9 22.4 0.9 0.2 2.0 0.5
S.D. 13.5 3.2 3.5 0.2 0.1 0.6 0.2 10.8 4.3 0.2 0.1 0.6 0.2
30 5 Mean 83.3 73.4 21.4 1.7= 0.2 2.8 0.5 60.8 18.0 1.4+« 0.2 2.4 0.4
S$.D. 10.8 5.8 5.2 0.4D 0.1 1.0 0.2 5.3 6.3 0.4D 0.1 1.1 0.2
100 5 Mean 103.4 77.2 19.1 1.2 0.4 1.7 0.4 79.7 19.9 1.2 0.4%% 1.8 0.4
5.D. 16.3 2.9 2.8 0.3 0.1 0.2 0.1 12.0 5.0 0.2 0.1D 0.3 0.1
300 7 Mean 66.3# 72.7 23.3 1.3 0.3 2.1 0.4 48.T= 15.0# 0.9 0.2 1.4 0.3
S.D. 19.5D 7.3 7.5 .5 0.1 0.7 0.2 16.6D 5.5D 0.3 0.1 0.6 0.1D

LUC : Large unstained cells
# : p<0.05 ; #* : p<0.0l (Significant difference from control group)
D : Dunnett's test
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Table 6-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hematology (Lactation day 5)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10*/ 4L g/dL % fL pg g/dL % X104/ #L s s mg/dL
0 11 Mean 720 12.9 38.5 53.5 18.0 33.7 6.2 145.5 12.4 17.6 320
S.D. 33 0.7 2.1 1.8 0.6 0.2 1.0 17.8 0.8 3.5 69
30 5 Mean 730 13.6 40.1 54.9 18.6 33.8 6.6 146.0 12.4 18.4 304
S.D. 18 0.3 1.4 2.2 0.5 0.5 2.5 18.0 0.5 1.4 53
100 5 Mean 729 13.4 40.0 54.9 18.4 33.5 6.9 160.6 12.5 17.5 299
S.D. 15 0.5 1.6 1.5 0.4 0.5 0.7 17.4 0.7 2.3 71
300 12 Mean 711 13.0 38.8 54.8 18.4 33.6 7.3 156.8 12.3 18.2 312
S.D. 50 0.8 2.2 3.0 0.9 0.4 3.1 16.8 0.7 2.8 74

No significant difference in any

treated groups from control group.
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Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hematology (Lactation day 5)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%2/xL)
Dose No.
mg/ke X10%/4L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LuC
4] 11 Mean 120.9 55.0 40.9 0.7 0.2 2.6 0.6 64.2 52.0 0.8 0.2 3.0 0.7
S.D. 42.8 13.5 14.86 0.3 0.1 0.9 0.4 22.2 28.8 0.2 0.2 1.5 0.4
30 5 Mean 107.8 70.3+ 25.0» 0.6 0.3 3.2 0.6 75.7 27.2 0.7 0.3 3.4 0.7
S.D. 15.6 3.3D 4.1D 0.2 0.1 0.8 0.4 10.5 7.1 0.2 0.1 0.8 0.5
100 5 Mean 113.9 63.5 33.0 0.6 0.2 2.2 0.5 72.1 37.8 0.7 0.2 2.5 0.6
S.D. 6.0 T.7 8.4 0.2 0.0 0.6 0.3 7.8 11.1 0.2 0.1 0.6 0.3
300 12 Mean 122.1 61.9 33.8 0.7 0.2 2.8 0.7 75.4 41.4 0.8 0.3 3.4 0.8
S.D. 26.3 11.8 11.5 0.2 0.1 1.1 0.3 22.2 17.9 0.2 0.1 1.6 0.5

LUC : Large unstained cells
# : p<0.05 (Significant difference from control group)

D : Dunnett's test
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Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2~ethylhexyl)4-Cyclcohexene-1,2-dicarboxylate
Hematology (Satellite group, End of administration)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate~- - PT APTT Fibri-
Dose No. locyte let nogen
meg/kg X10%/ 4L g/dL % fL pg g/dL % X104/ 4L s s mg/dL
0 5 Mean 854 15.3 44.0 51.6 17.9 34.7 1.4 124.7 11.%6 17.9 208
S.D. 12 0.3 0.5 1.1 0.5 0.4 0.3 13.8 0.4 2.0 31
300 5 Mean 814 14.7 42.0 51.6 18.1 35.0 1.8 124.6 11.3 16.9 212
S.D. 48 0.6 1.8 2.1 0.7 0.3 0.7 7.5 0.3 0.6 25

No significant difference between treated group and control group.
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Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
. with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hematology (Satellite group, End of administration)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/x«L)
Dose No. -
mg/kg X102/l Lymph. LUC
0 5 Mean 80.3 82. 13.8 1.2 0.2 1.7 0.6 1.0 0.2 1.5 0.5
S.D. 25.6 6. 5.7 0.2 0.1 0.6 0.1 0.4 0.1 1.0 0.2
300 5 Mean 69.0 75. 20.2 1.7 0.2 1.6 0.5 1.2 0.1 1.1 0.3
S.D. 15.9 12. 11.9 0.8 0.1 0.4 0.1 0.8 0.0 0.5 0.0

LUC : Large unstained cells

No significant difference between treated group and control group.
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Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate
Hematology (End of recovery)
Male
RBC Hb Ht MCcvV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 4L g/dL % fL rg g/dL % X104/ 1L s s mg/dL
0 5 Mean 923 15.7 46.0 49.9 17.0 34.0 1.9 107.2 4.5 23.6 272
S.D. 22 0.4 1.4 1.4 0.4 0.2 0.5 10.0 1.2 3.5 23
300 153 Mean 918 15.8 46.1 50.2 17.0 33.9 1.7 98.6 4.4 22.7 289
S.D. 21 0.6 1.8 1.3 0.4 0.5 0.4 5.3 2.1 3.8 21

No significant difference between treated group and control group.
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Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Hematology (End of recovery)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/xL}

Dose No.
mg/ke X10?/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. " Baso. Mono. LUC
4] S Mean 84.7 80.8 15.5 1.2 0.3 1.8 0.3 69.3 12.3 0.9 0.2 1.6 0.3
S.D. 24.1 5.9 5.9 0.6 0.1 0.7 0.2 23.1 3.2 0.2 0.1 1.0 0.2
300 5 Mean 90.8 74.1 21.5 1.3 0.2 2.5 0.4 68.0 18.7= 1.2 0.2 2.2 0.4
S.D. 31.6 4.6 4.9 0.6 0.1 0.8 0.3 27.1 4.6T 0.6 0.1 0.9 0.4

LUC : Large unstained cells
# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 6-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hematology (End of recovery)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate~ PT APTT Fibri-
Dose No. iocyte et nogen
mg/kg X104/ L g/dL % fL re g/dL % X10%/ 4L s s mg/dL
0 5 Mean 856 15.4 43.9 51.3 18.0 35.1 1.7 120.3 11.5 16.3 196
S.D. 32 0.6 1.4 2.5 0.9 0.3 0.4 16.3 0.4 2.2 24
300 5 Mean 835 15.3 43.2 51.7 18.3 35.4 1.8 118.9 11.3 18.8 204
S.D. 22 0.5 1.3 1.8 0.6 0.3 0.4 7.0 0.6 2.6 35

No significant difference between treated group and control group.
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Table 6-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-~1,2-dicarboxylate
Hematology (End of recovery)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/4L)
Dose No.
mg/kg X10?/4L.  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 57.1 72.9 23.2 1.5 0.2 1.8 0.4 41.4 13.6 0.9 0.1 1.0 0.2
S.D. 9.3 8.0 7.9 0.4 0.1 0.2 0.2 6.5 6.0 0.3 0.0 0.3 0.1
300 5 Mean 69.9 72.5 22.8 1.4 0.2 2.5% 0.6 50.7 16.0 1.0 0.1 1.7= 0.4
S.D. 10.9 5.3 6.1 0.3 0.0 0.6T 0.4 8.7 5.1 0.2 0.1 0.5T 0.3
LUcC Large unstained cells

* : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Blood chemistry (End of administration)
Male
AST ALT LDH T —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L 1U/L 1U/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
4} 7 Mean 67 32 64 1 427 51 45 83 0.1 146
S.D. 10 4 20 0 90 6 9 8 0.0 10
30 5 Mean 64 27 55 1 386 47 39 80 0.1 146
S.D. 11 6 14 0 60 10 19 12 0.6 6
100 5 Mean 59 28 51 1 360 53 34 79 0.0 142
S.D. 7 1 11 0 28 12 8 11 0.1 12
300 7 Mean 59 27 59 1 380 50 37 79 0.0 141
S.D. 11 5 14 0 106 7 13 10 0.0DT 13

#% : p<0.01 (Significant difference from control group)

DT : Dunnett-type rank test
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Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Blood chemistry (End of administration)

Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
3] 7 Mean 14 0.30 144 4.7 108 9.8 6.3 6.1 3.2 1.11
S.D. 2 0.04 1 0.1 1 0.3 0.5 0.2 0.1 0.08
30 5 Mean 12 0.29 143 4.7 107 9.7 6.4 6.0 3.2 1.14
S.D. 1 0.02 1 0.3 2 0.1 0.2 0.2 0.1 0.00
100 5 Mean 12 0.32 144 4.7 107 9.8 6.3 6.0 3.2 1.17
S.D. 1 0.02 1 0.4 0 0.3 0.3 0.3 0.1 0.08
300 7 Mean 12 0.27 144 4.8 107 10.1 6.6 6.3 3.3 1.06
S.D. 2 0.04 1 0.4 1 ¢.3 0.5 0.2 0.2 0.07

No significant difference in any treated groups from control group.
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Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Blood chemistry (Lactation day 5)
Female
AST ALT LDH v —GTP ALP T.cho TG PL T.bili~ Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L IU/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 11 Mean 74 43 44 1 211 49 40 100 0.0 125
S.D. 10 11 10 [} 37 g 10 13 0.1 14
30 5 Mean 67 38 45 1 217 47 38 91 0.1 118
S.D. 3 T 8 1 63 8 i8 16 0.0 12
100 5 Mean 73 41 51 1 306 42 39 84 6.1 1356
S.D. 5 8 11 0 78 € 14 13 0.1 16
300 12 Mean 75 44 45 1 232 58 47 104 0.0 126
S.D. 15 11 10 0 92 8 19 12 0.0 12

No significant difference in any treated groups from control group.
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Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2~ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Blood chemistry (Lactation day 5)
Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 11 Mean 15 0.33 143 4.4 110 10.0 6.5 6.2 3.3 1.19
S.D. 2 0.04 1 0.3 2 0.1 0.7 0.3 0.1 0.07
30 5 Mean 14 0.27# 141 4.7 109 10.1 7.1 6.2 3.3 1.16
S.D. 1 0.03D 2 0.3 1 0.2 0.6 0.4 0.2 Q.07
100 5 Mean 13 0.28 141 4.7 109 9.9 6.6 6.1 3.4 1.24
S.D. 1 0.02 3 0.2 2 0.1 0.8 0.4 0.2 0.09
300 12 Mean 17 0.31 142 4.5 108+ 10.2 6.8 6.4 3.5 1.18
S.D. 2 0.05 1 0.2 2D 0.2 0.7 0.3 0.2 0.09

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Blood chemistry (Satellite group, End of administration)
Female \
AST ALT LDH T —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg IU/L 1U/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 71 28 61 1 283 55 12 104 0.1 111
S.D. 18 11 27 0 98 14 2 23 0.0 4
300 5 Mean 52 22 51 1 173 61 13 108 0.0 130+
S.D. 7 3 10 1 43 11 S 20 0.1 15AT

# : p<0.05 (Significant difference from control group)

AT : Aspin-Welch t-test
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Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Blood chemistry (Satellite group, End of administration)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/ dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 18 0.37 143 4.2 110 10.1 6.2 6.6 3.7 1.30
S.D. 3 0.02 1 0.3 1 0.2 0.6 0.2 0.2 0.08
300 S Mean 19 0.39 144 3.9 111 10.2 6.0 6.8 3.8 1.23
S.D. 2 0.05 1 0.3 1 0.2 0.5 0.2 0.2 0.06

No significant difference between treated group and control group.
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Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Blood chemistry (End of recovery)

Male

AST ALT LDH 7 —GTP ALP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
mg/kg IU/L 1U/L IU/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 62 29 41 1 391 48 32 78 0.1 142
S.D. 8 4 9 0 42 10 13 12 0.0 14
300 5 Mean 64 28 49 1 319 50 39 82 0.1 155
S.D. 5 5 9 0 126 4 14 5 0.0 15

No significant difference between treated group and control group.
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Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Blood chemistry (End of recovery)

Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol /L mmol/L mg/dL mg/dL g/dL g/dL
o] 5 Mean 16 0.33 143 4.5 107 8.9 5.8 6.1 3.2 1.15
S.D. 3 0.06 1 0.2 2 0.1 0.5 0.1 0.1 Q.05
300 5 Mean 18 0.32 143 4.8 107 9.2 5.9 6.1 3.2 1.12
S.D. 2 0.03 2 0.2 1 0.2 0.2 0.2 0.1 0.08

No significant difference between treated group and control group.
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Table 7-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Blood chemistry (End of recovery)

Female

AST ALT LDH v —GTP ALP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
mg/kg IU/L Iu/L 10/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 72 34 47 1 172 62 24 120 0.1 128
S.D. 21 12 19 0 50 8 15 20 0.0 17
300 5 Mean 127 62 87 1 134 70 25 130 0.1 1i8
S.D. 132 70 104 1 25 12 12 21 0.0 24

No significant difference between treated group and control group.
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Table 7-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Blood chemistry (End of recovery)

Female
BUN Crea- Na K cl Ca P TP Albumin A/G
Dose No. tinine

mg/Kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
(4] 5 Mean 19 0.36 142 4.3 109 2.5 4.7 6.7 3.7 1.26
S.D. 1 0.05 1 0.2 2 0.2 0.4 0.2 0.3 0.16
300 5 Mean 20 0.386 142 4.3 110 9.5 4.8 6.7 3.7 1.24
S.D. 3 0.03 1 0.5 2 0.3 0.8 0.4 0.4 0.17

No significant difference between treated group and control group.
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Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2«ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hormones (End of administration)
Male
Dose No. Ta Ta TSH
mg/kg ng/dL #g/dL ng/mL
0 7 Mean 64.3 5.7 4.53
S.D. 16.8 1.7 2.31
30 5 Mean 65.8 7.0 1.98
S.D. 12.3 2.2 0.84
100 5 Mean 63.7 5.4 9.03
S.D. 11.3 0.5 4.35
300 7 Mean 67.8 5.5 7.64
S.D. 18.0 1.9 3.96

No significant difference in any treated groups from control group.
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Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hormones (Lactation day 5)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL pg/dL ng/mL
0 11 Mean 67.6 4.1 4.84
S.D. 15.7 0.6 2.54
30 5 Mean 83.0 5.4 8.23
S.D. 13.2 1.6 9.75
100 5 Mean 69.5 4.4 4.89
S.D. 17.4 0.9 2.88
300 12 Mean 72.2 4.6 5.59
S.D. 15.5 1.3 3.08

No significant difference in any treated

groups from control group.
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Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hormones (Satellite group, End of administration)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL mg/dL ng/mL
0 5 Mean 82.6 4.6 2.66
S.D. 18.8 1.4 2.02
300 5 Mean 91.8 . 5.0 4.98
S.D. 11.5 1.8 1.36

No significant difference between treated group and control group.
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Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hormones (End of recovery)
Male
Dose No. Ta Ta TSH
mg/kg ng/dL #1g/dL ng/mL
0 5 Mean 60.2 5.4 2.16
S.D. 9.5 1.1 2.25
300 5 Mean 66.5 5.9 2.05
S.D. 7.7 0.8 0.87

No significant difference between treated group and control group.
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Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Hormones (End of recovery)
Female
Dose No. Ta Ta TSH
mg/ke ng/dL #g/dL ng/mL
0 5 Mean 76.2 3.0 2.83
S.D. 15.3 0.2 1.31
300 5 Mean 76.5 4.4 1.69
S.D. 26.0 1.4 1.11

No significant difference between treated group and control group.
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Table 9-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene~1,2~dicarboxylate

Organ weight of male rats (End of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 7 T T 7 T T
0 Mean 507 2.07 13.3 21.8 277 1.41
S.D. 18 0.04 2.4 4.9 43 0.16
No. 5 5 5 5 5 5
Absolute 30 Mean 503 2.13 12.3 25.0 252 1.38
5.D. 39 0.06 0.6 4.5 49 0.12
No. 5 5 5 5 5 5
100 Mean 487 2.08 12.7 22.2 299 1.33
S.D. 16 0.07 1.4 2.1 88 0.05
No. T 7 7 7 7 7
300 Mean 506 2.13 14.3 23.6 294 1.48
S.D. 45 0.08 0.9 4.7 64 : 0.28
No. 7 7 7 7 7
0 Mean 0.41 2.6 4.3 54 0.28
S.D. 0.01 0.4 1.0 7 0.04
No. 5 5 5 5 5
Relative 30 Mean 0.42 2.4 5.0 50 0.27
S.D. 0.03 0.1 0.9 7 0.01
No. 5 S5 5 5 5
100 Mean 0.43 2.6 4.6 61 0.27
S.D. 0.02 0.3 0.5 16 0.01
No. T 7 7 7 7
300 Mean 0.42 2.8 4.7 58 0.29
S.D. 0.04 0.2 1.0 8 0.04

No significant difference in any treated groups from control group.
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

Table 9-2
with Bis(2-ethylhexyl)4-Cyclohexene~-1,2-dicarboxylate
Organ weight of male rats (End of administration period)
Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 7 7 7 7
0 Mean 13.30 0.78 2.94 59
S.D. 0.91 0.09 0.25 9
No. 5 5 5 5
Absolute 30 Mean 13.65 0.73 2.97 58
S.D. 1.88 0.08 0.30 9
No. S 5 5 5
100 Mean 13.28 0.77 2.86 61
S.D. 0.90 0.19 0.10 12
No. 7 7 7 T
300 Mean 15.01 0.73 3.36#%% 69
S.D. 1.72 0.11 0.21D 7
No. 7 7 7 T
0 Mean 2.62 0.16 0.58 12
S.D. 0.13 0.02 0.04 2
No. 5 5 5 5
Relative 30 Mean 2.71 0.15 0.59 11
S.D. 0.29 0.02 0.03 1
No. 5 5 5 5
100 Mean 2.73 0.16 0.59 12
S.D. 0.13 0.04 0.03 3
No. T 7 T 7
300 Mean 2.96%+ 0.14 0.67xs 14
S.D. 0.11p 0.01 0.04D 2

#%: p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 9-3 A combined repeated—dose/reproductive-dévelopmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Organ weight of male rats (End of administration period)

Body Testis Epididymis

Dose weight (R+L) (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW)
No. 7 7 7

0 Mean 507 3.17 1274
S.D. 18 0.34 99

No. 12 12 12

Absolute 30 Mean 501 3.21 1338
S.D. 34 0.32 95

No. 12 12 12

100 Mean 493 3.28 1327
S.D. 30 0.37 107

. No. T 7 7

300 Mean 506 3.42 1348
S.D. 45 0.15 151

No. 7 7

0 Mean 0.63 251
S.D. 0.06 21

No. 12 C12

Relative 30 Mean 0.64 268
S.D. 0.07 23

No. 12 12

100 Mean 0.67 270
S.D. 0.09 27

No. 7 7

300 Mean 0.68 268
S.D. 0.07 34

No significant difference in any treated groups from control group.



Table 8-4

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate

Organ weight of female rats (Main group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 11 11 11 11 11 11
0 Mean 296 1.99 17.7 17.2 186 0.91
S.D. 15 0.09 2.1 2.2 45 0.06
No. 5 5 5 5 S 5
Absolute 30 Mean 288 1.93 16.9 18.3 199 0.94
S.D. 18 0.12 2.5 3.1 36 0.06
No. 5 5 5 5 5 5
100 Mean 305 1.96 16.7 18.4 210 0.97
S.D. 14 0.13 1.8 2.3 47 0.06
No. 12 12 12 12 12 12
300 Mean 297 1.97 16.0 19.4 215 0.97
S.D. 17 0.07 1.3 2.6 38 0.07
No. 11 11 11 11 11
0 Mean 0.67 6.0 5.8 63 0.31
S.D. 0.04 0.9 0.8 14 0.02
No. 5 5 5 5 5
Relative 30 Mean 0.67 5.9 6.4 70 0.33
S.D. 0.07 0.9 0.9 14 0.01
No. 5 5 5 5 5
100 Mean 0.64 5.5 6.1 68 0.32
S.D. 0.05 0.6 1.0 i3 0.03
No. 12 12 12 12 12
300 Mean 0.67 5.4 6.6 72 0.33
S.D. 0.03 0.5 0.9 12 0.02

No significant difference in any treated groups from control group.
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Table 9-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-~1,2-dicarboxylate
Organ weight of female rats (Main group, end of administration period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) {R+L)

mg/ke g(g/100g BW) g(g/100g BW) g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 11 11 11 11 11 11
0 Mean 9.20 0.61 1.79 75 104.9 720
S.D. 0.71 0.06 0.12 10 14.5 73
No. 5 5 5 5 53 5
Absolute 30 Mean 9.15 0.64 1.93 79 106.2 712
S.D. 0.89 0.13 0.19 6 12.3 91
No. 5 5} S 5 S S
100 Mean 9.91 0.68 1.97= 86 106.6 800
S.D. .66 0.07 0.07D 12 10.0 107
No. 12 12 12 12 12 12
300 Mean 10.68+x 0.65 1.94+» 79 104.5 699
S.D. 0.81D 0.10 0.12D 14 14.1 79
No. 11 11 11 11 11 11
0 Mean 3.11 0.20 0.61 26 35.5 244
S.D. 0.22 0.02 0.086 4 4.9 31
No. 5 5 5 5 51 53
Relative 30 Mean 3.17 0.22 0.67 28 36.9 248
S.D. 0.13 0.04 0.06 1 3.8 39
No. 5 5 5 5 5 5
100 Mean 3.25 0.22 0.64 28 34.9 262
S.D. 0.21 0.02 0.04 4 3.2 28
No. 12 12 12 12 12 12
300 Mean 3.60%a 0.22 0.65 27 35.3 236
S.D. 0.21D 0.03 0.05 4 5.1 27

#: p<0.05; ##*: p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 9-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Organ weight of female rats (Satellite group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 53 5 5 S 5
Absolute 0 Mean 264 1.96 18.0 17.2 349 0.82
S.D. 11 0.05 3.4 2.1 122 0.02
No. 5 5 153 5 1 S
300 Mean 279 1.92 16.5 18.7 304 0.85
S.D. 32 0.07 2.4 3.7 95 0.08
No. S 5 5 5 5
Relative 0 Mean ’ 0.74 6.8 6.5 131 0.31
S.D. 0.03 1.3 0.7 42 0.01
No. 5 5 5 5 5
300 Mean 0.69 6.0 6.7 108 0.31
S.D. 0.07 1.2 1.2 29 0.02

No significant difference between treated group and control group.
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Table 9-7 A combined repeated-dose/reproductive—developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Organ weight of female rats (Satellite group, end of administration period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg{mg/100g B¥) mg{mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 6.50 0.52 1.69 68 81.8 462
S.D. 0.32 0.07 0.05 7 12.7 84
No. 5] 5 5 5 5 5
300 Mean 8.37» 0.47 1.80+ 76 87.0 599
S.D. 1.13AT 0.08 0.08T 5 20.6 188
No. 5 5 S 5 5 53
Relative 0 Mean 2.46 0.20 0.64 26 31.1 174
S.D. 0.10 0.02 0.02 3 5.5 25
No. 5 5 5 5 5 5
300 Mean 3.01%» 0.17w 0.65 27 31.1 218
S.D. 0.26AT 0.017T 0.07 2 5.5 77

#: p<0.05; «#: p<0.01 (Significant difference from control group)

T: Student's t-test

AT: Aspin-Welch t-test
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Table 9-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis{2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Organ weight of male rats (End of recovery period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
ng/kg 4 g(g/100g BYW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 481 2.17 13.7 21.5 245 1.39
S.D. 22 ) 0.07 1.4 3.0 T3 0.16
No. 5 5 5 5 5 5
300 Mean 510 2.17 12.9 22.3 264 1.40
S.D. 41 0.10 1.5 3.8 36 0.12
No. 5 5 S 5 5
Relative 0 Mean 0.45 2.9 4.5 51 0.29
S.D. 0.02 0.3 0.5 18 0.03
No. 5 5 S S5 5
300 Mean 0.43 2.5 4.4 52 0.27
S.D. 0.05 0.4 1.0 8 0.02

No significant difference between treated group and control group.
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Table 9-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Organ weight of male rats (End of recovery period)
Liver Spleen Kidney Adrenal Testis Epididymis
Dose {(R+L) (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100¢ BYW) mg(mg/100g BW) g(g/100g BW¥) mg(mg/100g BW)
No. 5 5 5 S 5 5
Absolute 0 Mean 11.43 0.67 2.88 63 3.45 1375
S.D. 0.86 0.08 0.24 8 0.14 38
No. 5 5 5 5 5 5
300 Mean 13.85+ 0.73 3.06 64 3.30 1348
S.D. 1.97T 0.15 0.22 8 0.08 120
No. 5 5 5 S 5 5
Relative 0 Mean 2.38 0.14 ¢.60 13 0.72 287
S.D. 0.15 0.01 0.05 1 0.05 16
No. 5 ) 53 5 51 5 5
300 Mean 2.71» 0.14 0.60 13 (.65 265
S.D. 0.227 0.02 0.04 2 0.05 25

«: p<0.05 (Significant difference from control group)

T: Student's t-test
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Table 9-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4~Cyclohexene-1,2-dicarboxylate

Organ weight of female rats (End of recovery period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg » g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BYW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 277 1.95 16.2 16.9 232 0.87
S.D: 10 0.04 1.2 2.1 60 0.04
No. 5 5 5 5 S 5
300 Mean 263 1.97 16.9 16.9 241 0.84
S.D. 13 0.04 2.3 1.5 55 0.07
No. 5 s 5 5 5
Relative 0 Mean 0.71 5.8 6.1 84 0.32
S.D. 0.03 0.3 0.9 22 0.01
No. 5 151 5 5 5
300 Mean 0.75 6.4 6.4 91 0.32
S.D. 0.04 0.9 0.6 21 0.02

No significant difference between treated group and control group.
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Table 9-11 A combined repeated—dose/reproductive—devélopmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Organ weight of female rats (End of recovery period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
ng/Keg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. S5 5 5 5 5 5
Absolute 0 Mean 6.63 0.54 1.74 68 79.6 678
S.D. 0.36 0.07 0.15 T 11.0 157
No. 5 5 5 5 5 5
300 Mean 7.03 0.51 1.74 72 85.7 619
S.D. 0.84 0.08 0.06 11 12.4 42
No. S 5 5 S 5 5
Relative 0 Mean 2.40 0.19 0.63 25 28.8 245
S.D. 0.08 0.03 0.06 2 4.1 56
No. 5 53 5 5 5 5
300 Mean 2.67 0.19 0.66 27 32.5 235
S.D. 0.27 0.02 0.03 5. 4.3 16

No significant difference between treated group and control group.
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Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Gross pathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose(mg/kg): 0 30 100 300
Findings Number: 7 12 12 7
Epididymis
Focus,white 0 0 1 2
Stomach
Nodule 1 0 0 0
Focus,dark red,grandular stomach 0 1 0 0

M : Male
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Table 10-2 A combined repeated-dose/reproductive-developmental toxieity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Gross pathological findings (End of administration period (D42))

Organs Sex: F F
Dose(mg/kg): 0 300
Findings Number : 5
All tissues ’
Not remarkable 5 5

F : Female



R-1051

Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Gross pathological findings (End of administration period (L4))

Organs Sex: F F F F

Dose(mg/kg): 0 30 100 300

Findings Number: 11 12 12 12
Stomach-

Focus,dark red,grandular stomach 2 1 3 3

F : Female
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Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Gross pathological findings (End of recovery period)

Organs Sex: M M F
Dose(mg/kg): 0 300 0 300
Findings Number : 5 5 5
Intestine, ileum(Peyer's patch)
Diverticulum 1 [4] 0 0
Stomach
Focus,dark red,grandular stomach 0 0 0 1

M : Male, F : Female
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Table 10-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Gross pathological findings (Undelivered)

Organs Sex: F

Dose(mg/kg): 0

Findings Number: 1
All tissues

Not remarkable 1

F : Female
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Table 11-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate ’

Histopathological findings (End of administration period (D42))

Organs Sex: M M
Dose{(mg/kg): 0 30 100 300
Findings Number: 7 12 12
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellum{pons)
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Granuloma, spermatic
mild
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Cell infiltration
minimal
Intestine,duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer’'s patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
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M : Male
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Table 11-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4~-Cyclohexene-1,2~dicarboxylate

Histopathological findings (End of administration period (D42))

Organs Sex: M M M
Dose(mg/kg): 0 30 100 300
Findings Number: 7 12 12
Kidney

Number examined
Not remarkable
Cyst
minimal
Regeneration, tubular
minimal
Urinary cast,hyaline
minimal
Liver
Number examined
Not remarkable
Microgranuloma
minimal
Hypertrophy,hepatocytic,central
minimal
Lung(bronchus)
Number examined
Not remarkable
Appearance,alveolar macrophage
minimal
Cell infiltration,alveolar
minimal
Metaplasia,osseous
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Cyst
minimal
Prostate
Number examined
Not remarkable
Cell infiltration, inflammatory
minimal
mild
Sciatic nerve
Number examined
Not remarkable
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M : Male
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Table 11-3 A.combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Histopathological findings (End of administration period (D42))

Organs Sex: M M M
o Dose(mg/kg): 0 30 100 300
Findings Number: 7 12 12

Seminal vesicle
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
mild
Stomach |
Number examined
Not remarkable
Cyst,epidermal
minimal
Erosion,glandular stomach
minimal
Testis
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Remnant,ultimobranchial body
minimal
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Cell infiltration,mucosal
minimal
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M : Male
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Table 11-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl}4-Cyclohexene-1,2-dicarboxylate

Histopathological findings (End of administration period (D42))

Organs Sex: F
Dose(mg/kg): 0 300
Findings Number: 5
Adrenal
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow, femoral
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,sternal
Number examined 5 5
Not remarkable 5 5
Cerebellum(pons)
Number examined 5 5
Not remarkable 5 5
Cerebrum
Number examined 5 -5
Not remarkable 5 5
Eye
Number examined 5 5
Not remarkable 5 5
Heart
Number examined 5 5
Not remarkable 4 5
Cell infiltration 1 0
minimal 1 0
Intestine,duodenum
Number examined 5 5
Not remarkable 5 5
Intestine, jejunum
Number examined 5 5
Not remarkable 5 5
Intestine, ileum(Peyer's patch)
Number examined - 5 5
Not remarkable 5 5
Intestine, cecun
Number examined 5 5
Not remarkable 5 5
Intestine,colon
Number examined 5 5
Not remarkable 5 5
Intestine,rectum
Number examined 5 5
Not remarkable 5 5
Kidney
Number examined 5 5
Not remarkable 4 5
Regeneration, tubular 1 0
minimal 1 0

F : Female
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Table 11-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Histopathological findings (End of administration period (D42))

Organs Sex: F F
L Dose{mg/kg): 0 300
Findings Number : 5
Liver
Number examined
Microgranuloma
minimal
Hypertrophy,hepatocytic,central
minimal
Lung(bronchus)

Number examined
Not remarkable
Appearance,alveolar macrophage
minimal
mild
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
Stomach
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
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F : Female
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Table 11-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Histopathological findings (End of administration period (D42))

Organs ‘ Sex:
Dose(mg/kg):
Findings Number:

Thyroid
Number examined
Not remarkable
Remnant,ultimobranchial body
minimal
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
vVagina
Number examined
Not remarkable

Lo

511 BNV I N J) NS 1) I N3 B ok i)
i e 1 I RO

F : Female



R-1051

Table 11-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~dicarboxylate

Histopathological findings (End of administration period (L4})

Organs Sex: F F F F
Dose(mg/kg): 0 30 100 300
Findings Number : 11 12 12 12
Adrenal
Number examined 11 0 ] 12
Not remarkable 11 0 0 12
Bone+Bone marrow, femoral
Number examined . 11 0 0 12
Not remarkable 11 0 0 i2
Bone+Bone marrow,sternal
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Cerebellum(pons)
Number examined 11 0 Q 12
Not remarkable i1 0 Q 12
Cerebrum
Number examined 11 0 Q 12
Not remarkable ©o11 0 [ 12
Eye
Number examined 11 0 0 12
Not remarkable 11 0 ¢ 12
Heart
Number examined 11 Q 0 12
Not remarkable. 11 0 0 12
Intestine, duodenum
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Intestine, jejunum
Number examined 11 0 Q 12
Not remarkable 11 0 0 12
Intestine,ileum(Peyer's patch)
Number examined 11 0 0 12
Not remarkable 11 0 [ 12
Intestine,cecum
Number examined 11 0 Q 12
Not remarkable 11 0 0 12
Intestine,colon
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Intestine,rectum
Number examined 11 ¢} 0 12
Not remarkable 11 [¢] 0 12
Kidney
Number examined 11 0 ] 12
Not remarkable 10 0 0 11
Dilatation, tubular 0 0 Q 1
minimal 0 0 0 1
Regeneration, tubular 1 0 0 0
minimal 3 0 0 0
Liver
Number examined 11 12 12 12
Not remarkable 5 9 5 3

F : Female
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Table 11-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
L Dose(mg/kg) : 0 30 100 300
Findings Number: 11 12 12 12
Liver {(continued)
Hematopoiesis,extramedullary 1 1 2 2
minimal 1 1 2 2
Microgranuloma 6 2 S 6
minimal 6 2 5 - 6
Capsulitis 0 0 0 1
minimal 0 0 0 1
Hypertrophy,hepatocytic,central 0 0 1 3
minimal 0 0 1 3
Lung(bronchus)
Number examined 11 0 4] 12
Not remarkable 8 0 0 11
Appearance,alveolar macrophage 3 4] 4] 1
minimal 2 0 [+ 1
mild 1 0 Q 0
Lymph node,mesenteric
Number examined 11 0 (¢} 12
Not remarkable 11 4] [¢] 12
Lymph node, submandibular
Number examined 11 1] 0 12
Not remarkable 11 0 v 12
Mammary gland, inguinal
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Ovary
Number examined 11 0 0 12
Not remarkable 11 1] o} 12
Parathyroid
Number examined 11 0 0 i2
Not remarkable 11 0 4] 12
Pituitary
Number examined 11 0 ] 12
Not remarkable 11 0 0 12
Sciatic nerve
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Spinal cord,thoracic
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Spleen
Number examined 11 Q0 0 12
Hematopoiesis,extramedullary 11 4} 0 12
minimal 5 O 0 5
mild 6 0 0 7
Stomach
Number examined 11 1 3 12
Not remarkable 9 o] 4] 9
Erosion,glandular stomach 2 1 3 3
minimal 2 1 3 3

F : Female
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Table 11-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl}4-Cyclohexene-1,2-dicarboxylate

Histopathological findings (End of administration period (L4))

Organs Sex: F F F
Dose(mg/kg) : 0 30 100 300
Findings Number: i1 12 12 12
Thymus
Number examined 11 0 0 12
Not remarkable 8 0 0 10
Atrophy 3 0 0 2
minimal 3 0 0 2
- Thyroid
Number examined 11 0 0 12
Not remarkable 8 0 Q 10
Remnant,ultimobranchial body 3 0 0 2
minimal 3 0 0 2
Trachea
Number examined 11 0 0 12
Not remarkable 11 Q 0 12
Urinary bladder
Number examined 11 0 9] 12
Not remarkable . 11 0 0 12
Uterus
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Vagina
Number examined 11 0 0 12
Not remarkable 11 0 0 12

F : Female
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Table 11-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Histopathological findings (End of recovery period}

Qrgans Sex: F
Dose(mg/kg) : 0 300 0 300
Findings Number: 5 5
Epididymis
Number examined S 5 - -
Not remarkable 4 5 - -
Cell infiltration, interstitial 1 0 - -
minimal 1 0 - -
Intestine, ileum(Peyer's patch)
Number examined 1 0 0 0
Diverticulum,Meckel's 1 0 0 0
mild 1 0 0 o
Liver
Number examined 5 5 5 S
Not remarkable 1 3 0 1
Microgranuloma 4 2 5 4
minimal 4 2 5 4
Stomach
Number examined 0 0 0 1
Erosion,glandular stomach 0 0 0 1
minimal 0 0 0 1

M : Male, F : Female
-~ : Not applicable
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Table 11-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyi)4-Cyclohexene-1,2-dicarboxylate

Histopathological findings (Undelivered)

Organs Sex: F

Dose(mg/kg): 0

Findings o Number: 1
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellum(pons)
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Cell infiltration
minimal
Intestine,duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine, ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Liver )
Number examined
Not remarkable
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F : Female
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Table 11-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Histopathological findings (Undelivered)

Organs Sex: F
Dose(mg/kg): ¢}
Findings Number: 1

Lung(bronchus)
Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular

Number examined

Not remarkable
Mammary gland, inguinal

Number examined

Not remarkable
Ovary

Number examined

Not remarkable
Parathyroid

Number examined

Not remarkable
Pituitary

Number examined

Not remarkable
Sciatic nerve

Number examined

Not remarkable
Spinal cord,thoracic

Number examined

Not remarkable
Spleen

Number examined

Not remarkable
Stomach

Number examined

Not remarkable
Thymus

Number examined

Not remarkable
Thyroid

Number examined .

Remnant,ultimobranchial body

minimal

Trachea

Number examined

Not remarkable
Urinary bladder

Number examined

Not remarkable

O T T e =l = T o o T S e e ey O N Y S S

F : Female
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Table 11-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Histopathological findings (Undelivered)
Organs Sex: F
Dose(mg/kg): 0
Findings Number: 1
Uterus
Number examined 1
Not remarkable 1
Vagina
Number examined 1
Not remarkable 1

F : Female
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Table 12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-~Cyclohexene-1,2~dicarboxylate
Estrous cycle in female rats during the pre-mating period
Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 (0] Q 5 T 3.6+40.5 4.2+0.4
30 12 0 0 0 7 5 3.440.5 4.2+0.3
100 12 0 0 1 8 3 3.2+0.86 4.1+0.3
300 12 0 (V] 0 6 6 3.5+40.5 4,.0+0.1

No significant difference in any treated groups from control group.
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Table 13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2~-dicarboxylate
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) c)
4] 12 3.3+1.3 12/12(100.0) 11/12( 91.7) 12 3.3+1.3 12/12(100.0) 11/712( 91.7)
30 12 2.5+1.4 12/12(100.0) 12/12(100.0) 12 2.5+1.4 12/12(100.0) 12/12(100.0)
100 12 2.0+1.1+D 12/12(100.0) 12/12(100.0) 12 2.0+1.1+D 12/12(100.0) 12/12(100.0)
300 12 2.4+1.1 12/12(100.0) 12/12(100.0) 12 2.4+1.1 12/12(100.0) 12/12(100.0)

a): (No. of copulated animals / No.

of mated animals) X 100

b): (No. of males which impregnated females / No. of copulated males) X 100
¢): (No. of pregnant females / No. of copulated females) X 100
#: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 14 A combined rebeated-dose/reproductive—developmental toxicity study in rats treated orally
with Bis{(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth

Dose pregnant with index length corpora tation tation stillborns liveborns index
ng/kg females liveborns % a) in days lutea sites index % b) (%)c) % d)

Total 11 11 100.0 163 160 1 151
0 Mean 22.0 14.8 14.5 98.3 ( 0.8) 13.7 94.2
S.D. 0.4 2.0 1.9 2.9 ( 1.9) 2.1 5.5

Total 12 12 100.0 185 183 3 161
30 Mean 21.9 15.4 15.3 99.1 ( 1.8) 13.4 88.0
S.D. 0.3 1.9 1.7 2.2 ( 3.2) 1.9 7.5

Total 12 12 100.0 181 176 3 164
100 Mean 21.7 15.1 14.7 97.3 ( 1.8) 13.7 93.4
S.D. . 0.5 1.1 1.0 3.3 ( 4.4) 1.4 8.7

Total 12 12 100.0 174 170 2 156
300 Mean 21.9 14.5 14.2 97.6 ( 1.3) 13.0 91.5
S.D. 0.3 1.2 1.5 3.5 { 2.9) 2.0 7.5

a): (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

¢): (No. of stillborns / No. of liveborns and stillborns) X 100

d): (No. of liveborns / No. of implantation sites) X 100

No significant difference in any treated groups from control group.
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Table 15 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mg/kg dams males females a) males females b) (%)d)
Total T2 79 70 78 0
0 11 Mean 8.5 7.2 0.48 6.4 7.1 0.48 ( 0.0}
S.D. 2.1 2.6 0.15 1.9 2.5 0.15 ( 0.0)
Total 91 70 89 70 Q
30 12 Mean 7.6 5.8 0.57 7.4 5.8 0.586 ( 0.0}
S.D. 1.8 1.8 0.11 1.7 1.8 0.10 ( 0.0)
Total 89 75 89 74 1}
100 12 Mean 7.4 6.3 0.54 7.4 6.2 0.54 ( 0.0)
S.D. 1.6 1.5 0.11 1.6 1.4 0.10 { 0.0)
Total 71 85 63 85 0
300 12 Mean 5.9 7.1 0.45 5.8 7.1 .44 ( 0.0)
S.D. 2.6 2.2 0.18 2.6 2.2 0.19 ( 0.0)

a): No. of liveborn males / No. of liveborns

b): No. of live males on day 4 / No. of live pups on day 4

c): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborns) X 100
No significant difference in any treated groups from control group.
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Table 16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
-with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate
Viability index of pups
Vigbility
No. No. of live pups index on
Dose of postnatal
mg/kg dams Day 0 Day 4 day 4 % a)
Total 11 151 148
0 Mean 13.7 13.5 98.1
S.D. 2.1 2.1 3.4
Total 12 161 159
30 Mean 13.4 13.3 98.7
S.D. 1.9 2.0 3.3
Total 12 164 163
100 Mean 13.7 13.6 99.5
S.D. 1.4 1.2 1.8
Total 12 156 154
300 Mean 13.0 12.8 98.8
S.D. 2.0 1.9 2.8
a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100

No significant difference in any treated groups from control group.
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Table 17 A combined repeated-dose/reproductive-developmental toxicity study inm rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Body weight of pups

Male Female
Dose
mg/kg 0 4a) Gain 0 4a) Gain
No. 11 11 11 11 11 11
0 Mean 6.6 9.7 3.1 6.2 9.3 3.1
S.D. 0.5 1.1 0.7 0.4 1.1 0.7
No. 12 12 12 12 12 12
30 Mean 6.6 9.9 3.2 6.2 9.3 3.1
S.D. 0.4 0.7 0.5 0.4 0.5 0.4
No. 12 12 12 12 12 12
100 Mean 6.4 9.6 3.2 6.1 9.2 3.1
S.D. 0.5 1.0 0.8 0.3 0.9 0.7
No. 12 12 12 12 12 12
300 Mean 6.7 10.3 3.6 6.3 9.7 3.4
S.D. 0.5 1.1 0.8 0.5 1.0 0.7
Unit: g

No.: No. of dams
a): Postnatal day
No significant difference in any treated groups from control group.
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Table 18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Bis(2-ethylhexyl)4-Cyclohexene-1,2-dicarboxylate

Gross pathological findings in pups on postnatal day 4

Dose (mg/kg) 0 30 100 300
Male
No. of pups examined 70 89 89 69
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined . 78 70 T4 85

No. of pups with abnormal findings 0 0 0 0
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