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C S

RUAFTFVY p- /AT 22T —F D 0 BR), 20, 200 5L 1000 mg/kg =4
BEMEHER 5 B Crj: CD(SD)IGS Zhiz 1 B 1B 28 AMIEERDESL, 61T, 0(HE)
B LT 1000 mg/kg BIZFNFNMERES S Hlo> 2 BREEERBRFIZRIT T, TOFE®RLEE
WA~ BDL LB IZ NOEL (no-observed-effect level) 3R 7z. SHBRBERICITEAFEORES AAKE
ERYERLAROFECRE L. |

1. BEBLIUVEEHES, WTFRLOBICBWTHIETIZALNT, ~RIRESEERLT
ITEERBEZAAEIDTHHBIIB VLR R AL 2h o7,

2. BfEE, H, BRORE, REE, MIEFVRE, EEELERE, ik, fBE
BBIUREMRBEFIRETIE, b_\fﬂ@ﬁﬁﬁ%ﬁ:ﬁb LR EREIZEEL
T Lix L bighotz,

ULDORESR, xRBRRETCR—RICRERSEERBROREEO LRE2ND 1000
mg/kg EHRELTHHBRYER GEICER T RN HLN o7l edb, RIAH T
LY p- /=N T 2=V —TF 0 NOEL (RS I 1000 mg/kg/ B A 2 S EEFERL .
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AREED BE, AVAF T oFLy p- /2T 2o n—TF N ETyMI 28 BHER 1E
BOEEL, &b 14 BHEEERREERLT, TOBEC SV TRREIETHE. &
#ER 1%, OECD Principles of Good Laboratory Practice (revision in 1997) 8L T8 OECD
Guidelines for Testing of Chemicals 407 (Repeated Dose 28-day Oral Toxicity Study in
Rodents, Adopted: 27th July 1995) {Z #E8AL CTEMEL7=.

ABRBAAAE (2000 11 B 14 A
EERBALEH (200045 11 A 25 H
EERILTH: 20014 2 B 26 H
RBRWKTH: 20014 3 A30H

PRREEE REEEL (P EFEEYE) MAEFMmEiTe 44—
b EYE TR F—
T 151-0066 HREAE A XK 2-49-10
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HEBIVHE

1. HBRMEBLICEOREAME

WRMEIL, BEEXEYE (REEEEY) BETEET s — (L EMER TR L4

—25 2000 4E 9 A 25 BICRHEE T RIAZ = F Ly p- /AT =L —T /L (B

Ay 7 - % T L
p-/ =N T 2= —T U, CAS H R 9016-45-9, ~PEN CoH19(CsH4)O(CH2CH20)nH
(n=28.8), 2>F & 1488, HiE 100 wt%, M= 29.0°COEBEEKTHD. BEREMER, KLU
AV TR )= VCTFIETHD. HRMEOLEME, REXRTRIHRASHEF B ARBE
THIEZREL, BEHMTOELEEERER LK (Stability of the Test Article, Certificate
No.:790210-3, ik 1). BRHEIZ, XS H A FBERRMEREFRADIERE 20+
FCITRELCFIRZ (ZHHB ~IEH A (2000 5£ 9 A 25 B~2001 43 A 29 A) 125 18.0
~24.0CHTEXT TREZBNICIRTELE. o8, BRAWSRYEIL 200143 A 29 BIZE
FRERDE (W 1 g #RE2THBREFCEITREALE.

BWEBRHEORBUL, RVAFIZF Ly p /=T 2= —T R, 2, 20 BLD
100 mg/mL (Z2DEDZIES K (2 bEE 0GT76, 0177, 0174, HEASHKERMETR) &
MEATERL . FARITE 1 ELL BTV, 1 BR8IisEL%, ERBFECHRALSA
AR ERBYEREFTADEBRE 2024 CIERELLEEZ(FEFEMNR ~FKBSH
(2000 4= 11 B 23 H~2000 4% 12 A 22 B) :iRE 203~23.9°CYHITEX T CRFLE.

RIARTF L p /2N T 22— T 0D 0.1 BLU 200 mg/mL BEOFRIKIL, =
2, BXT 7 BEIRE THAZLHHNEILH A AR E TREREN TV B (Stability of the
Test Article in the Dosing Preparation, Certificate No.:790210-2, A& 2). ¥7/-, & 5544 H
BLURKEOEERICOWTHPLC # AW THRRESLH B AR FTHRBLEER, T
N BEBED 5% LN THHT EAHEREN - (Concentration of the Test Article in the
Dosing Preparation, Certificate No.:7902-1, 7902-2, B# 3-1, 3-2).

2. REDPHBIVCEERE
RERBYIX, 4 BEO Crj:CD(SD)IGS Zvh (A ARF +— /AU —ERIN A RE) Mk
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4 33 IL& 2000 4 11 A 16 BICAFL, RINRHICEBRREZ{To%k. TOH, 9 B HORE
BI{EHR i, 26 oW T—RRERELER 16, AERELHEIMLE T RIC1E,
e, FEEAERSLIURBORETEE 1ETYH, BEOLLN e oS 30 T (B
ITRRERE B 132~169 g, M 121~138 g) BfEALT-.

REREWIE, 1BE 2222°C(ERIE: 18.7~23.4°C), IRE 50+10% (EHIE :40~68%),
BREE 15 B/, ALRRA 1 B 12 B/ (487 6 R~ 1% 6 F9) ICEREL 7= SPF HEgR 95
FEANT, AR RT LR —(32.5 em(D) X19.5 cm (W) X 18 cm (H) ) IZ{#5]
FIE L. 283, IRIBEX SOP OFAMHEN Tho/k. ERIEERERL, 77—k 4 B/
(2 1 B, A= —7BEEAE (1217, 30 M) BEAHOHO LML, FEEHI=/S4h 60
B EE A OBERER (CE-2, my b5 E2090, E2100, BAZLTHAESH) 2 5%, &
AKIBTKEEAREEBITE S LK% B Bh#3 /K& (Edstrom Industries, Inc.) TB BIZHEK
STz, 722, R — VIR AR IR A B I UMK EL, FIRRETIZE 16 BERILL
FiagEwse. 28, fAEhiny b8, SUKRERNIESITLEESR, WThblEOR
WZEBFERIN TS,

3. REBOREBLIUHRESE

FITEEL- 14 B R E R EZHRER (%t%%%%:SBmg-oz-io, # 580, 30, 100, 300,
1000 mg/kg) {23V T, 100 mg/kg LA EDREDHETHRIZEFEL TORWLDOMN IV EZAR
DEMEV LI, EOENIEIERYERECER T LB XN E TR beh
o, o, FRBOR S EIL, BAEE 1000 mg/kg &L, LLTAK S F21310 T200 Bk
T* 20 mg/kg IZRREL .

&= 52813 OECD Guidelines for Testing of Chemicals 407 {2V O LU=, REHESS
L OHARNT-OV YT OECD Guidelines for Testing of Chemicals 407 (28> 1 B 1 (5] 4 58]
(Bt 28 H)EHEZEELL. 5132000 4 11 B 25 HH6H 2000 4E 12 A 22 B DOF4HI 9 B
~IEH, 727ZL, RIRE B IIF % 3R ~4 BRORICITY, ZyMNBE YV FE BV T 10 mL/kg
DEETHRROKRE L. HRBCIIEN ARG EROERLEROSETERELE.
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4. FEHERL

FEERIE, oPRREE | B, IR R 3 B 4 BELL, BEHITITMERES 5 ILEEl L Ts.
2o, HBERBICEAEREICIIEEHAROT-DICENTIMEES 5 Kz, 3
Tk BRAAET B D 2000 £F 11 A 24 B IS HOEHEEMITTH—TRDLD, FKED
BREEALIZL>TITo=.

BEELESVFET, Fr—VRAI5—r—Vh—F (RBRES, ¥, RER, BBLUH
HESRH) TENTNHRIL L.

RERB OB 2 KOFRITR L.
B REBRME ®mEE ®ERE i (B ES)
(mg/kg/B) (mL/kg/BA) HE B
1 S 0 10 5#5*( 1~10)  5+5 *(11~20)
BIARY =T 20 10 5 (21~25 5  (26~30)
p-/ =T = T — T _
FUFFnFlLv ~ ~
osineenaegn 200 10 5 (31~35 5 (36~40)
RIAFL=F L 1000 10 5+5 *(41~50)  5+5 *(51~60)

p-/=NF = —F )l

B REBF (B E R 1~5, 11~15, 41~45, 51~55)

5. BERBLIUREER
BEREBERRE0R, BREHMMKRTOERZEHEO B, £, BEHAVIEIEREE
REHBNIEE 1 ELEELE. Jok, EEHEE 2EM (4 BED ELE.

1) —iReE
BEHEDIEER 3B S, BE% 1~2 B, #E5% 4~6 R, EEHRAPIRE
B1EBIUGEHRBEIC1EH, 26z >0 TEMO AL TEEL:.

2) FTENEEEALERIE N HOIT B

#5650 B BORERBLIVRER 2~4 B, &5 27 H B0®RE5#% 2~4 BB LUE
# 2 I 1 H, FROBHELLBHESOISNEINEE 5 FITNT Iwin BB E
WL FETITBBERIToT. T, 1 SlicALNE ER0BI{EEZ DT P, BRE
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HAEZWRITTALE.

ITEEIRIE SRR (EE, RREICKAMERM, 2o, ERRE), K4
(F3KBV, B, BHEEORE, FHEoTTE, B, EE
Y (RS, B RER, MRS, FRRIR), L5 EAVEIE

mEFME S PRREE (BERKS, ZREIE, R, 85, B8, BEDE
(LS, NEOME, LADEXHT, BREHT, ERRH), B
FORE (MEHRBRE, B, BRHRRE, MHFEERE), K
(B RE, ARRE, RIS RET)

B EMEaAmE IR (TLE, IRE, RIREH), ok (BER, W), —i%
W& WREARS, X%, HETE, EE, LRk, FRRED

3) HfRE

BEHEET 1 B, REBIUCEEHHPE 1 B, 26O THRIEREZE T XM (FY-
3000, RS =— TR - FA)TCREL, TORBICHRLBEZRAIELT 1 BHIZVOHEEE
BEREHLE. '

4) &

BERHGRIAIC 1 EH, #EBLUEEHEFE 1 ERLCHRAI 1 E, £ T
BFEFEFY-3000, FAEHc— 7TUF-FAAEZRWCRIELE. £, ERTEOERE
DEIMBEERDT-.

5) IREHRE

SRR, 85 4 B B BLUEE 2 BEICE 1 H, SHICV TSI AOCE
IR LU B A M BE L. S, IREN AT (RC-2, RS & AT
[REZRELE. ok, PRIBXERICIREOCRERHTIZEER (Mydrin®-P, aybE S
MPO0659, £ RMBHRSH) #EALE. BECRESBOLNES LD TERER
ERLRDo7,
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6) RIRE

#5 4 @ @S5 BICEE 2 BiZE 1 B, 2>V THERIBRRBEICRETRER L
BL, WIREYICROBETERTHLELIC, REBR (TATFTARATAyI A%, L=V =3k
R E) BEUE B1R 24728 (Clinitek 200+, Miles Labs., Inc.) Z VW TIROE B ZHIEL
7.

pH, E&H, i, Fhofk, CUAEY, B, ToeY /) —5Fr (WP REREE)

FRER O, FEHOMHELLEMES O/NSVENLE S I 2V THRBE — Dk
DAREEIDEREZRRL, REFARL VY —T, tbBEFRUEEETE ()2 —0E, #X
ST HI) RN TENENRIEL . Tz, 12008 (1500 r.p.m., 55H, 2HRIEGE L,
KUBOTA KS-3000P, #RSHAREHBERT) L THILE%, Sternheimer - Malbin J+&L
THRMER, BT, &, LA, ME, REE FFBIUEoMmiERLE.

7) MiKRFHIRE
ZHREFIZ, ZHITOVTRURILEF =L 7 A (ERER T #EREREH) KIEIK
(6.48 mg/mL, 5 mL/kg) DIEIREPIE S DHRELT C, BXRBIREEHDIENSEZA VT
mL $#ML, EDTA-2K THEBABL-. ZOEIMNR 3.8wh% 7 TV BEFR Y AEIRE AN
P HESSET1 mLARML, 3040 HE (3000 rp.m., 15400, oS LB D4 5910,
5920, KUBOTA 5800, #kEC&LA SR A MIERT) L Ciif% 57,
EDTA-2K CHEEMABELMIKIZOVW T, £THE BEIMERFEEER (E-4000, > RAY
TAKRASH) AW CROEAZRIESHDVITEHLE.
FROLEREL, AMBREL, f/MRE (WFhbESIERREEZO
~whIUyME (AR )
~ESOEBE (FUUERRT N Y AT ar )
MCV, MCH, MCHC (W3 b st EXICIVE )
¥, fHAERE B Bh4r TSR (MICROX HEG-120A, #iRX&#A 2u ) AW TROE
BEHELE.
FEIR IR M BREK (Brecher i)
B MERE 535 (Wright L&)
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3.8 w/iv%Z T B NI A CHIEBRABEIE OOBEL CEA Mgz, 28
Bh i #EEE I EIEE (CA-5000, VAAY T AR ESH) AW TKROE B 2RELE.
e EVIEHE, B MR 7T RF R (O T Rb S EELE)

8) MiEA{LFEHIRE
FHRIFIZ, 2OV TIEEARER ICENE, AR LERSEZAVTHE

IRBRVERML, IR T 40~60 S EFEE L%, #0408 (3000 r.p.m., 15 4578, SALE L
#, KUBOTA KS-3000P, BR=VE AR BRIERT) L THELLBICSWT, BEINITER
(Clinalyzer RX-10, B AZEFHRASH) AV TCROAEBEZRIELE.

ASAT, ALAT (Wb ISCC BB S, UV i)

ALP (p-=ha 7= VU BRI TE)

LDH(UV Rate #)

Y,z 277 —E (DTNB i)

y-GTP (8$E Ly-Z NV E N p-=ba 7 YR EE )

BEUAE A (TALIT/ENNLE )

REQ(EYLYMNE

TNT(BCG )

AJG th (HHERUITXIVE D)

#aL A7 —/1 (COD-HDAOS )

RIZYEZ AR (GPO-HDAOS i)

¥ (G1cK - G-6-PDH ¥)

RFEEFR (VL 7—E-GIDH i)

VT F = (Jaffé 15)

ERY (BT T U BRE )

Ca(OCPC i)

Na, K(W I ERE)

CHERFEERE)



SBL79-02

9) R

ZHUZONT, BERBREHDIVIIEFEHMETORE (@& 16~18 FEf%) ILEERIE
L, =g = o s GRRERE TEHA S 1) K EEHE (6.48 mg/mL, 5 mL/kg) D
BEEAR SICIDHEBR T TREROMEL RS, ALEEsE, FERBLUHEELHE
Lic. 28, FBRMERSICERELIZEEZ ODNAERHON eI o T e EERHITE
FEL/ 227z,

10) ZBEEE (BB IUCHEANER)

EHICOVT, B CMERBIRERE S ), L, I, BR(ER), 8I¥(Eh), i,
MR, B (ER), R LEELR) BIUIE (ER) &8 T X (ER-60A, HXESit—
— TURFA)ERVTHETBELLE, ERERSLIUERE DEEPLHENEEELHE
HU7.

11) FREAREERE

SHNCONT, KR, B, B, TEE, ~—F—, TTILAf, FREx, L&
AMEE (FTREZZIRD) *, &, B (SEXEE T, MOk, Ui, BHBLOE (KRS, 198
BUREEA), 456 (OE5), B (A1, IRE), /B (+ 418, 2505, EIAB), KRB (2B, 418,
TR, RBRAREY S <8h, BFIR, BERE, Mol BT+, Wiv, SR LA, R, ATAR, SR
f, FE, EBEOLERE % 10% THEERL <UL T, IBR(EREEST) *R/ LA
TINTER T NE—NATATERREEET, MR 7TV TETNENEEL, BZE v
BIREL. *RU SR LSBT S LU A TR LT

HBEBLUBARBOLHO ERBESITEBIC VT, HRSHE B ARSSE
SHFFRRT CEEICIE I LSS, BN B AR 5 S MR ERT RS
oY —OFEMRBERMIUTIN—FITEFFL, 5704888, BE%1TV, HE.
W, HABLUERETok. 28, LRETBIOAEDSS, *HHLABEBITH
BITEAETRE, U BT R L CRARIERERELE. ERYECREL LS L
B BTAL RIS o T ot BEMBL IR 2hs 7.



SBL79-02

6. WEEHRFIE

FHOMEE, 8, RREOERT —%, IRENRE, MRE(LENRE, BFE
BEGER BLUHERER) 07 —FIZ 20T, £, Bartlett BV ESHEOBRELZTT
W, ERBOHEE, —REBEICIVSEROITET ok, TORER, BHMICHEBENRD
S S, Dunnett EIZ IO BEBRIXT T DR D E EHOTHHEDO — M LB EE1T-

7. Bartlett {BIC LD ESEENROONBWESITIEIEEITY, Kruskal-Wallis D HE

Ex{Tolz, ZORER, HEENPREDON-HE, Dunnett ZIOEHERLO—xt LLERRES
fTofc. ERT—FLUNDRBRE, REMNRE, TR IVREBRRENREICOWTE,
PR ER P& DT — 1% Exact 1ank sum test, FEMMEXFE72 L DT —# 13 Fisher B EZ X ABHE
LR EABHOB TERLE. ZOOREBI VR EICIZ COMPUTER (AlphaServer
1000, DEC) AV, HEAKHEIL 5%&L7z. 7223, —ARREBR L UTEHEEZHAENHOD
ITBBEOT —FIT OO TR ERER L o7,

7. RBREAOCEHEMECEELRIELLEBDONAERERBLIURREE It
Y el - |

REETEE T, THREENAE»LOITEREIIREIEHM Fh 1 BEfFH&R
WIN TR, 50 B EOREMBIUERE%. 2~4 BT, E-’%‘- 27 HHOREH% 2~4
RS L OEE 2 BICH 1 BTV, BEBHEEIMN hiiXiThieh o/, RESLHM D
METRSRBATOREBLER T2ILN8BATHY, T, 2000 48 11 A 22 BAHREREFE
FEEERE No.)IZHEW, RE 0 A BOREFNCERL TOAZENLRBRE~DE
AL Vb DERIWF LTz |

2k, RBERROGHEECEEERELLEDTAREERBLIU LSO RERFH
[EE-=0anr oY Y realed o € £ s Lo Yl

10
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wm R

1. —ARIRHEE (Tables 1-1~1-4, Appendices 1-1, 1-2)
BREBIUVEEHES, VThoBCBEWTHODRTIIALNRT, —RKERZIZBWTE
SHTEE IR LN eh o7

2. FTEIEEEHE S OITIVELL (Tables 2-1~2-16, Appendices 2-1~2-16)
B50BOBRERIBLIVEERE 2~4 850, #5 27 BORE% 2~4 BFMH, RHICEIE
2 BOBETIE, WThOBIEBWTHLEAITERIZALN o7,

3. {EfEE (Fig. 1, Tables 3-1, 3-2, Appendices 3-1, 3-2)

1000 mg/kg BT, [E1E 2 BICHETREEAROERES OGN, BEFHEI S BEEOER
EORENTH-Te. 15 HMT R, I BB AR T,

200 mg/kg T, &5 2 BICHTEEROBERAZLIE.

20 mg/kg BT, MEMELHITRE TR OIEd o7,

4. {&E (Fig. 2, Tables 4-1~4-4, Appendices 4-1~4-4)
BEBLICEEHMST, WThOBIB TORERZON DT,

5. HERFIBIRREE (Tables 5-1~5-4, Appendices 5-1~5-4)
#5 4 BBLUEHE 2 BORETIE, WTLOBEIRBWTHLEFTREFEIZALNRD >
7.

6. RFREL (Tables 6-1~6-16, Appendices 6-1~6-12)

1000 557X 200 me/kg BECHE, 5 4 M L OIE 2 M OB EIC IV CHERELbICRE I
Bb ol

20 mg/kg BETH, 5 4 BOREICE T TEADBES LN, EETY R
B Y OREERN T ot

11



SBL79-02

7. M#EZFAIRRE (Tables 7-1~7-4, Appendices 7-1~7-8)
1000 mg/kg BT, EEMMKE T ROREILBWTHE T/ aba O VEROER B AL
i, EAEE 1 FiEkRE, FRE POBENTHo. REMMK TROBREICLBNT
I SHEREL D IR E T A ONRM o7 .
200 BETF 20 my/kg BT, B 5K T REOBREIZB O THERED TR F TS 00720

o7,

8. MmiEAE({L3AYFRE (Tables 8-1~8-4, Appendices 8-1~8-8)

1000 mg/kg BETHE, EEHEK TROBREIZB W THE T NaOGES LN, E5IE
AERE YOMEATHo7. |EHRE TROREITE VTSRO0
7ed otz

200 mg/kg BECiE, |EHFEK TROREICRBV THERLL IR S XL bR 7.

20 mg/kg BETIE, HEHMBETROBREICBWOTHTHOBEENR LN, BRHERR
ERE VOWENTHo.

9. F4& (Tables 9-1~9-4, Appendices 9-1~9-4)

1000 mg/kg BT, B EHMR TROARICBWTHORGREHIVIZRARSEE2 6,
FFIED B ERAHE 2 B, BRI T RORRIZB VW THO RE RS 1§, FFBOoRE
BEASEE 1 FlIs LM 2 #, BIR OERR/HIHE 1 G TLHLNE.

200 mg/kg BT, {EHHHRTROTRICBWTHOFRERSEE 1§, FEORGRE
AR 145], EROEMAHE 1 flTAHbhE.

20 mg/kg BT, HEHRKR TEROTRBICBWTURORBENSE 1 4], fFFiRORBEMN
HE 151, BRROEMIEE 1 FITHONT.

RBEETIE, BEHME TEROHRICBOTHOFREELIVIEEENSH 2 FIBLT
1 B, T 8 & EAE 2 §, EESME T ROTHRICWTHOBEENH 1 F, iF
gD R AEBHE 2 FlIBLUWE 1 FITHLRT-.

12



SBL79-02

10. #'E E & (Tables 10-1~10-8, Appendices 10-1~10-12)

1000 mg/kg BT, EEHBK THROBECBOWTH CEIB OEM BLUHEMNERD
EiE, BEBLUVEROENEEOBENALNLS, TNbOEINERRW T b A RiE D
DFEAANTHo7. BEHMKE TROBBICEWTIEREL S ICEE IR Aoh2hor:,

200 mg/kg BT, BEHHK TROME BV CHTHBOMENERVEENRALN
B3, BAERE RE "O@EEN THhok.

20 mg/kg BETIL, BEHME TRORBIECB O CHERILICE FIZHON D o7,

11. FREEREAMRE (Tables 11-1~11-9, Appendices 11-1~11-9)

1000 mg/kg BETiE, REFRK TEOREICBW TR0/ EMASEHE 4 Flis LU 1
#l, ATV B DOFRE MBS 1§, MOMlarabeiaE iR EE 2 &, friE
O PRGSO AT HBRAHE ZE R ASIHE 1 6, BEREHRRRIZIEASEE S Flis L UME 4 41, D R
B E LA INE 3 6, FRADE IFERNE/MEDHE 4 F, RAE OEEMT(LISEE 2 Flis L UME
3 B, FLARRABE DR MAEDHE 1, SRROBZEITEMESHE 1 Fl, 75 OREILEH
141, BIEOREERIE 1§, BB OREHROR BRI EE 2 Flis LU 1 4,
FARIROEFERERIE 2 #], KIBFFOFRRE~OBEEFNE 2 4, BEMMKTRORKR
FENCH TR BEAE ML ASHE 2 51, o> (L2 ASHE 1 51, BRI RARBISE A2 0% 2 B,
BRI M ASEE 1 B, FRBIARGLE LR ASEEES 1 51, AFIRO EAARIRIB A 3 flsk
UM 4 51, IRIBYESRIESHE 1 6, BREORMEFEAE MEHE S 6, RETOEEMHRE
HSEE 2 7, BB O R E IO IR FERAZALAME 1 F, AISZARO B MARIEEAEE 1 f], T
WARD 2T e R 1 4, MEEREBEMSE 1 BRIV 3 #, KEBFOFHE~OBEBARE
D3EE 5 BB LUME 4 1, BHEO i A3HE 2 ﬁJf‘Jsu‘oi’bfc.

XEETIE, REHERTRORECBSVOCURORBELHFEESHERES 1 5], BiE
ORESEMAHE 2 B, HT YV EiOREHIBTZALIHE 1 B, Mo MaiaikiiREsEs
HE 161, [LE OFSIEEZARIRIEESEE 1 61, FFgoMHIRSHSROATHIRRABZS M A3 3 41,
BAZIRE L 3 0, BIRORMEFEILE SRS 26, RATOEEMHE(LIHES
#i, EEMREESEE 2 Fl, HROFERESEE 1§, R L&D RIMEEFAED 1 4,
BIE O RGO BB HERES 2 6, FIRROESERTEHHE 2 Fls L UWE 3 5,

13



SBL79-02

KEEFDRBE~OBEETIE 1 61, EEHRK TROREIZS O TLEOBiZEER
EASHE 1 i, BIROREAEMAEE 1| FlIIUME 3§, MOE{LAELHE 1 F, HRERMERE
SREEAHE 2 B, FREhARSLE UL H3HE 1 51, ATHROD FH ARG O AT AR AR M ZE R A 1 1], L
AR EAYEE 4 Bl L UME S &, IRBMEEEIME 1 4, BRRORIE FEME/ MEMHES -
B, REOEZEMEECIEE 1 61, REEGELENE 1 41, BIFOREHRORFES
TERLASHE 1 5, FURARD EFTHERIARASHE 1 ], SEEEETEIEE 3 6, KBREOBFE~DER
BRI 4 Bl IUHE 5 6, B0 HLAEE 2 flchbhik.

14



SBL79-02

%z B

RIAFLF Ly p- /N T 2=/ —7 00 0(RHR), 20, 200 BL 1000 mgks &4
BEMERER S B0 Crj:CD(SD)IGS 7 iz 1 B 1[E 28 HEIKERAKZEL, &bi, 0 (%)
FBET 1000 mygkg B ENEAUERES 5 Flo 2 BRAEERRAIZRT T, TOFMELER
2 <5512 NOEL (no-observed-effect level) 23R 7=, BB EO XS A%
WROEHLFROFETRELE.

BEBICEEHM S, WTFRLOBCENTLRETIRALNT, —REBRZBIVYT
BB M AIEIOOITHERICE WV THLFI TR E AL -1z,

BAEE T, #5 2HI1T200 mgkg BHOBE TEEEOBERALNEEN, —EEOREI
HELRWELTHAZ LD, R B R SICEE LTI LM U, ¥, B
1§ 2 181Z 1000 mg/kg HDOMETAHLNFEEEROEEIL, [BBIEH > BEEOMEBIEDHEEHE
HTHY, 155 ECEEHREEL T EDEESRLNARNT EHSBITE LY
L7-.

EEBIUIERMNRE T, WTFhOBEIIROTLRERLOhAR) -0k,

RBRETH, 85 4 BOBREIZBVT 20 mgkg O TEADORBEBHALNH, B
EEHRIE DORENTHY, B RIRELRELTHBI LG, HRHERS CRE
L7 TRV EHIE L. B 2 BOREBIZBWTUIER XA,

MEFHRE T, FEHBRTEOREZBOD T FROBICBVTLERIIALNR
7phote. BT ROREIZIBT 1000 mg/kg BEOBECALNIZ a2 R
DEEE, BIEA 1 e RE PORENTHY, BEMEETHRORECTHBAT
WRWE L THEI LMD, BRMIE(LEHIETL-.

mIRAEFHRETIL, REHFETROREIIOT 20 mgkg HOMETHREORES
Hbids, EIHERERE YOBERTHY, FARIEFLRZVELTHIZL)D, R
MEEREICERUEE T EHIET L. BIEBEK TREROBREICB VT 1000 mg/ke
HOBETHONTZ Na OBER, EESERE "OREATHY, REHFKRTRHORE
THLNTWRWE{LTHBIEND, BRI BT L.

IR TIE, BEHHNNTEEIRR TRIIBW TR EHE CTHORBREHIVILEE

15



SBL79-02

B FEOBER, SHOER, BIBROEETRAFFBALNIN, BZBE ORBHEES
FRECHERYERSICERLAZEEBL6N T, MHBECLLAONAEL, ARIKTRF
L7I2WE(L, HHWE, REHIRIR T RHTL LTV 1 FIDHRDELTHITEND,
THLBEREE(LLHIETLT-.

HEER TR, RSHMETEORIEICZE T 200 mgkg HOHE THRIROENERDE
{ERZHLIIH, BEBREOREEEFIRE CERYERFICERALEPH6NT,
EEITERE "O@EEANTHY, HHERCLZDEMTHIIEND, HRHERSICE
E LB LTV EHEIBTL 7=, EEMM#& T RORAIEITEBVT 1000 mg/ke BEOHETHE
N BB QRN BIUHEANERORE, BRI CEROEX EEOEERL, UEHBED
REAGENRE CERYERECRALLESZLN T, ERMERERE "W
PRTHY, REFBR TRORE THALNTUWREWELTHLEILE, HAWE, EXEROL
DEACTHDZ LMD, WTHLIRRERIE L BRI,

REABFERRE T, BEHDVIIEEMRK T RICBUT 1000 mg/kg B THEEED
fEshEm, TV EOREMISARRE, OB bAe, RS REEH,
FBVIRGLE L, ATIEDPI ARG O I HEfafm2eia, Biziaiaisi, REMAESE, BRo
RAMESLEICHE, RADE FEME/ME, RIBEOEEMEE(L, HRRQEORME, A7z
ROBIZHREHE, SPROEZMIRETE, FEOARICE, RIE0EEER, KEMRO
REEEFER, FRBOZFIEMR, 8387, KBREFOFE~OBEERE, BEOHM
BELNN, MBEHLIOIERT —F VtHAONBEL, HDWE, 1 FIOZROELTH
BTEDG, WTHHBRREMNZE LT

UEDRER, FRREGTCR—RICRERSEBERROBREED EREINS 1000
mgkg 2R EL THHBHER S ICEE TR HENZ oI eh b, RIAF =T
L p-/ =N T = =T L0 NOEL (dERES S 1T 1000 mg/kg/ B # X DB LE/L.
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#(2000)

17



Fa Ll LRV |
Sludy No.: SBL79-02-10
Certilicale No.: 790210-3

Stability of the Test Article

(1) Experimental

Test Article (Lot No.) +  Polyoxycthylene p -nonylphenyl ether -
Appearance : While solid
Sampling Sizc 2V mg

Storage Conditions Airlight conlaincr at room temperature under light protected conditions

(2) Resulis

Conlainer Time Point

Assay *
(%)
| Enitial © 99.26
; ‘ e A e eoes e
| (amber) ~ End of Study 99.14

* % of tolal arca (mean of 2 valucs),

Dates of anabysis : Oclober 10, 2000 and February 9, 2001

g T

(Shin Nippon Diomedical Laboratorics, Lul.)



BIME 2 Study Mo.:SBL79-02-10)
Cerlificale No.:790219-2

Stability of the Test Article in the Dosing Preparation

(1) Experimental

Test Article (Lot No.) : Polyoxycthylene p -nonyiphenyl cther [N

Vchiele t Waler for injection
Form : Solulion
Sampling Sizc D 2S5mL

{Z) Resuils

Storage Conditions

Stabiity*

Conlainer Temperature Cornc. of Analyte (mg/mL.)

and: Duralign 0.1 200

 Iaitial 100.0 100.0

Glass holfle Allee 24 hours at rgom lemperatyure 101.1 97.5

(amber) A
Aller 7 days al room temperature 162.4 99.9
Remaining % (mean of 2 values). Acceplabic tange: 10025 %

Dala of analysis : Octoher 10, 2000 - October 17,2000

(Shin Nippon Diomedical Laboralories,LId.)



% -
AL 3-1 Study No.:SBL79-02
Cerlificale Ng.;7902-1

Concentration of the Test Article in the Dosing Preparation

(1) Experimental

Test Article (Lol No.) Pofyoxycthylenc s -nonylphenyl cther [N

Vehicle Water {or injection
Form Solution
Sampling Size Dolmb
(2) Results
Date of Date of Target Conce. Found Cone. Found/Targel*
Preparalion ' Analysis (mg/mL) {mg/mlL) (%)
2 2.008 100.4
November 23, 2000 November 24, 2000 20 19.756 98.8
100 98.720 98.7

Data arc the mean values of 2 injections of | determination.

*Acceplable range @ 100 £ 5 %.

{Shin Nippon Biomedical Laboratories,Likl.)



LMY 1D UL

AL -L
LIS 2 Ccr_|iﬁcnic No.:7902-2

Concentration of the Test Article in the Dosing Preparation

(1} Experimenial

Test Article (Lot No.)  © Polyoxyeihylene -nonylkplienyl ciher -
Vehicle : Waler for injection

Form : Solution

Sampling Sizc ! ImlL

(2) Resulls

Pate af Patc of Targe! Conc. Found Conc. Found/Targel*
Prepacation Analysis (mg/mL) {mg/mL) (%)
2 2.000 100.3
December 19, 2000 December 20, 2000 20 20.530 102.7
100 100.955 101.0

Data arc the mean values of 2 injections of | determination.

*Acceplable range 100 £ 5 %,

{Shin Nippon Biomedical Laboratorics,L1d.)
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TEST SABSTANCE

* Identity:

* Remarks:

METHOD
 Method/guideline:

+ Test type:

REPEATED DOSE TOXICITY

Polyoxyethylene p-nonylphenylether (CAS No, 9016-45-9)

Source: Chemical Substances Safety Management Center
National Institute of Technology and Evaluation Ministry of
Economy, Trade and Industry. Purity: 100 wt%. Stability
during use confirmed by high performance liquid
chromatography.

OECD Guidelines for Testing of Chemicals 407

Repeated Dose 28-day Oral Toxicity Study in Rodents

- GLP: Yes

* Year: 2000 to 2001

* Species: Rat

» Strain: Crj: CD (SD) IGS
- Route of administration: Oral (by gavage)

- Doses/ concentration levels: 0, 20, 200, 1000 mg/kg/day (in water for injection)

+ Sex:

+ Exposure period:

Male & Female

November 25, 2000 to December 22, 2000

* Frequency of treatment: Once daily, seven times weekly, for 28 consecutive days

+ Control group and treatment: Concurrent vehicle

+ Post exposure observation period: 14 Days

- Statistical methods:

Food consumption, body weight, quantitative data from



wrinalysis, hematology, blood chemistry and organ

“weight (absolute and relative) data were first analyzed

for homogeneity of variance by Bartlett's test. When
homogeneity of variance existed, a one way analysis of
variance was applied. When significance was achieved,
Dunnett's test was applied to compare the means
between the treatment and control groups. When no
homogeneity of variance existed by Bartlett's test, the
order of the data was converted and analyzed by the
Kruskal-Wallis H test. When the result was significant,
a non-parametric Dunnett’s test was applied to compare
the mean ranks.

For  non-quantitative  data  from  urinalysis,
ophthalmology, gross pathology and histopathology,
gradeable data was analyzed by the Exact rank sum test,
and non-gradeable values was analyzed by Fisher's exact
test between the treatment and control groups.

The level of significance was set at 5%.

REMARKS FIELD FOR TEST CONDITIONS

+ Test Subjects:

Age at study initiation:
Weight at study initiation:
No. of animals per sex per dose:

+ Study Design:
Vehicle:

Five weeks
Male; 132 to 169 g, female; 121to 138 g

Group Number of Animals
Male Female
Control 545 % 545 %
20 mg/kg/day 5 5
200 mg/kg/day 5 5
1000 mg/kg/day S5+5* 5+5 %

*: Recovery animal

Water for injection

Satellite groups and reasons they were added:

1 control group and 1 test article group
In order to evaluate the reversibility of the toxicity
followed by a 14-day recovery period.



Clinical observations performed and frequency:

Organs examines at necropsy:

The first day of dosing was designated as Day 0 of the
dosing period. The day following the end of the dosing
period was designated as Day O of the recovery period.
The first week of dosing or recovery periods were
designated as Week 1 of the dosing and recovery periods,
respectively.

Clinical signs; All animals were observed for mortality
and clinical signs 3 times daily, once daily during the
recovery period and once on the days of autopsy.

General behavioral observations; General behavior,
neurologic and autonomic profile were observed
according to the Irwin method once on Days 0 and 27 of
the dosing period, and once Week 2 of the recovery
period in five males and five females in each group.

Food consumption; Food consumption was weighed
once prior to the initiation of dosing and once weekly
during the dosing and recovery periods in all animals.

Body weight; All animals were weighed once prior to
the initiation of dosing, once weekly during the dosing
and recovery periods. Body weight gain was

calculated at each measurement.

Ophthalmology; Gross observation and fundus
examination were observed once prior to the initiation of
dosing, once at Week 4 of the dosing period and Week 2
of the recovery period in all animals.

Urinalysis; All animals were examined at Week 4 of the
dosing period and Week 2 the recovery period.

Hematology and biochemistry; All animals were
examined at each gross pathology.

Organ Weight; Brain, heart, liver, kidneys, adrenals,



spleen, thymus, testes, epididymis and ovaries in all

animals

Microscopic; Cerebrum, cerebellum, brain stem,
pituitary, eye balls, harderian glands, submandibular
lymph node, thyroids, parathyroids, trachea, lungs,
thymus, heart, bone and bone marrow, spinal cord,
stomach, small intestine, large intestine, mesenteric
Iymph node, liver, urinary bladder, spleen, adrenals,
kidneys, testes, epididymides, seminal vesicles, prostate,
ovaries, uterus, vagina and sciatic nerve in all animals in

the control and 500 mg/kg groups

RESULTS

- NOAEL (NOEL): Male; >1000 mg/kg/day
Female; >1000 mg/kg/day

+ LOAEL (LOEL): Male; >1000 mg/kg/day

Female; >1000 mg/kg/day

REMARKS FIELD FOR RESULTS
+ Clinical signs (description, severity, time of onset and duration):
No animals died in any group during the dosing or recovery period. No abnormalities were

observed in any animal during the dosing or recovery period.

- General behavioral observations:

No abnormalities were observed in any animal during the dosing or recovery period.

+ Food consumption:

Low food consumption was noted in males in the 200 mg/kg group at Week 2 of the dosing
period and in femalesin the 1000 mg/kg group at Week 2 of the recovery period. However,
they were judged not to be test article related changes.

* Body weight:

No abnormalities were noted in any group during the dosing or recovery period.

+ Ophthalmology: |
No abnormalities were observed in any animal during the dosing or recovery period.



- Urinalysis:

High protein in females in the 20 mg/kg group was noted at Week 4 of the dosing period.
However, it was judged not to be test article related changes. No abnormalities were noted
at Week 2 of the recovery period.

* Hematology:

No abnormalities were noted at the end of the dosing period. The prolongation of APTT in
males in the 1000 mg/kg group was noted at the end of the recovery period. However, it was
judged to be incidental,

* Biochemistry:

Low glucose was noted in females in the 20 mg/kg group at the end of the dosing period.
High Na was noted in males in the 1000 mg/kg at the end of the recovery period. However,
they were judged not to be test article related changes.

- Mortality and time to death:
None

+ Gross pathology incidence and severity:

The following changes were observed in the test article groups at the end of dosing or
recovery period: red or black focus in the lung, white foci in the liver, cysts in the kidneys and
asymmetry in the size of the adrenals. However, they were judged to be incidental.

+ Organ weight changes:

Low relative thymic weight was noted in males in the 200 mg/kg group at the end of the
dosing period. High absolute and relative weights of the adrenal and low absolute weight of
the spleen and kidney were noted in females in the 1000 mg/kg group at the end of the
recovery period. However, they were judged not to be test article related changes.

- Histopathology (incidence and severity):

The following changes were observed in the 1000 mg/kg group at the end of the dosing or
recovery period: extramedullary hematopoiesis, hyperplasia in the plasma cells of the
submandibular lymph nodes, osseous metaplasia in the lung, foamy cell aggregation in the
alveoli of the lungs, focal hemorrhage of the lung, mineralization in the pulmonary artery,
microvacuolization in hepatocytes of the periportal liver, mononuclear cell infiltration in the
liver, focal necrosis in the liver, mineralization of the renal tubules, eosinophilic bodies in the
renal tubules, basophilic change in the renal tubules, hyaline casts in the dilated tubules of the
kidney, mononuclear cell infiltration in the prostate, mononuclear cell infiltration in the ovary,
dilatation in the lumen of the uterus, cysts in the cortex of the adrenal, focal hypertrophy in
the cortical cells of the adrenal, ectopic thymus in the thyroid, ultimobranchial bodies in the



thyroid, brown pigment and hemorrhage in the periosteum of the femur. However, they

were judged to be incidental.
CONCLUTIONS
During the dosing and recovery period, no animals died in any group. ‘No abnormalities

were observed in clinical signs or in general behavioral observations.

No test article related changes were noted in food consumption, body weight, ophthalmology,
urinalysis, hematology, blood biochemistry, gross pathology, organ weight or histopathology.

It was concluded from these results that under the conditions of this study, the no-observed-
effect level (NOEL)} of polyoxyethylene p-nonylphenyl ether was greater tham 1000
mg/kg/day in both males and females.

DATA QUALITY

* Reliabilities: Valid without restriction

Remarks field for Data Reliability

Well conducted study, carried out by Shin Nippon Biomedical Laboratories, Ltd.
(Kagoshima, Japan)

REFERENCES (Free Text)

1. SNBL Control Background Data - Crj: CD {SD) IGS, Vol. 47, Shin Nippon
Biomedical Laboratories, Ltd. In-house data, 2000

GENERAL REMAERKS

None.
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Table 1-1 Clinical signs in male rats Study No. : SBL79-02
Group Control Polyocxyethylene p-nonylphenyl ether
Dose(mg/kg/day) ,20 200 1000
Grade 0123+ 01234 012134+ 0123+
Day Ttem
0 No abnormal signs 10 5 5 10
1 No abnormal signs 10 5 5 10
2 No abnormal signs 10 5 5 10
3 Ko abnormal signs 10 5 S A1)
4 No abnormal signs 10 5 5 10
5 No abnormal signs 10 5 5 10
6 MNo abnormal signs 10 5 5 10
7 HNo abnormal signs 10 5 5 10
8 No abnormal signs 10 5 5 10
9 No abnormal signs 10 5 5 10
10 No abnormal signs 10 5 ] 10
11 No abnermal signs i0 5 3 ‘ 10
12 No abnormal signs 10 5 5 10
13 No abnotrmal signs 10 5 5 10
14 No abnormal signs i0 5 5 10
15 No abnormal signs 10 5 5 10
16 No abnormal signs 10 5 5 10
17 HNo abnormal signs 10 5 5 10
18 No abnormal signs 10 5 5 10
19 No abnormal signs 10 5 5 10
20 No abnormal signs 10 5 5 10
21 No abnormal signs 10 5 5 10
22 No abnermal signs 10 5 5 10
23 No abnormal signs 10 5 5 10

Numerals represent the number of animals.
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Table I-2 Clinical signs in male rats Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dese(mg/kg/day) i 20 200 19000
Grade 0123+ 0123+ 01234+ 0123+
Day Item
24 QNo abnormal signs 10 5 5 10
25 HNo abnermal signs 10 5 5 10
26 No abnormal signs 10 5 5 10
27 WNo abnormal signs 10 5 5 10
28 No abnormal signs 5 5 5 5
R:0 No abnormal signs 5 5
R:1 No abnormal signs 5 5
R:2 No abnormal signs 5 5
R:3 No abnormal signs 5 5
R:4 No abnormal signs 5 5
R:5 No abnormal signs ] 5
R:6 No abnormal signs 5 5
R:7 HNo abnormal signs 5 5
RE:8 No abnormal signs 5 5
R:9 No abnormal signs 5 5
R:10 No abnormal signs 5 5
R:11 No abnormal signs 5 3
R:12 No abnormal signs 5 5
R:13 No abnormal signs 5 5
R:14 No abnormal signs 5 5

Numerals represent the number of animals.
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Table 1-3 Clinical signs in female rats Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose(mg/kg/day) - 20 200 1000
Grade 0123+ 0123+ 0123+ 0123+
Day Item
0 HNo abnormal signs 10 5 5 10
1 No abnormal signs 10 5 3 10
2 No abnormal signs 10 5 5 10
3 No abnormal signs 10 5 5 10
4 No abnormal signs 1d 5 5 10
5 No abnormal signs 10 5 5 10
6§ No abnormal signs 10 - 5 5 10
7 No abnormal signs 10 5 5 10
8 No abnormal signs i0 5 5 10
9 No abnormal signs 10 5 5 10
10 No abnormal signs 10 5 5 10
1l No abnormal signs 10 5 5 10
12 No abnormal signs 10 5 5 18
13 Nc abnormal signs 10 5 5 10
14 Nc abnormal signs 19 5 5 10
15 MNo abnormal signs 10 5 5 10
16 No abnormal signs 10 5 S 10
17 Ho abnormal signs 10 5 5 190
18 No abnormal signs 10 5 5 10
19 ©No abnormal signs 10 5 5 10
20 No abnormal signs 10 5 5 10
21 No abnormal signs 10 5 5 10
22 No abnormal signs 10 5 5 10
23 No abnormal signs 10 5 5 10

Numerals represent the number of animals.
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Table 1-4 clinical signs in female rats . Study Ne. : SBL79=02
Group ' Control Polyoxyethylane p-nenylphenyl ether
Dose({mg/kg/sday) - 20 200 1000
Grade 0123 + 0123+ 0123+ 0123+

Day Item

24 No abnormal signs 10 5 5 10

25 No abnermal signs 10 5 5 10

26 No abnormal signs 10 5 5 10

27 No abnormal signs 10 5 5 10

28 No abnormal signs 5 5 5 5
R:0 No abnormal signs 5 5
R:1 No abnormal signs 5 5
R:2 No abnormal signs 5 5
R:3 No abnormal signs 5 5
R:4 No abnormal signs 5 5
R:5 No abnormal signs 5 5
R:6 No abnormal signs 5 5
R:7 No abnormal signs 5 5
R:8 No abnormal signs 5 5
R:9 No abnormal signs 5 5
R:10 Nc abnormal signs 5 5
R:11 No abnormal signs 5 5
R:12 Nc abnormal signs 5 5
R:13 No abnormal signs 5 5
R:14 No abnormal signs 5 5

Numerals represent the number of animals.
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Tabla 2-1 Effects of Polyoxyethylene p-nonylphenyl ether on the general behavior irn male rats (Prior to administration on Day 0) Study No. : SBL79-02
General bashavior . Group Control Polyoxyethylens p-nonylphenyl ather
Grade Dore (mg/fkg/day) i) 200 1090
Awarenoess
Alertness N 5 5 5 5
Visual Placing N 5 5 5 5
Stereotypy N 5 3 5 5
Paggivity N 5 5 5 5
Hoecd
Grooming N 5 5 5 5
Vocallzation N 5 5 5 5
Restlessnecs N 5 5 5 5
Irritability N 5 5 5 S
Fearfulnass N 5 5 5 5

Motor Activity

Reactivity N 5 5 5 5
Spontaneous Activity N 5 5 5 5
Touch Response N 5 5 5 5
Pain Response N 5 5 5 5
CHS Excitation
Startle Response N 5 5 5 5
Straub Tail N 5 5 5 5
Tremors N 5 5 5 5
Twitches N 5 5 5 5
Convulsions N 5 5 5 5
Posturs
Body Posturs N 5 5 5 5
Limb Posture N 5 5 5 5
Hotor Incoordination
Staggering Gailt N 5 5 5 5
Abneormal Galt N 5 5 5 5
Righting Reflex . | 5 5 5 5

Notes) N : Normal sign
Numerals represent the number of animals.




Table 2-2 Effecte of Polyoxyethylene p-nonylphenyl ether on the general behavior in male rats (Prior tc administration on Day 0}

—

—

Study HNo.

General behavior Group
Grade Dose (mg/kg/day}

Control

Polyoxysthylens p-nonylphenyl sther

20

200

1000

Husole Tone
Limb Tons
Grip Strength
Body Tone
Abdominal Tone

= 2 2 =

Reflex
Pinna Reflex
Corneal Reflex
IFR

= 2

Autonomic Profile
Writhing
Palpebral Opening
Exophthalmos
Urination
Salivation
Piloersction
Hypothermia
Skin Color
Heart Rate
Respiratory Rate
Pupill Size
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Rearing* 1]
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Moot nortnon
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Notes) N : Normal wsign
% 1 Numerals represent the count of rearing
Humerals represent the number of animals.
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Tabls 2-3

on Day 0)

Effects of Polyoxyethylene p-nonylphenyl ather on the general behavior in male rats (2 - 4 hours after administration

General behavior

Grade Dose (mg/kg/day)

Control

Folyoxyethylene p-nonylphenyl athar

20

200

1000

Awareness
Alertness
Visual Placing
Stersotypy
Passivity

Hoecd
Grooming
Yocalization
Restlessness
Irritability
Fearfulness

Hotor Activity
Reactivity
Spontaneous Activity
Touch Responge
Pain Response

CHS Excitation
Startle Response
Straub Tail
Tremors
Twitches
Convulsions

Postura
Body Posture
Limb Posture

Hotor Incoordination
Staggering Gait
Abnormal Gait
Righting Reflax
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Notes) N : NHormal sign

Numerals represent the numbar of animals.
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Table 2-4 Effects of Polyoxyethylene p-nonylphenyl ether on the genaral behavior in male rats {2 - 4 hours after administration Study No. : SBL79-02
on Day 0}
General behavior Group Contrel Folyoxyethylene p-nonylpbhenyl ethoer
Grade Dose (mg/kg/day) 20 200 1000

Husole Tons

Limb Tone N 5 5 5 5
Grip Strength N 5 5 5 5
Body Tonae N 5 5 5 5
Abdominal Tone N 5 5 5 5
Reflex
Pinoa Reflex H 5 5 5 5
Corneal Reflex N 5 5 5 5
IFR N 5 3 5 5
Autonomic Profile
Writhing N 5 5 5 5
Palpebral Opening N 5 5 5 5
Exophthalmos H 5 5 5 5
Urination N 5 5 5 5
Salivation N 5 5 5 5
Piloarection N 5 5 5 5
Hypothermia N 5 5 5 3
Skin Colox N 5 5 5 5
Reart Rate H 5 5 5 5
Respiratory Rate N 5 5 5 5
Pupil Size N 5 5 5 5
Rearing* 1] 5 5
1 1 1) 1} a

Rotes) N : Normal sign
* : Numerals represent the count of rearing
Numerals represent the number of animals.
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Table 2-5 Effoects of Polyoxyethylene p-nonylphenyl sther on the general behavior in male rats (2 - 4 hours after administration Study No. : S5BL79-02
on Day 27)
General behavior Group Control Polyoxyathylene p-nonylphenyl ether
Grade Dose {(mg/kg/day) 20 200 1000
Awareness
Alertness N 5 5 5 5
Visual Placing N 5 5 5 5
Stereotypy N 5 5 5 5
Pagsivity N 5 5 5 5
Hood
Grooming N 5 5 5 5
Vooalization N 5 5 5 5
Restlessness N 5 5 5 5
Irritability N 5 5 5 5
FPoarfulness N 5 5 5 5
Hotor Activity
Reactivity N 5 5 5 5
Spontaneous Activity N 5 5 5 5
Touch Response N 5 5 5 5
Pain Response N 5 5 5 5
CNS Excitation
Startle Response R 5 5 5 5
Straub Tail N 5 5 5 5
Tremors R 5 5 5 5
Twitchesa N 5 5 5 5
Convulsions R 5 5 5 5
Poature
Body Posture R 5 5 5 5
Limb Posture N . 5 5 5 5
Hotor Incoordination
Staggering Gait N 5 5 5 5
Abnornmal Galt N 5 5 5 5
Righting Reflex N 5 5 5 5

Notes} N : Normal s=sign
Numerals represent the number of animals.
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Table 2-6 Bffects of Polyoxyethylene p-nonylphenyl ether on the general behavior in male rats (2 - { hours after administration Study Ne. : SBL79-02
on Day 27)
General behavior Group Control Polyoxyethylene p-nonylphenyl sther
Grade Dose (mg/kg/day) 20 200 1000
Huscle Tone
Limb Tone N 5 5 5 5
Grip Strangth N 5 5 5 5
Body Tona N 5 5 5 5
Abdominal Tone N 5 5 5 3
Reflex
Pinna Reflex N 5 5 5 5
Corneal Reflesx N 5 5 5 5
IFR N 5 5 3 5
Autonomlo Profile
Writhing N 5 5 5 5
Palpebral Opening N 5 5 5 5
Exophthalmos N 5 S 5 5
Urination N 5 5 5 5
Salivaticn N 5 5 5 5
Pilloeraction N 5 5 5 5
Hypotharmia N 5 5 5 5
Skin Color N 5 5 5 5
Heart Rate N 5 5 5 5
Respixatory Rate N 5 5 5 5
Pupil Size N 5 5 5 5
Rearing* ] 5 5 5 ' 5

Hotes}) N : Normal =sign
* : Numerals represent the count of rearing
Numerals represent the number of animale.
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Table 2-7 Effects of Polyoxyethylene p-nonylphenyl ether on the general behavior in male rats (Week 2 of recovery period) Study No. : SBL79-02
General behavior Group Contxol Folyoxyethylenes p-nonylphenyl ether
Grade Dose (mg/kg/day) 20 200 1000

Awareness

Alertness N 5 3

Visual Placing N 5 5

Sterectypy N 5 5

Pasgivity N 5 5
Hood

Grooming N 5 5

Vocalization N -1 5

Restlegsness N 5 5

Irritabiljity ) 5 5

Fearfulness ) 5 5
Hotor Activity

Reactivity N 5 5

Spontaneous Activity N 5 5

Touch Response N 5 5

Pain Response N 5 5
CNS Excoitation

Startle Rosponse N 5 5

Straub Tail N 5 5

Tremors N 5 5

Twitches N 5 5

Convulaions N 5 5
Posturs

Body Posture N 5 5

Limb Posture N 5 5
Hotor Incoordination

Staggering Gait N 5 5

Abnormal Galt N 5 5

Righting Reflex N 5 5

Hotes) N : Hormal sign
Numerale represent the numbar of animale.
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Table 2-8 Effacts of Polyoxyethylene p-nonylphenyl ether on the general behavior in male rats (Week 2 of recovery pericd)
Goaneral behavior Group Control Pulyoxyethylens p-nonylpheny)l ether
Grade Dose (mg/kg/day) 20 200 1000
Huscle Tona
Limb Tone N 5 5
Grip Strength N 5 5
Body Tone N 5 5
Abdominal Tone N 5 5
Reflex
" Pinna Reflex N 5 5
Corneal Reflex N 5 5
IFR N 5 5
Autonomic Profile
Writhing N 5 5
Palpebral Opening N 5 5
Exophthalmos N 5 5
Urinatlon N 5 5
Salivation N 5 5
FPiloaraction N 5 5
Hypothermila N 5 5
Skin Color N 5 5
Heart Rate R 5 5
Respiratory Rate N 5 5
Pupil Size R 5 5
Rearing* 0 5 5

Hotes} N : Normal eign
* ; Numerals represent the count of rearing
Numerals represent the number of animals.

: SBL79-02



— ~—’
Table 2-9 Effacts of Polyoxyethylens p-nonylphenyl ether on the general behavior in female rats (Prior to administration on Day 0) Study Ho. : SBL79-02
General behavior Group Control Polyoxysthylens p-nenylphenyl ather
Grade Dose (mg/kg/day) 20 200 1000
Avarasness
Alertness N 5 5 5 5
Visual Placing K 5 5 5 5
Stereotypy R 5 3 5 5
Pasgivity N 5 5 5 3
Hood
Grooming L 5 5 5 5 |
Vocalization N 5 5 5 5
Rastlessness N 5 5 5 5
Irritability R 5 3 3 L
Fearfulness N 5 5 5 5 |
-1
Hotor Activity
Reactivity N 5 5 5 5
Spontaneous Activity N 5 5 -] 5
Touch Responsa N 5 5 5 5
Pain Response N 5 5 5 5
CNS Exciltation
Startle Response N 5 5 5 5
Straub Tall N 5 5 5 5
Tremors N 5 5 5 5
Twitches N 5 5 5 5
Convulsions N 5 5 5 5
Posture
Body Posture N 5 5 5 5
Linb Posture N 5 5 5 5
Hotor Incoordination
Staggering Gait N 5 5 5 5
Abnormal Gait N 5 5 5 5
Righting Reflex N 5 5 5 5

Notes) N : Normal sign
Nunerals represent the number of animals.



— ——
Table 2-10 Effects of Polyoxyethylene p-nonylphenyl ether on the general behavier in female rats (Prior to administration on Day 0) Study No. : SBL79-02
General behavior Group Control PFolyoxyethylene p-nonylphenyl ather
Grade Dose (mg/kg/day) 20 200 1000
Huscle Tona
Ligb Tone N 5 5 5 5
Grip Strength KR 3 5 5 5
Body Tona N 5 5 5 5
Abdominal Tone N 5 5 5 5
Rmflex
Pinna Reflex N 3 5 5 5 |
Corneal Reflex N 5 5 5 5 |
IFR N 5 5 5 5 ;
:
Autoncmic Profile
Writhing N 5 5 5 5
Palpebral Opening N 5 5 5 5
Exophthalmos N 5 5 5 5
Urination H 5 5 5 5
Salivation N 5 5 5 5
Piloersction N 5 5 5 5
Hypotharmia ) 5 5 5 5
Skin Color "N [ 5 5 5
Heart Rate N 5 5 5 5
Respiratory Rate N 5 5 5 5
Pupil Size N 5 5 5 5
Rearing¥* Q 4 1 4 5
1 1 0 1 0

NHotea) N : Normal =ign
* : Numerales represent the count of rearing
Numerals represent the number of animals.
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Table 2-11 Effects of Polyoxyethylene p-nonylphenyl ether on the general behavior in female rate (2 - 4 hours after adminigtration

on Day 0)

Study No.

General behavior

Group
Grade Dose (mg/kg/day)

Control

Polyoxyethylens p-ponylphenyl ather

200

1000

Awareness
Alertness
Visual Placing
Stersotypy
Passivity

Hood
Grooming
Vooaliration
Restlessnass
Irritability
Faarfulness

Hotor Activity
Reactivity
Spontanesous Activity
Touch Response
Pain Responsae

CNS Exoitation
Startle Response
Straub Tail
Tremors
Twitches
Convulaions

Postura
Body Peosture
Limb Posture

Hotor Incoordination
Staggering Gait
Abnormal Gait
Righting Reflex
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Hotes) N : Normal sign

Numerals represent the number of animals,
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Table 2-12 Effects of Polyoxyethylene p-nonylphenyl ether on the general behavior in female rats (2 - 4 hours after administration Study No. : SBL79-02
on Day 0)
Genoral behavior Group Control Polyoxyatbylene p-nonylphenyl ether
Grade Dose (mg/kg/day} 20 200 1000
Muscle Tone
Limb Tona N 5 5 5 ' 5
Grip Strength R 5 5 5 5
Body Tone N 5 5 5 5
Abdominal Tone N 5 5 5 5
Reflex
Pinna Reflex N 5 5 5 5
Corneal Reflex N 5 5 5 5
IFR N 5 5 5 5
Autonomic Profile
Writhing N 5 5 5 5
Palpsbral Opening N 5 5 5 5
Exophthalmos N 5 5 5 5
Urination N 5 5 5 5
Salivation N 5 5 5 5
Piloerection L 5 5 5 5
Hypothermia N 5 5 5 3
Skin Color ) 5 5 5 5 |
Heart Rate N 5 5 5 5 |
Respiratory Rate N 5 5 5 5 {
Pupil Size N 5 5 5 s ‘
Rearing# 0 5 5 ‘
1 0 0 0 1 |

Notes) H : Normal sign
* : Numerals represent the count of rearing
NHumerals represent the number of animals.
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Table 2-13 Effects of Polyoxyethylens p-nonylphenyl ether on the gensral behavior in female rats (2 - 4 hours after administration

on Day 27)

Study No.

General behavior

Group
Grade Dose (mg/kg/day)

Control

Polyoxyethylene p-nonylphsnyl ether

20

200

1000

Awareness
Alertness
Vigual Flacing
Sterectypy
Passivity

Hood
Grooming
Vocalization
Restlessness
Irritabllity
Fearfulness

Hotor Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Responge

CNS Excltation
Startle Response
S5traub Tail
Tremors
Twitches
Convulsions

Postura
Body Posturs
Limb Posture

Motor Incoordination
Staggering Gait
Abnormal Galt
Righting Reflex
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Notes) N : Normal saign

Numerals repreagent the number of animals.
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Table 2-14 Effeats of Polyoxyethylene p-nonylphenyl sther on the general behavior in female rats {2 - 4 hours after administration on Day 27)Study No. : SBL79-02

X

I

ot

General behavior Group
Grade Dose [mg/kg/day])

Control

Polyoxyethylena p-nonylphenyl ether

20

200

1060

Huscle Tone
Limb Tone
Grip Strength
Body Tone
Abdoninal Tone

Zomom o

Reflex
Pinna Reflex N
Corneal Reflex N
IFR N

Autonomic Profils
Writhing
Palpebral Opening
Exophthalmos
Urination
Salivation
Plloerectlon
Hypothermia
Skin Color
Heart Rate
Respiratory Rate
Pupll Size
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NHotes}) N : Normal sign
* : Numerals represent the count of rearing
Humerals represent the number of animals.
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Table 2-15 Effects of Polyoxyethylene p-nonylphenyl ether on thae general behavior in female rata {Week 2 of racovery period) Study No. : SBL79-02
General bohavior Group Control Polyaxyethylens p-nonylphenyl athar
Grade Dose [mg/kg/day) 20 200 1000
Awareness
Alertness N 5 5
Visual Placing N 5 5
Stereotypy N 5 5
Paselvity H 5 5
Hocd
Grooming N 5 5
Yocalizatien N 5 5
Restlessness N 5 5
Irritability N 5 5
Fearfulness N 5 5

Motor Activity

Reactivity N 5 E]
Spontaneous Activity N 5 5
Touch Response N 5 5
Pain Response N 5 5
CHS Exciltation
Startle Response H 5 5
Straub Tall N 5 5
Tremoxs N 5 5
Twitches N 5 5
Convulsions N 5 5
Posture
Bedy Posture N 5 . 5
Limb Posturae N 5 5
Hotor Incoordination
Staggering Galt N 5 5
Abnormal Gait L 5 5
Righting Reflex N 5 5

Notes} N : Normal =ign
Humerals represent the number of animals.



Tabla 2-16 Effects of Polyoxyethylene p-nonylphenyl ether on the general behavior in female rats {Week 2 of recovery period)

et

e

Study No.

Genoeral bshavior Group
Grade Dose (mg/kg/day)

Control

Polyoxyathylens p-nonylphenyl athex

20

200

1000

Huscle Tone
Limb Tone
Grip Strength
Body Tone
Abdominal Tone

ZZm =

Reflex
Pinna Reflax
Cornenl Reflex
IFR N

= =

Autonomic Profille
Writhing
Palpebral Openilng
Exophthalmos
Urination
Salivation
Piloerection
Hypothermia
Skin Coloer
Heart Rate
Respiratery Rate
Pupll Size
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Notes) N : Normal sign
% : Numerals represent the count of rearing
Numerals represent the number of animals.
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Tabla 3-1 Food consumption { g/day } in male rats
Group Control Polyoxyethylens p-nonylphenyl ether
Dose{mg/kg/day] 20 200 1000
Pre 23.44+ 1.3(10) 23.24+ 1.9{ 5) 23.4+ 3.2( 5) 23.5+ 1.9(10)
1w 26.6+ 2.9(10) 27.2+ 3.0{ 5) 26.2+ 3.1( 5) 28.4+ 1.6(10)
2w 30.2+4 2.5(10) 27.44+ 2.3{ 5) 26.4+ 3.4( 5)* 29.8+ 2.8(10)
3w 28.0+ 3.1(10) 26.6+ 2.6{ 5) 26.6+ 2.7L 5) 28.1+ 3.3(10)
4w 30.9+ 3.0(10) 29.4+ 3.4( 5) 28.0+ 2.7( 5) 31.6+ 4.2(10)
R:1lw 29.2+ 4.3( 5 30.0% 2.1( 5)
R:2w 32.4+ 3.1( 5) 1.8 4.1( 5)

Values are expressed as the mean + 5.D. (H).

¥ P¢0.05 =

significantly different from control.

Study No.

SBL79-02



Table 3=2 Food consumption {( g/day } in female rats
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day)} 20 200 1000
Pre 20.4+ 1.6{(10) 20.0+ 1.4( 5) 21.0+ 1.6( 3) 21.0+ 1.2(19)
1w 21.3+ 2.1(10) 21.6+ 2.2( 5) 23.2+ 2.8( 5) 21.7+ 1.9(190)
2w 21.0+ 2.8{10) 20.2+ 1.9{ 5} 21.8+ 2.6( 5) 21.1+ 2.3(10)
3w 19.4+ 3.0{10) 19.44 2.1( 5) 20.4+ 2.6( 5) 19.8+ 3.2{10)
aw 23.1+ 3.2{10) 26.04+ 2.3{ 5} 23.24 3.5( 5) 24.1+ 5.0(10)
R:lw 21.64 3.2{ 5) 20.0+ 5.7( 5)
R:2w 25.04¢ 1.7{ 5) 21.8+ 1.3{ 5)*

Values are aiprussed as the mean + 5.D. (HN}.

* P<0.05

significantly different from control.

Study No.

: 5BL79-02
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Table 4-1 Body weight ( g ) in male rats

Group Control Polyoxyethylens p-nonylphenyl ether

Dose{mg/kg/day) 20 200 1000

Fre 156.5+ 7.3(10) 155.6+ 7.3( 5} 151.8412.9( 5) 156.1+10.1(10)

1w 213.0+14.8(10}) 210.6+14.4( 5} 204.0+23.3( 5) 213.7413.3(10)
2w 270.0423.6(10) 263.2+417.0( 5) 251.4429.6( 5) 268.1417.3(10)
3w 318.5+32.3(10} 308.2+417.6( 5) 294.2+433.7{ 35) 316.4425.4(10)
aw 354.3+37.7(10}) 339.2+423.0( 5) 324.4:36.4{ 5) 352.0434.2(10)

R:iw 383.2+34.2( 5} 378.6431.6( 5)

Ri2w 407.4+38.9( 5} 406.0435.6( 5)

Values are expressed as the mean + 5.D. (N).
Not significantly different from control.

Study Ho.

: §BL79-02
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Table 4-2 Body weight { g ) in female rats
Group Control Polyexyethylene p-nonylphenyl ather
Dose (mg/kg/day} 20 200 1000
Pre 130.4+ 4.4(10) 130.2+ 6.1{ 5) 130.24 6.8( 5) 130.0+ 4.8(10}
1w 163.5+ 5.9(10) 165.2+410.1( 5) 168.2+410.8( 5) 164.8+ 6.2(10}
2w 189.3+10.5(10) 184.8+12.5( 5) 193.0%14.8( 5) 185.9410.3(10}
3w 212.7+418.8(10)  207.2413.8( 5)  211.4+422.3( 5) 207.4+14.5(10)
4w 230.5+19.4(10)  231.2414.2( 5)  229.8+24.4( 5)  224.7+19.1{10)
R:lw 238.0+412.2( 5) 222.4+410.5( 5)
Ri2w 251.4+413.2( 5} 233.68+15.1( 5)

Values are expressed as the mean + S5.D.

Not significantly different from control.

{(n).

Study No.

T

SBL79-02
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Table 4-3 Body weight gain ( g } in male rats Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose({mg/kg/day) 20 200 1000
1w 56.5+ 8.9(10} 55.0+ 7.3( 5) 52.2410.8( 5) 57.6+ 4.7(10)
2w 57.04 9.6(10) 52.6+ 4.2( 5) 47.4+ 7.2( 5) 54.4+ 5.5(10)
v 48.5410.0(10) 45.0+ 2.9( 5) 42.8+ 7.6( 5) 48.3+ 9.5(10)
iw 35.81 T7.3{10) 31.0+ 6.2( 5) 30.2+ 5.8( 5) 35.6+10.1(10)
R:lw 34.6+ 5.6{ 5) 35.0+ 4.3( 5)
Ri2w 24.2_-!-. 9.2( 5} 27.4+ 5.1( 5}

Values ate sxprescsed as the mean 4+ S.D. (N).
Not significantly different from control.
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Table 4-4 Body weight gain { g ) in female rats ' Study Ne. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose({mg/kg/day) 20 200 1000
1u 33.1+ 5.0(10) 35.0+ 5.1( 5) 38.0+ 4.7( 5) 34.8+ 3.2(10)
2w 25.8+ 7.0(10) 19.GI 4.5{ 5) 24.8111.6( 5) 21.1+ 5.2(10)
ELY 23.44 9.1{10) 22.4+ 4.6{ 5) 18.4+ 8.1{ 5) Z1.5+ 5.9(10)
aw 17.8+ 6.2{(10} 24.0+ 4.0{ 5) 18.4+ 3.7( 35) 17.3+ 8.5(10)}
R:lu 18.4+ 4.8{ 5] 13.4+ 4.0( 5}
R:2w 13.44 1.1{ 5} 11.4+ 8.1( 5}

Valuas are expressed as the mean + S.D. (N).
Not significantly different from control.



Gross ophthalmological examination
Grade
¢ : No abnormal changes
1 : slight
2 ! Moderate
3 : Severe
P : HNon-graded change

U : Unexamined

(@
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Table 5-1 Gross ophthalmological examination in male rats Study No. :@: SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose(mg/kg/s/dayl 20 200 } 1000
Waek Item Grade
Pre Ho abneormal changas 10 s 5 10
4w No abnormal changes 10 5 5 10
R:i2w No abnormal changes 5 5

Numerals represent the number of animals.
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Table 5-2 Gross ophthalmological examination in female rats Study Ne. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ather
Dose(mg/kg/day} ) 20 200 10040
Week Item Grade
Pre No abnormal changes 10 5 5 10
dw No abnormal changes 10 5 5 10
R:2w No abnormal changes 5 )

Numerals represent the number of animals.



Funduscopic examination

Grade

0
1

Ho abnormal changes
Slight

Moderata

Savare

Non-graded change

Unexamined

¢ @

(@
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Table 5-3 ’ Funduscopic examinatioen in male rats Study Ho. : SBL79=-02
Group Control Polyoxyethylene p-nonylphenyl ether
Doss (mg/kg/day) 20 200 1000
Waek Item Grade
Pre No abnormal changes 10 5 5 10
qw No abnormal changes 10 5 5 10
R:2w No abnormal changes 5 5

Numerals represent the number of animals.
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Table 5-4 Funduscopic examination in female rats
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day) 20 200 1000
Week itam Grade
Pre Ho abnormal changes 10 5 5 10
dw No abnormal changes pA 5 5 10
R:2w No abnormal changes 5 5

Numerals represant the number of animals.

Study No.

SBL79-02
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Study Ho.

Number of Animals
Item : Urinalysis
Sex : Male
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day) 20 200 1000
4w 10 5 5 10
R:2w 5 5
Urine veolume & Specific gravity
iw 5 5 5 5
R:2w 5 5

: SBL79-02
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Humber of Animals Study Ne. : SBL79=02

Item : Urinalysis
Sex : Female
Group Contrel Polyoxyethylene p-~nonylphenyl ether
Dosei{mg/kg/day) 20 200 1000

iw 10 5 5 10
R:2w 5 : 5
Urine volume & Specific gravity

4w 5 5 5 5

R:2w 5 5




standard Urinalysis

Color 0 : Normal color
1 : Abnormal color

{mg/dl)
Ketone body 0 : -
1: + 5
2 : ¥ 15
3t e+ 40
4 : 444+ a0
5 1 444+ 160

{Ehrlich unit/di)

Urobilinogen

++
+++
++++
+++++ 1

U L2 A= O
(R TIET 3T
OO D B O

Urine volume {U.Volume)

Specific gravity (S.Gravity)

Protein

Bilirubin

LA R N =D

W= O

e sa se wa we an

{mg/dl}

30
100
300

1000

Glucose

Occult blood

et N = O

4

TR T T

-wh/

(g/dl)

0.1
0.25
0.5
1

2
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Table 6-1 Urinalysis in male rats
Group Control Polyoryethylene p—nonylphenyl ether
Dose(mg/kg/day!} 20 200 1000
Grade
Color iw 0 10 5 5 190
1
Rilw 4] 5 5
1
pH 4w 5
5.5
6 1 1
6.5 2 1 1
7 1 2 1 2
7.5 1 1 2 4
8 1 2 3
8.5
9
R:2w 5
5.5
6
6.5
7 2
7.5 3 3
] 2
8.5
9

Numerals rapresent the number of animals.
Not significantly different from control.

S5tudy No.

SBL79-02



—

(@

Table 6-2 Urinalysis in male rats
Group Control Polyoxyethylene p-nonylphenyl ether
Dose (mg/kg/day) 20 200 1000
Grade
Protein iw 0 1
1 1
2 4 2 3 5
3 6 1 2 5
4 .
5
R:2w a 1
1
2 1 q
3 3 1
4
5
Glucose 4w a 10 5 5 10
1
2
3
4
]
R:2w 1] 5 5
1
2
3
4
5

Numerals represent the number of animals.
Not significantly different from control.

Study No.

SBL79-02
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Table 6-3 Urinalysis in male rats
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day) 20 200 1000
Grade
Ketone body 4w 1] 1 1 1
1 7 3 4 7
2 2 1 3
3
q
5
R:2w 0 1
1 5 2
2 2
3
q
5
Bilirubin qw ] 10 4 5 1¢
i 1
2
3
R:2w 0 5 5
1
2
3

Numerals represent the number of animals.
Not significantly different from control.

Study No.

i 5BL79-02
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sStudy No.

Table 6—4 Urinalysis in male ratsg
Group Control Polyoxyethylene p-nonylphenyl ether
Dose({mg/kg/day) 20 200 1000
Grade
Occult blood qw 4] 6 5 4 9
1 2 1 1
2 2
3
4
R:2w [ L] 5
i
2 1
3
4
Urobilinogen 4w 0 10 5 4 9
1 1 1
2
3
4
5
R:2w 0 4 5
1 1
2
3
1
5

Numerals represent the number of animals.
Not significantly different from control.

.

SBL79-02
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Table 6-5 Urinalysis in male rats Study No. : SBL79-02
Group Control Polyoxyathylene p—nonylphenyl ether
Dose (mg/kg/day) 20 200 1000
U.Volume [mL) dw 2.44+0.97 3.68+1.37 3.l4iI.ZB 1.4440.88
R:2w 2.4041.15 2.58+0.84
S.Gravity dw 1.0338+0.0137 1.0260+0.0060 1.0322+0.0149% 1.0404+0.0201
R:lw 1.0426+0.0184 1.0360+0.0115

Values are expressed as the mean + S5.D.
Not significantly different from control.
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Table 6-6 Urinalysis in female rats Study Ho. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{myg/kg/day) 20 200 1000
Grade
Color qw 0 10 5 5 10
1
R:2w [+] 5 5
1
pH iw 5
5.5
[
6.5 3 2 1
7 2 3 1
7.5 2 1 1 7
8 4 1 1
8.5
9
R:2w 5
5.5
&
6.5 1
7 2 2
7.5 1 1
8 1 2
8.5
9

Numerals represent the number of animals.
Not significantly different from control.
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Table 6-7 Urinalysis in female rats
Group Control Polyoxyethylene p-nonylphenyl ether
Dose(mg/kg/day} 20 200 1000
Grade
Protein 4w 0 6 * 3 4
1 2 1
2 2 4 2 5
3 1
4
5
R:2w 0 3 3
1 2
2 2
3
4
5
Glucose qw 1 10 5 5 10
1
2
3
L]
5
R:2w o 5 5
3
2
3
4
5

Numerals represent the number of animals.
* P<0.05 : Significantly different from control.

Study No.

SBL75-02
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Table 6-8 Urinalysis in female rats
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day) 20 200 1000
Grade
Ketone body dw 1] 9 4 5 5
1 1 1 4
2 1
3
q
5
R:2w 0 [] 4
1 1 1
2
3
4
5
Bilirubin 4w 0 10 5 5 10
1
2
3
R:i:2w 0 5 5
1
2
3

Numerals represent the number of animals.
Not significantly different from control.

Study No.

N

SBL79-02
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Table 6-9 Urinalysis in female rats study No. : SBL79-02
Group Control Polyoxyethylene p~nonylphenyl ether
Dose(mg/kg/day) 20 200 1000
Grade

Occult blood iw 0 10 q 5 a

1 1

2 1 1

3

4

R:2w 0 q 5

1

2 1

3

4
Urobilinogen qw 0 8 5 5 7

1 2 3

2

3

4

5

R:2w 0 3 5

1 2

2

3

4

5

Numerals represent the number of animals.
Not significantly different from control.
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Table &-10 Urinalysies in female rats Study Neo. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose(mg/kg/day) 20 200 1000
U.Volume (mL) 4w 2.68+1.45 2.94+1.29 2.94+1.55 1.76+0.67
R:2w 2.5040.79 2.26+0.91
S.Gravity 4w 1.024210.0159 1.016040.001% 1.0300+0.0193 1.0245i0.0074
R:2w 1.0262+0.0110 1.02144+0.0040

Values are exprassed as the mean + S5.D.
Not significantly different from CTontrol.



Urinary Sediment

RBC 0 - WBC a4 : -
1 1 ~ 4 /HPF L : 1 -5 /HPF
2 : 5 10 /HPF 2 : 6 =20 /HPF
3 :10 ¢ /HPF 3 20 ¢ /HPF
Phosphate crystal Urate crystal Oxalate crystal Other crystal
(Phosphate) 0 : - {Urate) 0 : - [oxalatn) 0 : - {other c.} 0 : -
1 : 1 =10 /HPF I : 1 -10 /HPF 1 :1-10 /HPF 1l : 1 -10 /HPF
2 :11 -20 /HPF 2 :11 -20 /HPF 2 :11 -20 /HPF 2 :11 -20 /RPF
3 20 ¢ /HPF 3 :20 ¢ /HPF 3 :20 < /HPF 3 20 ¢ /HPF
Epithelial cell
(Epith.) 0 - Bacteria 9 : - Cast 0 : - Sperm 0 -
1 :1 -5 /HPF 1 : 4+ 1 : Hyaline Cast 1 +
2 : 6 -20 /HPF 2 : Waxy Cast
3 :20 ¢ /HPF 3 : Erythrocytic Cast
others -

o

HPF : High power field
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Table 6-11 Urinary sediments in male rats Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day) 20 200 1000
Grada
RBC
iw 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
WBC
4w 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Phosphate
v 0 3 3 2 1
1 2 2 1 1
2 2 3
3
R:2w Q 1 1
1 4 4
2
3
Urate
dw Q 5 5 5 5
i
2
3
R:2w 0 5 5
1
2
3

Humerals represent the number of animals.
Not significantly different from control.
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Urinary sediments in male rats
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Group Control Polyoxyethylene p-nonylphenyl ether
Dose({mg/kg/day]) 20 200 1000
Grade
Oxalate
aw 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Other c.
4u 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Epith.
4w a 5 5 5 5
I
2
3
R:2w 0 5 5
i
2
3
Bacteria
iw 0 5 5 5 5
1
Rtl2w [t} 5 5
1

Numerals represent the number of animals.
Not significantly different from control.

Study HNo.

SBL79-02
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Table 6-13 Urinary sediments in male rats
Group Control Polyoxyethylene p-nonylphenyl ether
Dose (mg/kg/day) 29 200 1000
Grade
Cast
4w 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Sperm
4w [+] 3 3 5 4
1 2 2 1
R:2w [} 3 3
1 2 2
Others
dw 1] E} 5 5 5
1
R:2Zw 0 5 5
1

Numerals represent the number of animals.
Not significantly different from control.

Study No.

.

SBL79-02
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Table 6-14 Uripary sediments in female rats
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day) 20 200 1000
Grade
RBC
qw 1] 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
WBC
qw 0 5 5 5 5
1
2
3
R:2w [ 5 5
1
2
3
Phosphatse
4w 0 5 5 2 3
1 2 2
2 1
3
R:2w 0 3 4
1 2 1
2
3
Urate
4w 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3

Numerals reprezent the number of animals.
Not significantly different from control.

Study Ho.

: 5BL79-02
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Table 6-15 Urinary sediments in female rats Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day) 20 200 1000
Grade
Ooxalate
4w 0 5 5 5 5
I3
2
3
R:2w 0 5 5
1
2
3
Other ¢.
4w 0 5 5 5 5
1
2
3
R:2w 1] 5 5
1
2
El
Epith.
dw 1} 5 5 5 5
1
2
3
R:lw 0 5 5
1
2
k]
Bacteria
iw 0 5 5 & 5
. 1
R:2w 0 5 5
1

Numerals represent the number of animals.
Not significantly different from control.
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Table 6-16 Urinaty sediments in femala rats Study No. : SBL73-02
Group Control rolyoxyethylene p~nonylphenyl ether
Dose{mg/kg/day) 20 200 1000 -
Grade
Cast
aw 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Sperm
4w o 5 5 1] 5
1
R:2w 0 5 5
1
Oothers
4w 0 5 5 5 5
1
R:2wW 0 5 5
1

Numerals represent the number of animals.
Not significantly different from control.



Hematology

RBC

Hemogram
N-Stab
N-5tab
N-Seg.
N-5Seg.

Eosino.
Eosino.

Baso.
Baso.
Mono.
Mono.
Lymph.
Lymph.

Blood coagulation test

PT
APTT

104 /mm3
{102/mm2)
(ardL)
(?5g/mm3:
(£1}

(p9}

(%)
{10-1%)

(102/mn3)

(%}
{(102/mm3)
(%}

{Sec)
{Sec)

Number of red bleood cells

Number of white blood cells

Hematocrit value

Hemoglobin concentration

Number of blood platelets

Mean corpuscular volume

Mean corpuscular hemoglobin

Mean corpuscular hemoglobin concentration
Number of reticulocytes

Number of stab-form neutrophilic leukocytes
Stab—form neutrophilic leukocyte ratio
Number of segmented neutrophilic leukocytes
Segmentaed neutrophilic leukocyte ratio
Humber of eosinophilic leukocytes
Eosinophilic leukocyte ratio

Humber of basophilic leukocytes

Basophilic leukocyte ratio

Number of monocytes

Monocyte ratio

Number of lymphocytes

Lymphocyte ratic

Prothrombin time
Activated partial thromboplastin time

N _
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male rats (End of drug administration)
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Table 7-1 Hematology in
Group Control Polvoxvethylene p-nonylphenyl ether
Dose({mg/kg/day) 20 200 1000

N 5 5 5 5
REC {104 /nmd) 776.8+38.8 773.4+45.3 800.0+38.0 752.6+58.0
WBGC (102/mm3) 105.8745.5 64.0%23.6 72.8%15.6 18.6¥23.3
Ht T (%} 44.26¥1.85 43.84%2.45 44.8071.50 42.46%2.74
Hb {g/dL) 15.66%1.07 15.20F0.64 15.70%0.64 15.20%0.580
Plat. {104 /mm3) 131.62%8.54 105.647F20.12 120,30F%7.02 123.82%25.80
HCV {£1} 57.0%3.2 56.8¥1.1 56.0F1.2 56.4¥L.1
MCH {pg} 20.20%1.66 19.68F0.51 19.64%0.44 20.2270.84
MCHC {%) 35.36%1.22 34.70%0.89 35.08%1.16 35.8671.40
Ret. (10=lx) 15.2%3.7 18.8%2.6 14.6%3.2 18.0%5.6
N-Stab  (102/mm3) 0.00%0.00 0.00%0.00 ¢.00%0.00 0.00%0.00 -
N-stab (%) 0.0F0.0 0.0F0.0 0.0%0.0 0.050.0
N-Seq. {102/mn?) 5.32%2.76 2.2870.43 8.52%6.68 6.10%3.79
N-Seq. (%) 5.0%2.2 4,0%1.6 11.4%7.0 7.6%3.8
Eosino. (102/mm?) 0.00%0.00 0.00%0.00 ¢.18%0.40 0.14%0.31
Eosino. (%) 0.0%0.0 0.0%0.0 0.2%0.4 0.2%0.4
Baso. (102/mm3) 0.00%0.00 0.0030.00 0.00%0.00 0.00%0.00
Baso. (%) 0.0F0.0 0.0%0.0 0.0%0.0 0.0%0.0
Mono. {102/mm3) 2.30%2.85 0.82%0.95 6.56%0.82 1.08%0.53
Mono. (%) 1.8%1.6 1.431.3 0.8¥1.1 1.2%0.8
Lymph. {102/mm3) 68.22¥41.16 60.92723.72 63.56¥12.54 71.34¥15.95
Lymph. (%) 93.271.8 94.6%2.2 87.6¥8.4 91.0%3.9
PT (sec) 15.84%2.25 15.14%2.02 15.24%2.97 13.42%3.45
APTT (sec) 22.40%1.68 23.94%1.80 22.36%2.22 23.64%1.57

VYalues are expressaed as the mean + S.D.

Not significantly different from control.

Study No.

N

SBL79-02



f —

Table 7-2 Hematology in female rats (End of drug administration)
Group Control Polyoxyethylene p-nonylphenyl ether
Dose(mg/kg/day) 20 200 1000

N 5 5 5 5
RBC (lod/mm3) 747.8+52.1 768.0+425.2 T1718.0+46.7 150.2+13.4
WBC llOZ/mm3) 43.877.3 48.0%¥6.3 53.4%12.3 60.0%19.4
Ht (%) 42.32¥%2.75 43.64F71.79 44.58%2.40 42.92%0.87
Hb (g/dL) 14.88%0.81 15.24%0.67 15.26%0.61 14.92%0.29
Plat. !104/Nm3l 102.96E21.76 124.82E11.63 98.84%20.47 113.62¥28.29
MCV (El} 56.8+1.3 56.8+1.3 57.2F%4.4 57.2+0.8
MCH (pg) 19.94%0.46 19.86%0.51 19.64%0.60 19.90%0.41
MCHC (%) 35.18%0.54 34.94%0,38 34.28¥1.56 34.78%0.72
Ret. (10-1ly 12.4%2.3 12.8%5.3 15.8%5.9 17.6%4.4
N-Stab (102/mm3) 0.0050.00 0.0050.00 0.00F0.00 0.00%0.00 -
N-Stab (%) 0.050.0 0.0%0.0 0.0%0.0 0.0%0.0
N-Seg. {102,/mm3) 2.12%1.45 1.76%0.98 3.02%0.95 2.60%1.55
N-Sag. (%) 4.8¥3.1 3.6¥%1.8 6.0%2.3 4.4%2.6
Eosino. (102/mnd) 0.40%0.28 0.10%0.22 0.32%0.31 0.32%0.30
Eosino. (%} 1.0%0.7 0.250.4 0.6%0.5 0.6%0.5
Baso. (loz/mm3) 0.00%0.00 0.0050.00 0.00%0.00 0.00%0.00
Baso, (t) 0.0%0.0 0.0%0.0 0.0%0.0 0.0¥0.0
Mono. {102 /mm3) 0.34%0.33 0.60%0.28 0.3870.65 0.6870.48
Mono. %) 0.8%0.8 1.250.4 0.5%1.3 - 1.4¥1.1
Lynph. {102 /mm3) 40.92%6.97 45.58%5.64 49.68712.95 56.38¥19.33
Lynmph. (%) 93.4%3.2 95.0+2.1 92.6%3.0 $3.6%2.9
PT {Sec) 7.6670.15 7.4040.25 7.44F0.43 7.26%0.11
APTT {58c) 17.38F0.24 16.90%1.65 16.36%1.58 16.54¥F1.39

Values are expressed as the mean
Not significantly different from

Control.

Study No.

: SBL79-02
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Table 7-3 Hematology in male rats {End of recovery test)
Group Control Polyoxyethylene p-nonylphenyl ether
Dose(mg/kg/day) 20 200 1000

N 5 ] 0 5
RBC (10%,/mm3) 848.2421.4 B23.4+33.2
WBC (102/mm3) 85.2727.3 93.4%25.8
HE (%) 45.927%1.66 44.3271.41
Hb (g/4L) 16.29%0.58 15.72%0.36
Plat. (iod/mm3)  117.90%10.84 126.72718.20
MCY (£1) 54.0%1.2 53.8%1.5
MCH (pg) 19.14%0.40 19.1050.61
MCHC (%) 35.38%0.16 35.50%1.29
Ret. (10-1x) 15.6%5.0 18.4%4.9
N-stab  (102/mm3) 0.00%0.00 0.00%0.00 -
N-Stab (%) 0.0%0.0 0.0%0.0
N-Seg. - {10%/mm3) 2.30%2.36 5.72¥5.64
N-Seq. (%) 2.4%71.5 6.0F5.1
Eosino. (10Z/mm3) 0.18%0.40 0.84%1.17
Eosino. (%) 0.240.4 0.8+1.1
Baso. {102 /nm3) 0.00%0.00 0.00%0.00
Baso. (%) 0.0%0.0 0.0%0.0
Mono. (102/ar3) 1.22¥1.11 1.14%1.13
Mono. (%) 1.8%1.9 1.4%1.5
Lymph. {102 /nm3) 81.52¥26.15 85.72724.47
Lymph. (%) 95.6%1.7 91.8%6.3
PT (Sec) 12.66%2.00 16.00F2.28*
APTT {sec) 20.52%1.40 21.44%1.37

VYalues area expressed as the mean + 5.D.

* p¢0.05 : Significantly different frem control.

Study No.

: SBLT§=-02
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Table 7-4 Hematology in female rats (End of recovery test)
Group Control Polyexyethylene p-nonylphenyl ether
Dosa (mg/kg/day) 20 200 1000

w 5 0 0 5
RBC (104,/mm3) 772.2+20.8 764.0+40.8
WBC (102 /mm?) 41.6%3.3 36.6%12.3
HE (%) 42.B6%1.04 42.10%2.15
Hb (g/dL} 15.24%0.58 15.08%0.85
Plat, (109/mm3) 117.26%16.83 90.82¥21.91
McV (£1) 55.4%1.1 55.0%1.9
MCH {pg) 19.72%0.48 19.76%0.59
McHC (x} 35.54%0.75 35.82%0.47
Ret. {10-1x) 11.2%6.1 17.6%5.5
N-stab  ({102/mm3) 0.00%0.00 0.00%0.00
N-Stab (%) 0.0%0.0 0.0%0.0
N-Seg. {102/mm3) 3.26%2.74 3.18%1.31
N-Seq. (%) 8.2%7.3 8.8%2.9
Eosino. (102/mm¥) 0.2470.36 0.20%0.19
Eosine. (%) 0.630.9 D.6%0.5
Baso. (102,/mm3) 0.00%0.00 0.00%0.00
Baso. (%) 0.0%0.0 0.0%0.0
Mono. (102 /mm3 ) 0.7250.90 0.54%0.23
Mono. (t) 1.6¥1.9 1.6%0.9
Lymph.  (102/mm3) 37.46%5.56 32.70%11.42
Lymph. (%) 89.6%6.7 89.0%2.9
PT {Sec) 7.80%0.10 7.70%0.25
APTT {Sec) 16.98%0.93 17.34%1.13

Values are expressed as the mean + S5.D.
Not significantly different from control.

Study No.

SBL79-02



Blood Chemistry

ASAT
ALAT
ALP

LDH
G-GTP
T.Bil.
T.Prot.
Albumin
A/G
T.Chol.
TGL
Glucose
BUN
Creat.
ChE
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{IU/L)
{IU/L)
(TU/L)
(TU/L)
(mg/dL)
(g/dL)
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(mg/dL)
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(mg/dL)
(mg/dL}
(MmEq/L)
(mE¢/L}
{mEg/L)

Aspartate aminotransferase
Alanine aminctransferase

Alkaline phosphatase
Lactate dehydrogenase

Gamma - glutamyl transpeptidase

Total bilirubin
Total protein
Albumin

Albumin / Globulin
Total cholesterol
Trigliycaeride
Glucose

Blood urea nitrogen
Creatinine
Cholinesterase
Inorganiec phosphorus
Caleium

Sodium

Potassium

Chloride
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Table 8-1 Blood chemistry in male rats (End of drug administration)
Group Control Polyoxyethylene p-nonylphenyl ether
Dose (ng/kg/day) 20 200 1000
N 5 5 5 5

ASAT {IU/L) 81.0+15.3 80.6+7.7 85.047.2 87.6+20.2
ALAT {IU/L} 30.0%3.7 31.2%5.1 31.2%2.8 32.0¥5.5
ALP {IU/L} 311.2+38.3 329.6+%59.9 327.4%50.9 296.8%43.0
LDH ([IU/L}) 882.8+493.8 747.0%209.2 1375,0+357.7 961.8+431.1
G-GTP (IU/L) 0.72%0.38 0.36%0.21 0.46¥%0.11 0.58%0.31
T.Bil. (mg/dL) 0.102¥0.015 0.098%0.016 0.084%0.005 0.09470.011
T.Prot. (g/dL} 5.84+0.25 5.68%0.22 5.76+0.29 5.74%0.26
Albumin (g/dL} 4.22+0.13 4.14+0.09 4.28+40.19 4.12+40.13
A/G 2.570+0.232 2.706%0.258 2.904%0.340 2.568+0.246
T.Chel. (mg/dL) 53.6+4.7 46.0%6.4 56.0+4.1 44.2¥10.9
TGL {mg/dL) 33.4%13.5 24.6%7.1 33.8¥F12.1 23.0%6.1
Glucose (mg/dL) 150.6%10.2 . l49.0¥%17.1 135.6%6.7 136.2%25.4
BUN {mg/dL) 19.48%1.55 17.50+2.08 19.28%1.41 18.70%3.97
Creat. (mg/dL) 0.514%0.094 0.474%0.056 0.448%0.027 0.456+0.039
Che {IU/L) 476.2%126.0 351.2%65.8 414.4%86.1 406.6%28.8
IP {mg/dL) 8.94440.447 9.420+0.392 9.590+0.647 9.618+0.220
ca {mg/dL) 10.40%0.28 10.26%0.32 10.14%0.58 10.58%0.30
Na (mEq/L} 142.8%2.2 144.8%0.8 145.0%1.2 144.2%1.5

K (mEq/L) 3.90%0.33 3.86%0.21 4.1070.24 4.02¥0.31
cl1 (mEq/L)  101.4F1.5 103.871.8 104.0%1.4 103.4%2.3

Values are expressed as the mean + 5.D.
Not significantly different from control.

Study No.

SBL79-02
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Tahle 8-2 Blood chemistry in female rats (End of drug administration)
Group Control Polyoxyethylene p~nonylphenyl ether
Dose{mg/kg/day) 20 200 1000

N 5 5 5 5
ASAT {(IU/L) 96.6+24.7 105.6+4%4.1 100.6+9.3 BI.2+13.1
ALAT (IU/L) 20.8%4.6 22.0%5.0 25.2¥3.8 19.6¥1.1
ALP (IU/L) 215.0%50.1 220.4%31.0 241.4¥62.5 189.2¥35.4
LDH {IU/L} 2009.4%808.2 2425.8F647.3 1625.4¥524.0 1355.4¥685.8
G~GTP (1U/L} 0.86%0.13 0.50F0.50 1.06%0.47 0.72%0.36
T.Bil. (mg/dL) 0.100%0.010 0.102¥0.013 0,08270.018 0.086%0.023
T.Prot. {g/dL} 5.74%0.19 5.96+0.42 5.84+0.57 6.00%0.30
Albumin {g/dL} 4.28%0.13 4.38F0.27 4.3070.34 4.50%0.19
A/SG 3.010%0.209 2.854%0.202 2.914%0.419 3.058%0.375
T.Chol. {mg/dL} 55.4%10.3 60.2%7.5 62.0%11.8 70.8%10.0
TGL {mg/4L} 13.2¥%4.5 10.6%4.2 12.2¥1.8 15.2¥1.9
Glucose (mg/dL} 148.0F11.8 124.8F4.4%* 147.6%6.9 137.8%9.7
BUN {mg/dL) 22.54%2.35 20.96%1.68 22.46%3.08 25.08F4.69
Creat. (mg/dL} 0.526¥0.051 0.47670.034 0.548%0.050 0.546+%0.097
ChE {1U/L) 1517.56%289.5 1781.45466.8 1406.87466.0 1533.4%338.0
Ip (mg/dL) 7.858%0.491 8.49070.793 7.796%0.584 8.91270.813
ca {mg/dL) 9.92%0.31 10.22%0.31 10.32%0.36 10.46%0.23
Na {mEg/L} 144.0%0.7 145.4%1.1 144.6%1.1 145.0%2.5
¥ {mEqQ/L) 3.82%0.19 3.7470.25 31.80%0.20 3.84%0.17
cl (mEq/L) 105.4%0.9 106.6%1.1 106.8%1.3 107.8%1.9

values are expressed as the mean + S.D.

** p¢0.01 : Significantly different from contrel.

S5tudy No.

-

SBL79~02
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Table 8-3 Blood chemistry in male rats (End of recovery test) Study No. : SBL79-02
Group Contrel Polyoxyethylene p-nonylphenyl ether
Dose({mg/kg/day) . 20 200 1000
N 5 i} 0 5
ASAT {IU/L) 36.4:24.0 78.249.9
ALAT {IV/L) 33.6:4.1 30.6+6.9
ALP {IU/L) 243.0:43.5 278.0%60.7
LDH {IU/L) 1502.6+1353.2 915.2+379.9
G-GTP {IU/L} 0.36+0.15 0.46+0.40

T.Bil. {(mg/dL) 0.154¥0.021 0.160%0.012
T.Prot. {(g/dL) 5.70%0.12 S$.72%0.36
Albumin {g/dL} 4.14%0.11 4.00%0.20
A/G 2.632%0.264 2.330%0.146
T.Chol. {mg/dL) 47.2%8.6 50.6¥14.4
TGL {mg/ 4L} 38.4%13.1 26.2%8.1

Glucose {mg/dL) 168.0+15.2 162.2%9.7

BUN {mg/dL) 17.38%2.41 19.42%4.33
Creat. (mg/dL) 0.508%0.034 0.558¥0.074
che {Iu/L) 367.8F43.8 382.0%106.7
Ip {mg/dL) 7.522%0.542 8.064%0.536
Ca {mg/dL) 9.82%0.26 2.98%0.29
Na {mEqQ/L) 141.251.1 143.250.8*
K {mEg/L) 3.86%0.09 3.8270.22
cl (mEg/L) 102.0%1.0 101.2%0.4

Values are expressed as the mean + 5.D.

* p¢0.05 : significantly different from control.
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Table 8-4 Bleood chemistry in female rats {(End of recovery test)
Group Centrol Polvoxyethylena p-nonylphenyl ether
Dose{mg/kg/day) 20 200 1000

o) 5 Q 0 5
ASAT (IU/L) 60.6+168.1 96.0+15.3
ALAT ({IU/L) 25.0+2.7 30.2+10.2
ALP {IU/L) 173.4%49.2 201.9%35.1
LDH (IV/L) 1560.2+6858.4 1335.6+764.2
G-GTP {IU/L) 0.92+0.50 0.82+0.46
T.Bil. {mg/dL) 0.174+0.018 0.178+0.0159
T.Prot. (g/d4L) 5.96+0.42 6.24%0.32
Albumin (g/dL) 4.32F0.26 4.36%0.13
ASG 2.632¥0.268 2.324%0.233
T.Chal. (mg/dL) 57.4¥12.2 63.2¥10.7
TGL {mg/dL) 11.0%9.1 7.243.3
Glucose {mg/dL) 137.2+22.8 130.4+15.3
BUN {mg/dL) 17.38%2.39 18.98+1.55
Creat. (mg/dL]) 0.53450.053 O.SQDEO.DSB
ChE {TU/L) 1551.8%567.7 1600.87266.9
ir {mg/dL) 5.886%1.277 6.244%0.553
Ca {rg/dL) 9.90%0.20 9.80%0.19
Na {mEq/L) 142.4%1.5 143.0%1.4
K {mEq/L) 3.80+0.25 3.5230.34
cl (mEQ/L)  105.0%1.9 105.6%1.3

Values are expressed as the mean + 5.D.
Not significantly differant from control.

Study Neo.

5BLT9-02
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Table 9-1 Gross autopsy findings in male rats (End of drug administration) Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose (mg/kg/day} 20 200 1000
Findings Grade o1 2 3 P o 1 2 3 P 0 I 2 3 P 01 2 3 P
Lung
Black focus, single q 1 5 4] 5 0 5 a
Black focus, several 5 0 5 a 5 [») q 1
Red focus, ] 1 5 1] 5 0 5 0
Red focus, 5 0 4 1 94 1 q 1
Liver
White focus, single 5 0 4 1 q 1 5 [y
Kidney
cyst, single, 5 0 4 i 5 [] 5 0

Numerals rapresent the number of animals.
Not significantly different from control.
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Table 08-2 Gross autopsy findings in female rats (End of drug administration)
Group Contrel Polyoxyethylene p~nonylphenyl ether
Dose (mg/kg/day) 20 200 1000
Findings Grade 01 2 3 P 2 2 i 2 3
Lung
Red focus, single 4
Liver :
White focus, single 3 2
Kidney
Cyst, single, right 5

Numerals represent t
Not significantly di

he number of animals.
fferent from control.

Study No.

SBL79-03
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Table §-3 Gross autopsy findings in male rats (End of recovery test) Study Ne. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dese{mg/kg/day) 20 200 1000
Findings Grade 0 1 2 3 p 0 1 2 3 p 0 1 2 3 P o 1 2 3 P
Lung
Black focus, several 4 1 5 0
Liver
White focus, single 3 2 4 1
Adrenal
Asymmetry, size 5 0 4 1

Mumerals represent the numbar of animals.
Not significantly different from control.
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Table 8-4 Gross autopsy findings in female rats (End of recovery test)
Group Control Polyoxyethylene p-nonylphenyl ether
Dose(mg/kg/day) 20 200 1000
Findings Grade 1 2 3 P 2 3 p g 1 2 3 P 01 2 3
Lung
Black focus, several 5 q
Liver )
White focus, single 4 1 3

Humerals represent the number of animals.
Not significantly different from control.

Study No.

5BL79-02
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Table 10-1 Organ weight in male rats {End of drug administration}) Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day) 20 200 lo00

N 5 5 5 5
Adrenal-R (mg) 29.32+6.70 25.96+42.52 27.60+1.63 31.9846.01
Adrenal-=L (mg) 29.44%6.08 28.14+3.84 30.46+%2.33 32.32%5.51
Adrenal-RiL (mg) 58.76+12.71 54.10F75.89 58.06%3.03 64.30+12.03
Testis-R {mg) 135%.6¥244.4 1460.8¥108.0 1268.8%376.9 1387.4¥174.8
Testis-L {mg) 1435.8%124.0 1443.2%92.7 1273,0¥360.2 1406.6%139.6
Testis—R&l, (mg) 2795.4%348.9 2904.0¥198.5 2541,8%737.0 2794.0%313.9
Thymus {mg) 554.4F7108.4 497.2+88.0 396.0%32.9 593.6%170.2
Spleen {mg) 672.2%¥170.5 652.0¥63.5 629.8%116.6 734.0¥137.0
Brain (mg) 1959.0%118.4 1541.4%83.1 1951.6%70.9 1908.2¥122.0
Heart (mg) 1142.6%197.6 1106.4%20.5 1133.0%104.5 1103.6¥92.5
Liver {g) 10.786+2.096 9.642%0.723 9.550%1.404 11.190¥1.886
Kidney-R (mg) 1400.45226.9 1330.2758.8 1231.2¥154.3 1436.8%166.2
Kidney-L {mg) 1351.0%203.7 1315.6%90.6 1217.2¥181.5 1443.2¥150.8
Kidney-R&L (mg) 2751.4%428.0 2645.8%132.4 2448,4¥335.6 2880.0%313.7
Epididy.-R (mg) 339.2%80.6 3995.0%15.2 370.8¥45.3 371.6%40.6
Epididy.~L (mg) 353.6%54.5 380.8%¥26.0 370.6%48.2 368.0¥42.5
Epididy.-RiL{mg) 692.8¥133.3 779.8%39.5 741.4%91.9 739.8%80.7

Values are expressed as the mean + 5.D.
Not significantly different from control.
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Organ weight
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in female rats {End of drug administration}
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Group Control Polyoxyethylene p~nonylphenyl ether
Dose(mg/kg/day) 20 200 1000

i) 5 5 5 5
Adrenal-R (mg} 29.48+4.84 32.680+4.49 34.96+2.59 33.36+4.81
Adrenal-L {mg) 32.34%4.68 35.1476.67 39.00%2.63 34.94%6.32
Adrenal-RaL (mg} 61.82+9.34 67.94510.52 73.96%3.25 68.30%10.84
ovary-R (mg} 45.48%8.45 45.34%11.30 42.76%9.84 39.90%9.16
Qvary-L (mg} 42.56%4.19 43,30%7.20 45.32%7.11 42.82%11.02
Ovary-R&L (mg) 88.44%12.38 88.64%18.11 88.08¥12.07 §2.72¥17.25
Thymus (mg} 522.6%112.9 518.2F44.1 387.0%76.2 522.67100.6
Splean (mg) 512.0%81.0 477.4¥62,0 457.0%56.6 444.4%27.4
Brain (mg) 1852.0%78.7 1858.8%67.7 1542.8¥138.8 1781.2%55.2
Heart {mg) 824.4%92.6 748.0¥55.4 837.6¥75.8 816.8744.4
Liver {g) 7.040%0.925 6.63270.646 6.740%0.874 7.044%0.377
Kidney-R {mg} 939.4%99.2 918,2¥103.9 923.2%130.4 882.0%60.7
Kidney-L ({mg} 923.47108.7 904.4%126.4 909.6%152.5 B79.4%63.2
Kidney-R&L (mg}  1862.8%1597.2 1822.6+229 .4 1832.8¥282.1 1761.4%120.7

Values are expressed as the mean + 5.D.
Not significantly different from control.

Study No.

.

SBL79-02
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Organ weight in male rats (End of recovery test)
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Group Control Polyoxyaethylene p-nonylphenyl ether
Dose (mg/kg/day) 20 200 ico0

N ) 1] 0 5
Adrenal-R {mg) 30.2643.76 26.68+8.31
Adrenal-L  (mg) 32.66%4.39 31.86%5.84
Adrenal-RilL {mg) 62.92%8.13 58.54¥%12.14

Testis-R {mg)
Testis=L {myg)
Testis~-ReL (mg)
Thymus ({mg)
spleen (mg)
Brain {my)
Heoart {mg)
Liver (g)
Kidney-R {mg)
Kidney-L (mg)

Kidney-RiL (mg)
Epididy.-R (mg)
Epididy.~L {mg)
Epididy.-ReL{mg)

1429.0%93.23
1436.6%95.1
2865.6¥187.1
534.4%93.8
708.8%119.56
1967.4%57.1
1325.4F156.7
12.114%2.147
1502.6%169.2
1484 .8F156.1
2987.4F321.5
529.6F14.9
520.0%29.8
1049.6%43.0

1525.07162.4
1529.8%160.8
3054.8%322.5
464.0F62.1
711.2%109.6
2004.2%108.7
1304.4%69.7
11.650%1.656
1474.6%231.9
1521.47255.3
2996.0%486.6
507.2766.2
511.0%74.7
1018.2¥138.4

Values ate expressed as the mean + 5.D.

Not significantly differsnt from control.

Study No.

: SBL79-02
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Group Control Polyoxyethylene p-nonylphenyl ether
Dose({mg/kg/day) 20 200 1000

N 5 0 0 5
Adrenal-R  (mg) 28.68+5.07 33.4042.05
hAdrenal-L {mg} 310.26+43.71 35.34%3.40
Adrenal-R&L (mg) 58.94%8.09 68.74%3.71*
ovary-R (mg} 43.38¥12.18 49.18%12.32
ovary-L {mg} 46.06%8.09 41.00¥6.84
ovary-R&L {mg} 89.44518.46 90.18%18.87
Thymus {mg} 405.0%72.0 406.8%87.0
Spleen (mg} 540.8+46.1 448.0%75.6*
Brain {mg} 1876.0+69.8 1845.2%25.5
Heart {mg} 821.0+73.2 814.8%30.6
Liver {g) 6.856¥%0.993 6.36670.596
Kidney-R (mg} 968.4E60.6 893.4%59.9
Kidney-L {mg) 972.4%71.9 862.2760.6*%
Kidney-RiL {(mg} 1940.8%131.0 1755.6%117.8*

Values are asxpressed as the mean + $.D.
* P¢D.05 : Significantliy different from control.

Study No.

H

$BL79-02
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Tabkle 10-5 Relative organ weight in male rats (End of drugqg administration)
Group Control Polyoxyethylene p-nonylphenyl ether
Dose(mg/kg/day) 20 200 1000
N 5 5 5 5

Body weight (g} 330.4+442.1 312.8+20.7 298.2+35.8 327.0+37.5
Adrenal-R  {mg/100gBW) B.78%1.08 $.3270.69 9.38%1.35 9.98%2.99
Adrenal-L  {mg/100gBW)} B.B230.87 9.02¥1.34 10.34%1.48 10.14%2.98
Adrenal-RiL (mg/100gBW} 17.60%1.89 17.34%1.94 19.72%2.76 20.12%5.89
Testis-R {mg/100gEW) 419.4%98.0 468.4%43.3 437.6¥155.3 431.0786.2
Testis-L (mg/100gBW) 440.0%63 .4 462.4%36.2 438.6F150.0 436.4776.3
Testis-RiL {mg/100gBW) 855.4%¥158.3 930.8%78.6 876.4¥304.8 867.4%162.5
Thymus {mg/100gBW) 167.2¥22.8 158.0%17.6 133.4%6.2* 180.0%45.3
Spleen (mg,/L00gBW) 202.2%30.9 209.4%28.3 210.0%21.0 223.4%¥19.1
Brain {mg/100gBW) 597.6¥%48.5 622.0%30.7 660.8%69.3 589.4%69.4
Heart {mg,/100gBW) 344.8%26.5 354.6%21.3 3182.4%38.5 339.0%22.1
Liver {g/100gBW) 3.242%0.296 3.080%0.072 31.196%0.162 3.406%0.230
Kidney-R {mg/100gBW) 422.6%21.0 426.2%26.2 412.8¥12.8 441.2%42.1
Kidney-L {mg,/100gBW} 407.8¥15.5 421.4%34.2 407.0%22.5 443.4338.5
Kidney-R&L (mg/l00gBW) 830.4733.9 847.8%55.7 819.8734.8 BR4.6F779.3
Epididy.-R (mg/l100gBW) 104.4%27.5 127.8%8.8 125.8%19.38 115.8%23.3
Epididy.-L (mg/l00gBW) 108.6%20.5 122.0F11.9 126.2%22.7 1514.2%20.5
Epididy.-RiL(mg/100gBW) 213.0%48.2 250.2%20.6 251.6%42.4 229.8%43.2

Values are expressed as the mean + 5.0.
Significantly different from control.

* P<0.05 :

Study No.

+ SBL79-02
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Table 10-6 Relative organ weight in female rats (End of drug administration) Study No., : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose (mg/kg/day]) 20 200 1000

N 5 5 5 5
Body weight (g) 221.4+19.4 210.4+12.6 210.8+22.8 219.4410.4
Adrenal-R {mg/100gBW) 13.26¥1.22 15.56¥1.60 16.76%2.44 15.26%2.58
Adrenal-L (mg,/100gBW) 14.56%1,21 16.62+2.37 18.58%0.90 16.04%3.43
Adrenal~R&L (mg/100gBW) 27.84F2.30 32.20%3.59 35,36%3.17 31.28%5.93
ovary-R (mg/100gBW) 20.48%2.95 21.52+4.84 20.24%4.35 18.26%4.31
Ovary-L {mg/100gBW) 19.44F%1.38 20.62%3.46 21.62%3.34 19.64%5.39
Ovary—R&L {mg,/100gBW) 39.90+4.02 42.12%7.93 41.88%4.61 37.90%8.45
Thymus {mg/100gBW) 235.0+39.4 246.4+18.0 182.4%19.1 238.4¥46.5
spleen {mg/100gBW) 231.2729.4 227.0%27.5 218.6%34.9 202.8¥14.0
Brain {mg/100gBW) 843.0%96.8 885.2+43.9 881.2¥104.3 - 813.2%43.1
Heart {mg/100gEBW) 372.0%17.9 355.4¥8.8 398.4%21.5 373.2%30.3
Liver {g/100gBW) 3.170%0.161 3.146%0.139 3.192¥0.083 3.210%0.098
Kidney-R {mg/100gBW) 424.4%22.4 435.4¥27.1 437.4¥31.1 402.0%24.0
Kidney-1L {mg/100gBW) 416.45720.7 428.4539.6 430.0%35.8 401.4%32.0
Kidney—-R&L (mg/100gBW) 840.6%29.6 864.2%66.3 B67.6F70.1 803.4%55.6

Values are expressed as the mean + §.D.
Not significantly different from Control.
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Table 10-7 Relative organ weight in male rats {End of recovery test} Study No. : SBL79-02
Group Control Polyecxyathylene p-nonylphenyl ether
Pose{mg/ky/day} 29 200 1000

N 5 0 0 5
Body weight (g} 375.8+438.8 378.2+33.5
Adrenal-R {mg/100gBW) 8.08%1.45 7.16%2.35
Adrenal-L (mg/100gBW) 8.72¥1.66 8.44%1.48
Adrenal-R&kL {(mg/l00gBW) 16.72%3.11 15.62¥3.45
Testis—R {mg/100gBW) 380.6¥58.1 402.8¥%12.3
Testis-L (mg/100gBW) 382.6+58.8 404.0¥14.9
Testis-ReL (mg/100gBW) 763.6%116.7 B07.0%26.4
Thymus (mg/100gBW} 140.6F18.9 122.4%9.6
Spleen {mg/L00gBW) 185.8%14.9 187.6%19.3
Brain (mg/100gBW) 521.2%39.6 532.4%45.3
Heart (mg/L00gBW) 349.8%37.6 346.2%24.3
Liver (g/100gBW) 3.170%0.236 3.070%0.189
Kidney~R (mg,/100gBW) 395.4F12.5 388.6+37.3
Kidney-L {mg,/100gBW) 391.2¥%13.1 400.4%43.9
Kidney-ReL (mg/100gBW) 786.4%21.5 785.8+81.3
Epididy.~R (mg/100gBW) 140.8%15.8 134.0%8.2
Epididy.~L (mg/100gBW) 138.2%16.8 134.8%8.9
Epididy.~RiL(mg/100gBW) 278.8%32.8 268.8%15.5

Values are expressed as the mean + S.D.
Not significantly different from centrol.
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Table 10-8 Relative organ weight in female rats {End of recovery test}
Group Control Polyoxyethylene p-nonylphenyl ether
Dose (mg/kg/day) 20 200 io00

N 5 0 0 5
Body weight {g} 231.8+13.8 216.2+412.,0
Adrenal-R {mg/100gB%W) 12.325%1.65 15.48%1.37+
Adrenal~L {mg/100gBW) 13.0250.96 16.44%2.34¢*
Adrenal-R&L {mg/100gBW} 25.3622.10 31.94%3,29%%
Ovary-R {mg/100gBW) 18.70%5.15 22.72%5.34
Oovary-L (mg/100gBW) 19.84+43.20 19.00%3.17
ovary-~R&aL (mg/100gBW) 38.54%7.49 41.70%8.29
Thymus {mg/100gBW) 174.0420.5 187.6%36.0
Spleen (mg/100gBW) 233.4%17.4 207.4%33.2
Brain {mg/100gBW) 811.2F54.9 855.68%49.7
Heart {mg/100gBW) 354.0%23.7 377.4¥16.5
Liver {g/100gBW) 2.948%0.244 2.938+0.1238
Kidney-R {mg/100gBW) 418.0%17.7 413.2%12.3
Kidney-L {mg/100gBW) 419.4%18.5 398.8%20.5
Kidney—RzL (mg/l00gBW) B37.6%35.0 812.0%32.1

Values are expressed as the mean + S5.D.
Significantly different from control.

* P¢0.05

¥+ p¢0.01

Study No.

SBL79-02



Histopathological Findings

Grade

0

1

No abnormal changes
Very slight

3light

Moderate

Marked

Hon—graded change

Unexamined
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Table 11-1 Histopatholegical findings in male rats (End of drug administration) — [H.E STAINING] Study Ne. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose(mg/kg/day) 20 200 1000

Findings Grada 0 2 3 4 pr 3 P U 0 1 2 3 4 P U ] 2 3 u
Heart

Myocardial degeneration, focal 4 0 0 o0 5 o 0
Splean

Extramedullary hematopoiesis 3 0 0 0 1 o 0
Thymus 5 5

Femoral bone marrow 5 5

Sternal bone marrow 5 5

Lymph node (Mesenteric) 5 5

Lymph node (Submandibular)

Hyporplasia, plasma cell 4 o 0o 0 L] [
Lung

Foamy cell aggregation, alwveolus q 0 0o o0 3 00
Trachea

Mononuclear cell infiltration, mucosa 4 0o o o 5 o 0
Bronchus/Bronchicle 5 5
Stomach 5 5

buodenum 5 5

Jejunum 5 5

Ileum 5 5
Cacunm 5 5
Colon 5 5
Rectun 5 5

Liver

Mononuclear cell infiltration 2 ¢ 0 o 0 o 0
Kidney

Eosinophilic body, renal tubule 2 1 0 o 1 1 0
Mineralization, renal tubule 3 0C 0 0 5 o 0
Basophilic change, renal tubule 5 0 0 0 3 o o0

Numerals represent the number of animals.
Not significantly different from contreol.



Table 11-2
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Histopathological findings in male rats (End of drug administration} - [H.E STAINING]

Study No.

: 5BL79-02

Group

Desa({mg/kg/day)

Findings Gradae

Control

Polyoxyethylene p-nonylphenyl ether

200
P U 01 2 3 4 P U 0

1000

2

3

4

Kidney

Hyaline cast, dilated tubule

Mononuclear cell infiltration

Urinary bladder

Tastis

Atrophy, seminiferous tubule,
bilataeral

Epididymis
Absence, sperm, unilateral

Seminal vesicle

Prostate

Pituitary
Adrenal

Cyst, cotrtex

Hyportrophy, cortical cell, focal

Thyroid
Ultimobranchial body

Parathyroid

Cerebrum

Carebellum

Sciatic nerve

Brain stem

Spinal cord (Thoracic)
Eyesball (Optic n.)
Harderian gland

Famur

Brown pigment, periosteun

Sternum

t

h & Wt W v W W tn

w wi v o

i W oy oy g

Numerals represent the number of animals.
Not significantly different from control.
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Table 11-3 Histopathoelogical findings in female rats (End of drug administration) — [H.E STAINING] . Study No. : SBL795-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kqg/day) 20 200 1000
Findings Grade 6 1 2 3 4 P U 0 1 2 3 4 P U 0 1 2 3 4 P U 0 1 2 3 4 P U
Heartt
Myocardial degeneration, focal 4 1 0 0 o 5 0 0 0o 0
Splean
Extramedullary hematopoiesis 1 1. 0 0 @O 4 1 o0 o0 0
Thymus 5 5

Femoral bone marrow 5 5

S5ternal hone parrow

v
W un

Lymph node (Mesenteric) 5

Lymph node {Submandibular)

Hyperplasia, plasma cell 5 0 0 0 o0 4 1 0 0 4@
Lung 5 S
Trachea 5 5
Bronchus/Bronchiole 5 5
Stomach 5 5

Duodenum 5 5

Jejunumn 5 5

Ileum 5 5

Cecum 5 5
Colon 5 5
Rectum 5
Liver

Microvacuolization, hepatocyte,

periportal 2 3 0 o0 0 4 1 0 0 O

Mononuclear cell infiltration 1 4 0o o 0 1 4 0 0 0
Kidney

Mineralization, renal tubule 3 2 0 0 0 2 3 0 0 0
Basophilic change, renal tubule 2 3 0 0 0O . 2 3 0 0 0O

Numerals represent the number of animals.
Not significantly different from contreol.
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Table 11-4 Histopathological findings in female rats (End of drug administration) — [H.E STAINING] Study No. : SBL79-02
Group Control Polyoxyathylene p-nonyliphenyl aether
Dose({mg/kg/day} 20 200 10400

Findings Grade 0 2 3 4 p 3 P U 0 1 2 3 4 P U 1] 2 3 u
Kidney

Mononuclear cell infiltration 5 g a0 ¢ 3 o 0
Urinary bladder 5 5
ovary

Mononuclear cell infiitration 5 a 0 o 4 [
Uterus

Dilatation, lumen 5 0 0 o 4 0 9
Vagina 5 5
Pituitary 5 5
Adrenal

Hypertrophy, cortical cell, focal 3 0 0 0 4 o 10
Thyroid

Ultimobranchial body 2 3 5
Parathyroid 5 5

Cerebrunm 5 5
Cerebellum 5 5

Sciatic nerve 5 5

Brain stem 5 5

5pinal cord (Thoracic) 5 5

Eveball (Optic n.) 5 5
Harderian gland 5 5

Femur

Brown pigment, periosteunm 5 o 0 0 4 ¢ 0
Sternum 5 5

Numerals represent the number of animals.
Not significantly different from control.
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Table 11=5 Histopathological findings in male rats (End of.racovery test}) - {H.E STAINING] Study No. : SBL79-02
Group Control Polyoxyvethylene p-nonylphenyl ether
bose{mg/kg/day} 20 200 1000
Findings Grade o 1 2 3 4 P U ¢ 1 2 3 4 P U 0 1 2 3 4 P U 0 1 2 3 4 P v
Heart 5 5
Splaen
Extramedullary hematopoiesis 4 1 0 0 0 3 2 0 0 0
Thymus 5 5
Femoral bone marrow 5 5
Sternal bone marrow 5 5
Lymph node (Mesenteric) 5 5
Lymph node (Submandibular) 5 : 5
Lung
Hemorrhage, focal 5 0 0 ¢ ¢ 4 1 0 o0 0
Osseous metaplasia 4 1 0 0 0 5 0 0 0 0
Foamy cell aggregation, alveclus 32 0 0 0O 5 0 0 0 0O
Mineralization, pulmenary artety 4 1 0 o 0O 4 1 0 0 0
Trachea 5 5
Bronchus/Bronchiocle 5 5
Stomach 5 5
Duodenum 5 5
Jejunum 5 5
Ileum 5 5
Ceacum 5 5
Colon 5 5
Rectum 5 5
Liver
Microvacuolization, hepatocyte,
pariportal 4 1 0 0 0 5 0 0 0 0
Mononuclear cell infiltration 1 4 o 0 0 2 3 0 0 o

Numerals represent the number of animals.
Not significantly different from control.
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Table 11-6 Histopathological findings in male rats (End of recovery test) — [H.E STAINING] S5tudy No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose{mg/kg/day) 20 200 1000
Findings Grade 0 2 3 4 p 3 P U 0 1 2 3 4 P U o 2 3 u
Liver
Necrosis, focal 5 0 0o 0 4 o 0
Kidney
Eosinophilic body, renal tubule 2 0 0 0 o) 1 0
Basophilic change, renal tubule 4 0 0 0 3 o0 0
Urinary bladder 3 5
Testis 5 5
Epididymis 5 s
Seminal vesicle 5 5
Prostate
Mononuclear cell infiltration 5 60 0 0 4 0 0
Pituitary 5 5
Adrenal 5 5
Thyroid
Ectopic thymus 5 0 4
Ultimobranchial body 2 3 4
Parathyroid 5 0 0 o 4 0 0 1
Cerebrum 5 5
Cerebellum 5 5
Sciatic nerve 5 5
Brain stam 5 5
Spinal cord (Thoracic) 5 5
Eyeball (optic n.) 5 5
Harderian gland 5 5
Femur
Brown pigment, periosteum 1 0o 0 0 0 0 0
Heomorrhage, periostaum 3 0o o 3 g 0

Numerals represent the number of animals.
Hot significantly different from control.
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Table 11-7 Histopathological findings in male rats (End of recovery test) — [H.E STAINING] Study No. : SBL79-D2
Group Control Polyoxyethylane p-nonylphenyl ether
Dese({mg/kg/day} 20 200 1000

Findings Grade 0 1 2 3 4 P U o 1 2 3 P U D1 2 3 4 P U 0 1 2 3 4 pr U

Sternum 5 5

Numerals represent the number of animals.
Not significantly different from control.
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Table 11--8 Histopathological findings in female rats (End of recovery test) - [H.E STAINING) Study No. : SBL79-02
Group Control Polyokyethylene p-nonylphenyl ethar
Dosa(mg/kg/day} 20 200 1000
Findings Grade 2 3 4 P 3 P U 01 2 3 4 P U 0 2 3 u
Heart
Mononuclear cell infiltration 4 0 0 0 5 [
Spleen
Extramedullary hematopoiesis 2 g 0 0 5 0 0
Thymus ] 5
Fenoral bone marrow 5 5
Sternal bone marrow 3 5
Lymph node (Mesenteric) 5 5
Lymph node (Submandibular) 5 5
Lung .
Osseous metaplasia 5 o 0 0 4 0 0
Foamy cell aggregation, alveolus 5 ¢ o 0 3 0 0
Mineralization, pulmonary artery 5 0 0 0 4 0 0
Inflammation, perivascular 5 oo o 4 10
Trachea 5 5
Bronchus/Bronchiole 5 5
Stomach 5 5
Duocdenum 5 5
Jejunum 5 5
Ileum 5 5
Cecum 5 5
Colon 5 5
Rectum 5 3
Liver
Mononuclear call infiltration 0 0 0 o 1 o ¢
Necreosis, focal 4 o0 0 o 5 o 0

Numerals represaent the number of animals.
Not significantly different from control.
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Table 11-9 Histopathological findings in female rats (End of recovery test} — [H.E STAINING] Study Ne. : SBL79-02
Group Control Polyoxyethylsne p-nonylphenyl ether
Dosa(mg/kg/day) 20 200 1000

Findings Grada ] 2 3 4 P 3 P U 0 1 2 3 4 P U 0 2 3 u
Kidney

Mineralization, renal tubule 4 0 0 0 5 0 0
Urinary bladder 5 5
Qvary 5 5

Uterus 5 5

Vagina 5 5
Pituitary 5 5

Adrenal

Hypertrophy, cortical cell, focal 4 0o o o 4 o 0
Thyroid

Ectopic thymus 4 1 5
Ultimobranchial body 5 0 2
Parathyroid 4 ¢ 0 O 5 o 0
Cerebrum 5 5
Cerabellum 5 5

Sciatic nerve 5 5

Brain stem 5 5

Spinal cord {Thoracic) 5 5

Eyeball (optie n.} 5 5
Harderian gland 5 5
Femur

Brown pigment, pericsteum 0 0o o0 o 1 0 0
Sternum 5 5

Numerals represent the number of animals.
Hot significantly different from control.
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Time

Pre:
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S5light
Moderate
Sevate

Non—-graded clinical signs

Bofore administration
1-2 hours after administration

4-6 hours after administration
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Appendix 1-1

Clinical

signs in male rats

St

(@

Study No.

5BL79-02

Group Anim.No.

Itam

Grade Time

Day

Controel

O Wl h U W

[

Ho
Ho
No
Ne
Ho
No
Heo
No
Ho
No

abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal

signs
signs
signs
signs
signs
signs
signs
signs
signs
signs

Polyoxyethylene p-nonylphenyl ether

20 {(mg/kg/day)
21

22
23
24
25

No
No
No
No
No

abnormal
abnormal
abnormal
abnormal
abnormal

signs
signs
signs
signs
signs

Polyoxyethylene p-nonylphenyl ether

200 (mg/kg/day)
31

32
33
34
35

No
No
No
No
No

abnormal
abnormal
abnormal
abnormal
abnormal

signs
signs
signs
signs
signs

Polyoxyethylene p-nonylphenyl ether

1000 (mg/kg/day}
41

42
43
44
45
46
47
48
49
50

No
No
No
No
Ho
No
No
No
No
No

abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal

signs
signs
signs
signs
signs
signs
signs
signs
signs
signs
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Appendix 1-2 Clinical signs in female rats Study No. : SBL79-02
Group Anim.No. Item Grade Time Day
Control

11 No abnormal signs

12 No abnormal signs

i3 No abnermal signs

14 No abnormal signs

15 No abnormal signs

16 No abnormal signs

17 He abnormal signs

18 He abnormal signs

19 No abnormal signs

20 No abnormal signs

Polyoxyethylene p~nonylphenyl ether

20 (mg/kg/day)
26

27
28
29
30

No
No
No
No
No

abnormal
abnormal
abnormal
abnormal
abnormal

signs
signs
signs
signs
signs

Polyoxyethylene p~nonylphenyl ether

200 {mg/kg/day)
36

37
e
g
490

No
No
No
No
No

abnormal
abnormal
abnormal
abnormal
abnormal

signs
signs
signs
signs
signs

Polyoxyvethylene p-nonylphenyl ether

1000 (mg/kg/day])
51

52
53
54
55
56
57
58
58
&0

No
No
No
No
No
No
No
No
No
No

abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal
abnormal

signs
signs
signs
signs
signs
signs
signs
signs
signs
signs




Appendix 2-1
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Effaects of Polycxyethylene p-nonylphenyl ether on the general behavior in male rats {(Prior to administration on Day 0)

General behavior Group
Dose{mg/kg/day}

Anlimal No.

Control Polyoxyethylena p-nonylphenyl sthar
20 200 1000
2 3 4 5 21 22 23 24 25 31 32 33 34 35 41 42 43 44 45

Awarenedss
Alertness
Visual Placing
Sterectypy
Pasasivity

Hood
Grooming
Vocalization
Rmstlasenoss
Ixritability
Fearfulness

Motor Activity
Reactivity
Spontaneous Actlivity
Touch Response
Paln Responsa

CHS Exoltation
Startle Response
Strauvb Tail
Tremora
Twitches
Convulsions

Posture
Body Pusture
Limb Posture

Hotor Incocordination
Staggering Galt
Abnormal Gait
Righting Reflex

Note) - : Normal elgn

Study No.

: 5BL79-02
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Appendlx 2-2 Effacte of Polyoxyethylene p-nonylphenyl ether on the general behavior in male rats (Priocr to administration on Day 0)

.-w’

Polyoxyethylena p-ponylphenyl ether

General bashavior Group Control
Dosa{mg/kg/day)
Animal HNo. 1 2 3 4 5

45

Huscle Tone

Limb Tone - - - - -
Grip Strength - - - - -
Body Tone - - - - -
Abdominal Tone - - - - -
Reflex
Pinna Reflex - - - - -
Corneal Reflex - - - - -
IFR - - - - -

Autonomic Profile

Writhing - - - - -
Palpebral Opening - - - - -
Exophthalmos - - - - -
Urlnation - - - - -
Salivation - - - - -
Piloarection - - - - -
Hypothermina - - - - -
Skin Color - - - - -
Heart Rate - - - - -
Respiratory Rata - - - - -
Pupll Size - - - - -
Rearing¥ c ¢ ¢ 0 o

20 200
21 22 23 24 25 31 32 33 34 35 41
Q 0 Q 0 o 0 0 0

1000
42 43 44
] 0 [H

Notem) - : Normel sign
* 1 Numerals represent thas count of rearing

Study No.

:+ SBL79-02



Appendix 2-3
on Day 0)

—

Effects of Polyoxyethylene p-nonylphenyl ethearxr

on the general behavior in male rats (2 - 4 hours after administration

N

General behavior Group
Dose({mg/kg/day)

Animal No.

Control Polyoxyethylene p-nonylphenyl ather
20 200 1000
3 4 5 21 22 23 24 25 31 32 33 34 35 41 42 43 44 45

Avareness
Alertness
Visual Flacing
Stereotypy
Passivity

Hood
Grooming
Vocalizaticon
Restlessness
Irritability
Fearfulness

Hotor Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Response

CNS Excitation
Startle Response
Straub Tail
Tremors
Twitches
Convuleions

Posture
Body Postura
Limb Posture

Hotor Incocordination
Staggering Gait
Abnormal Gait
Righting Reflex

Note} - : Normal &sign

Study Ro.

SBRL79-02



Appendix 2-4

on Day 0}

~—pr”

Effects of Polyoxyethylene p-nonylphenyl ether on the general behavicr in male rats (2 - 4 hours after administration

General behavior

Group
Dose{mg/kg/day)
Animal No.

Control

Folyoxyethylene p-nonylphenyl sther

20 200

1400

21

22

23 24 25 31 32 33 34 35 41

- 42

43

44

45

Huscle Tone

Limb Tone
Grip Strongth
Body Tone
Abdominal Tone

Reflex

Pinna Reflex
Corneal Reflex
IFR

Autononie Profile

Writhing
Palpebral Opening
Exophthalmos
Urination
Salivation
Piloeraction
Hypothermia

Skin Color

Hoart Rate
Respiratory Rate
Pupil S5ize

Rearing®

Notes) - : Normal sign

* : Numerals represent the count of rearing

Study No.

: SBL79-02



Appendix 2-5
on Day 27}

o

-’

Effects of Polyoxyethylene p-nonylphenyl ather on the general behavior in male rats (2 - 4 hours after administration

General behavior Group
Dose(mg/kg/day}

Animal No.

Control Polyoxyathylens p-nonylphenyl ether
20 200 1000
2 3 4 5 21 22 23 24 25 31 32 33 34 235 41 42 43 44 45

Awareness
Alertness
Vigual Placing
Stereotypy
Passivity

Hood
Grooming
VYocalization
Restlesaness
Irritability
Foarfulness

Hotor Activity
Reactivity
Bpontaneous Aotivity
Touch Response
Pain Response

CNS Excitation
Startle Rescponse
Straub Tail
Tremors
Twitches
Convulslons

Postura
Body Posture
Limb Posture

Hotor Incoordination
Staggering Gait
Abnormal Gait
Righting Reflex

Hote} - : Normal eign

Study No.

: SBL7%-02



Appendix 2-6

Effects of Polyoxyethylene p-nonylphenyl ether on the general behavior in male rats {2 - 4 hours after administration

on Day 27}

[

-

General behavior

Group
Dose{my/kg/day)

Control

Polyoxyethylens p-nonylpheanyl sathar

20

21

22 23 24 25

Huscle Tone
Limb Tone

Animal No. 1 2

Grip Strength - -

Body Tone
Abdominal

Reflex

Tone - -

Pinna Reflex - -
Corneal Reflex - -

IFR

Autononic Profile

Writhing
Palpebral

Opening - -

Exophthalmos - -

Urination

Salivation - -
Piloersction - -
Hypotharmina - -
Skin Colorx - -
Heart Rate - -
Respiratory Rata - -
Pupll Size - -

Rearing®

200 1000
31 32 33 34 135 4) 42 43 44 45
0 4] 1] 0 0 [ 0 4] 0 0 0

Notes) - :
* -

H

Normal sign
Numerals represent the count of rearing

Study No.

: SBL79-02



Appendix 2-7

.

Effects of Polyoxyethylene p-nonylphenyl ether

"’

on the general) behavior in male rats (Week 2 of recovery perilod)

Genoeral behavior Group
Dose{mg/kg/day)

Animal No.

Control

FPolyoxyethylena p-nonylphenyl athar

20

200

1000

11

42

43 44

45

Awaraness
Alertness
Viguml Placing
Stereotypy
Passivity

Hood
Grooming
Vocalization
Restlessnoss
Irritability
Fearfulness

Motor Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Responso

CHNS Excitatiocn
Startle Responsa
Straub Tall
Tremorsa
Twitches
Convulsions

Posture
Body Posture
Limoh Posture

Hoteor Incoordination
Staggering Gailt
Abnormal Gait
Righting Refiex

Hote} - : Normal sign

Study No.

: 5BL79-02
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Appendix 2-8 Effects of Polyoxyethylene p-nonylphenyl ether on thes general behavior in male rate (Week 2 of recovery pariod)

General behavior Group Caontrol
Dose(mg/kg/day)

Polyoxysthylene p-nonylphenyl ether

20

200

1000

Animal No. 1 2 3 4 5

41

42

43 44

45

Huscle Tone
Limb Tone - - - - -
Grip Strength - - - - -
Body Tone - - - - -
Abdominal Tone - - - - -

Reflex
Pinna Reflex - - - - -
Corneal Reflex - - - - -
IFR - - - - -

Autonomic Proflle
Writhing - - - - -
Palpebral Opening - - - - -
Excphthalmos - - - - -
Urination - - - - -
Salivation - - - - -
Plloerection - - - - -
Hypothermia - - - - -
Skin Colorxr - - - - -
Heart Rate - - - - -
Respiratory Rate - - - - -
Pupll Size - - - - -

Rearing* 0 ] v] [+] Q

Noteg) - : Normal sign
* : Numerals represent the count of rearing

5tudy No.

t+ SBL79%-02
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Appendix 2-9 Effects of Polyoxyethylene p-nonylphenyl ether on the genaral behavior in female rats {Prior to administration on Day 0) Study No. : SBL79-02
General bshavior Group Control Polyoxyethylene p-nonylphenyl sther
Dosa{mg/kg/day] 20 200 1000
Animal No. 11 12 13 14 15 26 27 28 29 30 36 37 38 39 40 51 52 53 54 55

Avarensss

Alertness - - - - - - - - - - - - - - - - - - - -

Visual Placing : - - - - - - - - - - - - - - - - - - - -

Stereotypy - - - - - - - - - - - - - - - - - - - -

Pasgivity - - - - - - - - - - - - - - - - - -~ - -
Heood

Grooming - - - - - - - - - - - - - - - - - - - -

Vecalization - - - - - - - - - - - - - - - - - - - -

Restlessnees - - - - - - - - - - - - - - - - - - - -

Irritability : - - - - - - - - - - - - - - - - - - - -

Fanrfulness ’ - - - - - - - - - - - - - - - - - - - -
Motor Activity

Reactivity - - - - - - - - - - - - - - - - - - - -

Spontansous Activity - e e e e . - e = e = - - - - -

Touch Response - - - - - - - - - - - - - - - - - - - -

Pain Response - - - - - - - - - - - - - - - - - - - -
CNS Excitation

Startle Response - - - - - - - - - - - - - - - - - - - -

Straub Tail - - - - - - - - - - - - - - - - - - - -

Tremors - - - - - - - - - - - - - - - - - - - -

Twitcheas - - - - - - - - - - - - - - - - - - - -

Convulsions - - - - - - - - - - - - - - - - - - - -
Posture

Body FPosture - - - - - - - - - - - - - - - - - - - -

Limb Posture - - - - - - - - - - - - - - - - - - - -
Hotor Incoordination

Staggering Galt - - - - - - - - - - - - - - - - - - - -

Abnormal Gait - - - - - - - - - - - - - - - - - - - -

Righting Raflex - - - - - - - - - - - - - - - - - - - -

Hote) - : Normal s8ign
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Appendix 2-10 Effects of Polyoxyethylene p-nonylphenyl ether on the general behavior in female rats (Prior to administration on Day 0) Study No. : SBL79-02
Gmnearal behavior Group Control Polyoxyathylesne p-nonylpheoyl ether
Dose(mg/kg/day) 20 200 loo0
Animal No. 11 12 12 14 15 26 27 28 29 30 36 37 38 3% 40 51 52 53 54 55
Muscle Tonas
Limb Tone - - - - - - - - - - - - - - - - - - - -
Grip Strength - - - - - - - - - - - - - - - - - - - -
Body Tone - - - - - - - - - - - - - - - - - - - -
Abdominal Tone - - - - - - - - - - - - - - - - - - - -
Reflex
Pinna Reflex - - - - - - - - - - - - - - - - - - - -
Corneal Heflex - - - - - - - - - - - - - - - - - - - -
IFR - - - - - - - - - - - - - - - - - - - -
Autonomlc Profile
Writhing - - - - - - - - - - - - - - - - - - - -
Palpebral Opening ) - - - - - - - - - - - - - - - - - - - -
Exophthalmos - - - - - - - - - - - - - - - - - - - -
Urination - - - - - - - - - - - - - - - - - - - -
Salivation - - - - - - - - - - - - - - - - - - - -
Plloerection - - - - - - - - - - - - - - - - - - - -
Hypothermia - - - - - - - - - - - - - - - - - - - -
Skin Color - - - - - - - - - - - - - - - - - - - -
Heart Rate - - - - - - - - - - - - - - - - - - - -
Respiratory Rate - - = - . - - - - - - - - - - - - - - -
Pupil Size - - - - - - - - - - - - - - - - - - - -
Rearing®* V] [H [H] 0 1 D 0 g 0 Q 1 o ] 0 [+] (1] Q0 0 1] 0

Notes) - : Normal sign
* : Numerals represent the count of rearing
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Appendix 2-11 Effects of Polyoxyathylene p-nonylphenyl ether on the general behavior in female rats (2 - 4 hours after administration Study No. : SBL79-02
on Day 0)
Geaneral behavior Group Control Polyoxyethylene p-nonylphenyl ether
Doge({mg/kyg/day) 20 200 1000
Animal No. 11 12 13 14 15 26 27 28 2% 30 36 37 3B 3% 40 51 52 53 54 55
Awaraness
Alertness - - - - - - - - - - - - - - - - - - - -
Visual Placing - - - - - - - - - - - - - - - - - - - -
Stereotypy - - - - - - - - - - - - - - - - - - - -
Passivity - - - - - - - - - - - - - - - - - - - -
Hood
Grocming - - - - - - - - - - - - - - - - - - - -
Vocalization - - - - - - - - - - - - - - - - - - - -
Restlessness - - - - - - - - - - - - - - - - - - - -
Ircitablllity - - - - - - - - - - - - - - - - - - - -
Fearfulness - - - - - - - - - - - - - - - - - - - -

Hotox Activity

Reactivity - - - - - - - - - - - - - - - - - - - -
Spontanecus Activity - - - - - - - - - - - - - - - - - - - -
Touch Response - - - - - - - - - - - - - - - - - - - -
Pain Response - - - - - - - - - - - - - - - - - - - -

CHS Exoitation

Startle Response - - - - - - - - - - - - - - - - - - - -
Straub Tail - - - - - - - - - - - - - - - - - - - -
Tremors - - - - - - - - - - - - - - - - - - - -
Twitches - - - - - - - - - - - - - - - - - - - -
Convulsicns - - - - - = - - - - - - - - - - - - - -
Posture
Body Posture - - - - - - - - - - - - - - - - - - - -
Limb Posture - - - - - - - - - - - - - - - - - - - -

Motor Incoordination

Staggering Gait - - - - - - - - - - - - - - - - - - - -
Abnormal Gailt - - - - - - - - - - - - - - - - - - - -
Righting Reflex - - - - - - - - - - - - - - - - - - - -

Nots) - : Normal sign
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Appendix 2-12 Effecgts of Polyoxyethylene p-nonylphenyl ether on the gensral behavior in female rats {2 - 4 hours after administration Study Ne. : S5BL7%-02
on Day 0)
Genearal behavior Group Control Polyoxyethylene p-nonylphenyl sther
Dese(mg/kg/day) 20 200 1000
Anjimal No. 11 12 13 14 15 26 27 28 29 30 36 37 38 3% 40 51 52 53 54 55

Huscle Tone

Limb Tone - - - - - - - - - - - - - - - - - - - -
Grip Strength - - - - - - - - - - - - - - - - - - - -
Body Tone - - - - - - - - - - - - - - - - - - - -
Abdominal Tone - - - - - - - - - - - - - - - - - - - -
Reflex
Pinna Reflex - - - - - - - - - - - - - - - - - - - -
Corneal Reflex - - - - - - - - - - - - - . - - - - - -
IFR - - - - - - - - - - - - - - - - - - - -

Autonomic Profilae

Writhing - - - - - - - - - - - - - - - - - - - -
Palpebral Cpening - - - - - - - - - - - - - - - - - - - -
Exophthalmos - - - - - - - - - - - - - - - - - - - -
Urination - - - - - - - - - - - - - - - - - - - -
Salivation - - - - - - - - - - - - - - - - - - - -
Plloexection - - - - - - - - - - - - - - - - - - - -
Hypothermia - - - - - - - - - - - - - - - - - - - -
Skin Color - - - - - - - - - - - - - - - - - - - -
Heart Rate - - - - - - - - - - - - - - - - - - - -
Respiratory Rate - - - - - - - - - - - - - - - - - - - -
Pupil Size - - - - - - - - - - - - - - - - - - - -
Rearing* 0 0 0 0 0 0 0 1] o Q (1] 0 0 1] 0 1 ] 0 0 0
Notes) - ; Normal sign

* : Numerals represent the count of rearing



Appendix 2-13
on Day 27)
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Bffects of Polyoxysthylene p-nonylphenyl ether on the general behavior in female ratg {2 - 4 hours after administration

General behavior Group
Dosa{mg/kg/day)

Animal No.

Control Polyoxyethylons p-nonylphenyl ether
20 200 1000
11 1z 13 14 15 26 27 28 29 30 36 37 38 39 40 51 52 53 54 55

Awareness
Alertness
Visual Placing
Stereotypy
Passivity

Hood
Grooming
Vecalization
Restlessness
Irritabllity
Pearfulness

Motor Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Response

CNS Excitation
Startle Responsa
Straub Tail
Tremors '
Twitches
Convulsions

Postura
Body Posture
Limb Posture

Hotor Incoordination
Staggering Gait
Abnormal Galt
Righting Reflex

Hote) - : Hormal sign

Study No.

t SBL79-02



Appendix %-14
on Day 27)
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Effects of Polyoxyethylene p-nonylphenyl other on the general behavior in female rats (2 - 4 hours after administration

General behavior Group
Pose(mg/kg/day)
Aninal No.

Control

Polyoxysthylene p-nonylphenyl ether

20

200

1000

11

12 13

14 15

26 27

A8 279

30

A6 37

38 39

40

51 52 53 54 55

Huscle Tone
Limb Tona
Grip Strength
Body ‘fone
Abdominal Tone

Reflex
Pinna Reflex
Corneal Reflex
IFR

Autonomic Profile
Writhing
Palpebral Opening
Exophthalmos
Urination
Salivation
Piloexrection
Hypothermia
Skin Color
Heart Rate
Respiratory Rate
Pupil Size

Rearing¥

Noteg) - : Normal sign

* : Numerals represent the count of rearing

Study MNo.

1 SBL79-02
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Appendix 2-15 Effects of Polyoxyethylens p-nonylphenyl ather on the general behavior in female rats {(Week 2 of recovery period) Study No. : SBL7%-02

General behavior Group Control Folyoxyethylene p-nonylphenyl sther
Dose{mg/kg/day) 20 200 1000
Animal No. 11 12 13 14 15 51 52 53 54 55

Awareness
Alartness - - - - - - - - - -
¥isual Placing - - - - - - - - - -
Stereotypy - - - - - - - - - -
Passivity - - - - e - - - - -

Hood
Grooning - - “ - - - - - - -
Vooaliration - - - - - - - - - -
Rostlessness - - - - - - - - - -
Irritabliiity - - - - - - - - - -
Pearfulness - - - - - - - - - -

Motor Actiwvity
Reactivity - - - - - ’ ) - - - - -
Spontaneous Activity - - - - - - - - - -
Touch Responge - - - - - - - - - -
Pain Response - - - - - - - - - -

CNS Excitation
5tartle Rosponse - - - - - - - - - -
Straub Tail ’ - - - - - - - - - -
Tremors - - - - - - - - - -
Twitches - - - - - - - - - -
Convulsions - - - - - - - - - -

Posture
Body Posgture - - - - - - - - - -
Limb Poature - - - - - : - - - - -

Motor Incoordination
Staggering Galt - - - - - - - - - -
Abnormal Galt - - - - - - - - - -
Righting Reflex - - - - - - - - - -

Hote) - : Normal aign
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Appendix 2-16 Effects of Polyoxyethylene p-nonylphenyl ether on the general behavior in female rate {Weok 2 of recovery period) Study No. 1 SBL79-02
General behavior Group Control Polyoxyethylene p-nonylphenyl ether
Dose({mg/kg/day) 20 200 1000
Animal No. 11 12 13 14 15 51 52 53 54 55
Husole Tone
Limb Tone - - - - - - - - - -
Grip Strength - - - - - - - - - -
Body Tone - - - - - - - - - -
Abdominal Tone - - - - - - - - - -
Reflex
Pinna Reflex - - - - - ’ - - - - -
Corneal Reflex - - - - - - - - - -
IFR - - - - - - - - - -
Autonomic Profile
Writhing - - - - - - - - - -
Palpebral Opening - - - - - - - - - -
Exophthalmos - - - - - .,
Urination - - - - - - - - - -
Salivation - - - - - - - - - -
Piloerection - - - - - - - - - -
Hypothermia - - - - - - - - - -
Skin Color - - - - - - - - - -
Heart Rate - - - - - - - - - -
Respiratory Rate - - - - - - - - - -
Pupil 5ize - - - - - - - - - -
Rearing# o v} Q 0 [+] 0 1 1 0 0
Hotes) - : Hormal &Eeign

* : Numerals represent the count of reoaring
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Appendix 3-1 Food consumption { g/day ) in male rats Study No. : SBL79-02
Group Anim.No. Pre 1w 2w k3% qw Rilw R:2w
Control
1 23 26 32 28 3 30 31
2 26 26 31 26 31 28 29
3 21 26 31 27 2B 30 34
4 24 32 33 33 36 3is 37
5 23 25 29 29 30 23 31
[ 22 22 25 22 25
7 24 31 31 29 33
8 24 26 32 27 30
9 23 26 31 27 33
10 24 . 26 27 32 32
Hean 23.4 26.6 30.2 28.0 30.9 29.2 0 32.4
+5.0. 1.3 2.9 2.5 3.1 3.0 4.3 3.1

Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/day)
21

22 24 24 26 27

22 24 © 30 27 26 30
23 21 24 27 23 25
24 23 30 30 30 33
25 26 28 29 28 32
Mean 23.2 27.2 27.4 26.6 29.4
+5.0. 1.9 3.0 2.3 2.6 3.4

Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day)
i1

22 27 25 27 25

a2 26 29 30 31 32
33 27 29 30 26 29
34 213 24 24 25 28
15 19 22 23 24 26
Mean 23.4 26.2 26.4 26.6 28.0
4+5.D. 3.2 3.1 3.4 2.7 2.7

Polyoxyethylene p-nonylphenyl ether
1000 (mg/kg/day)
41

21 26 24 23 25 28 25

42 24 29 30 29 35 i3 36

43 23 29 29 26 29 28 33

44 24 29 30 29 30 30 33

45 22 29 32 29 31 31 32
46 25 27 28 2e 37
47 23 3o 32 32 34
48 25 28 28 27 32
45 27 31 34 34 37
50 21 26 31 24 26

Mean 23.5 28.4 29.8 28.1 31.6 ig.o0 31.8

+5.D. 1.9 1.6 2.8 3.3 4.2 2.1 4.1




Appendix 3-2
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Food consumption { g/day )} in female rats

Group Anim.No. Pra iw 2w 3w 4w R:lw R:2w
Control
11 20 22 19 15 23 19 26
12 21 17 23 20 24 23 26
i3 19 21 21 20 21 26 25
14 23 22 20 20 21 18 26
15 18 19 16 15 21 22 22
16 21 21 26 24 23
17 22 23 23 23 io
18 1% 21 i3 18 21
1% 19 23 20 18 20
20 22 24 23 21 27
Mean 20.4 21.13 2t.0 19.4 23.1 21.6 25.0
+5.D. 1.6 2.1 2.8 3.0 3.2 3.2 1.7
Polyoxyethylens p-nenylphenyl ether
20 (mg/kg/day)
6 19 18 18 16 24
27 21 22 23 21 28
28 18 22 240 21 25
23 21 21 19 19 24
ao 21 22 21 20 2%
Mean 20.0 21.6 20.2 19.4 26.0
+5.D. 1.4 2.2 1.9 2.1 2.3
Polyoxyethy¥lene p-nonylphenyl sther
200 (mg/kg/day)
36 20 20 19 20 21
37 21 27 24 22 20
38 22 25 21 22 27
39 15 22 20 16 21
40 213 22 25 22 27
Mean 21.0 23.2 21.8 20.4 23.2
+5.D. 1.6 2.8 2.6 2.6 3.5
Pelycxyethylene p-nonylphenyl ether
1000 (mg/kg/day}
51 22 20 17 16 21 18 20
52 21 22 22 18 33 11 23
53 19 19 19 15 17 25 23
54 22 22 24 20 19 24 21
55 21 23 23 25 30 22 22
113 22 20 21 22 26
57 19 25 23 23 26
58 21 23 23 19 20
59 21 23 20 18 25
60 22 20 19 22 24
Mean 21.90 21.7 21.1 19.8 24.1 20.0 21.8
+5.D. 1.2 1.9 2.3 3.2 5.0 5.7 1.3

Study Ne.

2
H

SBL79-02



Appendix 4-1

Body weight {( g ) in male rats

Group Anim.No. Pre 1w 2w 3w 4w R:liw R:2w
Control
1 155 214 270 324 372 409 429
2 153 207 262 306 341 371 188
k| 144 198 256 292 317 353 ias
4 166 226 294 349 387 429 465
5 150 202 251 296 326 354 370
6 151 169 225 257 286
7 167 239 307 372 416
8 158 219 283 33¢0 350
9 161 224 285 334 37%
10 160 212 257 325 363
Mean 156.5 213.0 270.0 318.5 354.3 383.2 407.4
+5.D. 7.3 14.8 23.6 32.3 37.7 34.2 38.9
Polyoxyeth¥lene p-nonylphenyl ether
20 {mgs/kg/day)
21 151 201 248 293 323
22 165 229 285 328 368
23 146 192 245 289 314
24 157 217 274 324 358
25 159 214 264 307 333
Mean 155.6 210.6 263.2 308.2 339.2
+5.D. 7.3 14.4 17.0 17.6 23.0
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day)
31 154 213 258 298 323
32 163 219 275 - 329 3165
33 163 225 279 323 3153
34 147 196 238 271 307
35 132 167 207 250 274
Mean 151.8 204.0 251.4 294.2 324.4
+5.D. 12.9 23.3 29.6 33.7 36.4
Polyoxyethylene p-nonylphenyl ether
1000 (mg/kg/day)
41 137 1a8 234 272 299 331 352
42 159 222 285 334 378 419 452
43 154 208 262 307 344 38l 411
44 160 224 278 321 345 275 405
45 147 207 267 320 352 387 410
46 157 210 264 314 351
47 163 225 282 341 389
48 168 224 276 332 376
49 159 229 287 347 392
50 147 200 246 276 294
Mean 156.1 213.7 268.1 316.4 352.0 378.6 406.0
+5.D. 10.1 13.3 17.3 25.4 34.2 31.6 35.6

Study No. : SBL79~02
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Appendix 4-2 Body weight { g ) in female rats
Group Anim.¥Ne. Pre 1y 2w 3w 1w R:lw R:2w
Contrel
11 131 162 133 195 216 235 248
12 130 157 184 205 225 235 248
13 129 163 192 216 237 259 274
14 134 162 184 201 213 234 248
15 124 155 170 133 207 227 239
16 135 164 204 241 251
17 133 176 204 243 271
18 122 161 184 209 221
19 131 166 187 214 225
20 135 169 201 220 239
Mean 130.4 163.5 189.3 212.7 230.5 238.0  251.4
+5.D. 4.4 5.9 10.9 18.8 19.4 12.2 13.2
Polycxyethylena p-nonylphenyl athaer
20 (mg/kg/day)
26 121 150 168 186 207
27 135 166 184 2113 239
28 127 162 182 207 236
29 133 172 187 206 231
g 135 176 203 224 243
Hean 130.2 165.2 184.8 207.2 231.2
+5.0. 6.1 10.1 12.5 13.8 14.2
Polyoxyethylene p-nonylphenyl ether
200 {mg/kg/day)
36 133 167 191 212 235
37 134 176 187 196 215
38 138 182 214 242 262
39 123 157 174 185 158
40 123 158 198 222 239
Hean 130.2 168.2 1583.0 211.4 229.8
+5.D. 6.8 10.8 14.8 22.3 24.4
Polyoxyethylene p-nonylphenyl ether
1000 [mg/kg/day}
51 128 158 177 196 208 220 2218
52 129 163 iso 158 208 216 233
53 121 155 171 183 199 212 223
L1 137 174 133 208 210 225 225
55 130 160 178 204 220 239 260
56 135 172 201 234 260
57 125 165 1591 214 232
58 134 171 201 225 244
59 132 166 185 204 234
50 125 164 182 207 232
Mean 130.0 164.8 185.8 207.4 224.7 222.4 233.8
+5.D. 4.8 6.2 10.3 14.5 15.1 10.5 15.1

study HNo.

S5BL79-02



Appendix 4-3 Body weight gain ( ¢ ) in male rats
‘ Group Anim.No. 1w 2w 3w 4w R:lw R:2w
? Control
b 59 56 54 48 37 20
| 2 54 55 44 35 a0 17
‘ 3 54 58 e 25 36 32
4 60 68 55 8 42 36
5 52 49 45 30 28 16
6 38 36 32 239
7 72 68 65 44
8 61 64 47 30
g 63 61 49 41
10 52 55 58 38
Mean 56.5 57.0 48.5 35.8 34.6 24.2
+5.Db. 8.9 9.6 10.0 7.3 5.6 9.2
Polyoxyethylene p-nonylphenyl sther
20 (mg/kg/day}
21 S0 47 45 30
22 64 56 43 40
23 46 53 44 25
24 60 57 50 34
25 55 50 43 26
Mean 55.0 52.6 45.0 31.0
+5.D. 7.3 q.2 2.9 6.2
Polyoxyethylene p-nonylphenyl aether
200 (mg/kg/day)
31 59 45 40 25
32 56 56 54 36
33 62 54 44 30
34 49 42 i3 36
35 35 40 43 24
Mean 52.2 47.4 42.8 30.2
+5.D. 10.8 7.2 T.6 5.8
Polyoxyeth¥lene p~nonylphenyl ether
1000 (mg/kg/day)
41 51 156 38 27 32 21
42 63 53 19 44 41 33
43 54 54 15 a7 a7 30
44 64 54 43 24 30 30
45 &0 60 53 a2 as 23
46 53 54 50 37
47 62 57 58 48
48 56 52 56 44
49 60 58 60 45
50 53 16 o 18
Mean 57.6 54.4 48.3 35.6 i5.0 27.4
45.D. 4.7 5.5 9.5 10.1 4.3 5.1

(@
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Appendix 4-14 Body weight gain {( g ) in female rats Study No. : SBL79-02
Group Anim.No. 1w 2w 3w 4w R:lw R:2w
Control
1l 31 21 12 21 19 13
12 21 27 21 20 10 13
13 14 29 24 21l 22 15
14 28 22 17 12 21 14
15 i1 15 13 24 20 12
16 29 40 37 10
17 43 28 39 28
18 39 23 25 12
19 35 21 27 11
20 34 iz 19 19
Mean 33.1 25.8 23.4 17.8 18.4 13.4
+5.D. 5.0 7.0 9.1 6.2 4.8 1.1
Polyoxyethylene p-nonylphenyl ether
20 {mg/kg/day]
26 29 18 is 21
27 31 18 29 26
28 35 20 25 29
29 39 15 19 25
30 41 27 21 13
Mean 35.0 19.6 22.4 24.0
+5.D. 5.1 4.5 4.6 4.0
Polyoxyethylene p-nonylphenyl ether
200 {mg/kg/day)
36 34 24 21 23
37 q2 11 9 19
38 14 3z 28 20
38 34 17 11 13
40 36 40 23 17
Hean 38.0 24.8 18.4 18.4
+5.D. 4.7 11.6 B.1 3.7
Polyoxyethylene p-nonylphenyl ether
1000 (mg/kg/day)
51 30 19 13 12 12 8
52 34 17 18 10 8 17
53 34 16 12 16 13 11
54 37 19 16 1 15 0
55 30 is 26 16 19 21
56 37 29 33 26
57 40 26 23 18
58 37 30 24 19
59 34 19 19 30
60 35 18 25 25
Maan 34.8 21.1 21.5 17.3 13.4 11.4

45.D. 3.2 5.2 5.9 8.5 4.0 8.1
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Gross ophthalmoleogical examination
Grade
1 : sSlight
2 : Moderate
3 : Severe
P : HNon-graded change
N : No abnormal changes

¥ : Unexaminad
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Appendix 5-1 Gross ophthalmological examination in male rats Study No., : SBL79-02
Group Anim.No. Item Pra 4w R:2w
Control
1 N 3] N
2 N N N
3 N N N
4 N N N
5 N N N
3 N H
7 N H
8 N N
9 N H
10 N N

Polyoxyethylene p-nonvylphenyl ether
20 (mg/kg/dagl

N N

22 N N

23 N N

24 N N

25 N N
Polyoxyethylene p-nonylphenyl ether

200 (mg/kg/day)

31 N N

- 3z N N

33 N N

34 N N

35 N N

Polyoxyethylene p-nonylphenyl ether
1000 (mg/kg/day)
: 1

S
(=4

- - - - -]

- - -4 8- B2

-]




Appendix 5-2

Gross ophthalmological examination in female rats

(@

Group Anim.No. Item

Pre

4w

R:dw

Cantral

ZZzzZzEzZEzZax

- ]

zZaz=2=

Polyoxyethylene p-nonylphenyl ether
20 {mg/kg/day]}
26

27
28
29
30

ez

-

Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day}
36

37
38
39
410

ZEZ==

-

Polyoxyethylene p-nonylphenyl ather
1000 {mg/kg/day}
51

52
53
54
55
56
57
58
59
60

mEEERDENZIZ

SRR

ZZFA=

Study Ho.

SBL79-02



Funduscopic examination

Grade

1

(71

o =2 9

4

Slight

Moderate

Savere

Non~graded change
No abnormal changes

Unexamined
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Appendix 5-3 Funduscopic examination in male rats Study No. : SBL79=02

Group Anim.No. Item Pre 4w Ri2w

Control

C L0 63 A Y LN B N
-]

[
]
ZEZIZZ2IZTZZZE

Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/dayi
2

N N
22 N N
23 N W
24 N N
25 N N
Polyoxyaethylene p-nonylphenyl ether
200 (mg/kg/day)
31 N N
32 N N
33 N N
34 N N
3s N N

Polyoxyethylens p-~nonylphenyl ether
1000 (mg/kg/day)}
41

42
13
44
45
46
47
48
49
50

eSS
ER- R R
ZEA
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Appendix 65-4 Funduscopic examination in female rats Study ¥No. : SBL79-02
Group Anim.No. Item Pre 4w R:2w
Controel
11 N N N
12 N N N
i3 N N N
14 N N N
15 N N N
16 N N
17 N N
18 N N
19 N N
20 N N
Polyoxyethylene p-nonylphenyl ather
20 (mg/kg/day)
26 N N
27 N N
28 N N
29 N N
30 N N
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day)
36 N N
37 N N
38 N N
39 N N
40 N N
Polyoxyethylene p-nonylphenyl ether
1000 (mg/kg/day)
51 N N N
52 N N N
53 N N N
54 N N N
55 N N N
56 N N
57 N N
58 N N
59 N N
60 N N
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Appendix 6-1 Urinalysis in male rats Study No. : SBL79-02
Color pH Protein Glucose Kotone Bil.
Group Anim.No. 4w R;2w 4w R:2w aw R:2w 4w R:2w dw R:2w aw R:2w
Control
1 0 0 8 | 2 2 0 0 2 1 0 1}
2 0 0 6.5 7.5 2 3 0 0 0 1 4] 0
3 0 0 7 7.5 3 3 o} 0 1 1 0 0
4 0 0 [ 8 2 3 0 0 1 1 0 0
5 0 0 6.5 7.5 3 ‘o 0 0 1 1 0 0
6 0 7.5 3 0 2 ]
1 0 ) 3 0 1 0
] 0 7 3 1] 1 Q
9 Q 7 3 ] 1 0
10 0 7 2 0 1 0

Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/day)
21

0 7 3 g 0 0
22 0 7 2 0 2 0
23 0 6 Q ] 1 1
24 0 6.5 1 ] 1 0
25 0 7.5 2 Q 1 0
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day)
31 0 7.5 3 0 0 0
32 [ 7 2 Q 1 0
33 0 8 3 0 1 0
34 0 8 2 0 1 0
s [ 7.5 2 0 1 0
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Appendix 6-2 Urinalysis in male rats Study Ne. : 5BL79-02
Color pH Protein Glucose ketone Bil.
Group Anin.No. iw R:2w dw R:2w 4w Rilw qw R:2w 4w R:2w 4w R:2w

Polyoxyethylene p-nonylphenyl ether
1000 {(mg/kg/day}
41

42
43
44
45
46
47
48
49
50
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Appendix 6-3

Urinalysis in male rats

Qc.Bld. Urobil. uU.vol. 5.Grav.
{mL) :
Group Anim.No. 4w R:2w dw R:2w 4w . R:2u dw R:2w
Control
1 0 0 [} 1 2.6 3.2 1.034 1.035
2 1 0 5 0 2.7 1.6 1.030 1.024
3 2 0 [ 0 1.2 0.8 1.022 1.071
4 0 2 [ 0 1.9 2.9 1.057 1.050
5 0 Q [ 0 3.8 3.5 1.026 1.033
[ 0 0
7 0 0
8 2 0
9 0 0
10 1 0
Mean 2.44 2.40 1.0338 1.0426
+5.D. 0.97 1.15 0.0137 0.0184
Polyoxyethylene p-nonylphenyl sther
20 (mg/kg/day)
21 0 4 2.1 1.034
22 0 4 3.4 1.032
23 4] 0 3.1 1.025
24 0 [} 4.0 1.023
25 0 [} 5.8 1.020
Mean 3.68 1.02648
+5.D. 1.37 0.0060
Polyoxyethylena p~nonylphenyl ether
200 (mg/kg/sday)
31 0 [} 1.6 1.045
32 1 1 2.4 1.050
33 0 [} 3.2 1.022
34 0 0 3.5 1.029
35 0 0 5.0 1.015
Mean 3.14 1.0322
+5.D. 1.28 0.0149

ot

(.

Study No.

: S5BL73=-02
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Appendix 6-4 Urinalysis in male rats Study No. : SBL79-02
Oc.Bld. Urcbil. u.vol. 5.Grav.
(mL)
Group Anim.No. qw R:2w dw R:2w 4w R:2w qw R:dw

Polyoxyethylene p-nonylphenyl ether
1000 {(mg/kg/day)

41 0 [} 1 [ 2.4 1.9 1.026 1.024
42 0 0 0 0 2.2 3.2 1.045 1.035
43 0 Q 0 0 1.4 1.6 1.043 1.055
44 0 Q 0 [ 0.3 2.6 1.070 1.034
45 0 0 0 0 0.9 3.6 l1.018 1.032
46 0 0
47 0 0
48 1 0
49 0 0
50 0 0

Mean 1.44 2.58 i.0404 1.0350

+5.D. Q.88 0.84 0.0201 0.9115




Appendix 6-5 Urinalysis in female rats Study No. : SBL79-02
Color PH Protein Glucose Ketone Bil.
Group Anim.No. 4w R:2w 4w R:2w qw R:2w qw R:2w dw R:2w dw R:2w
Control
11 Q 0 6.5 7 0 0 0 i} 0 [t} 0 0
12 0 [ ] 6.5 1 0 0 0 Q o) 0 [+]
13 0 0 8 7 0 2 0 i} 1] 1 ] 4]
14 0 L 3 7.5 0 0 0 0 0 0 Q 0
15 0 0 6.5 -] 2 2 1] 1] 1 o] 0 0
16 o 7.5 1 0 o a
17 0 1.5 v] 1] 0 0
18 0 8 2 0 0 0
19 0 6 0 1] 1] 0
20 0 5.5 0 (] 0 0

Polyoxyethylena p-nonylphenyl ether
20 (mg/kg/dagé

0 6.5 2 0 0 0
27 0 1 2 0 1 0
28 L] 7.5 2 0 1 0
29 0 6.5 1 0 0 Q
30 0 7 2 0 ¢ 0

Polyoxyethylena p-nonylphenyl ethar
200 (mg/kg/day)
3

6 0 7 0 4] ) 0
37 0 7.5 2 ¢ 0 0
38 ] 7 2 ) o 1]
39 9 k) 0 0 0 0
40 1] 8 0 1] 0 0




Appendix 6-6 Urinalysis in female

rats

Color

PH Protein

Katene

Bil.

Group Anim.No. qw R:2w

dw

R:2w qw R:2w

dw

R:2w

dw

R:2w

Polyoxysthylene p-nonylphanyl sther
1000 {mg/kgsday}
51

52
53
54
55
56
57
58
59
60
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Appendix 6-7

Urinalysis in female rats

(.

Oc.Bld. Urobil. U.Vol. 5.Grav.
{mL}
Group Aninm.No. 4w R:2w 4w R:2w aw R:2w iw R:2w
Control
11 0 0 0 0 3.5 3.4 1.021 1.015
12 0 2 o 0 4.2 2.0 1.013 1.018
13 0 0 o 1 3.0 2.9 1.020 1.0286
14 0 0 0 0 2.3 2.8 1.015 1.0239
15 0 0 1 1 0.4 1.4 1.052 1.043
16 0 0
17 0 0
18 0 1
13 0 4
20 [ 0
Mean 2.68 2.50 1.0242 1.0262
4+8.D. 1.45 0.79 0.0159 0.0110
Polyoxyethylene p-nonylphanyl ether
20 (my/kg/day}
26 2 0 1.9 1.016
a7 0 0 5.4 1.013
28 0 0 4.0 1.018
29 0 0 3.9 1.016
30 0 0 4.5 1.017
Mean 3.94 1.0160
+5.D. 1.29 0.001%
Polyoxyethylene p-nonylphenyl ether
200 {mg/kgsday])
36 0 0 3.2 1.028
37 0 0 2.4 1.019
38 0 1} 1.2 1.063
39 0 0 2.5 1.026
40 0 7} 5.4 i.014
Mean 2.94 1.0300
+S.D. 1.55 0.019%3

(@

Study No.

1 SBL79~02
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Appendix 6-8 Urinalysis in female rats Study No. : SBL795-02
Oc.Bld. Urobil. U.vol. S.Grav.
{mL)
Group Anim.No. iw R:2w 4w R:2w 4w R:2w dw Ri2w

Polyoxyethylene p-nonylphenyl ether .
1000 (mg/kg/day)
l .

5 0 0 0 ] 2.8 3.0 1.024 1.023
52 0 0 0 0 1.1 3.1 1.037 1.021
53 0 0 1 0 2.0 1.1 1.024 l.022
54 0 0 1 0 1.3 1.5 1.020 1.015
55 0 0 1 0 1.6 2.6 1.018 1.026 N
56 0 0
57 1 0
58 0 0
58 0 0
60 2 0

Mean 1.76 2.26 1.0246 1.0214

+5.D. 0.67 0.91 0.0074 0.90040
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Appendix 6-9 Urinary sediments in male rats
RBC WBC Phosphate Urate Oxalate Other c.
Group Anim.No. 4w R:2w qw R:2w dw R:2w dw R:2w dw R:2w 4w R:2w
Control
1 0 0 0 0 0 1 0 0 0 Q "] 0
2 0 [ 0 0 0 1 0 0 0 0 0 0
3 0 0 0 0 0 1 0 0 0 0 ] 0
4 a 0 0 4] 1 1 0 1] 0 [ 0 "]
5 0 0 0 0 1 0 0 o 0 0 0 0
Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/day)
21 0 o [} 0 0 0
22 0 0 1 0 0 [
23 0 0 [} 0 0 0
24 0 0 0 0 0 0
25 0 0 1 0 0 0
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day)
31 [ 0 2 0 0 0
32 0 0 1 0 0 0
33 0 0 0 0 0 0
34 4] 0 2 0 0 0
35 0 0 0 0 0 0
Polyoxyethylene p-nonylphenyl ether
1000 (mgskg/day)
411 4] 0 0 1] 2 1] 0 1] Q 0 0 0
42 4] 0 0 [ 2 1 0 0 0 0 o 0
43 0 [ 0 0 2 1 0 0 ] 0 0 0
44 0 0 0 0 1] 1 0 o 1] 0 i} [+
45 0 o 0 o) 1 1 0 0 0 0 0 0

Study No.

.

SBL79-02
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Appendix 6-10 Urinary sediments in male rats S5tudy Ne. : SBL73-02
Epith. Bacteria Cast Spearm Others
Group Anim.No. 4w R:2w 4w R:ilw 4w Ri2w aw R:2w aw R:2w
Control
1 0 0 0 0 0 0 o 1 0 1]
2 o 0 0 0 0 0 1 0 0 0
3 [} 0 0 0 0 0 1 1 0 0
4 0 0 0 0 0 0 o} 0 0 o
5 0 0 0 0 0 0 0 0 0 [+

Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/dag{

0 0 0 0 0

22 0 0 0 1 0
23 0 0 0 0 0
24 0 0 0 0 0
. 25 0 0 0 1 Q

Polyoxyethylene p-nonylphenyl aether
200 {mg/kg/day)
31

0 ] 0 0 0
32 0 ] 0 0 0
33 0 0 0 0 a
34 0 0 0 0 Q
35 0 0 0 0 1]

Polyoxyethylene p-nonylphenyl ather
1000 (magskg/davy)
41

0 0 0 0 0 0 0 0 0 Q
42 Q 0 0 0 0 0 1 1 0 0
43 Q 0 0 0 0 0 0 1 0 0
14 0 0 0 0 0 0 0 0 4] 0
45 0 0 0 0 0 0 0 0 0 0




Appendix 6-11

Taome

Urinary sediments in female rats

{ !
-’

RBC WBC Phesphate Urate Dxalate Other c.
Group Anim.No. qw R:2w 4w R:2w 4w R:2w 4w R:2w 4w R:2w 4w Ri2w
Control
11 0 0 ] 1] 0 0 0 0 0 0 0 0
12 0 0 1] 1] 1] 0 0 0 0 0 0 0
13 0 0 0 1] 0 1 0 0 0 0 0 0
14 0 0 0 1] 0 1 0 1] 0 0 ] 0
15 0 0 ] 1] 1] 0 1] 1] 0 0 I} 0
Polyoxyethylene p-nonylphenyl ether
20 (mg/kgsday)
26 ] 0 0 [+] 0 1}
27 0 0 0 4] 0 0
28 1] 0 0 o 0 ]
23 0 0 0 o] 0 ]
30 0 ] o] o 0 0
Polyoxyethylans p-nenylphenyl ather
200 (mg/kgsday)
36 ] 0 1 0 0 0
17 ] 0 0 [ 0 0
38 0 0 1 0 1] 0
39 0 0 2 Qo 0 0
40 1} 0 0 [} [} 0
Polyoxyethylene p-nonylphanyl ether
1000 (mg/kg/sday)
51 0 9 0 1] 0 0 0 0 0 0 0 0
52 1] 1] 0 1] 1 1 0 0 4] 0 0 1}
53 0 0 0 0 1 0 0 0 1] 0 0 0
54 0 0 0 0 0 0 0 0 1] 0 1] 0
55 v] 1) 0 0 0 0 0 1] 0 0 [ 0

Study Ho.

SBL79-02
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Appendix 6-12 Urinary sediments in female rats Study No. : SBL79-02
Epith. Bacteria Cast sSperm Others

Group Anim.No. 4w R:2w dw R:2w qu R:lw Aw Rilw iw R:2w
Control

11 0 0 o 4] 0 0 1) [} 0 0

12 0 0 a 4] 0 0 0 0o 0 o]

13 0 0 0 0 0 0 0 0 0 0

14 0 0 0 0 0 0 0 Q 0 0

15 ] 0 o 0 0 0 0 0 ] 0
Polyoxyethylens p-nonylphenyl ether
20 (mg/kg/day)

26 0 0 0 0 0

27 0 [+ [+] 0 1]

28 0 0 4] 0 0

29 0 0 0 I} 0

30 ] 0 0 a 0
Polyoxyethylans p-nonylphenyl ether
200 (mg/kg/day}

36 1] 0 o] 0 [

a7 0 D o 0 o

e 0 1} o) 0 0

38 0 ] 0 0 0

40 0 0 0 o 0

Polyoxyethylene p-nonylphenyl ether
1000 {(mg/kg/day]
51

0 0 0 0 [+ I 0 0 0 0 0
52 1] ] 0 0 0 0 0 0 Q ]
53 0 a 0 Q 0 0 0 0 0 0
59 0 0 0 Q 0 0 0 ] 0 ]
55 0 0 0 0 0 0 0 0 0 0
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Appendix 7-1 Hematology in male rats
RBC WBC HY Hb Plat MCV
(104 /mm3) {102/mm3) (%) {g/dL) (104 /mn3) (£1)
Group Anim.No. dw R:2w 4w R:2w qw R:2w qw R:2w 4w R:2w qw R:2w
Control
1 824 75 45.2 16.1 124.6 ES
2 855 60 46.5 16.5 117.3 E4
3 870 69 46.9 16.5 105.2 E4
4 827 129 43.4 15.13 132.2 52
5 865 93 47.6 16.8 110.2 ES
3 825 180 14.6 16.2 135.1 54
7 757 113 147.1 17.3 141.0 62
8 723 97 41.9 14.9 132.3 58
9 783 73 14.2 15.0 131.9 56
10 796 66 43.5 14.9 117.8 55
Mean 776.8 848.2 105.8 85.2 44.26 45.92 15.66 16.24 131.62 117.90 57.0 54.0
+5.D. 38.8 21.4 45.5 27.3 1,89 1.66 1.07 0.58 8.54 10.84 3.2 1.2
Polyoexyethylene p-nonylphenyl esther
20 (mg/kg/day}
21 793 53 44.2 15.7 112.2 56
22 756 59 42.6 15.1 116.6 56
23 702 35 40.5 14.2 70.1 58
24 811 57 47.0 15.8 118.6 58
25 805 76 44.9 15.2 110.7 56
Mgan 773.4 64.0 43.84 15.20 105.64 56.8
+5.D. 45.3 23.6 2.45 0.64 20.12 iI.1
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day}
31 179 92 43.0 15.6 116.7 55
32 765 49 2.8 14.9 130.3 56
33 816 79 45.3 16.4 117.5 56
34 781 73 45.6 15.3 124.4 58
as 859 71 47.3 16.3 112.6 55
Mean 300.0 T72.8 44 .80 15.70 120.30 56.0
+5.D. 3a.0 15.6 1.50 0.64 7.02 i.2
Polyoxyethylene p-nonylphenyl sther
1000 (mg/kgsday)
41 875 120 45.5 16.2 134.4 52
42 193 ] 43.1 15.7 153.3 54
43 816 63 45.3 15.2 107.3 56
44 835 76 45.2 15.8 113.3 54
45 798 120 42.5 15.7 125.3 53
46 B19 66 45.2 16.4 155.1 55
47 680 110 38.3 14.6 83.4 56
48 174 96 43.9 15.5 129.1 57
49 705 55 41.2 14.4 128.4 58
50 785 66 43.7 15.1 123,11 56
Mean 752.6 823.4 78.6 93.4 42.46 44.32 . 15.20 15.72 123.82 126.72 56.4 53.8
+5.D. 58.0 33.2 23.3 25.8 2.74 1.41 0.80 25.80 18.20 1.1 1.5

0.36

Study No.

SBL79-02



Appendix 7-2

Hematology in male rats

MCH MCHC Ret. N-Stab N-Stab N-5aqg.
{eg) (%) {10-13) (104 /mn3) (%) (10%/mn3)
Group Anim.Ne. 4w R:2w 1w R:2w 4w R:2w 4w R:2w iw R:i2w 4w Ri2w
Control
1 13.5 35.46 15 0.0 0 1.5
2 1%.3 35.5 23 0.0 0 1.2
3 1%.0 35.2 14 0.0 4] 1.4
4 18.5 35.3 16 0.0 0 6.5
5 15.4 35.3 9 0.0 0 0.9
6 19.6 36.3 11 0.0 0 7.2
7 22.9 36.7 20 g.0 0 6.8
8 20.6 35.86 14 g.o 0 7.8
9 15.2 33.9 138 0.0 0 1.5
10 1e.7 34.3 13 g.0 0 3.3
Mean 20.20 19.14 35.36 35.38 15.2 15.6 0.00 0.00 0.0 0.0 5.32 2.30
+5.Db. 1.66 g.40 l.22 0.16 .7 5.0 0.00 0.00 0.0 0.0 2.76 2.36
Polyoxyethylene p-nonylphenyl sther
20 {mg/kg/day)
21 19.8 35.5 22 0.0 0 2.1
22 20.0 35.4 16 0.0 0 3.0
23 20.2 35.1 18 0.0 1} 2.1
24 15.5 33.6 17 0.0 0 1.9
25 18.9 33.9 21 0.0 0 2.3
Mean 19.68 34.70 1.8 0.00 0.0 2.28
+5.D. 0.51 0.89 2.6 0.00 0.0 0.43
Polyoxyethylena p-nonylphenyl sther
200 (mg/kgsday)
31 20.0 356.3 11 0.0 1] 20.2
32 19.5 4.8 15 0.0 1} 7.4
33 20.1 36.2 15 0.0 0 6.3
34 19.6 EXN 15 0.0 0 5.1
35 19.0 34.5 12 0.0 0 3.6
Maan 19.64 35.08 14,6 0.00 0.0 8.52
+5.D. 0.44 1.16 3.2 0.00 0.0 6.68
Polyoxyethylene p-nonylphenyl ether
1000 {mg/kg/day)
41 18.5 35.6 20 0.0 0 2.4
42 19.8 36.4 25 0.0 Q 0.9
43 18.6 33.6 13 0.0 [H 2.5
414 13.9 35.0 14 0.0 0 8.4
45 19.7 36.9 20 6.0 0 id4.4
16 20.0 36.3 16 0.0 0 4.0
47 21.5 3g.1 19 0.0 0 12.1
48 20.0 35.3 16 0.0 0 5.8
419 20.14 35.0 27 0.0 0 6.6
50 19.2 34.6 12 0.0 s} 2.0
Mean 20.22 19.10 35.86 35.50 18.0 13.4 0.00 0.00 0.0 0.0 6.10 5.72
+5.D. 0.84 0.61 1.40 1.29 5.6 4.9 0.00 0.00 0.0 0.0 3.79 5.64

Study Ne.

: SBL79-02
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Appendix 7-4

Hepatology in male rats

(@

Mono. Lymph. Lymph. PT APTT
(%) {10¢/mm3) (%) {Sec) {Sec)
Group Anim.Ko. duw R:2w 4w R:2w 4w R:2w 4w R:2Zw 4w R:2w
Contrel
1 1 72.8 97 16.0 22.2
2 5 55.8 93 i2.2 20.7
3 2 66.2 96 12.2 20.8
4 Q 122.6 95 12.3 20.6
5 1 8¢.2 97 i0.6 18.3
6 q 165.6 92 3.9 20.7
7 i 165.1 93 10.0 21.7
8 1 88.3 91 13.2 24.1
9 3 69.4 95 13.0 21.2
10 1 62.7 25 14.1 24.3
Mean 1.8 1.8 98.22 81.52 93.2 95.6 11.84 12.566 22.40 20.52
+5.D. 1.6 1.9 41.16 26.15 1.8 1.7 2.25 z2.00 1.68 1.40
PolyoxyethVlene p-nonylphenyl ether
20 (mg/kg/day}
21 2 49.8 94 17.9 25.2
22 0 56.1 95 13.5 21.6
23 2 32.2 92 13.7 22.4
24 1} 95.1 98 13.9 25.1
25 3 71.4 94 16.7 25.4
Maan 1.4 60.92 94.6 15.14 23.94
+5.D. 1.3 23.72 2.2 2.02 1.80
Polyoxyethylena p-nonylphenyl ather
200 (mg/kgsday)
31 2 69.0 75 16.6 23.2
32 2 40.7 83 13.2 23.5
a3 0 72.7 92 19.1 23.1
34 0 67.9 93 11.5 18.4
35 0 67.5 95 15.8 23.6
Mean 0.8 63.56 87.6 15.24 22.36
+5.D. 1.1 12.94 8.4 2.97 2.22
Polyoxyeth¥lenae p-nonylphenyl sther
1000 {mg/kg/day)
41 0 117.6 98 13.1 20.0
42 1 84.5 96 15.7 20.7
43 1 59.9 495 15.7 20.7
44 q 64.6 85 16.0 23.1
45 1 102.0 85 19.5 22.7
46 0 6l.4 93 3.2 21.7
417 2 95.7 ) 17.1 22.7
48 T2 88.3 g2 10.5 22.3
49 1 47.9 a7 14.2 26.0
50 1 63.4 96 16.1 25.5
Mean 1.2 1.4 71.34 85.72 91.0 91.8 13.42 16.00 23.64 21.44
+5.D. 0.8 1.5 19.95 24.47 3.9 6.3 3.45 2.28 1.97 1.37

Study Ne. : SBL79-02
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Hematology in female rats
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RBC WBC Ht Hb Plat MCV
(104/mn3) {102/mn3) (%) (g/dL) (101 /nm3) (£1)
Group Anim.No. 4w R:dw 4w R:2w qw R:2w 4w R:2w 4w R:2w aw R:i2w
Control
11 798 45 44 .2 15.6 141.2 55
12 791 45 43.5 16.0 97.5 55
13 753 41 42.7 15.0 105.7 57
14 756 3s 42.4 15.1 118.9 56
15 763 39 41.5 14.5 123.0 54
16 763 40 41.8 15.0 114.9 55
17 679 37 35.2 13.9 115.3 58
18 711 a2 40.3 14.2 1059.6 57
19 7748 56 45.4 15.7 64.3 58
20 308 44 44.9 15.6 110.7 56
Mean 747.8 172.2 43.8 41.6 12.32 42.86 14.88 15.24 102.96 117.26 56.8 55.4
+5.0. 52.1 20.8 7.3 3.3 2.75 1.04 0.681 0.58 21.76 16.83 1.3 1.1
Polyoxyeth¥lene p-nonylphenyl ether
20 (mg/kg/day}
26 798 46 44.7 15.7 137.8 56
27 779 53 43.9 15.4 113.9 56
28 735 50 41.7 14.7 117.86 57
29 778 kY:} 45.9 16.0 117.7 59
30 750 53 42.0 14.4 137.1 56
Mean 768.0 48.0 43.64 15.24 124.82 56.8
+5.D. 25.2 6.3 1.79 0.67 11.63 1.3
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day)
as 779 68 43.0 15.4 108.9 55
7 723 49 46.9 14.9 115.9 65
LY 793 41 44.8 15.2 37.0 56
39 7449 65 41.4 14.6 65.5 55
40 846 44 46.8 16.2 102.9 55
Maan 778.0 53.4 44.58 15.26 98.84 57.2
+5.D. 46.7 12.3 2.40 0.61 20.47 4.4
Polyoxyeth¥lene p-nonylphenyl ether
1000 {mg/kg/day])
51 783 30 44.2 15.6 125.5 56
52 653 25 39.4 14.0 72.7 57
53 777 57 11.4 14.9 71.9 53
54 796 34 44.4 16.2 83.2 14
55 771 37 41.1 14.7 95.8 k3
56 766 44 42.7 15.1 126.4 56
57 743 57 43.4 15.3 63.5 58
58 733 91 41.5 L4.6 122.5 57
59 761 44 43.7 14.9 123.2 57
60 748 64 43.3 14.7 132.5 58
Mean 750.2 764.0 60.0 36.6 42.92 42.10 14.92 15.08 113.62 90.82 57.2 55.0
+5.D. 13.4 40.8 19.4 12.3 0.87 2.15 0.29 0.85 28.29 21.91 0.8 1.9

Study No.

t SBL79-02
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MCH MCHC Rot. N-S5tab N-5tab N-Seq.
(pg) (%) (10-4y) (102/mm3) {%} {102/nm3)
Group Anim.No. 4w R:Zw w R:2w aw R:2w 4w R:2w qw R:2w 4w R:2w
Control
11 15.5 35.3 B 0.0 0 0.9
12 20.2 36.8 4 0.0 0 0.9
13 15.9 35.1 14 0.0 Q 2.1
14 20.9 35.6 20 0.0 Q 6.5
15 15.9 34.9 10 0.0 0 5.9
16 15.7 35.9 14 0.0 v} 3.2
17 20.5 i5.5 14 0.0 0 0.7
18 20.0 35.2 11 0.0 0 2.9
19 20.2 34.6 9 0.0 0 3.4
20 19.3 34.7 14 0.0 0 0.4
Mean 19.94 19.72 35.18 35.54 12.4 11.2 0.00 0.00 0.0 0.0 2.12 3.26
+5.D. D.46 0.48 0.54 0.75 2.3 6.1 0.00 0.00 0.0 0.0 1.45 2.74
Polyoxysth¥lens p-nonylphanyl aether
20 (mg/kg/day)
26 19.7 35.1 17 0.0 0 0.5
217 19.8 35.1 13 0.0 Q 1.6
28 20.0 35.13 8 0.0 0 2.0
29 20.6 34.9 19 0.0 Q 1.5
30 19.2 34.3 7 0.0 o 3.2
Mean 19.86 34.94 12.8 0.00 0.0 1.76
+5.D. 0.51 0.38 5.3 0.00 0.0 0.9%8
Polyoxyeth¥lene p-nonylphenyl ether
200 (mg/kg/day)
36 19.8 35.8 11 0.0 0 1.4
37 20.6 3L.8 20 0.0 0 3.4
38 19.2 33.9 16 0.0 0 3.3
39 19.5 35.3 9 0.0 0 1.9
410 19.1 34.6 23 0.0 0 3.1
Mean 19.64 34.28 15.8 0.00 0.0 3.02
+5.D. G.60 1.56 5.9 0.00 0.0 0.95
PolyoxyethyYlene p-nonylphenyl ether
1000 {(mg/kg/day}
01 19.9 35.3 11 0.0 0 3.9
52 20.2 35.5 13 0.0 0 2.3
53 19.2 36.0 19 0.0 0 5.1
54 20.4 36.5 24 0.0 0 2.7
55 19.1 35.8 21 0.0 1] 1.9
56 19.7 35.4 22 0.0 1] 2.6
57 20.6 35.3 21 0.0 0 4.8
58 19.9 35.2 18 0.0 0 3.6
55 15.6 34.1- 16 0.0 0 0.9
60 15.7 33.9 11 0.0 0 1.3
Mean 19.90 19.76 34.78 35.82 17.6 17.6 0.00 0.00 0.0 0.0 2.60 3.18
#5.D. 0.41 0.59 0.72 0.47 4.4 5.5 0.00 0.00 0.0 n.o 1.55 1.31

Study No.

SBL75-02
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Appendix 7-8 Hematology in female rats Study No. : SBL79-02
Mono. Lymph. Lymph. PT APTT
(%) {104/mm3) (%) (Sac) {sec)
Group Anim.No. aw R:2w qw R:2w qw R:2w 4w R:2w iw R:2w
Contrel
11 1 43.7 97 7.7 16.2
12 5 41.9 23 7.8 15.8
13 0 38.1 93 7.7 17.8
14 1 31.2 82 7.9 17.8
15 1 32.4 83 7.9 17.3
15 1 36.0 90 7.8 17.2
17 2 35.2 95 T.7 17.3
18 o 38.2 91 7.7 17.3
19 1 52.1 93 7.4 17.3
20 1] 43.1 98 7.7 17.8
Mean 0.8 1.6 40.92 37.46 93.4 89.6 7.66 7.80 17.38 16.98
+5.D. 0.8 1.9 6.97 5.56 3.2 6.7 0.15 0.10 0.24 0.93
Polyoxysthylene p-nenylphenyl ether
20 (mg/kg/day)
26 1 45.1 98 7.6 16.5
27 2 50.4 a5 7.7 18.4
28 1 47.5 95 7.2 14.3
29 1 36.1 95 7.1 18.2
30 1 48.8 92 7.4 17.1
Mean 1.2 45.58 95.0 7.40 16.90
+5.D. 0.4 5.64 2.1 0.25 1.65
Polyoxyethylene p-nonylphenyl ethar
200 (mg/kg/day)
36 0 66.0 a7 7.2 16.4
37 3 43.6 89 7.8 17.0
38 0 37.7 g2 3.0 18.1
39 0 61.1 94 7.1 16.5
40 1 40.0 91 7.1 i3.8
Mean 0.8 49.68 92.6 7.44 16.36
+5.D. 1.3 12.95 3.0 0.43 1.58
Polyoxyethylene p-nonylphenyl ether
1000 {mg/kg/day}
51 1 25.5 85 8.1 18.4
52 3 21.8 87 7.6 18.3
53 1 51.3 90 7.5 17.7
54 1 30.9 91 7.5 16.4
55 2 34.0 92 7.8 15.9
56 3 40.0 91 7.3 14.7
57 1 51.3 90 7.4 17.5
58 0 87.4 96 7.3 15.7
59 2 11.8 95 7.2 18.2
60 1 61.4 96 7.1 16.6
Mean 1.4 1.6 56.38 2,70 93.6 89.0 o T1.26 7.70 16.54 17.34
+5.D. 1.1 0.9 19.33 11.42 2.9 2.9 0.11 0.25 1.38 1.13
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Blood chemistry in male rats
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ASAT ALAT ALP LDH - G~GTP T.Bil.
(1U/L} {ru/L} {IU/L} {Iu/L) (Iu/L} {mg/dL}
Group Anim.No. 4w R:2w 4w R:2w qu R:2w 4w R:2w qw R:2w 4w R:2w
Control
1 64 37 217 647 0.3 0.13
2 127 0 242 3843 0.3 0.14
3 86 39 309 1511 0.4 0.17
L] 77 31 266 761 0.6 0.15
5 78 31 1B1 751 0.2 0.18
6 103 36 345 1753 0.7 0.10
7 69 27 312 636 0.9 0.12
8 64 29 328 575 0.8 0.10
] 85 27 325 8904 1.1 0.11
10 54 31 246 646 0.1 0D.08
Mean 81.0 B6.4 30.0 33.6 311.2 243.0 882.8 1502.6 0.72 0.36 0.102 0.154
+5.D. 15.3 24.0 3.7 4.1 38.3 48.5 493.8 1353.2 0.38 0.15 0.015 0.021
Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/day)
21 71 25 401 523 0.3 0.08
22 92 37 251 978 0.2 0.09
23 78 27 287 554 0.2 0.09
24 83 2 359 932 0.7 0.12
25 79 iy 350 748 0.4 0.11
Mean 80.6 . 31.2 329.6 747.0 0.36 0.098
+5.D. 7.7 5.1 59.9 209.2 0.21 0.016
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day)
31 78 36 276 965 0.6 0.09
32 81 kY] 271 1316 0.3 0.08
33 31 31 382 1111 0.4 0.08
314 90 29 346 1771 0.5 0.09
35 95 30 362 1712 0.5 0.08
Msan 85.0 31.2 127.4 1375.0 0.46 G.084
+5.D. 7.2 2.8 50.9 357.7 0.11 0.9005
Polyoxyethylene p-nonylphenyl ether
1000 {mg/kg/day)
41 33 32 288 1356 0.5 g.16
42 69 28 231 496 0.4 0.16
43 B3 26 363 1260 1.1 0.14
44 71 25 299 629 0.0 0.17
45 75 42 209 8315 ¢.3 0.17
46 79 32 268 9139 0.4 0.10
47 119 41 346 1446 0.5 ¢.09
48 70 28 254 740 0.2 0.11
49 74 27 340 i7s 0.9 0.08
50 96 32 276 1306 0.5 0.09
Meaan §7.6 78.2 2.0 30.5 296.8 278.0 961.8 915.2 0.58 0.46 0.094 0.160
+5.D. 20.2 2.9 5.5 6.9 43.0 60.7 431.1 375.9 0.31 0.40 0.011 0.012

Study Ho.

SBL79-02
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Appendix 8-2 Blood chemistry in male rats Study No. : SBL79-02
T.Prot. Albumin ASG T.Chol. TGL Glucose
{g/dL) {g/dL) {mg/dL) (mg/dL) {mg/dL}
Group Anim.No. iw R:lw qw R:2w 4w R:2w 4w R:2w 4w R:2w 4w Rilw
Control
1 5.7 1.1 2.54 58 41 146
2 5.9 4.2 2.47 40 28 169
3 5.6 1.1 2.61 q1 34q 164
4 5.7 4.0 2.45 42 60 188
5 5.6 4.3 3.09 55 28 173
6 5.9 1.2 2.40 53 22 134
? 5.9 4.3 2.63 52 48 149
8 6.0 4.3 2.41 . 57 27 : 155
9 5.4 4.0 2.85 59 22 154
10 6.0 1.3 2.46 47 48 161
Mean 5.84 5.70 4.22 1.14 2.570 2.632 53.6 47.2 33.4 38.4 150.6 168.0
+5.D. 0.25 0.12 0.13 0.11 0.232 0.264 4.7 8.6 13.5 13.1 10.2 15.2
Polyoxysthylene p-nonylphenyl ather ' ’
20 (mg/kg/day)
21 5.7 4.1 2.61 46 32 151
22 5.6 4.1 2.68 45 30 131
23 5.4 4.1 3.14 . 36 14 132
24 6.0 4.3 2.45 52 25 163
25 5.7 4.1 2.65 51 22 1568
Mean 5.68 4.14 2.706 46.0 24.6 145.0
+5.D. 0.22 0.08 0.258 6.4 7.1 17.1
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day)
31 5.9 4.2 2.43 53 23 141
iz 5.4 4.1 3. .17 54 27 131
33 6.0 4.3 2.68 56 28 \ 140
14 5.5 4.2 3.0 54 EL:] 140
35 6.0 4.6 3.23 63 53 126
Mean 5.76 4.28 2.904 56.0 33.8 135.6
+5.D. D.29 0.19 : 0.340 4.1 12.1 6.7
Polyoxysthylene p-nonylphenyl ether
1000 {mg/kg/day)
41 5.5 3.9 2.46 48 32 153
42 6.0 4.1 2.13 75 37 163
43 5.2 3.7 2.42 49 22 161
44 5.9 4.1 2.22 44 17 156
45 6.0 4.2 2.42 27 21 178
46 6.0 4.3 2.54 52 24 163
47 5.4 4.0 2.82 40 22 157
48 6.0 4.2 2.31 57 22 147
49 5.6 4.1 2.82 43 32 121
50 5.7 4.0 2.35 29 15 103
Mean 5.74 5.72 4.12 4.00 2.568 2.330 . 44.2 50.6 23.0 26.2 138.2 162.2
+5.D. 0.26 0.36 0.13 0.20 0.248 0.146 10.9 14.4 6.1 8.1 25.14 9.7
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Appendix 8-3 Blood chemistry in male rats
BUN Creat. ChE ip Ca Na -
(mg/dL} {(mg/dL} (Iu/L) {mg/dL) {mg/dL) {mEG/L} ¢
Group Anim.No. dw R:2w 4w R:2w 4w R:2w qw R:2w 4w R:2w 4w R:2w
Control
1 16.8 ¢.55 380 7.07 9.7 141
2 19.3 .52 338 7.16 9.5 143
3 15.13 0.49 412 7.64 9.9 141
4 18.0 ¢.52 308 8.41 10.2 141
5 13.5 0.46 401 7.33 5.8 140
6 21.7 0.62 453 9.46 10.4 141
7 17.8 0.61 690 3.17 10.4 140
8 18.7 0.46 434 8.57 10.0 144
9 18.8 0.46 449 8.39 10.4 145
10 20.4 0.42 355 9.13 10.8 144
Mean 19.48 17.38 0.514 0.508 476.2 367.8 8.944 7.522 10.40 9.82 142.8 141.2
+5.D. 1.55 2.41 0.094 0.034 126.0 43.8 0.447 0.542 0.28 0.26 2.2 1.1
Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/day)
21 16.6 0.45 311 8.58% 10.3 145
22 16.4 0.46 321 9.57 10.1 146
23 16.4 0.40 396 §5.01 10.1 145
24 16.9 0.54 443 9.80 10.0 144
25 21.2 0.52 285 9.73 10.8 144
Mean 17.50 0.474 351.2 9.420 10.26 144.8
+5.D. 2.08 0.056 65.8 0.392 0.32 0.8
PolyoxyethY¥lene p-nonylphenyl sther
200 {mg/kg/day)
31 21.1 0.46 418 8.83 9.4 144
32 18.6 0.486 338 .50 9.9 147
33 19.2 0.46 402 .13 10.5 144
34 20.1 0.40 357 10.15 10.90 145
35 17.4 Q.46 557 10.34 10.9 145
Mean 19.28 0.448 414.4 9.580 10.14 145.0
+5.D. 1.41 0.027 86.1 0.647 0.58 1.2
Polyoxyeth¥lene p-nonylphenyl ether
1000 {(mg/kg/day)
41 21.5 0.64 463 8.13 5.6 144
42 15.3 0.48 510 8.26 10.3 143
43 22.5 0.54 385 8.59 9.8 142
44 14.2 0.50 269 7.16 10.2 144
15 23.5 0.63 283 8.18 10.0 143
46 25.2 0.50 385 9.61 10.2 144
17 15.6 0.47 370 9.40 10.3 142
48 17.3 0.48 433 9.47 10.8 145
49 15.38 0.4% 410 9.64 10.8 146
50 19.6 0.42 435 9.97 10.8 144
Mean 13.70 19.42 0.456 0.558 406.6 3s2.0 9.618 8.064 10.58 8.98 1d44.2 143.2
*5.D 3.97 4.33 0.039 0.074 28.8 106.7 0.220 0.536 0.30 0.29 1.5 0.8

4
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Appendix 8-4 Blood chemistry in male rats

K cl
(REq/L) {mEg/L)
Group Anim.No. iw R:2w T 4w R:2w
Control
1 3.9 102
2 3.8 103
3 4.0 103
4 3.8 101
5 3.8 101
6 4.4 102
7 3.8 101
8 3.8 1063
9 4.0 102
10 3.5 29
Mean 3.90 3.86 101.4 102.0
+5.D. 0.33 0.09 1.5 1.0
Polyoxyeth¥lene p-nonylphenyl ether
20 (mg/kg/day)
21 3.6 105
22 4.0 105
23 3.7 108
24 3.9 101
25 4.1 103
Mean .86 103.8
+5.D. 0.21 1.8
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day}
31 4.3 104
32 3.8 106
33 1.0 104
14 4.0 104
35 1.4 102
Maan 4.10 o lo4.0
+5.D. 0.24 1.4
Polyoxyeth¥lene p-nonylphenyl ether
1000 {mg/kg/day)
11 4.1 101
42 3.7 101
43 4.0 102
44 3.6 1¢1
45 1.7 icl
46 4.3 100
47 3.8 103
48 4.1 103
49 3.6 105
50 4.3 i0se
Mean 4.02 3.82 103.4 101.2
+5.D. 0.31 0.22 2.3 0.4

Study No.
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Appendix 8-5 Blood chemistry in female rats S5tudy No. : SBL79-02
ASAT ALAT ALP LDH G-GTP T.Bil.
{IU/L) {(IU/L} {(IU/L) (IU/L) {1u/L) {mg/dL)
Group Anim.No. qw R:2w 4w R:2w qw R:2w qw R:2w 4w R:2w dw R:2w
Control
11 67 21 . 129 - 1096 0.2 .17
12 98 25 182 2283 1.6 g.18
13 63 24 121 925 0.8 0.17
14 73 28 195 817 1.0 0.15
i5 102 27 240 2680 1.0 0.20
ié 92 i5 245 1928 0.8 0.0%
17 67 18 287 997 0.8 0.1l
18 85 23 164 1547 : 1.0 0.09
19 133 27 194 3067 1.0 0.10
20 io0s6 21 185 2508 0.7 D.11
Moan 96.6 B0.6 20.8 25.0 215.0 173.4 2009.4 1560.2 0.86 0.92 0.100 0.174
+5.D. 24.7 i8.1 4.6 2.7 50.1 49.2 803.2 858.4 0.13 0.50 0.010 0.018

Polyoxyethylene p=nonylphenyl ether
20 (mg/kg/day) :
26 124 15 - 212 3317

1.0 0.11
27 98 23 2589 i 1836 1.4 0.08
28 106 26 238 2482 1.3 .11
29 87 15 217 1764 0.2 0.11
30 113 27 176 2730 0.6 0.10
Mean 105.46 22.0 220.4 2425.8 0.90 0.102
+5.D. 14.1 5.0 31.0 647.3 0.50 9.013
Polyoxyeth¥lene p-nonylphaenyl ether
200 {mg/kg/day)
36 85 23 253 1031 0.7 0.07
37 102 21 270 1856 1.2 0.10
g 103 31 226 1804 1.2 0.08
35 110 26 . 313 1151 0.5 0.10
40 103 25 145 2285 1.7 0.06
Mean 100.8 25.2 241.4 1625.4 1.086 0D.082
+5.D. 9.3 3.8 62.5 524.0 0.47 0.018
Polyoxyeth¥lene p-nonylphenyl ethaer
1000 {mg/kg/day)
51 106 26 185 2346 1.2 0.15
52 19 20 231 1244 0.7 0.17
53 104 45 157 902 0.4 0.18
54 111 36 243 1462 1.4 0.20
55 a0 24 193 524 0.4 0.18
56 a1 19 144 1200 1.2 9.07
57 77 21 235 925 0.4 0.12
58 7 20 177 1174 1.0 0.06
59 68 18 213 919 0.6 0.09
60 103 20 177 2559 0.4 0.09
Mean 81.2 96.0 19.6 30.2 189.2 201.8 1355.4 1335.6 0.72 . 0.82 0.086 0.178

+5.D. 13.1 15.3 1.1 10.2 35.4 35.1 685.8 764.2 0.36 0.46 0.023 0.019
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Appendix 8-6 Blood chemistry in female
T.Prot. Albumin ASG T.Chol. TGL Glucose
(g/dL) (g/dL) (mg/dL) {mg/dL) (mg/dL}
Group Anim.No. qw R:2w 4w R:2w iw R:2w 4w R:2w 4w R:2w qw R:2w
Control
11 5.9 4.3 2.62 44 5 167
12 5.8 4.4 3.02 47 g 150
13 6.7 4.7 2.40 74 27 139
14 5.7 4.0 2.37 62 8 119
15 5.7 4.2 2.75 60 6 111
16 5.5 4.1 3.a0 41 8 155
17 5.8 4.4 3.19 54 20 156
18 5.8 4.3 2.99 55 i5 157
18 6.0 4.4 2.68 70 11 130
20 5.6 4.2 3.19 57 12 142
Mean 5.74 5.96 4.28 4.32 3.010 2.632 EE.4 57.4 13.2 11.0 148.0 137.2
+5.D. 0.19 0.42 0.13 0.26 0.209 0.268 10.3 12.2 4.5 9.1 11.8 22.8
Polyoxyethylens p-nonylphenyl ether ’
20 (mg/kg/day}
26 5.6 4.2 3.06 48 [ 124
27 5.8 4.2 2.69 58 9 118
28 6.3 4.5 2.62 64 12 125
29 6.5 1.8 2.85 66 9 127
3¢ 5.6 9.2 3.05 65 17 130
Mean 5.96 4.28 2.854 60.2 10.6 124.8
+5.D. 0.42 0.27 0.202 7.5 4.2 4.4
Polyoxyethylene p—nonylphenyl aether
200 {(mg/kg/day)
36 6.4 4.5 2.51 68 10 144
37 5.0 3.8 3.28 46 11 146
38 5.8 4.2 2.48 53 12 138
39 5.6 4.3 3.38 70 14 156
40 6.3 4.7 2.92 13 14 153
Mean 5.84 4.30 2.914 62.0 12.2 147.6
+5.D. 0.57 0.34 0.419 11.8 1.8 6.9
Polyoxyethylene p-nonylphenyl ether
1000 {(mg/kg/day)}
51 6.2 4.3 2.17 56 L 129
52 5.9 4.3 2.63 58 8 143
53 6.7 4.6 2.14 81 8 106
54 6.0 4.3 2.52 55 4 130
55 6.4 4.3 2.16 65 12 144
56 6.3 4.8 3.01 80 16 141
57 5.7 4.5 3.60 54 15 122
58 6.3 4.5 2.58 72 18 143
59 5.7 1.3 3.19 72 13 147
60 6.0 1.4 2.91 76 14 136
Mean 6.00 6.24 4.50 4.36 3.058 2.324 70.8 63.2 15.2 7.2 137.8 130.4
+8.D. D.30 0.32 0.15 0.13 D.375 0.233 10. 10.7 1.9 3.3 9.7 15.3

Study Ne.

: SBL79-02
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Appendix 8-7 Blood chemistry in female rats Study No. : SBL79-02
BUN Creat. ChE IP Ca Na
{mg/dL} {mg/dL) {(1u/L) (mg/dL) (mg/dL) {mEqQ/L]}
Group Anim.No. C 4w R:2w qw R:2w 4w R:2w dw R:2w qw R:2w aw R:2w
Contrel
11 17.5 0.58% 2116 6.59 10.2 141
12 18.123 0.55 1371 4.52 9.7 142
13 13.4 0.46 2183 4.77 10.0 144
14 17.8 0.57 933 6.01 9.8 144
15 19.8 0.50 1156 7.59 9.8 141
16 22.5 0.46 1233 7.51 9.6 144
17 21.0 0.49 1364 8.59 10.1 144
18 22.9 0.53 1331 7.66 : 10.0 144
19 21.4 0.58 1837 7.41 10.3 143
20 26.9 0.57 1324 8.12 9.6 145
Mean 22.94 17.38 0.526 0,534 1517.8 1551.8 7.858 5.896 9.92 9.90 144.0 142.4
+5.D. 2.35 2.39 0.051 0.053 289.5 567.7 0.491 1.277 0,31 0.20 0.7 1.5

Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/day)
26

21.9 0.51 2236 7.92 10.1 145 ¢
27 22.1 0.49 1201 8.55 9.9 145
28 22.2 Q.50 1730 9.55 10.5 147
29 20.3 0.45 2212 7.54 10.6 146
30 18.3 0.43 1478 6.689 10.0 144
Mean 20.96 0.476 1781.4 B.4590 10.22 145.4
+5.D. 1.68 0.034 466.8 0.793 0.31 1.1
Polyoxyethylene p-nonylphenyl ether
200 (mg/kgsday)
36 25.1 0.54 1823 a.18 10.6 145
37 23.3 0.52 676 8.46 10.2 146
38 20.0 0.50 1274 7.97 10.3 145
39 18.5 G.55 1778 7.17 5.8 144
40 25.14 0.63 14383 7.20 10.7 143
Mean 22.496 0.548 1406.8 7.796 10.32 144.6
+5.D. 3.08 0.050 466.0 0.584 0.38 1.1
Polyoxyethylene p-nonylphenyl ether
1000 (mg/kg/day)
51 18.0 0.57 1568 5.70 9.8 145
52 21.0 D.58 1290 7.186 9.8 142
53 20.1 0.57 1945 6.00 10.1 142
54 17.2 0.54 1786 6.08 9.7 142
55 18.6 0.69 1415 6.28 9.6 144
56 27.2 0.54 1505 7.66 ’ 10.1 147
57 25.1 0.60 1362 9.55 10.7 144
58 31.2 0.68 1769 9.11 10.6 141
59 18.5 0.45 1946 8.60 10.5 146
60 23.4 0.46 1085 9.64 10.4 147
Mean 25.08 18.98 0.546 0.550 1533.4 1600.8 . 8.912 6.244 10.46 9.80 145.0 143.0

45.D. 4.68 1.55 0.097 0.058 338.0 266.9 0.813 0.553 0.23 0.19 2.5 1.4
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Appendix 8-8 Blood chemistry in female rats Study Ne. : SBL79-02
K Ccl
(mEQ/L} {mEq/L)
Group Anim.No. qw R:2w dw R:2w
Contrel
11 3.8 104
12 4.0 104
13 3.5 107
14 3.6 107
15 4.1 103
16 3.8 1086
17 3.5 104
18 4.0 106
19 3.9 106 -
20 3.9 105
Mean .82 3.80 105.4 105.0
+5.D. 0.19 0.25 0.9 1.9

Polyoxyethylens p-nonylpﬁenyl ether
20 {mg/kg/dayé
2

4.1 107

27 3.6 108
28 3.6 106
29 3.5 107
30 3.9 105
Mean 3.74 106.6
+5.D. 0.25 1.1

Polyoxyethylene p-nonylphenyl ether
200 {mg/kg/day)
36

3.9 106
37 3.7 109
38 3.7 106
39 3.6 107
10 4.1 106
Mean 3.0 106.8
+5.D. 0.20 1.3
Polyoxyethylene p—nonylphenyl ether -
1000 (mg/kg/day)
51 3.9 108
52 3.4 105
53 3.6 105
54 3.7 105
55 3.0 105
56 3.8 108
57 3.9 107
58 3.7 105
59 .7 109
60 1.1 110
Mean 3.84 3.52 107.8 105.¢6

+8.D. 0.17 0.34 1.2 1.3
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Appendix 9-1

Gross autepsy findings in

male rats {End of

¥

—

drug administration)

Co

Study No. @ SBL79-02

Findings

Group

Dose [(mg/kgsday)

Animal No.

Control

Polyoxyethylene p-nonylphenyl

ether

20

200

1000

6

10

21

22

23

24

25

32

33

34 35

48

49

50

Lung
Black focus, single

Black focus, several
Red focus, several

Red focus, single
Liver

White focus, single
Kidney

Cyst, single, right
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Appendix 9-2 Gross autopsy findings in female rats {End of drug administration)
Group Control Polyoxyethylene p-nonylphenyl ether
bose (mg/kg/day} 20 . 200 1000
Findings Animal No. 16 17 1& 19 20 26 27 28 29 30 36 37 38 35 40 56 57 58 59 &0
Tung
Red focus, single - - - - P - - - - - - - - - - - - - - -
Liver
White focus, single P P - - - - - - - - - - P - - P P - - -
Kidney

Cyst, single, right - i - - - _ P

Study No.

: SBLT9-02
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Appendix 9-3 Gross autopsy findings in male rats {End of recovery test}
Group Control Polyoxyethylene p-nonylphenyl ether
Dose (mg/kg/day) 20 200 1000
Findings Animal No. 1 2 3 | 5 41 42 43 44 45
Lung
Black feocus, sevaral - - - P - - - - - -
Liver
White focus, single - - P - P - - - P -
Adrenal

Asymmetry, size - - - - - - P - - -

Study Re.

: SBL79-02



Appendix 9-4

Gross autepsy findings

®

—r

in female rats (End of recovery test)

Group Control Polyoxyethylene p-nonylphenyl ether
Dose (mg/kg/day} 20 200 ) 1000
Findings Animal No. 11 12 13 14 15 51 52 53 54 55
Lung
Black focus, sBeveral - - - - - - - - P -
Liver
White focus, single - - - - P - - P - P

Study No.

t SBL79~02



Organ weight

Adre.R
Adre.L
Tasti.R
Testi.L
Ovary.R
Ovary.L
Kid.R
Kid.L
Epid.R
Epid.L

Adrenal (Right)
Adrenal (Left)
Testis (Right)
Tastis (Luft)
ovary (Right)
Ovary (Left)
Kidney (Right)
Kidney (Left)
Epididymis {Right)
Epididymis (Left)



Appendix 10-} Organ weight in male rats {End of drug administration) Study Ne., : SBL79-02

Adre.R Adre.L Testi.R Testi.L  Thymnus Spleen Brain Heart Liver Kid.R Kid.L Epid.R

| Group Anim.No. mg my ng mg mg ry mg ng g mg ng mg
| Contrel

6 19.2 20.1 1316 1343 371 519 1774 872 7.39 1071 1028 310

7 35.8 35.8 278 1354 583 958 2084 1405 13.04 16814 1588 211

8 30.6 31.5 1645 1645 6423 681 2035 1077 11.59 1488 1424 a2

9 3z.e 32.7 i41s 1388 552 579 1939 1120 10,60 1443 1362 384

10 29.2 27.1 1441 1449 623 624 1963 1239 11.31 1315 1353 409

Mean 29.32 29,44 1359.6 1435.8 554.4 672.2 1959.0 1142.56 10.786 1400.4 1351.0 339.2

+5.D. 6.70 6.08 244.4 124.0 108.4 170.5 118.4 197.6 2.096 226.9 203.7 80.6

Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/day) :
21 22.6 23.9 1311 1299 443 696 1817 1101 %.38 1231 1264 3aa

22 25.7 24.5 14159 1415 626 634 2049 1140 10.52 1382 1426 418
23 25.7 28.7 1554 1490 427 707 15848 1102 8.68 1363 1391 413
24 29.7 1.2 1577 1543 552 673 1331 1084 10.18 1330 1289 387
25 26.1 32.4 1443 1469 438 550 1862 1105 .45 1345 1208 k)3
Mean 25.96 28.14 1460.8 1443.2 457.2 652.0 1941.4 1106.4 9.642 1330.2 1315.6 399.0
+5.D. 2.52 3.84 108.0 92.7 86.0 63.5 83.1 20.5 0.723 58.8 90.6 15.2

Polyoxyethy¥lene p-nonylphenyl ether
200 {mg/kg/day)
31

28.6 30.6 1516 1519 3539 674 1332 1274 9.92 1268 1279 416

32 28.3 33.1 610 650 437 747 1345 1110 10.43 1337 1339 310
33 26.7 26.8 1430 1434 409 678 2046 1195 11.09 1382 1394 411
34 25.2 31.6 1305 1278 388 610 1862 1083 8.75 1156 1129 375
35 29.2 3n.2 1483 1484 347 440 1913 1003 1.56 1003 945 342
Mean 27.60 30.46 1268.8 1273.0 396.0 629.8 1851.6 1133.0 9.550 1231.2 1217.2 370.8
+5.D. 1.63 2.33 376.9 360.2 32.9 116.6 70.9 104.5 1.404 154.3 181.5 45.3

Polyoxyethylene p-nonylphenyl ether
1000 {mg/kg/day)
- 46

28,2 31.9 1626 1610 728 664 2073 19055 10.35 1418 1378 409

47 . 37.4 23.3 1253 1306 747 443 1821 1233 11.35 1706 1689 353
48 22.4 25.14 1491 1481 602 721 1874 1129 12.21 1366 1447 400
49 32.5 30.4 1187 1267 567 891 1553 1117 13.51 14238 1419 310
50 39.4 40.6 1370 1369 323 551 1780 284 8.53 1256 1283 387
Mean 31.98 32.232 1387.4 1406.6 593.6 734.0 1308.2 1103.6 11.190 1436.8 1443.2 371.8

#5.D. 6.91 5.51 174.8 139.6 170.2 137.0 122.0 92.5 1.886 166.2 150.8 40.6
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Appendix 10-2 Organ weight in male rats (End of drug administratioen) Study NHe. : SBL79-02

Epid.L
Group Anim.No. mg
Control
6 15
7 281
8 403
g 365
10 404
Mean 353.6 .
+5.D. 54.5

Polyoxyethylane p-nonylphenyl sether
20 (mg/kg/day)
21

k113

22 409
23 398
24 343
25 368
Mean 3g8o0.8
+5.D. 26.0

Polyoxyethy¥lene p-~nonylphenyl ether
200 {mg/kg/day)
31

396

32 293
a3 119
34 34
a5 a6l
Mean 370.6
+5.D. 48.2

Polyoxyethylens p-nonylphenyl ether
1000 (mg/kg/day)
46

409

47 335
48 416
43 323
50 157
Mean 368.0

+5.D. 42.5




Appendix 10-3

o

Organ weight in male rats (End of recovery test)

D

Adre.R  Adre.L Testi.,R Testi.L Thymus Spleen Brain Heart Liver Kid.m Kid.n Epid.R
Group Anim.No. mg ng my mg ng ng mq myg q ng mg mg
Coentreol
1 26.6 27.6 1340 1369 527 703 1955 1439 12.92 1596 1506 540
2 30.1 32.1 1458 1450 609 666 1934 1065 10.90 1404 1384 540
3 36.4 39.5 1404 1391 457 615 1949 1303 10.51 1339 1392 520
4 30.3 33.4 1367 1355 648 915 2068 1447 15.54 1753 1749 508
5 27.9 30.7 1576 1578 431 645 1931 1373 10.70 1421 1393 540
Mean 30.26 32.66 1425.0 1436.6 534.4 708.8 1967.4 1325.4 12.114 1502.6 1484.8 529.6
+S.D. 3.76 4.39 93.3 95.1 93.8 119.6 57.1 156.7 2.147 165.2 156.1 14.9
Pelyoxyethylene p-nonylphenyl ether
1000 {mg/kg/day) .
41 24.7 26.7 1290 1284 iss 572 1922 1198 9.07 1107 1102 413
42 13.6 31.8 1741 1718 534 817 2014 1281 13.64 1666 1709 589
43 31.7 33.56 1508 1510 465 760 2167 1379 11.58 1593 1633 476
14 35.3 40.7 1580 1614 514 790 2029 1317 11.72 1621 1704 526
45 28.1 26.5 1506 1523 422 617 1889 1347 12.24 1386 1459 532
Mean 26.68 31.85 1525.0 1529.8 464.0 711.2 2004.2 1304.4 11.650 1474.6 1521.4 507.2
+5.D 8.31 5.84 162.4 160.8 62.1 108.6 108.7 69.7 1.656 231.9 255,3 66,2
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Appendix 10-4 Grgan weight in male rats (End of recovery test) Study Ne. : SBL79-02
Epid.L
Group Anim.No. mg
Contrel
1 530
2 553
3 480Q
4 499
5 538
Mean 520.0
+5.D. 29.8

Polvoxyeth¥lene p-nonylphenyl ether
1000 {mg/kg/day)
41

422

42 625
43 490
44 487
4% 531
Mean 511.0

+5.D. 74.7
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Appendix 10-5 Organ weight in female rats {End of drug administration}) Study No. : SBL79-02
Adre.R Adre.L Ovary.R Ovary.L Thymus Spleen Brain Heart Liver Kid.n Kid.L
Group Anim.No. mg mg mg mg mg mg mg ng g ny myg
Control
16 35.2 5.7 54.5 45.1 608 608 1756 810 7.34 966 994
17 34.2 ig.2 50.7 46.6 649 564 1845 979 8.54 1050 1076
1la 24.8 26.4 46.3 44.5 399 415 1972 T46 5.40 a21 889
19 26.4 1.5 33.5 i5.9 544 529 1872 761 5.43 920 832
20 26.8 29.9 40.4 42.7 4113 144 1815 826 5.48 900 826
Maan 29.48 32.33 45.48 42.96 522.6 512.0 1852.0 B24.4 T7.040 939.4 923.4
+5.D. 1.84 4.68 B.45 4.19 112.9 81.0 79.7 92.86 0.925 99.2 108.7
Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/day) :
26 28.7 29.4 39.7 44.6 494 405 1820 658 5.55 769 136
27 39.4 38.9 63.4 52.9 539 509 1829 753 7.11 1008 1043
28 29.7 32.9 36.9 35.2 454 481 1804 747 6.77 866 838
29 3on.A 29.6 37.3 37.2 539 561 1869 776 5.60 g30 892
30 35.4 4.9 49.4 46.6 5365 431 1972 BO6 7.13 1018 1013
Mean 32.80 35.14 45,34 43.30 518.2 477.4 1858.8 748.0 6.632 918.2 9504.4
+5.D. 4.49 6.67 11.30 7.20 44.1 62.0 67.7 55.4 0.646 103.9 126.4
Polyoxyethylene p-nonylphanyl ether
200 {mgs/kg/day)
35 31.6 490.8 46.5 36.5 444 455 2049 846 6.70 8990 855
37 33.1 35.5 53.3 43.3 323 398 1834 B58 6.27 955 345
kY] 35.3 42.2 48.9 55.9 478 517 1857 944 8.11 1117 1126
39 37.3 36.2 29.7 47.5 300 511 1814 738 5.77 757 705
40 37.5 39.3 35.14 43.4 390 404 1660 802 6.85 897 917
Hean 34.96 39.00 42.76 45.32 387.0 457.0 1842.8 837.6 6.740 923.2 909.6
+5.0. 2.59 2,63 9.84 7.11 16.2 56.6 138.8 75.8 0.874 130.4 152.5
Polyoxyeth¥lene p-nenylphenyl ether
1000 {(mg/kg/day) :
56 31.2 27.8 31.4 26.1 569 440 1781 834 7.50 964 939
57 32.7 33.9 31.9 52.9 371 461 1554 817 6.68 860 830
58 28.6 32.2 51.2 46.9 587 447 1792 784 7.39 873 866
59 41.4 44.9 47.9 50.8 471 4173 1699 768 6.75 801 811
60 32.9 35.9 37.1 37.6 615 401 1780 881 6.50 912 951
Mean 33.36 34.594 35.90 42.82 522.6 444.4 1781.2 816.8 7.044 8682.0 879.4
+5.D. 4.81 6.32 9.16 11.02 100.6 27.4 55.2 44.4 0.377 60.7 63.2




Appendix 10-6

Organ weight in female rats

?

/

(End of recovery test)

Study Ne. : SBL73-02

Adre.R Adre.L oOvary.R Ovary.L Thymus Spleen Brain Heart Liver Kid.R Kid.L
Group Anim.No. ng mg mg myg ng mg mg mg g ng mg
Control
11 32.3 28.5 46.4 56.5 392 578 1850 874 6.89 959 983
12 25.4 26.5 21.9 36.2 370 487 1790 746 6.19 895 904
i3 35.8 36.4 50.3 51.6 530 574 1503 894 8.55 1060 1084
14 24.4 30.1 51.2 44.8 347 571 1859 852 6.51 944 914
15 25.5 29.8 47.1 41.2 386 494 1578 739 6.14 984 977
Mean - 28.68 30.26 43.38 46.006 405.0 540.8 1876.0 821.0 6.856 968.4 972.4
+5.D. 5.07 3.71 12.1%8 8.09 72.0 46.1 69.8 73.2 0.953 0.6 71.9%
Polyoxyathylene p-nonylphenyl ether
1000 (mg/kg/day}
51 30.7 39.5 37.2 37.2 357 428 1832 344 5.80 891 877
52 32.5 3.1 35.9% 31.8 387 357 1856 811 6.52 940 9348
53 34.3 36.7 52.2 41.2 299 506 1883 E>t 6.20 835 796
54 36.2 36.6 56.4 47.6 500 406 1816 804 5.99 833 805
55 33.3 30.8 64.2 47.4 491 543 1839 844 7.32 865 885
Mean 33.40 35.34 49.18 41.00 406.8 448.0 1845.2 814.8 6.366 893.4 862.2
#5.D. 2.05 3.40 12.32 6.84 87.0 75.6 25.5 30.6 0.596 58.9 60.6
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Appendix 10-7 Relative organ weight in male rats (End of drug administration) Study No., : SBL79-02
BW Adre.R Adre.L Testi.R Testi.L Thymus Spleen Brain Heart Liver Kid.R Kid.L Epid.R
| Group Anim.No. (g} mg/100gBW mg/100gBW mg/1009BW mg/1009BW mg/100gBW mg/100gBW mg/100gBW mg/100gBW g/100gBW mg/10098W mg/100gBW mg/l00gBW
| Control
3 { 264) 6.9 7.6 498 509 141 197 672 330 2.80 406 389 117
2 { 380) 9.4 9.4 257 356 153 252 548 370 3.43 443 413 56
8 { 334) 8.2 9.4 493 493 193 204 609 322 3.47 446 426 114
9 { 345} 9.5 9.5 411 402 160 168 562 325 3.07 418 395 111
10 { 329) 8.9 8.2 438 440 189 1%0 597 3717 3.4 400 411 ) 124
Mean (330.4) 8.78 8.82 419.4 440.0 167.2 202.2 597.6 344.8 3.242 432.6 407.8 104.4
+5.D.  { 42.1) 1.08 0.87 98.0 61.4 22.8 30.9 48.5 26.5 0.296 2l.0 15.5 27.5

Polyoxyethylens p-nonylphenyl.ethor
20 (mg/kg/day) :
21 443 439 150 235 614 372 3.17 416 427 131

{ 296} 7.6 8.1
22 { 340) 7.6 7.2 417 416 184 186 603 35 3.09 406 419 123
23 { 282) 8.8 9.8 532 510 146 242 667 3317 2.97 467 476 141
24 { 328) 9.1 2.5 481 470 168 205 589 330 3.10 405 393 118
25 { 308) 8.5 10.5 469 477 142 179 537 359 3.07 437 392 126
Mean (312.8) 8.32 9.02 168.4 462.4 158.0 209.4 622.0 354.6 1.080 426.2 421.4 127.8
+5.D. { 20.7) 0.69 1.34 43.3 36.2 17.6 28.3 30.7 21.3 0.072 26.2 34.2 8.8
Polyoxyethylene p-nonylphenyl ether : .
200 (mg/kg/day)
31 { 236) 9.7 10.3 512 513 135 228 573 430 3.35 128 432 141
32 { 338) 8.4 9.8 180 192 129 221 575 328 3.09 399 396 92
33 ( 328) 8.1 8.2 436 4§37 125 207 624 364 3.38 421 . 425 125
34 ( 278) 9.1 11.4 469 460 140 219 670 390 3.15 416 408 135
35 ( 251) il1.s 12.0 591 591 i3s 175 762 400 3.01 400 376 135
Mean (298.2) 9.38 10.34 437.6 438.6 133.4 210.0 660.8 382.4 3.196 412.8 407.0 125.8
+5.D. ( 35.8) 1.39 1.48 155.3 150.0 6.3 21.0 69.3 38.5 0.162 12.9 22.5 19.8
Polyoxyethylene p-nonylphenyl ether -
1000 (mg/kg/day)
46 [ 311) 9.1 10.3 523 518 234 - 214 &67 139 3.33 456 443 132
47 { 349) 10.7 9.5 359 374 214 242 522 153 3.25 489 484 101
18 ( 344) 6.5 7.4 433 431 175 210 545 3a2ge 3.55 397 4121 11&
49 [ 362} 9.0 8.4 331 50 157 246 551 309 3.73 397 392 86
50 { 269) 14.6 15.1 509 509 i20 205 662 366 3.17 467 4§77 144
Mean (327.40) 9.98 10.14 431.0 436.4 180.0 223.4 - 589.4 339.0 3.406 441.2 443.4 115.8
+5.D. ( 37.5) 2.99

2.98 86.2 76.3 45.3 13.1 69.4 22.1 0.230 42.1 ie.5 23.3
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Appendix 10-8 Relative organ weight in male rats (End of drug administration} Study No. : SBL79-02
Epid.L

Group Anim.No. mg/100gBW
Control

3 119

7 74

8 121

9 106

10 123

Mean (330.4) 108.6

+8.D. [ 42.1) 20.5
Polyoxyethylene p-nonylphenyl ether
20 (mg/kg/dayi
2

130
22 120
23 ’ 135
24 105
25 11¢

Mean (312.8) 122.0

+s.D. ( 20.7) 11.¢9
Polyoxyethylene p-nenylphenyl ether
200 (mg/kg/day)
31

134
32 87
33 128
34 138
35 144

Mean [298.2) 126.2
+5.D. ( 35.8) 22.7
Polyoxyethylena p-nonylphenyl ether
1000 (mg/kg/day)
i6

132
47 96
48 121
49 89
50 133

Mean (327.0) 114.2
+5.0. { 37.5) 20.5
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Appendix 10-9 Relative organ weight in male rats (End of recovery test) Study Ne. : SBL79-02

BW Adre.R Adre.L Testi.R Tosti.L Thymus Spleen Brain Heart Liver Kid.R Kid.L Epid.R
Group Anim.No. {g) mg/1009B¥W mg/1009gBW mg/1009PW mg/1009BEW mg/100gRW mg/l00g8W mg/100gBW mg/100gBW g/100gBW mg/100gBW mg/100gBW mg/100gBW
Control
1 { 408) 6.6 6.8 330 337 130 173 4682 354 3.18 193 a7l 133
2 { 358, 8.4 9.0 407 416 170 186 540 297 3.04 392 a7 151
3 { 354) 10.3 11.2 397 393 129 174 551 368 2.97 378 393 147
q { 435) 7.0 7.7 314 311 149 210 475 333 3.57 103 102 117
-] { 346) B.1 8.9 455 456 125 186 558 397 3.09 111 403 156
Mean (379.8) 8.08 8.72 380.6 382.6 140.6 185.8 521.2 345.8 3.170 385.4 391.2 140.8
+5.D. { 38.8) 1.45 1.66 53.1 58.8 18.9 14.9 39.6 37.6 0.236 12.5 13.1 15.8
Polyoxyethylene p-nonylphenyl ether
1000 {(mg/kg/day) :
41 { 328) 7.5 8.1 393 3591 117 174 586 365 2.77 338 336 126
42 ( 422) 3.2 7.5 413 07 127 194 477 304 3.23 395 405 140
- 43 { 384} g.3 8.8 393 383 121 198 564 a59 3.02 415 425 124
LK ( 377) 9.4 10.8 419 428 136 210 538 348 3.11 430 452 140
45 { aaon) 7.4 7.0 396 401 111 162 187 354 3.22 165 g4 140
Mean (378.2) 7.16 8.44 402.8 404.0 122.4 187.6 532.4 346.2 3.070 jgs.6 400.4 134.0
+5.D. { 33.5) 2.35 1.48 12.3 14.9 9.6 . 19.3 45%.3 24.3 0.189 37.3 43.9 8.2




Appendix 10-10

Relative organ weight in male rats (End of recovery tast)

Q_J

Epid.L
Group Anim.No. mg/100gBW
Control
1 131
2 154
3 136
4 115
5 155
Mean (379.8) 138.2
+5.D. { 38.8) 16.8
Polycxyethylene p-nonylphenyl ather
1000 (mg/kg/day)
41 129
42 148
43 128
44 123
45 140
Mean (378.2) 134.8
4+5.0. { 33.5) 8.8




8

Study No.

Appendix 10-11 Relative organ weight in female rats (End of drug administration)

. BW Adre.R Adre.L Ovary.R Ovary.L Thymus Spleen Brain Heart Liver Kid.R Kid.L
Group Anim.No. (g} mg/100gBW mg/l00gBW mg/1009BW mg/l00¢BW mg/100gBW mg/1009B¥W mg/100gBW mg/100gBW g/100gBW mg/100gBW mg/100gBW
Centrol

16 { 233} 15.1 15.3 23.4 19.4 261 261 754 348 3.15 415 427
17 { 249) 13.7 15.3 20.4 18.7 261 227 741 393 3.43 438 432
18 { 207) 12.0 12.8 23.3 21.5 193 200 953 360 3.09 97 429
19 { 202} 13.1 15.6 16.6 17.8 269 262 927 377 3.18 4155 412
20 ( 216) 12.4 13.8 18.7 19.8 191 206 840 382 3.00 417 g2
Mean {221.4) 13.2¢6 14.56 20.48 19.44 235.0 231.2 843.0 372.0 3.170 424 .4 416.4
+5.D. { 19.4) 1.22 1.21 2.95 1.38 395.4 29.4 96.8 17.9 0.161 22.1 20.7
Polyoxyethylene p-nonylphanyl ether
20 (mg/kgsday)
26 ( 190) 15.1 15.5 20.9 23,5 260 213 958 346 2.92 405 a7
27 { 216) 18.2 18.0 29.4 24.5 250 236 847 349 3.29 467 4813
28 { 211) 14.1 12.6 17.5 16.7 2135 228 855 354 3.21 410 397
29 { 211) 14.¢6 14.0 17.7 17.6 255 266 386 368 3.13 441 423
30 { 224) 15.8 20.0 22.1 20.8 252 192 sao 360 3.18 454 452
Hean {210.4) 15.56 16.62 21.52 20.62 246 .4 227.0 885.2 355.4 3.146 435.4 428.4
+5.D. { 12.86) 1.60 2.37 1.84 3.46 18.0 27.5 43.9 8.8 0.139 27.1 39.6
Polyoxyethylene p-nonylphenyl ether
200 (mg/kg/day)
36 { 216) 14.6 18.9 21.5 16.5 206 211 249 392 i.10 412 396
37 { 198) 16.7 18.14 26.9 21.9 163 201 926 433 3.17 482 477
38 ( 244) 14.5 17.3 20.0 22.93 196 212 761 387 3.32 458 461
39 [ 183) 20.4 1%.8 16.2 26.0 164 279 991 403 3.15 414 las
40 ( 213) 17.6 18.5 16.6 20.4 183 190 778 377 3.22 421 4131
Meoan (210.8) 16.76 18.58 20.24 21.62 182.4 218.6 881.2 398.4 3.192 437.4 430.0
+5.D. ( 22.8) 2.44 0.80 4.35 31.34 19.1 34.9 104.3 21.5 0.083 1.1 39.8
Polyoxyethylene p—nonylphenyl ather .
1000 (mg/kg/day)
56 [ 235) 13.3 11.8 13.4 11.1 242 187 758 355 3.19 410 400
57 { 216) 15.1 15.7 14.8 24.5 172 213 858 378 3.09 398 384
58 { 224) 12.8 14.4 22.9 20.9 252 200 80O 350 3.30 390 387
59 { 214) 19.3 21.0 22.4 23.6 220 221 794 359 3.15 374 379
60 { 208) 15.8 17.3 17.8 18.1 296 193 856 424 3.32 438 457
Mean {219.4) 15.26 16.04 18.26 19.64 238.4 202.8 813.2 373.2 3.210 402.0 401.4
+5.0.  { 10.4) 2.58 3.43 4.31 5.39 46.5 14.0 43.1 30.3 0.098 24.0 32.0
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Appendix 10-12 Relative organ weight in female rats (End of recovery test) Study No. : SBL79-02
BW Adre.R Adre.L ovary.R Ovary.L Thymus Spleen Brain Heart Liver Kid.R Kid.L
Group Anim.No. (g} mg/1009BW mg/100gBW mg/i1C0gBW mg/100gBW mg/100gBW mg/100gBW mg/100gBW mg/1009BW g/100gBW mg/l00gBW mg/100gBW
Control
i1 { 228) 14.2 12.5 20.4 24.8 172 254 811 383 3.02 421 431
12 { 226) 1.2 11.7 9.7 16.0 164 215 792 330 2.4 ) 396 400
13 { 256) 14.0 14.2 19.6 20.2 207 224 743 349 3.34 - 414 423
14 ( 228) 10.7 13.2 22.5 19.6 152 250 815 374 2.86 414 ° 4101
i5 ( 221} 11.5 13.5 21.3 18.6 175 224 895 334 2.78 445 442
Mean (231.8) 12.32 13.02 18.70 15.84 174.0 233.4 811.2 354.0 2.948 4186.0 419.4
+5.D. { 13.8) 1.65 0.96 5.15 3.20 20.5 17.4 54.9 231.7 0.244 17.7 18.5

Polyoxyethylene p-nonylphenyl ether
1200 {mg/kg/day) .
51 210) 14.6 18.8 17.7 17.7 170 204 872 402 2.76 426 118

(
52 { 221) 14.7 15.0 16.2 14.2 175 162 840 367 2.95 425 4124
53 [ 205) 16.7 17.9 25.5 20.1 146 247 919 376 3.02 107 3aeg
54 ( 210) 17.2 17.4 26.9 22.7 238 1913 865 383 2.85 87 383
55 { 235) 14.2 13.1 27.3 20.2 209 231 783 359 3.11 111 ‘381
Mean (216.2) 15.48 16.44 22.72 19.00 187.6 207.4 855.8 3177.4 2.938 413.2 393.8

5.0, ( 12.0) 1.37 2.34 5.34 3.17 36.0 33.2 49.7 ) 16.5 0.138 12.3 20.5
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Histopathological Findings

Grade

I+

+
+H
+H+

L]

o

e

No abnormal changes
Vary slight

Slight

Moderate

Marked

Non-graded change
Unexamined

Nagative
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Appendix 11-1 Histopathelogical findings in male rats {End of drug administration) — [H.E, staining] S5tudy No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dese (mg/kg/day) 20 200 1000
Findings Animal No. [ 7 8 9 10 . 46 47 48 49 50
Heart
Myocardial degeneration, focal - - - - + - - e e -
Spleen -
Extramedullary hematopoiesis - 4+ + - - + + + + -

Thynus - - - - - - - - - =
Femoral bone marrow - - - - = - - - - -
Sternal bones marrow - - - - - - e - = -

Lymph node (Mesenteric) - - - - - - - - - -
Lymph nods {Submandibular)

Hyparplasia, plasma cell - + - - - - - = =
Lung - _ L
FPoamy cell aggregation, alveolus - - - - + - - + 4 -
Trachea - - -
Mononuclear cell infiltration,
mucosa + - - - - - = e e -
Bronchus/Bronchiocle - - - - - - - - - -
Stomach - - - - - ) - - - -
Ducdenum . - - - - - - - - - -
Jejunum - = = = - - = = e -
Ileum - - - - - - - - - -
Cecun - - . - - - - - - =
Colon - - - - - - - - - -
Rectum - - - - - - - - - -
Liver )
Mononuclear cell infiltration + + + - - + 4+ + 4 &+
Kidney - - —_ = = =
Eosinophilic body, renal tubulae - i i - + + 4+ 4+ - +
Mineralization, renal tubule - - j: -+ - - - - -
Basophilie change, renal tubule - - - - - + - - =~ <+
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Appendix 11-2 Histopatheclegical findings in male rats {End of drug administration) - [H.E. staining) Study No. : 5BL79-02

Group Control Polyoxyethylene p-nonylphenyl ether

Dose [mg/kg/day) 20 200 1000

Findings Animal Ho. 6 7 8 9 io . 46 47 48 49 50

Kidney
Hyaline cast, dilated tubule - - - - - - - + - -

Mononuclear cell infiltration - - - %

[+
1
1
1
]
I

Urinary bladder - - - - - - - - -
Testis

Atrophy, seminifercus tubuls,
bilateral - H+ - - - - - - - -
Epididymis :
Absence, sperm, unilateral — P - - - - - - - -
Seminal vesicla - - - - - - - - - -
Prostate - - - - - . - = = - -
Pituitary - - - - - - - - - - -
Adrenal

Cyst, cortex - - - - - + - - - -
Hypertrophy, cortical cell, focal - - - +  + - - + 3+ o
Thyroid - - -
Ultimobranchial body - - P - B P P - - -
Parathyroid - - = = = - = m aa
Cereshrum - - - - - - - - - -
Cereballum - - - - - - - - - -
Sciatic nerve - - - - - - - - - -
Brain stem - - - - - - - - - -
spinal c¢ord (Thoracic} - - - - - - - - - -
Eyeball (Optic n.) - - - - - - - - - -
Harderian gland — — - - - - - - - —
Femur

Brown pigment, periosteunm - - + = - + - - - +

Sternum - - - - - - - - - -
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Appendix 11-3 Histopathological findings in femals rats (End of drug administration) - [H.E. staining] Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose {myg/kg/day) 20 200 1000

Findings Animal No. 16 17 18 15 20 56 57 58 59 60

Heart

Myocardial degeneration, focal - - - - + - = - - -
Spleen -

Extramedullary hematopoiesis - 4+ - - - - - = - = 4
Thymusg - = = - - - - - - -
Femoral bone marrow - - - - - - _ - - -
Sternal bone marrow - - - - - - - - - -
Lymph node {Mesenteric) - - - - - - - - - -
Lymph node {Submandibular)

Hyperplasia, plasma cell - - - - - - - + - -
Lung - - - - - - - - - -
Trachea - - - - - - - - - -
Bronchus/Bronchiocle - - - - - - - - - -
Stomach - - - - - - - - - -
Ducdeanum - - - - - - - - - -
Jejunum - - = - - - - = - .
Ileunm - - - - - - - - - -
Cecum . - - - - - - - - -
Colon - - - - - - - - - -
Rectum - - - - - —- - - - -
Liver

Microvacuolization, hepatocyte,

periportal + + - - + - + - - -

Mononuclear cell infiltration
Kidney
Mineralization, renal tubule -

1+
1+
[+
I+
1
1+
1+
I
I+
1+

I+
|
I+
]
I+
I+
|+
|
1

Basophilic change, renal tubule -

|+
1
P+
[+
|+
I+
|+
1
1
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Appendix 11-4 Histopathological findings in female rats {End of drug administration) - [H.E. staining] Study Ne. : SBL75-02

Group Control Polyoxyethylsne p-nenylphenyl ether

Dose (mg/kg/day) 20 200 1000

Findings ' Animal No. 16 17 18 19 20 56 57 58 59 60

Kidney
Mononuclear cell infiltrvation - = = = = - - 4+ - <4

Urinary bladder - = - - - - - = = -
Ovary

Mononuclear call infiltratien - - - - - - - - + -
Uterus ) -
Dilatatiocn, lumen - - = = = - e = =
Vagina - - - - - - - - - -
Pituitary - - - - - - = = = -
Adrenal

Hypertrophy, cortical cell, focal - - - + <+ + - - - .
Thyroid - = ) -
Ultimocbranchial body P B =~ P - - - - - -
Parathyroid - - - - = - = = = -
Cerebrum - - - - - - - - - -
Cereballum - - - - — - —- - - -
Sciatic nerve - - - - - - - - - -
Brain stem - - - - - - - - - -~
Spinal cord (Thoracic) - - - - - - - - - -
Eyeball (Optic n.) - - - - = - - = = -
Harderian gland - - - - - - - - - -
Femur

Brown pigment, periosteum - - - - - - - - 4+ -

Sternum e . - = - = -
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Appendix 11-5 Histopathological findings in male rats (End of racovery test) - [H.E. staining] Study No. : SBL79-02
Group Control Polyoxyethylens p-nonylphenyl ether
Dose {mg/kg/day) 20 200 1000

Findings Animal No. 1 2 3 1 5 41 42 43 44 45
Heart : - = = = - - - = e -
Spleean

Extramedullary hematopoiesis - = - i - ) - i—_ - - i
Thymus - - - - - - - - - -
Femoral bone marrow - - - - - - - - - -
Stsrnal bone marrow - = = = - - e e -
Lymph noda (Mesenteric) - - - - - - - - - =
Lymph nede (Submandibular) - - = = - - = e e -
Lung .

Hemorrhage, focal - - - - - - - i - —
Osseocus metaplasia - - - - j: - - - - -

Foamy cell aggregation, alveolus _-_+-_ - - _-l_- - - - - = -

Mineralization, pulmonary artery + - - - - - - + - -
Trachea - = = e - - = = = -
Bronchus/Bronchicle - - - - - - = = - -
Stomach - - - - - - - - - -
Duodenum - = = - - - . e = -
Jajunum - - - - - - = = - -
Iloun - - - - - - - = = -
Cecum - - - - - - - - - -
Colon - - - - - - - - - -
Rectum ‘ - - - - - . - - - - -

Liver
Microvacuolization, hepatocyte,
periportal - - =

|+
)
'
1
]
]
|
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F

“
Histopathological findings in male rats (End of recovery test) — [H.E. staining]

o

Group

Dose (mg/kg/day)

Findings

Animal No.

Contrel

Polyoxyethylene p-nonylphenyl ether

1

20

200

1000

41

43

44

45

Liver
Mononuclear call infiltration

Necrosis, focal
Kidney

Eosinophilic body, renal tubule

Basophilic change, renal tubule

Urinary bladder
Testis

Epididymis
Seminal vesicle
Prostate

Mononuclear cell infiltration
Pituitary
Adrenal
Thyroid

Ectopic thymus
Ultimobranchial body
Parathyroid
Ceraebrum
Cerebellum
Sciatiec nerve
Brain stenm
Spinal cord (Thoracic}
Eyeball {Optic n.)
Harderian gland

Fomur
Browvn pigment, pariosteum

M+

-+

I+

1+

|+

[+

|+

|+

[+

I+

i+

|+

I+

[+

I+ +

| 4

H+

I+ 1+ t |+

b4

I+

Study No.

: SBL79-D2
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Appendix 11-7 Histopathological findings in male rats (End of recovery test) — [H.E. staining]

Group Control Polyoxyethylene p-nonylphenyl ether
Deses (mg/kg/day) 20 200 _ 1000
Findings Animal No. 1 2 3 4 5 41 42 43 44 45
Fomur
Hemorrhags, pariosteum - - i i - 1-. —t - - =

Sternum - - - - - . — -— - -

Study Ro.

: SBL79-02
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.\pperndix 11-8 Histopathelogical findings in female rats (End of recovery test) — [H.E. staining] Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphanyl ether
Dose (mg/kg/day) 20 200 1000

Findings Animal No. i1 12 13 14 15 51 52 53 54 55
Hoart -

Mononuclear cell infiltration + - - - - - = = = -
Spleen

Extramedullary hematopoiesis .- i i i - - - - - -
Thymus - - = e - ) - = = = -
Femoral bone marrow - - = - o - - - Z
Sternal bone marrow - - - - - - - - - -
Lymph node {(Mesenteric} - - - - - - - - - -
Lymph node (Submandibular} - - | - - - - = = = o=
Lung .

Osseous metaplasia - - - - - - - - - j:
Foamy cell aggregation, alveolus - - - - - - i-_ - i -
Mineralization, pulmonary artery - - = = = - i: - = -
Inflammation, perivascular - - - = - - - - 4+
Trachea - - - - - - - - - -
Bronchus/Bronchicle - - - - - - - - - -
Stomach - - - - - - - - - -
Duodenum - - - - - — - - - -
Jejunum - - - - - - . = e
Ileum - - - - - - - - - -
Cecum - - - - = - - = - -
Colon - - - - - - - - - -
Rectum - - - - - - - - - -
Liver

Mononuclear cell infiltration +r + + + + + + + - +

Necrosis, focal ' - - - -

|+
|
{
1
|
{
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Appendix 11-9 Histopathological findings in female rats (End of recovery test) — [H.E. staining] Study No. : SBL79-02
Group Control Polyoxyethylene p-nonylphenyl ether
Dose {mg/kg/day) 20 200 1000

Findings Animal No. 11 12 13 14 15 51 52 53 54 55
Kidney

Mineralization, renal tubule - 4+ - - - . e e = =
Urinary bladder - - = = - .- = = = -
ovary - - - - = O
Uterus - - - - - ' - - - - -
Vagina - - - - - - - - - -
Pituitary - - - - - - - - - -
Adranal

Hypertrophy, cortical cell, focal - - - - + - 4 - - -~
Thyroid - -

Ectopic thymus - P - - = - m e = -
Ultimobranchial body - - - - - P B - - P
Parathyroid Uy - - - - - = = = -
Carebrum - - = - - - - m = =
Cerebellum - - - - - - - - - -
Sciatic nerve - - - - - - - - - -
Brain stem - - - - — - - - - -
Spinal cord (Thoracic) - - - - - - - - - -
Eyeball (oOptic n.} - - - - - T - - - - -
Harderian gland - - - - - e e m = -
Femur

Brown pigment, periosteum + + + + + + 4+ - 4+ 4+

Sternum - - - - - - - - - -
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