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FoUNY EEF Y U AD O (RHBREE) | 250, 500, K UF 1000 mg/kg % . Sprague-Dawley
% SPF 7 v FO#HEZIIZECAT 14 B R UZEHMAE L CHRATA (42 AMES) T, M
(CIXAZECAT 14 B R ORE IR QNGRS 8 LTI 4 BT (42~45 BRIKS) #
5L, RERSSEHERVERBEFEL R L, EiZ, 0 XU 1000 mg/kg H5-HICOW Tt
42 BRS Lk, 14 AMOEEHFZRY ., SOtz Rat L,

1. REBRSEE

ik, B —ARMEOELE, MR, BAONE. BREDRONE, (FE, FEE,
RBE EABEET) . MEFRER CMIEILERECERIER 5 & 5 BETRD bh
Iehoiz,

FEERE T, BEHBIETHREICSO T, AIRAIC 250 mgke Bl L0 B SRETAIE O
WIS, 500 mefkg B E R 5B CHIE RO 5 U EATE 0 (1 B4 b, MEERY
(= 250 mglkg LA _LDB SBECHTE OBEM - 5. ATE RO R UREE PO KIERELE 5
ni,

2. ERERESFME

HEY, ZRETCELLHE. RREE, BRERRUZKRRIZEZEBRDERSOREIIR
biviedrolc, Fi-. BEMIOMIRIAR., HEE, "R, FREH, BRE, SHhEVEE
frey, sepElds, HpEdlRtk, AR, ik, WAEROHARERE AR 4 REIRIR, K
BRUAFEIIHERMER SOEBIRD L hRno T,

IALDORERNL, FTUVUAY VEES MY U AORERGEEICT TS ERERIIMELS b
(Z 250 mg/kg/day i, AFEREBMETN T 5 BB RIMERBY R CREM L HIZ 1000
mg/kg/day & HBT L7z,

T, RERSHEHEOEFLERL RO D720, FEFRMOMEET >~ M 62.5 KT 125 mg/kg
% 45 BRI 59 58MEABRE1T - IR, 125 mg/kg ¥ 5FE DM T /T B REIE T % 0 K REH 8 22
En Y, RRBRECBMRBROERLS., ZV IV ) VBT MY U LOKERE BT
2 EBRILHET 125 mg/kg/day. T 62.5 mg/kg/day & ¥IBT L7,
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BEESBEEERDRDFEETHRE (LFPWERTENREOETFEICLY, 090V VBT b
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FORBEERET S,
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HBHHRUVAE

1. BERME
FUYAY VBTSN Y AIEERHAERRBREEEER (LI WERSHEE, S L
FOWHL & bictsni GREEE D

BB &
4 R FuInYsEEFTRI UL
Sodium lauryl phosphate (—f%4)
Phosphoric acid,dodecyl ester,sodium salt (IUPAC fiv4 ik)
CAS % & 50957-96-5
oy &S

SR

C12H2sNaO4P
5 OF OB 288.30
R (25°C) HEBKTHOTNMNIBRRZIIBORSH S,
% i 110~150 (EAHE : 131.7)
(3 2k, 2g, 7L, BTy /—n, _UEY, KD 5:5:1
BEEHER)
&R W E 2.5%LLF (GE#IE : 0.7)
(1g. 105°C, 1FBFRE)
B e B 20ppm AT
oo F 2ppm LLF
7 o % YRR T R ORBREHRMEEEE ORH LW LR, REY
MR OB EICRBER 22 LR EN T (RFER 2) .
1’15 5 ik EiR (EAHE : 15~28C) &
% 1F % B7 HBSHHIRAT R EREE RO 1 7o 2 B E =
FEEDILE WERME 5g & RAFRUELL L THBRIGTCET BB RAEEIRFL,

YRR T ROBRE IS THRBRWHRSEHEISRA LT,
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WER RO R Y

D #HERIK OB OMREFFIE
BREZLIZHEREOHEERMEELTE L, A/ VISR TA Y 71 GLaii e,
2y FES 4604, 4720) TR L CHTEME (50, 100 BT 200 mg/mL ) L Liz,
BT 7 BHRNC 1 EILA OB TITV, R CEXER Bars2ey) ITART
IEERT (MEREM. KR . 3~5C) CTR7TFLE,

2) HREOREM
AHERE D 50 KU 200 mg/mL T (4K - AU 7)) 13, EREBRTHEERT (B
BERN) 7 HRMRFRER 24 FFRIIRETH D Z ENKARER Y VY —F 2 —TH
RENTWVD (BTEH 3, RBRES : A-1584) .

3) WRRIRDMBEE - —ERER
BE5H 1 BEEKBAOREICAVIZFRER IOV THRASHAY U —FE L& —T
HPLCEEIZ L0 BT L7, TORBR SRER L ICRRMEICX T 2R EOFE1L 96.5
~105.0%. C.VAEIL 1.0~5.3%TH V. WTFhbFEHMAN (BE KB 10%, CV. :
10%LLF) Thotz (IRTEE 4. 5)
[5347 5]

RIERR (5K 1mL % 60 vol%THF &% T 10mL & L, &4 (2000 rpm, 1000
Xg. 20C. 55M) L7t., THB® lmL % HPLC B84 T5mL & L=, ZoO#E %
AL AHV 7 4 VHF—THB LIz, HPLC A7 522 BWTHIE L, 728, &l
ERBORBIIREED L, FROTFRBIZOWT n=1 TiTo 7,

[HPLC ¢ =5 4]

ERz= b LC-10AT (BRA a1k B BLERT)

FTGAL T H Y DGU-14A (RS L5 ERREERT)

F—r V=4 SIL-10AXL  (BRR - BuEEmT)

NG LF—T CTO-10A (B =t S EEERT)
iR RID-10A (R 1h B LR )
VAT Az hu—3  SCL-10A (R B EERERT)
F— & AR E Iv=TAaRruv b ST T4 R ¥ —

(RAD +— & — XS
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: CAPCELL PAK C18 UG120

(4.6 mmlI.D. X250 mm, 5 gm., A SEEEE)

. 50C (#7 LEIBAERERE)
: 0.25 mol/L EEFHEE T F U U AIEIR (X &/ — /K

(85/15, v/v) . pH 2.5)

: 1.0 mL/min

: RI

: 10 ulu

: ZEiR

D REBRRFEREER 2 A%, AEENABZEA L,
D RERAFERBAE, RERRRE L HIZ 1E

R BARFIS BB R O EE N2 HPLC ~EAL, SL=7 A% 87 by
77 4= AV x— 2 AV TRORBBFEHEBNIEED T 7 U LY VBT b Y 7
DE—7 i (Y) L TRIRE (X) & OBUR, bRV TRIE K Y EAEYRS (Y=aX+b)
RO, ZOERERRICHEENRBOT ¥ YA Y VBT U U AOE—2 Eifi%
M, WERMRBHOT 7 YA Y VBT N ) o ARERBHL, FRELRE LT
BEREHET 7Y ALY VBT B U ABEREH L,

3. HEEYM

Sprague-Dawley % SPF 7 v b [CrjiCD(SD)IGS, BAF ¥ —1 & - ) —gRXatt, EA
BT —) A T0 % 8 B THEA (ARTIREC : MRS 7300) L. 14 AR OKRE - 8
LEREZITo/c, TOM, —RREOBE, AEAELCHAIRE (REHMKTEZD 9 A
) ZEIZ, HEE—AORE, X RRERCHERAIICENENEREN 2L, FRERNE B
72 58 IL&EIR L, 10 Bl TR EIMER Lz, SR O EFIIIH T 338~395g. i

219~256g T o 7z,

7B, BoTIRESTER (BERAOB) OFEICEVERLL, SHOFEENT
EDRETHFERDISEHBVHT ., AEOETITIIz  Ya—FEaRWVWeT oy /&
BER OEEAMBEOMAE DY (T y 7EBECLEREL#BR L, RBRERUHEND
BFEES L EEAICEY TR) TiTol, BOUL ORS8O > b, HITMEEY
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LT 10 EafkeefiE Uiz, &0 oMerE (. 15 [T, Mt : 5 L) (= —F LIEREF T TERE
ST, 7ok, MEESE U E0EMEY 10 IR HE ISR ER SO EBRD LN
ot O REMBE TR, o — 7 VIEREET TREFR &,

4. FRABEFH

B, RE 21~26°C. fEANRE 37~77 %. WMEEE 1 FFR 10~15 [E, FRET 1 A 12 B
(07:00~19:00) PEMHIAEE FABTEES 303 5E) TV 77 v FXE&BRE@,r— (W 250
XD 350 X H 200mm : BAY —UHAEHL) CHEBNC, B P IatERES 1 ICost 2 LA
Bli, 2B, MEITAPOELS AE TR K (VA b7 Lb—2 BAF¥r—1L R Y
N—gREt) FANETFTRAF vy /e ar—Y (W340XD400XH185 mm : BAZ LT
HAEH) TEBNCRAELZ, RAEHT NMF B GERE : 4V 2o 5 VB TERRSH,
2y FES 040713, 040806, 040913) # AT L XEUAEHSE % AV T H HICER & 87,
BRBEKIZAGEAK (EBBTEAKEK : faARMER) *BlICHEREE,

BT ORBAMESICOVWTIERA L y MZoWT, MEEABRAESR ST #—T
LSRR EAT L, KEICOWTE, MEEABARRRHTE &2~ TESHH (4 6
B) IZEE Lot RE AT L, BBIKIZOWTIE, ABEIZER L2 KE DT 4 M
EANFRRAEHEREE ¥ —IEHH (4 RB) IUKEL, #BREAFLE, Zhb0T
—FZ XYk SRR UEREPORAMEAPABRRBICHELZ 52 5OV %
AL, HHREEOTLE2RF L,

5 BMoEi

P OEEFINIARTRI DA ERE L ST TiTo 7, o ®RIT, \Fr— VL
RS LIy —U 7T, BRBRES, RERR. R5E . BMES. BEES.
HMTER (EHOMRUEEHEOME) | REKSLHRUOSRE (EHOM) 2HE L,

6. RS, REHMMEVESEREUICEEIEME Th o 0RIRER

¥ E#Z&1Z. OECD Guideline for Testing of Chemicals 422 (21U, BOKS5 2 &IR L1,
B 5 HEIE, EHOBEROEEEOMERE TRECAT 14 B, KBEAM 14 RREX ORESBET
% 14 A 42 A, FHOM TRERT 14 BRE., REHMKE OMTRM 28 L THEL 4 B E
T 42~45 A & L7,

EIEHRIIRER O T, REKTH® 14 BFEE L, EORIKELE,
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1. H®S5AHE

BE5HEL AT o WEBEOR R GCEE L T—RARMEHENIRE & L, 5 F &1 5 mL/kg
FELL, B TEAWTREIRNEE L (08:20~14 : 24, 7272 L., BpFE 5 2105,
4101, 4103, 4107, 4109 KU 4110 (I EREMPIC SR T L oToloh, ik T
D 17:02~17: 14 1T 5 L) o *FREHOITEE BV 7)) 2EHRCRS L, Eile
O¥eERBIIRFH ORE L EUEITR LT,

8. BESERUHHERK

58 250, 500 RN 1000 mgkg & L, ZhicshBBEEZ ML 4 BEERCE L7, 1BEST72Y
DOEMBIT EREO KT CHERES 12 I8, FEIER IS BB R OE AR CHME 5L E Lz, B
REERIITRLE,

1. BERR
g | BROR | WRGRE |, IF B
(mg/kg) | (mg/mL) [k 2k BmE R B mEs
\ | 12 1001~1012 5 1013~1017
R OB 0 0 M| 12 1101~1112 5 1113~1117
\ | 12 2001~2012 - -
EHERE | 250 50 M| 12 2101~2112 - —
. i 12 3001~3012 - -
o B 500 160 | 12 3101~3112 _ B
o | 12 4001~4012 5 2013~4017
= BB 1000 200 it 12 4101~4112 5 4113~4117

9. HESOHTEN

HWERLE SO0V LY CBEF RN VLADT y MEHVWE 14 BRKER AR S HERER
(FHRB) | (GR5E : 125, 250, 500 K UF 1000 mgkg, HREHRY ) H—F &4 —
HERFE S : C-R016) Tit., OECD Guideline for Testing of Chemicals 422 THSRA & & &
RT3 1000 mgkg BT HLHERWER S OREBIIRD bhihofz 2, LIZA- T, 1000
mg/kg ZEAE L L, LLF2ALk 2 TRL T 500 1250 mgke @ 3 AREZEHRE LI,

10. MBRUBKREDOSZE
HBADOREIITRIO®EY & Lz,
®EBEA
RN H

& E5E1H
FEO B
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RRETIKELEAHK : RECBAMB X 0B & LTEE

ST B %30 H

g R (RGWRKETOER) - EHEFS1A
D —RIREOBE

2EFICOVT, HERAMTIIER 30 (REH, REERRUERES 2 M%) | BE
HRTEER 1E (Faid) . ThThEAE, KRRE. B, T8HRUHERDORFE
e EO—RINEEBE LT,

2) FM2—AREBOBR, SERE. EHRUARESEONE
M —ACRIEOBET. BERAATC 1 E, £EEICONTITok, £, EROM
EREHMPEE 1 B, HIIREAR S AR R ORI EE 1, ERAR T R
CHEAHMPEEESN-A GHE 1, 7. 14 RU20 B, 9.4 B) ZEAFRITo T,
EE R S G P R CEESR P EE 1 BT, BERE, BRORVCBERESHEOR
i, EHOMIREKRTE (%539 0) 2, THOHEIFHL 4P F542~450) @
F1 IR¥R%IC, EEROMMIIREGHTE (8539 B) RUBEEKTE (58 11 R)
1 BHZD 5 RICHOVWTITo7, LEEOBE, RERUHER, BEEIINLTRERR
EOHBERIR (T4 Fb) L, 827 FLAICERELLRETIT- 2, k. 3#
M —RCREOBER CHBRERERIA 7T LEFEREEZ RV,
() sz —RRIE DB
F— A — VNS
TE. B, RETH
FIF->TDEE
K==L —UhbOROHLE S, A R IR ARG, HE - KEOR
BE (BEOHN, HE, ME EEOGRE) | IREK (RERZEH. RO A
&) . R - Bosws, R, BEMEME RE. W, B, EILE,
FEI%)
A—T 74— FHBE
RERRKE, BT, L8 REL R, Srh LAYy B, PRk (BEEER. BER) |
HEATE (IR, ERRY) | RETE (BWR, kHRERY)
(2) HrERE
BRELG, BORRR, BASUG, BEAIG, BEFLRS. ZEPIEMREA. & BH g
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(3) EBHAE
HMEEREICS| &%, CPU 4~ MODEL-9502A (7 A 22— =7 U 7R
&) ERAVCCHIRER O®RIEORAZ[E LT,

(4) HFEEEHEOHE
BAHAEICS k&, EREMWAARES ¥ ¥ —NS-AS01 (L& th=a—nH A
TR) FAVWTEREBEZAE L, MEITX1RME L, 10 HHBR T 0~60 &
DEF T2 T

3 (REME
TREORETIR S 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 XUIRR A,

[EEREOMEMEI I TR OBEDRIE B IZMAEIESE 1. 4, 8, 11, 14 RUERRBIZ, EHOIK
XRS5 1, 4. 8. 11, 15 B CRRE#MITK S5 18, 22 LU 25 RIZHHIE) . 4K 0.

4, 7, 11, 14, 17 RV 20 B IR O XAV 4 BICHREZHE L, 2B, FERONH
BRI OKR T SHER I N EEOFL 0 H OFERF £ % 08 : 06~10 : 45 DK
AT o7, HREICIIMMBEREERHOLD, AIANLH 16 IFEER S E-&OFEL
HE LTz,

4) EEEERE
SEEICONT, EHOMBTERSS 1, 4, 8, 11, 15, 32, 36, 39 kKU 42 Az, [EE
HOMBEIEHOBORE RIZMAFEESE 1.4, 8, 11 U 14 BIZ, EHOMITREH 1.
4, 8, 11 RW*15 H, R 1, 4. 7. 11, 14, 17 RO 20 B QNS 2 R4 BIZATH
DHFARNSHEERELZREL, 1Y%~ 1 BEAEZEH L, REEERVEHED
HAIEIL 08 : 26~11 : 25 DRI T 7=,

5) MEAATHRE
FHOMOEEEICOVWT, BREBGRNOXRERPEDONDETEAREAAT HEER
L, REIL~, RERTREGHRMFIIER A 7REBEH, BHEH. BEEHROREKR
IEEIC L. BREHGREEERURIEHNALROREHE OB (HHEH) 257~
Teo REEHMTIIEA A THNOBFOFELFH T,
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6) zEHIE

REFRS MK TH%, THOR—RE5HOMES 1: 1 TRERESY, 38, BkE
RBDVIBARAAT I AR L bDERZRRSLE AR LT, RRETICELEH
BEIRERBAEZ 0 BEER L, B, FHORRE, ZRERUCEHEELRNICLY
BH L7,

n

RRE(%)= (ZR&WE/RESHEL) X100
ZHE(%) = ((HE LM /2R Lm0 X100
BHEE%)= (RO AR L-D$) X100

W

T SR OERLER
() BEHOEE
RRMERHEEMIEF B RO GEE, SREBOREOFEZBE L/, HfETO
FERRITATIR 21 B OATIR 25 B OFRIRECL B 28 (R, F%) 1TV . (EIREIM
%05 BHALTHEB L, SR FH% 5K TLCWeEEE, TOREBA0A L
L7, SRR OHERIIRNIC I VEH L,
EiRAE (H) =8F 0B —4H4R0H
HERG%)= (L7 HEMES 1TRIER) X100

SIRARET LS8BT HAER DR Y, BRERVEEOLEBEORELBEL, ik
BRTRZEFA0ORLL, BRI 4 BETHEREZEILIE, RED, EERUELEE
B LTELREZEZE L, 23, 500 mg/kg GO 1 il @HES : 3108) 13,
REVHER SN OREYEETARMR0 B L L AR 25 AT ET
SOREREITol, L., S LAN o im b —F A RHE: T CHAEIREIET I
LV MBS VBB ATV, MREORMEARER L, TORE, FRPIED DL
RPN EMND, TELHIET L, RO 7 — & ITREHLED BRI L 72,

SR LI BEIEIEA 4 B0 —%& (39 16~20 BFfH) MRS/ 5 Az, £S5
PLid iR PR E R LR EERE DO I ORMEIC, £ OO IZ—— 7 VIKRERT
TIERERGINTIC & I BSE S, HERROCERREZH L, FRELRAUCL
DEH L,

FERE(%)= (EREE/HAELR X100
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(2 WmEROBE

AR ICAEFRE, EREE2HRAT, HERBARBREOFELBE L. HHlZH
ELTHELZHE L%, BB, AREFERITY BERERE 10 vol% s
e Y CBIZEEL, REFLE, £, KRCKVEERE, HAER, AKEFER
UM REH L,
FERERE(%)= (EERE HHERY) X100
HAER%)= (HAERE A RLERE X100
SRBER(W)= GREFEEHAEREK X100
T = B RESR + S
HAERITEFEOBE LRI 4 BETER 1 BTV, AFF2RNCIVENLE,
7. FECRITEE LI,
HMARAEFER(%)= (R4 REFREE BRI 0 BHARS) X100

B4 BICHEZRE LK. 2012 =— 7 VBB T THROEBE S & THRZTV.,
BEYT - MO - A S TRE - EMORFEORELF A, k. HEROEEIIEE

PINCHRELRIE L, SERA TR ESE L B L7,

8) RRE (EABNEZEL)

BEE#E (5 36~37 A) RUBEKTHA (BE 8~9 A) ICH#EDOLEEKIZ VLT,
EFRENERBE LY PLIEr—JIIEL, 88 - BREKT T 4 HRE. RV TH
MEE - BHEKT TEOHO 20 KHRZ BRI L7 REBEBIZLITOEY Th 2, ds,
R LIZBRAID 4 BFHRICOVWT pH I TILEE TOMEB L REE. £OHKIZELN 20
MR AW TRBEERVCREOREZITV, JREIT 4 RHEORER U 20 RIOREL &
FLTRH L, BAERE, BRBEEy ML —JIQIE LRETHIE2HD 1 B
DOEME AR BEZAWTRIE L,

BREER T FH %

pH A-vavAF {9 IA-TEA RERIE [7—727 LA BRRXaH] ©
ABE t=vasiTiyiA-TEA RBHE [7— 2 LA skRat] ©)
AL A-vavAT I TEA BB [7— 27 LA &) ©)
Ja—RA A=A/ A7 49 ) A-TEA BB [7 -2 LA k&) )



9)

1

YA
vaely ) —5r
&

s

RE (4FFHE)
RBIE

FRE (20 F¥f&E)
BAKRE (24 &)
it B E AR

R-894

A=vava7{yIA-TEA BB [7— 7 LA KR EH] @
A=vavAT 994 TEA BB [7—72 LA BRRE4] @
F=v3v27419)A-TEA RBREE [7— 27 LA B ESH]

RIRELEE
HRRiE

ABMAE Y YELZRVEREE (BAL: mL)

KB TEEY  (BA7 : mOsm/kg)

ARAVY = AW ERBRAFE (B : mL)

BEENE

a) : AUTION MINI™ AM-4290 (7 —7 L A #RX£&4h)
b) : HENESETREESE A— M7 FRZy b OM-6030 (77— L1 keit)

i R A

BE#ELSEARVEESBKT BIZ, ATA»D—E (8 16~20 B5) #& S 7oK
B 5 ILIDWT, =— 7 VRER TSR L, BEAREIARD S EDTA-2K MR Ml (SB-41
VAAy 7 ABAESH) KhEEERL, LTOEBICODWTEELE, 27ZL, 7a b
oy e B, B EES P e v BT T RAFURRR T 4 7Y S — S U BV T,
3.8% 7 T EF MU U ABENMRERE (K 9 FioxtL 1 FOEIE) KRB LMK % &
D5yEE (3,000 rpm. %3 1,600Xg, 10 79f) LTHOA-MFEERAWTRIEL X,

BRAEERHE

7R BREX
~ESobE B

~<v 27Uy ME
FH) R M BR A
SR Bkl A5R &
SRR M ER & SRR EE
## 7F  BR

i/ N E

i Bk Ek

Aow FOE
ERERERLE
T A MAES )
FRMEREE R CEBROERTE D b HH
ERIEHEbmEE
RIMERE R A~ 7o v BEhbEE
NESREVEEOIA~Y R ) v MENLEH
Brecher {&
ERIETE R
BERIERELBHES

B
104/uLL
g/dL
%
fL
pg
%
%
104/uLL
10%/ulL
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B LK E 45 38 May-Giemsa 3510 & 2 $iigkiE %
A= B = I e 3 7y hES s
TEMERIRS b o VR T T RF )
7 my MEY s
TA4TV ) =R N YRT T AT R mg/dL
E R E R
c): I—AF—2HE 8§ HEMIKT T T4 ¥ — T8I0 (Ryr~wr - a—L¥—
Hath)

d) : mMiEEEBREEE ACL 100 (Instrumentation Laboratory)

10) Mik(b¥mE
1 7 AR BUEE & R BRI U 7 iR 2 B E R ERIA Y B (X V=7 14—
ey TS (B, =058 (3000 rpm, #9 1,600xg, 10 ) LT
Hohl-miFEE AW TUTOEBIZOWTHIE L7, 7272 L AST.ALT.LDH & U}y -GTP
[ZoWTHE, ~2N) UITRRE (IR 1 mL H¥729 5920 Bro~) ) (R U Mg
#iE0EE (3,000 rpm, 9 1,600xg, 10 43/) LTHLNMEEAWTRE L,

BRAER woE F O L I7A
AlP Bessey-Lowry #:°’ IU/L

MaLVRATr—)b CEH-COD-POD i%:°’ mg/dL
cNYV 7V ESAFN LPL-GK-GPO-POD i£°’ mg/dL
U REY PLD-ChOD-POD <’ mg/dL
wreyarer v F =Bk mg/dL
ZNa—2R SN a—RF e FaFfh—rike) mg/dL
REER Urease'LEDH ¢’ mg/dL
JVTF = Creatininase-creatinase-sarcosine-oxidase-POD #£°) mg/dL
FThrITA A A RIRERBIE mmol/L
AV YL A A BRI E R ) mmol/L
W A F L BRIRERRE ) mmol/L
B n OCPC 1) meg/dLL
HEREY Y 75T UEE) mg/dL
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V= Biuret ¢’ g/dL
TILT I BCG ¢’ g/dL
AIG H EABRBEETLT IV LER

AST(GOT) UV-rate i£° IU/L
ALT(GPT) UV-rate 7 °’ IU/L
LDH UV-rate k¢’ TU/L
v -GTP Loy -7 M in-3-hk $v-4-zpn7=) b 3 ©) TU/L
i I E AR -

e) : BRI FEBNITEE TBA-120FR B (KASHIE)

11) WEERA

(1) FREOBEEENE
2TOEIZHONT, REBFEBRROEEHRET BIC, K - MiR{bFREDC
IR U= 8y (BB 5 U0) IR M%kiZ, Eotho#hiie—7 VEREET T
REXBIIREIMTIC L 0 I BSE S ¥ 7= %ic, ENENEAER - 555 - 9 - EREE
SHDHE - MBEORRIC X 2R REAER 21T, BRI L, RS, HE
¥ (B8 13RI 5 BICRFEERUCEREHLE X L, KW T, MEFRER UM
BALFERBEORDL 1T > - RS 5 [LIZOW T, UTIORTHE RBRRUWHE
EEI2A) ofER HHER 2EETLILLELIC. B ERLHREOEEND
K 100g H7- 0 OMERELFEH L, 2B, *FE S0 =W AEOFE IS >V T
EAR2ICHEL, £OEFHMETHE L7,
Bt HUORER* (ER/MEERETe) . KRR, O, FPLE. MRS, BENEx. BIE*. KRR
FEE ik

(2) HREMARTHRE
ZEMIZONWT, UTIIRTEE - Milks ) o BERE 10vol% i< U VR TERE.
RIFLE (2L, BERROEE LEEZ 77 VRTHEE LR D VEEES 10vol%
=) SERTIRFLE) o RWT, THRERLARE - ki vy 7o ool
Lz, TR LT~ bEL x4V (H-E) LEETV., 2095 LR
R O BB O MG - M LRI At U7 MERES 5 DEIZ DV CEERR L7 (Rt s
BIZoWTImfl 2t L. FEER) . £O/KR. BICERDERES ORENRE
Do), BROPAERICOWT HMMES 5 RE2ERL. EXRUCEEFRRO
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REH & ERIRE LT,

KRB, /B, PR, FEEGEE). LERE, FRIR, LEUNME. BIE. BIR, M.
BT Y 88, BRI Y o3, DI B (REXEET) B, 2B EB5.
E5. 5. WM. B, AT I, BBt HR. BE LK JIE. FE. BE.
Mg (BfizEde) \ XBE (BHzaEl) . EEEIS (BEN)

11. #EEHEEH

1

2)

RE, BEE, FKE, REPGRRERRL, HEY, TR E TICE L ALK, HREIRMN.

BiEg, SRR WAEREK, 707 =)V FREE PRk, b R ER) |

HWRERE (CEHFME) . BARUCEREDE, RREOERNEH, MKRFERE. M
BICFRERUVBEERIT Bartlett BEICK 0 EHEMLBREL (FE/KE 0.01,
) . FLBOHEL Dunnett BRE, FHEEFBDBEIL Dunnett RREZIT-7 (F
BAHE 0.05 RO 0.01, A . ek, HERKE BEEN) o0 Tid, BET L
DIFHEEZ R D%, Bartlett REIC LV EHMEELRE L (FEALE 001, mH) |
HB DAY Dunnett BRE. HEZELHOBESE Dunnett R EETo7- (AEKYE
0.05 % *0.01, @) .

ARE, FEERE, HAER AREFR HEREFERIBEY T LICELRDIE,

Bartlett BREWC L W S0 EMEEMRE L (FEKYE 0.01, MR . 08 OYEE L Dunnett
BRE., HFEHBOBEII Dunnett BB EE1T7- 72 (AEKHE 0.05 T 0.01, M\l .
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- N ya
p=0.05, Z458k <%%w¢> p<0.05, FEESH

I SERT

(728, s12>892)

Dunnett € Dunnett %! Student @ Aspin-Welch @
ean rank tes t BRTE t RTE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
Al E s E ] (Al A% TE
* . F=512/ g2?

3) TRE, BREE, ZHE, HEER, WAEROM, BERIG, BERR. Bk, &
WSS, BEFLARGH, ZERERRIT, $FOREEME. SRS, A£7F IR HEY
Biiptk. AR, MATFRE EERFOLZONZEMEOAERD, £ x—Y
DEFHEEIZ LD x 2REZRIT o7z (FEAKEE0.05 XV 0.01, W) , 72720, BiFE
B0 5 ST OB A5 b DAL Fisher OEBREREEE L 1 REZIT>7(F
Bk 0.05 XU 0.01, MWD .
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HEBRBR

1. —#BIKAE (Table 1-1~1-8. Appendix 1~24)
ERETIE, 500 mg/kg \EHOME 1 61 (BES 3112) TIREKIE®R (KA 2SR 5
ALUAREA LV, AEE oBER <, HERRNGBBHELLEEZ LN,
[EIfE R TiX, 1000 mg/kg HEHEOME 161 (@& S 4017) THREBEOB A 235 37
AUARREIE 7 B E T, WERBAERS 37 A UUIBEIELIMET £ TH LT,
Z OO EH KR VEEFEOBMIIIREITA RN T,

2. FHHML—RREOFE. HiERE, BAMRRUBREHEONE (Fig. 1~6. Table 2-1
~2-105. Appendix 25~324)
F—Lr—UNBE, PR TOBERVA—7 7 4 —/L FRBIEIZ W T, &S
BRZAAMC 1 [, % 5HM S R CelEHE S iEi 1 mEw L,
1) F—usbr—IRNEE (Table 2-1~2-29, Appendix 25~108)
FREVCEEROWTNOEBMIZ L REFEIXL OG- T,
2) FiF o THOEE (Table 2-30~2-58, Appendix 109~192)
FHRUBEHEOWTROBMIC L REXH o2 o7,
3) F—7r 74— FRBIE (Table 2-59~2-87, Appendix 193~276)
FHOMETIT 1000 mgkg B 5 TRE 1 RO 2 BIZHRBROFELRGENRO b
s, ZLBEMA—RELThH Y, EFGAROEEEI LN,
FOMOBREER CIIERROEEHEOVWTNOBMICL REIIA LN o T, Eik,
MH B2V BT b REE L SRR E R G OMICERERIIRD bk o,
4) HERERRE (Table 2-88~2-93. Appendix 277~292)
FHOMBIHRERTHE (5 68) | Mz 4 B, EEMOHEIRERTE (&
56 ) LEHRTHEICEML-,
FHRVBEEHOWTAOEBMICLREIILON o, £, ERIEMRHEUE
HhBH IR L oo BRITE & BB E IR 5B L ORICABEER Y bk hoT,
50 BAHRIE (Table 2-94~2-99, Appendix 293~308)
BRERAICS &R AR ORI OV TER L7,
FHEOEEHROWNTIOSMIC bR L SR ERGH L OMICEEEIIRD
Lol
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6) BEEBHEOHAE (Fig. 1~6, Table 2-100~2-105, Appendix 309~324)
EBAREICS I EhtE . WEMLE 1057 DEL 60 HRHIEFHOETER L,
EHRVEERFOWNTOOBMIC bR L SR ERSH L OBICEEZITR

bihotz,

3. {AZE (Fig. 7~10, Table 3-1~3-8, Appendix 325~ 348)

EHOMBAEL ICERDERSIC L 2HEEERBD NS,

2%, 250 U 1000 mgkg REFHOM CRALHMPOREMMBIZATLEEIRD S
e, AEEOEEX o TE,

EERE T, 1000 mgkg REH OB TR SHMPOREEMEIZEKME, EEHMPOE
BEREMECEY (—21g) AROLNT, REMIT 5 HIF 1 AICHEE L AAERD B3R LR
Kb ThHs (EMES 4017, —RRECBREBIZBWTEREFHEORY R UNHEHE KR
ENTo, EERFEBRATEEIL 466g. EIH 14 HEEIT 261g Thof) , OB 5 FiT 4 Fidt
WNCIRIBEDHE 5 FIOEREIIMBH LFAEELER L, FEEIED LR T,

4. {EfE= (Fig. 11~14, Table 4-1~4-8, Appendix 349~372)
EHEEOEEBEOME & b ICBE IO IR ER I L 2EEIRD b ho Tz,
iE, EBHO 250 mg/kg HEHOMTHENL2 R4 BICEBRGENSRO LS, AR
& DERENR o T,

5. FRIBRE (BXEREZEL) (Table 5-1~5-8. Appendix 373~390)
EHEBIZOVW T, EREVCEEROWTROBSICLBE A LR,
FREBIZOVTE, WTFNORBEBICEBW T OB LS EBRMERSH L OMICE
BEEIRD ORI o7z,

6. M&HRE (Table 6-1~6-8, Appendix 391~398)
D BREHMETRRE
250 mg/kg HEHOMETT 4 Y / —F U BOEELREE, 500 mgkg 5O T Y
YRR BROEERKE & S EEFTHREEROFTERBHEMIRD S, 1000 mgkg
BHSBHIERREESRD ORI b AEMEEHANOLELLEEZEZ b,
7RI, HE TIIRRE L S ERYER G OMICEEEIRD bR o T,
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2)  [EEHIRE TR
1000 mg/kg & 5-HEORE THHFRMKREROFELSHE, L MRBEOFERKME, )
REREFEORBLREEROSEZFR IR BOREREMPBD bR, BEHRKT
RRZAONRWELTH D Z &b, ERNETHEANDOE L HIET LI,
ek, BN TIIRHRE L SWBRMERS#H L OMBERIED b ho iz,

7. InE{LFRE (Table 7-1~7-8. Appendix 399~406)
1) HB5HMETRRE
1000 mg/kg I 5HOHET ALT OB BERHENFED bz,
Z0fh, 250 mgkg HEHOBTER) L OFELRBEESRD S, FRLOHEE
BIRNZ Eobh, AENEEFEANOE L L HIE L,
2) [HIEMARRE TR
1000 mg/kg B GROME TRIZABEDOEERRESBRD Do, REMMK TRz
HRLENBZOVELTHD Z Lndh, ABEMNEBFEFHNOEL & HlT L7,

8. P3EEE (Table 8-1~8-8. Appendix 407~436)

Mt R OB ERORFIEBWT, ARICEE LE—-FROEL EINXIIED) 14
Lipnot, 2B, UTFORBBICHBELORICEEESALNZS, HEL OBEN
W, NIFEREBRTHIALNRWI b, BEBERNOREEX LT,

1) H5HMETRRE
i R ERUHRYEROFEREMED 500 mgkg EHOMEICH LN,
B OB ENEROAELRSMEN 500 mgke B SHOBICAR LN,
L B BN EEREOFEREMEN 500 mgkg BEFHOMHIIAH LI,
2) [EEHIRKETRRE
Bk IR EMROHEMYEROAEZEMEN 1000 mgkg H5HOMEC A LT,

9. BIEFTR (Table 9-1. 9-2. Appendix 437~552)
250 mg/kg U L OBREH TRICKBRMER 5 ORBRH LN,
1) 5K TEHRE
= : BTE OMMEAS 250, 500 R 1000 mgkg HESBHOHETZENER 0. 5
EOTHl, TEREN L 1 RT3AIC, ATEOBERS 500 meke %
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BHORET 1 HIiZ, BiBREOMED 500 XU 1000 mgkg 5B OMET
FNEN 5 RO9 G, MECEREN 5 RV 6 Flic. REOMMELL 500
mg/kg |EFFOHET 1 FlicH b,
i, UUTORE -HBICETRA A b, HBEE R ORBFAER D b BIRMEL
tEZ LN,
B  JRE O RERSEE. 250, 500 RUF 1000 mgkeg REHOBETER
Fh 0. 1, 2RV 14l HTERENR4, 2, LRULIBICALNT,
B BEIGE 250 RN 1000 mgkg EHOBTEREN 2RV HlIA 5
iz,
iR B : AKRORE (FAME) 23500 mgkg 5O 1 FillcAbhi,
2) [EEHIMR TRRE
g © BTEAEEOMHIES 1000 mg/kg R EHOHE 1§l EMHES 4017) i D
N, BB, ZOBITIIE» OB E TH AR L 2R EBROE
7R NRE DI B B ALTE,
iz, AT OR[BE - BB R P HZ e, HBEE R OHREFHMER D, S BEHEL
LEZ DI,
it BRI 1000 mglkg BERFOUE 1 Bz Hhtz,

10. REMHBFIRE (Table 10-1. 10-2. Appendix 437~552)
250 mg/kg B EBLL L TRICHERMER G ORELHZ LN,
D) BEHEETRRE
A D BRBE ST PR ZRATE OB - 1R 250, 500 KUY 1000 me/kg 58
DETENENO0, 4 KU 4], HTEAEN 1, 1 R 1], BEIE
PEELABMBIEOIRES 250, 500 B8 1000 mg/ke B EHOHTEN
Fl, 4 RO 5 B, HETENEN 1, 4 RT3 ], BHOUIREARTE
DISRET /D AKREDS 250,500 & TF 1000 merkg B EHOETENEN 1,
5 RUN5 Bl METENEN O, 4 RUBFlicHALNRT, ZALATBEDOE L
& A EBRREETH T,
Z oM, LTORRSA LRI, IHRREXROREAREOER L OERFRELELEZD
nic,
R LA . BRUeREEMIRE B OR 1 flichbhi,
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& ERERIBREMEO LR D S EREEORE 4 # % O 1000 mg/kg # 5-FF O HE 1 1
IZH b,
i o BB AR RN R D3R EREE O 3 H1 & O 1000 mg/kg ¥t 5B D MERES
1BlicA BRI,
i - BRERMUNAZERED R RREEOHE 3 #] & T 1000 mg/kg & 5-HEOHE 1 FlIZH
bl
(REXEET)

s RPN BIIREE DO SLE LA AR BREOKE 1 4% O 1000 mg/kg & 5-HOME 1
B, SR IAER MR OE B RO 2 51 - 1 FI % U 1000 mgkg
REHOHE 1 6L M 3 HlicH bR,

B - ERGSOUTERE AR S ML ANkt BRAE R TN 1000 mg/kg B SR OMES 5 B4 5

i,

;D) RE AN 500 mg/kg BEGBEOME 1 Hl, BEEOSUIRE 2 IRE OBEM N

%PBREE. 250, 500 KO 1000 mg/kg HEHOMETENRZERO0, 0. 0 KUt
16, HETENEN S, 1, 1 RO FlZH LT,

2) EEHARIM TR

H

s PEEARTERREORE 1000 mgks 5RO 1 FllcH b,

11, %EH#] (Table 11. Appendix 553~556)
WEYREOEWIIA SN T, FHEEA B EIIIR R L FERMEREH L OBICE
BEIRD LT,

12. %ERAHE (Table 12, Appendix 557~560)
500 mg/kg I 5HD 1 HBARRKE TH o7, MOHMASORIIREMGE 4 HETICRRE
DS L, EFBERLE, LizhBoC, KRETICE L. REE, BRERURMR
FICII AR & BRI E R G L OMICHFRZEIIRD O Lo T,

13. DERER UL -1RFLIKAE (Table 13, Appendix 561~564)
SUREE TlE, R 21.5~238.0 BICEBISIEF IO L. HEER, MIRE., &tk &
PRIEH, BRE, ERE, HAERERVCHERIIEBRYEEGIZIZ2EERZTZD LN
feiotz, 723, 250 me/kg & SR EBEE CHAERKOFEE2EMEAED bz s i
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L OEEIE R T,
HERETHE, WTHLoBEICLIRED, REDRUEIITEICEEIL N7,

14, HERDEE (Table 14, Appendix 565~568)
thbe, HARGERUAREFELICIIXNBE L SERDERSH L OMICERZIIRD L
iR oTo, 2R, ARBBITE VT, RN 500 mg/kg BEFIZ 1 flAR b0, HBE
ERUNRBREOEENCOEBARRELLLIDZbDEEZ LN,

15. HEWRDEEZE (Table 15. Appendix 569~572)
BRI ORI T 4 F R T 1000 mg/kg B 5#H T2 HlALNTmORTHY,
B4 HEFRICITTRE L S WBYERSH L OMICABEIRD N T,

16. HERDHE (Table 16. Appendix 573~576)
AR ORIL 4 H OMHEREICIIRHRH L SERMERSHEOMICERZETRD LN
ot

17. HERDIEE 4 BEURFFR (Table 17, Appendix 577~580)

MR DBRFL BB AS R BREE, 250, 500 K UF 1000 mgkg WEHOHETENRENR 1. 1. O K
L2, ETENRER 3, 1. 0 RO 3PIHLNFA, BRIRHICHE L OBEEITRoT,
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5 =K

SUYAYLEEF P 2 AD 0 GHEREE) . 250, 500, K U* 1000 mg/kg % . Sprague-Dawley
% SPF 7 v b OBEZIXZCERT 14 BREUREME %8 L CHIRATA (42 AMKRE) £C.
(I ZRERAT 14 B MR ORESIME O AREIE 2 @ L TR 4 BE T (42~45 AR®RS) #
5L, REESEHROERBEREZRE L, BiZ, 0 X1 1000 mg/kg # 582DV T
42 BEHRE L=, 14 AMoOBESIMLERGT. EHALoTEELRE L,

1. REHSSH

M —AIRREOBIER . HEERE, BARE, oRESHRONE. KE, BEE, RRE (B
KEEED) RUMKFRECHERYERSIC L 2HBIIRD LN,

—HREE T, [EERED 1000 mgkg WESHOHE 1 HITEREBEORD . Wk, FEED
Wb, HRAIICATEREOHER OB OB E TH RIFRIC X D0k, HBEMIZER
BROEENBEEEN, 20X REWIT 1HIOHLTHY, &5 37 A OIERFEEE TIIRRHE
F RSB ERMA R LN, EREREIME L CHRERD LTV D22 5E 1D L,
BHIBRIC L B ERIE~DORE L W L,

M LERE T, BEHRME TEREICRV T, 1000 mgkg BEHOKETALT 0FER
BEMRRRD b, EBEMLAESHREANOE(LTHY . BT OREMBRTRERY
BIRNZ b, WRHEICLHPE TRV L,

REFRE T, BREHBE THREICB VT, ARAIC 250 mgke UL L0 S CRIB O
MaIEL, 500 mg/kg L O G TRIEMEDOMESH 2V IIRIBE O AGEN L Liv, HEkFER
IZ 250 mg/kg LA OB G5HETRIE OBEHM - 15, AiERIEORER CHETROKENBE X
L. HBRME ORBENTR E NI,

2. HEmEREESH

PR, RRETICELEZIH, RRE, BHERUZBRITIIERDERSORBIIRD
bhpinole, £, BEMOHER, TR, BEk, SRREK, FRE, EEREK H
AR, HERROHELICERMERSOFBIIROONT, RILHMFORILKBIZLAE
BEBH LAV T &N D, 1000 megrkg BERIZR VT H MR DR EE, TR U AREE.
BEY ORIRMER, DRKEEITEIZR & OB~ DZEIIRN B L,

HAR TR, HAROBERURA 4 ARIRTR., RERVAFRIIERDEREGICLS
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TR NI &b, 1000 mgkg HEFHICBOTHRE~RITTREIR2NEELDL
i,

INODFERNPG, ZUIN0Y BT R U LAORERSEEICHTLEYERITMHEE. b
2 250 mg/kg/day i, AFERAEFMEICT 5 HEPERIMERSME R L &I 1000
mg/'kg/day & HIlr L 7=,

FIT. REZSHEHEOEYERL RO DD, MRHEOMHRES » Mz 62.5 KUY 125 mg/kg
% 45 BRI ST 5:8IMRBRE 1T o - R, 125 mg/kg # 5B DOME CRTE RIE TR DA NE #1252
Ehic?, ARBRECEMRBROFBERENS, I ALY VEF ) U AORERS BT
% LB B IIHET 125 mg/keg/day. ##T 62.5 mg/kg/day & BN L7z,
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X

D FAZR:ZO0IAT BT RV TLADT y PERAWAEROBREICX DRIERE BN -FHR
ABEHERROBMNRR AR VY —F& 7 —RBRES : R914, 2005 F)

2) FAK:Z0IANYVEEFRNITLADT y FEEWE 14 BRIREROBREEERR (TH
RER)  (HAREHR VY —FE oy —HBRES  C-RO16. 2004 )
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Activity (Count)

500
400+ g\\‘>~\
OO T
~ S
300}
200
100+
o—0 0 mg/kg
A~ — A 250 mg/kg -
o— —m 500 mg/kg — O
&—-— 1000 mg/kg —~
—
O 1 | [ | | |
0-10 10-20 20-30 30-40 40-50 50-60
Interval ({minute)
Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate
Motor activity of male rats (Main group, Week 6 of administration)
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o— 0 mg/kg
A~ — A 250 mg/kg
O— —m 500 mg/kg
&—-—¢ 1000 mg/kg

50-60
Interval {minute)

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Motor activity of female rats (Main group, Day 4 of lactation)
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Activity (Count)

500~
400+
300+
200+
100+
G 0 mg/k \\\\\\
mg/kg .
o—-—¢ 1000 mg/kg S
O I ] 1 | [ |
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate
Motor activity of male rats (Recovery group, Week 6 of administration)
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500~
4001
300t
200
100+
. S—
o—=0 0 mg/kg
&—-—o 1000 mg/kg
O | ( 1 | [ §
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate
Motor activity of female rats (Recovery group, Week 6 of administration)
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Activity (Count)

500~
400+
300}
200+
100t
o—0 0 mg/kg
o——o 1000 mg/kg
O ] | | | [ .|
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.b A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate
Motor activity of male rats (Recovery group, Week 2 of recovery)
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500+~
BN
400 L
300+
200
= —
~—.
—~0
100}
o—0 0 mg/kg
&—-——o 1000 mg/kg
O ] | | ] I 1
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate
Motor activity of female rats (Recovery group, Week 2 of recovery)
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600
550}
500
=
£ 450
©
=
=)
2 400+
a . e 0 mg/kg
390 A — A 250 mg/kg
§— —m 500 mg/kg
&——o 1000 mg/kg
300 ——— Pre-mating period | Mating period | Post-mating period —
(jE | l | 1 ! ! | L 1 L 1 ] |
1 4 8 11 15 18 22 25 29 32 36 39 42
Day of administration
Fig.7/ A combined repeated-dose/reproductive~-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate

Body weight changes of male rats (Main group)
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450~
400r
350
—_ EFZ::::fig
“4
< 300+
£
=)
2 250F -
O—0 0 mg/kg
200k A~ — A 250 mg/kg
O0— —m 500 mg/kg
&——<0 1000 mg/kg
150F —— Pre-mating period | Gestation period 4 Lactation period
(j[' | 1 L I | ///ﬁi ! ! I [ i J_//// | 1
1 4 8 11 157 0 4 7 11 14 17 207 0 4 (day)
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Body weight changes of female rats (Main group)
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Food consumption of male rats (Main group)
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Clinical signs in male rats (Main group)

Day of administration

Dose Signs

mg/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 Q Q 0 1) 0
250 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 Q 0 0 0
500 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings C 0 0 0 0 0
1000 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings o 4] ] 0 0 0




R-894

Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Clinical signs in female rats during the pre-mating period (Main group)

Administration
Dose Signs

mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)

0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings Q ()] 0 Q 0 0 0 Q 0 0 0 0 1] 0 0

250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

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

500 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2

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

1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

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

a): Day of administration
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Clinical signs in dams during the gestation period (Main group)
Administration
Dose Signs
ng/ke ¢ 1 2 3 4 5 6 T 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 ¢
No. of dams with abnormal findings © o0 o0 ¢ 0 0 o ©& O 0 ©0 O O O 0 O O O O0 o©0 0 0
250 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 0
No. of dams with abnormal findings ©0 0 0 ¢ 0 o0 ¢ ¢ ©0 0 O 0 O O O O O O O O 0 0O
500 No. of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 8 1 0
No. of dams with abnormal findings ©0 O©0 0 ¢ 0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0
Opacity, eyeball (unilateral) o o o ¢ o0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0O
1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 Kl 0
No. of dams with abnormal findingg © 0 0 ¢ ¢ 0 ©¢ 0 0 O O O O O O O © ¢ O 0 0 0

a): Day of gestation
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Table 1-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Administration
Dose Signs

mg/kg 0 1 2 3 4a}

0 No. of dams 12 12 12 12 12

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

250 No. of dams i2 12 12 12 12

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

500 No. of dams 11 11 11 11 11

No. of dams with abnormal findings 1 1 1 1 1

Opacity, eyeball (unilateral) 1 1 1 1 1

1000 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 4} 0 0

a): Day of lactation
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Clinical signs in male rats (Recovery group, administration period}
Day of administration
Dose Signs
mng/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 S 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0
1000 No. of animals 5 5 5 5 5 )
No. of animals with abnormal findings 0 0 0 0 0 1
Decrease, spontaneous movement 0 0 0 0 0 1
Abnormal respiration (Wheezing) 0 0 0 0 0 1
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Clinical signs in female rats (Recovery group, administration period)
Day of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42
Q No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0
1000 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 [ o}
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Clinical signs in male rats (Recovery group, recovery period}
Day of recovery
Dose Signs
mg/keg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 4] ) 0 0 4] 0 0 0 0 0 0 0 0 0
1000 No. of animals 5 5 5 5 5 ) 5 5 5 S 5 5 5 5
No. of animals with abnormal findings 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Decrease, spontanecous movement 1 1 1 1 1 1 1 0 0 0 0 0 ) v}
Abnormal respiration (Wheezing) 1 1 1 1 1 1 1 1 1 1 1 1 i 1
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Table 1-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Clinical signs in female rats (Recovery group, recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 5 S 5 5 5 5 5 5 5 5 5 5 5 5
No. of anlmals with abnormal findings 0 0 0 0 0 [} 0 0 0 0 Q 0 0 0
1000 No. of animals 5 5 5 5 5 5 5 5 S 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2-1 A combined repeated-dose/reproductive-develcopmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Main group., Week 1 of administration}

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-2 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Main group, Week 3 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Main group, Week 4 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Main group, Week 5 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12




Table 2-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Main group. Week 6 of administration)

R-894

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: home cage observations (Main group. Week 1 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: home cage observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Detailed clinical signs in female rats: home cage observations (Main group, Day 1 of gestation)
Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 11 12
Posture
Normal 12 12 11 12
Convulsion
None 12 12 11 12
Abnormal behavior
None 12 12 11 12
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Table 2-10 A combined repeated-dose/reproductive-develepmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Detailed clinical signs in female rats: home cage observations (Main group, Day 7 of gestation)
Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 11 12
Posture
Normal 12 12 11 12
Convulsion
None 12 12 11 12
Abnormal behavior
None 12 12 11 12




Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: home cage observations (Main group, Day 14 of gestation)

R-894

Dose (mg/kg) 0 250 300 1000

Parameter No. of animals 12 12 11 12
Posture

Normal 12 12 11 12
Convulsion

None 12 12 11 12
Abnormal behavior

None 12 12 11 12
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Detailed clinical signs in female rats: home cage observations (Main group, Day 20 of gestation)
Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 11 12
Posture
Normal 12 12 11 12
Convulsion
None 12 12 11 12
Abnormal behavior
None 12 12 11 12
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Detailed clinical signs in female rats: home cage observations (Main group, Day 4 of lactation)
Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 11 12
Posture
Normal 12 12 11 12
Convulsion
None 12 12 11 12
Abnormal behavior
None 12 12 11 12
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/Kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 53 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 2 of administration}

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 51 5
Convulsion
None 5] 5

Abnormal behavior
None 5 5
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter Neo. of animals 5 5
Posture
Normal 51 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None ) 5
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 5 of administration}

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 )

Abnormal behavior
None 5 [




R-894

Table 2-19 A combined repeated-dose/reproductive-developmental toxicilty study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1600
Parameter No. of animals 5 5
Posture
Normal 5] 5
Convulsion
None S 5

Abnormal behavior
None 5 5
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicilty study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convizlslion
None 5 5

Abnormal behavior
None 5 S
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 100¢
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 51 S

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/ke) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavieor
None 5] 5
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None S 5

Abnormal behavior
None 5 5
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Table 2-24 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

Detalled clinical signs in female rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal hehavior
None 5 5
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Table 2-26 A combined repeated-dose/reproductive-developmental toxlecity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0] 1000
Parameter No. of animals 5 5
Posture
Normal S 5
Convulsion
None 5] 5

Abnormal behavior
None S 51
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Table 2-27 A combined repeated-dose/repreductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 6 of administration}

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal S S5
Convulsion
None 5 5

Abtnormal hehavior
None 5 5
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 S
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 153 5
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs 1n female rats: home cage observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavicr
None 5 5
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detalled clinical signs in male rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/keg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 11

Some resistance/avoidance 0 0 0 1
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Plloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocallzation

one 10 8 9 10
Soft 2 4 2 2
Moderate 0 0 1 0

Reactivity to handling
Easy
Slightly awkward 1 2 4 3
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Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detalled clinical signs in male rats: in-the-hand observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 11 12 11

Some resistance/avoidance 1 1 0 1
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocallzation

None T 7 10 9

Soft 5 5 2 3

Reactivity to handling
Easy
Slightly awkward 5 1 4 3
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 3 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 10

Some resistance/avoidance 0 0 0 2
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 9 10 10 ki

Soft 3 2 2 5

Reactivity to handling
asy
Slightly awkward 2 0 2 3
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 4 of administratian)

Dose (mg/Kkg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 11 11 10

Some resistance/avoidance 1 1 1 2
Fur condition

Normal 12 12 12 i2
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Plloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 T 10 6

Soft 2 5 2 6

Reactivity to handling
asy
Slightly awkward 3 0 1 2
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Table 2-34 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 5 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 10 11 11

Some resistance/avoidance 1 2 1 1
Fur condition

Normal 12 12 12 12
skin '

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 6 3 8 T

Soft 6 8 4 5

Moderate 0 0 1)

Reactlvity to handling
Easy
Slightly awkward 1 2 2 3
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 6 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 11 12

Slight. unkempt fur 0 0 1 1)
Skin

Normal i2 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 i2
Vocallzation

None 8 3 1Q 12

Soft 4 6 2 0

Moderate 0 1 4] 0

Reactivity to handling
Easy
Slightly awkward 1 2 1 1
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

.Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocallization

None 12 12 11 12

Soft 0 1) 1 0

Reactlvity to handling
Easy
S1ightly awkward 2 1 1 0
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Table 2-37 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 12 9 10

Soft 1 0 3 2

Reactivity to handling
Easy
S1lightly awkward 1 1 2 3
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 1 of gestation)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 11 12

Ease of removal from cage

Easy 12 11 11 12

Some resistance/avoidance 0 1 0 0
Fur condition

Normal 12 12 11 12
Skin

Normal 12 12 11 12
Secretions-Eye, Nose

Absent 12 12 11 12
Excphthalmos

Absent 12 12 11 12
Palpebral closure

Normal 12 12 11 12
Mucosal -membranes

Normal 12 12 11 12
Lacrimation

Normal 12 12 11 12
Piloerection

Absent 12 12 11 12
Pupil size

Normal 12 12 11 12
Salivation

None 12 12 11 12
Abnormal respiration

Absent 12 12 11 12
Vocallzation

None 11 12 9 11

Soft 1 0 2 1

Reactivity to handling
Easy 11 11 9 12
Slightly awkward 1 1 2 0
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 7 of gestation)

Dose (mg/kg) 0 250 S00 1000
Parameter No. of animals 12 12 11 12

Ease of removal from cage

Easy 11 12 11 12

Some resistance/avoidance 1 Q 0 ]
Fur condition

Normal 12 12 11 12
Skin

Normal 12 12 11 12
Secretions-Eye, Nose

Absent 12 12 11 12
Exophthalmos

Absent 12 12 11 12
Palpebral closure

Normal 12 12 11 12
Mucosal membranes

Normal 12 12 11 12
Lacrimation

Normal 12 12 11 12
Piloerection

Absent 12 12 11 12
Pupill size

Normal 12 12 11 12
Salivation

None 12 12 11 12
Abnormal respiration

Absent 12 12 11 12
Vocalization

None 10 12 10 10

Soft 2 0 1 2

Reactivity to handling
asy
Slightly awkward 1 0 0 1
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: In-the-hand observations (Main group, Day 14 of gestation}

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 11 12

Ease of removal from cage

Easy 12 12 11 12
Fur condition

Normal 12 12 11 12
Skin

Normal 12 12 11 12
Secretions-Eye, Nose

Absent 12 12 11 12
Exophthalmos

Absent 12 12 11 12
Palpebral closure

Normal 12 12 11 12
Mucosal membranes

Normal 12 12 11 12
Lacrimation

Normal 12 12 11 12
Piloerection

Absent 12 12 11 12
Pupil size

Normal 12 12 11 12
Salivation

None 12 12 11 12
Abnormal respiration

Absent 12 12 11 12
Vocalization

None 11 12 10 10

Soft 1 0 1 2

Reactivity to handling
Easy
Slightly awkward 1 3 0 4]
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 20 of gestation)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 11 12

Ease of removal from cage

Easy 12 12 11 12
Fur condition

Normal 12 12 11 12
Skin

Normal 12 12 11 12
Secretions-Eye, Nose

Absent 12 12 11 12
Exophthalmos

Absent 12 12 11 12
Palpebral closure

Normal 12 12 11 12
Mucosal membranes

Normal 12 12 11 12
Lacrimation

Normal 12 12 11 12
Piloerection

Absent 12 12 11 12
Pupil size

Normal 12 12 11 12
Salivation

None 12 12 11 12
Abnormal respiration

Absent 12 12 11 12
Vocalization

None 11 11 11 12

Soft 1 1 o] 4]

Reactivity to handling
Easy
Slightly awkward 4 2 1 2
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Table 2-42 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: in-the-hand observations (Main group. Day 4 of lactation)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 11 12

Ease of removal from cage

Easy 12 11 11 11

Some resistance/avoidance 0 1 0 1
Fur condition

Normal 12 12 11 12
Skin

Normal 12 12 11 12
Secretions-Eye, Nose

Absent 12 12 11 12
Exophthalmos

Absent 12 12 11 12
Palpebral closure

Normal 12 12 11 12
Mucosal membranes

Normal 12 12 11 12
Lacrimation

Normal 12 12 11 12
Piloerection

Absent 12 12 11 12
Pupil size

Normal 12 12 11 12
Salivation

None 12 12 1i 12
Abnormal respiration

Absent 12 12 11 12
Vocalization

None 10 12 11 12

Soft 2 0 0 0

Reactivity to handling
Easy
Slightly awkward 1 Q
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Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: 1n-the-hand observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy S 5
Fur condition

Normal S5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 3

Some resistance/avoidance 0 2
Fur condition

Normal 5 5
Skin

Normal 5 b
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 2 0

Soft 3 3

Moderate 0

Reactivity to handling
Easy 5 5
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 3 of administration})

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 [
Fur condition

Normal 5 5
Skin

Normal K] 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 )
Mucosal membranes

Normal 5 5
Lacrimgtion

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocallzation

None 5 4

Soft 0 1

Reactivity to handling
Easy 5 5
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Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 S
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5) 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5] 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 3
Vocalization

None 4 4

Soft 1 1

Reactivity to handling
asy
S1ightly awkward 4] 1
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Table 2-47 A combined repecated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 1) 5

Ease of removal from cage

Easy 5 3

Some resistance/avoidance 0 2
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal S S5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None S5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 3

Soft 0 2

Reactivity to handling
Easy
Slightly awkward 0 1
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Table 2-48 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 4 4

Some resistance/avoidance 1 1
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-~Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal S 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 4

Slight 0 1
Vocalization

None 3 2

Soft 2 3

Reactivity to handling
Easy
Slightly awkward 1 1
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Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 )
Fur condition

Normal 5 5
Skin

Normal 5 ]
Secretions-Eye, Nose

Absent 5] 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5]
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 S
Salivation

None 5} 5
Abnormal respiration

Absent 5 4

Moderate 0 1
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5]
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 S
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 4

Marked [H] 1
Vocalization

None 4 4

Soft 1 1

Reactivity to handling
Easy 5 5
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Table 2-51 A combined repeated-dosefreproductive-develeopmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of administration}

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent S S5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocallzation

None 5 4

Soft 0 1

Reactivity to handling
Easy 5 5
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Table 2-52 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in fewmale rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 S
Fur comdition

Normal 5 5
Skin

Normal 5 S
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Ahsent 5 S
Palpebral closure

Normal 5 5]
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 S
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 4

Soft 0 1

Reactivity to handling
Easy 5 S5
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Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: In-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 S
Mucosal membranes

Normal 5 S
Lacrimation

Normal 5 5
Piloerection

Absent 5 1
Pupil size

Normal 5 S
Salivation

None 5 5
Abnormal respiration

Absent 5 S
Vocallzation

None 5 5}

Reactlivity to handling
Easy
Slightly awkward 0 1




R-894

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

Detalled clinical signs in female rats: in-the-hand observations (Recovery group, Week 4 of administraticn)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal S 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 51
Lacrimation

Normal 5 5
Pilgerection

Absent S 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 S

Reactivity to handling
Easy 5 5
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Table 2-55 A combined repeated-dose/reproductive-developmental toxiclity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 1000

Parameter No. of animals S )

Ease of removal from cage

Easy S 5
Fur condition

Normal 5] 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Pilcerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy
Slightly awkward 0 1
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Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent S5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal S S
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5]

Reactlvity to handling
Easy 5 5
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Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 51 5]
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5} 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None S S

Reactivity to handling
Easy 5 5
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Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: in-the-hand observations (Recovery group. Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5} 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5] 5
Salivation

None 5 5
Abnormal respiration

Absent 5 S
Vocalization

None 5 5

Reactivity to handling
Easy S 5
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Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Detailed clinical signs in male rats: open field observation (Main group, Week 1 of administration)
Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 3+ 1 4+ 2 4+ 2 4+ 2
Pefecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 1«DT
Urination

None 12 11 12 9

Small amount 0 1 0 1

Moderate amount 0 0 0 2

» : p<0.05 (Significant difference from control group)
DT : Dunnett-type rank test
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Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: open field observation (Main group. Week 2 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None 11 10 10 10

Small amount 1 2 2 2

= : p<0.05 (Significant difference from control group)
DT : Dunnett-type rank test



Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

R-894

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None 12 10 10 12

Small amount 0 2 2 0

No significant difference in any treated groups from control group.
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Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 - 12 12 12
Gait

No/minimal location ) 0 0 1

Normal 12 12 12 11
Posture

Normal 12 12 12 12
Grooning

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

None 10 11 11 9

Small amount 2 1 1 3

No significant difference in any treated groups from control group.



Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate

Detailed clinical signs in male rats: open field observation (Main group,

Week 5 of administration)

R-894

Dose (mg/kg) 0 250 500 1000

Parawmeter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None 12 10 10 12

Small amount 0 2 2 0

No significant difference in any treated groups from control group.
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Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None i0 11 11 8

Small amount 2 1 1 3

Moderate amount 0 0 0 1

No significant difference in any treated groups from contrel group.



R-894

Table 2-85 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally'
with Sodium lauryl phosphate

Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing {(Mean+S.D.) 5+ 2 5+ 1 5+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 11 12 12

Small amount 0 1 0 0

No significant difference in any treated groups from control group.
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Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 2 5+ 1 6+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

Neone 12 1z 12 11

Small amount 0 0 0 1

No significant difference in any treated groups from control group.
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Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: open field observation (Main group, Day 1 of gestation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 11 12
Arousal

Normal 12 12 11 12
Convulsion

None 12 12 11 12
Abnormal behavior

None 12 12 11 12
Stereotypy

None 12 12 11 12
Gait

Normal 12 12 11 12
Posture

Normal 12 12 11 12
Grooming

Nane 12 12 11 12
Rearing (Mean+S.D.) 6+ 3 6+ 2 5+ 2 7+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 12 11 11 12

Small amount 0 i 0 0

No significant difference in any treated groups from control group.
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Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: apen field observation (Main group, Day 7 of gestation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 11 12
Arousal

Normal 12 12 11 12
Convulsion

None 12 12 11 12
Abnormal behavior

None 12 12 11 12
Stereotypy

None 12 i2 11 12
Gait

Normal 12 12 11 12
Posture

Normal 12 12 11 12
Grooming

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

None 11 12 11 12

Small amocunt 1 0 0 0

No significant difference in any treated groups from control group.
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Table 2-69 A combined repeated-dose/repraoductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: open field observation (Main group. Day 14 of gestation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 11 12
Arousal

Normal 12 12 i1 12
Convulsion

None 12 12 11 12
Abnormal behavior

None 12 12 11 12
Stereotypy

None 12 12 11 12
Gait

Normal 12 12 11 12
Posture

Normal 12 12 11 12
Grooming

None 12 12 11 12
Rearing (Mean+S$.D.) 5+ 1 5+ 1 6+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 11 12

No significant difference in any treated groups from control group.
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Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: open field observation (Main group, Day 20 of gestation)

Dose (mg/kg) 0] 250 500 1000

Parameter No. of animals 12 12 11 12
Arousal

Normal 12 12 11 12
Convulsion

None 12 12 11 12
Abnormal behavior

None 12 12 11 12
Stereotypy

None i2 12 11 12
Gait

Normal 12 12 11 12
Posture

Normal 12 12 11 12
Grooming

None 12 12 11 12
Rearing (Mean+S.D.) 6+ 2 5+ 2 B+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0 g+ 0 c+ O 0+ 0
Urination

None 10 12 11 12

Small amount 2 0 0 0

No significant difference in any treated groups from control group.
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Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: open field observation (Main group, Day 4 of lactation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 11 12
Arousal

Normal 12 12 11 12
Convulsion

None 12 12 11 12
Abnormal behavior

None 12 12 11 12
Stereotypy

None 12 12 11 12
Gait

Normal 12 12 11 12
Posture

Normal 12 12 11 12
Grooming

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

None 10 12 11 12

Small amount 2 0 0 0

No significant difference in any treated groups from control group.
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Table 2-72 A combined repeated-~dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: open field observation (Recovery group, Week ! of administration)

Dose (mg/kg) 0] 1000

Parameter No. of animals ) 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 54 5
Gait

Normal 5 S
Posture

Normal 5 5
Grooming

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

None 5 4

Small amount 0 1

No significant difference between treated group and control group.
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Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in male rats: open field observation (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 S
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 3 2+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ ©
Urination

None 4 4

Small amount 1 1

No significant difference between treated group and control group.
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Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detalled clinical signs in male rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 S
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None S 5
Rearing (Mean+S.D.) 3+ 2 2+ 1
Defecation count (Mean+S.D.) 0+ 0 1+ 1
Urination

None 4 4

Small amount 1 1

No significant difference between treated group and control group.
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Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal S )
Convulsion

None 5 5
Abnormal behavior

Nane S 5
Stereotypy

None S 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None S 5
Rearing {(Mean+S$.D.) 4+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 3 5

Small amount 1 0

Moderate amount 1 0

No significant difference between treated group and control group.
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Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 )
Abnormal behavior

None 5 5
Stereotypy

None 4 S5

Minor 1 0
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None S S
Rearing (Mean+S.D.) 5+ 4 3+ 3
Defecation count (Mean+S.D.) 0+ 0 1+ 1
Urination

None 4 4

Moderate amount 1 1

No significant difference between treated group and control group.
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Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None S5 5
Stereotypy

None 5 S
Gait

No/minimal location Q 1

Normal 5 4
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S5.D.) 3+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0 2+ 3
Urination

None 4 4

Small amount 1 1

No significant difference between treated group and control group.



Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate

Detailed clinical signs in male rats:

open field observation (Recovery group, Week 1 of recovery)

R-894

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 S
Grooming

None 5 5
Rearing (Mean*S5.D.) 4+ 1 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+
Urination

None 4 4

Small amount 1 1

No significant difference between treated group and control group.
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Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/Kkg) 0 1000

Parameter No. of animals 53 5
Arousal

Normal S B]
Convulsion

None 5 5
Abnormal behavior

None 5 S
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

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

None 3 5

Small amount 2 0

No significant difference between treated group and control group.
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Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: open field observation (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None S 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 S
Grooming

None 5 51
Rearing (Mean+S.D.) 4+ 3 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 4 S

Small amount 1 0

No significant difference between treated group and control group.
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Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal S5 5
Convulsion

None S 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 3 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 1000

Parameter No. of animals S 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal hehavior

None 5 8
Stereotypy

None 5 51
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 S
Rearing (Mean+S.D.) 6+ 6 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

Noie 51 5

No significant difference between treated group and control group.
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Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: open field ohservation (Recovery group. Week 4 of administration)

Dose (mg/Kkg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None ] 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 4 T+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal S5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Groeming

None 5 5
Rearing (Mean+S.D.) 7+ 3 T+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-85 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Detailed clinical signs in female rats: open field observation (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 5 10+ 4
Defecation count (Mean+S.D.) 0+ 0 o+ O
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-86 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) )] 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal hehavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 6+ 2 7+ 1
Defecation count (Mean+S.D.) 0+ 0O 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-87 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal b5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 S5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

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

None 5 5

No significant difference between treated group and control group.



Table 2-88 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Manipulative test of male rats {Main group, Week 6 of administration)

R-894

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 54 5 5 5
Auditory response

Normal 5 b5 5 S
Approach response

Normal 5 ) 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 64+12 88+21 T1+23 T4+15

No significant difference in any treated groups from control group.
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Table 2-89 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Manipulative test of female rats (Main group, Day 4 of lactation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 S 5
Approach response

Normal 5 5] 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5] 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 55417 60+14 69425 51+ 9

No significant difference in any treated groups from control group.
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Table 2-90 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Manipulative test of male rats (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.Db.) 0+ 0O 0+ 0
Landing foot splay (mm: Mean+S.D.) 86415 T7+18

No significant difference between treated group and control group.



R-894

Table 2-91 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Manipulative test of female rats (Recovery group. Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 3 5
Touch response

Normal 5 S
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 57+15 49+12

No significant difference between treated group and control group.
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Table 2-92 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Manipulative test of male rats (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 86+13 77+ 4

No significant difference between treated group and control group.
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Table 2-93 A combined repeated-dose/repreoductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Manipulative test of female rats (Recovery group. Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal S5 5
Pupillary reflex

Pass. both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O
Landing foot splay (mm: Mean+S.D.) 76+21 61+ 8

No significant difference between treated group and control group.



R-894

Table 2-94 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Grip strength of male rats {Main group, Week 6 of administration)
Dose Fore limb Hind 1limb
ng/kg g g
0 No. 5 5
Mean 1385 920
S.D. 182 158
250 No. 5 5
Mean 1400 1162
S.D. 166 200
500 No. 5 5
Mean 1531 1034
S.D. 277 167
1000 No. 5 5
Mean 1389 945
S.D. 273 142

No significant difference

in any treated groups from contral group.
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Table 2-95 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Grip strength of female rats (Main group., Day 4 of lactation)
Dose Fore limb Hind limb
mg/kg g €
)] No. 5 5
Mean 1291 766
S.D. 224 133
250 No. S S
Mean 1140 730
S.D. 89 75
500 No. 5 5
Mean 1256 863
S.D. 176 112
1000 No. 5 5
Mean 1254 863
S.D. 190 68

No significant difference in any treated groups from control group.
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Table 2-96 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Grip strength of male rats (Recovery group, Week 6 of administration)
Dose Fore limb Hind limb
ng/kKg g g
4] No. 5 5
Mean 1467 1028
S.D. 3435 154
1000 No. S 5
Mean 1463 924
S.D. 100 246

No significant difference

between treated group and control group.
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Table 2-97 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Grip strength of female rats (Recovery group, Week 6 of administration)
Dase Fore limb Hind 1limb
mg/kg g g
[¢] No. 5 5
Mean 1180 702
S.D. 107 90
1000 No. 5 5
Mean 1227 805
S.D. T4 140

No significant difference

between treated group and control group.
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Table 2-98 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Grip strength of male rats (Recovery graup, Week 2 of recovery)
Dose Fore limb Hind 1imb
mg/kg g g
c No. 5 S
Mean 1749 1081
S.D. 122 205
1000 No. 5 5
Mean 1570 795
S.D. 397 353

No significant difference

between treated group and control group.
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Table 2-99 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Grip strength of female rats (Recovery group, Week 2 of recovery)
Dose Fore limb Hind limb
mg/kg E g
0 No. 5 L)
Mean 1257 677
S.D. 157 110
1000 No. 5 5
Mean 1292 T91
S.D. 210 57

No significant difference

between treated group and control group.



Table 2-100

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

with Sodium lauryl phosphate

Motor activity of male rats (Main group, Week 6 of administration)

R-894

Interval (minutes)

Dose

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

0 No. 5 5 5 5 5 5 5

Mean 348 314 256 100 58 Ti 1147

S.D. 64 73 120 151 81 59 434

250 No. 5 5 5 5 5 5 5

Mean 391 358 319 231 142 127 1568

S.D. 54 a1 79 91 103 137 249

500 No. 5 5 5 5 5 5 s

Mean 378 283 161 118 59 17 1016

5.D. 60 47 139 162 105 12 281

1000 No. 5 5 5 5 5 5 5

Mean 404 351 339 207 156 55 1513

S.D. 61 110 135 93 169 a7 243

No significant

difference in any treated groups from control group.



Table 2-101

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

with Sodium lauryl phosphate

Motor activity of female rats (Main group, Day 4 of lactation)

R-894

Interval (minutes)

Dose

mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-80)

0 No. 5 5 5 5 5 5 5

Mean 208 56 49 57 33 26 429

$.D. 146 60 74 75 56 27 336

250 No. 5 5 5 5 5 5 S

Mean 214 99 19 13 27 17 389

5.D. 77 79 14 7 45 9 127

500 No. 5 5 5 5 5 5 5

Mean 188 99 90 67 62 63 569

S.D. 101 103 133 95 84 110 607

1000 No. 5 5 5 5 5 5 5

Mean 154 34 34 142 40 14 418

S.D. 78 36 16 116 53 9 70

No significant

difference in any treated groups from control group.
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Table 2-102 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Motor activity of male rats (Recovery group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 ] 5 5 5 5 5
Mean 428 306 156 123 107 29 1149
S.D. 13 T2 118 64 142 20 210
1000 No. 5 5 5 5 5 5 5
Mean 364 2565 179 128 40 28 994
S.D. 104 129 111 147 53 20 457

No significant

difference between treated group and control group.



R-894

Table 2-103 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Motor activity of female rats (Recovery group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total{0-60)
Q No. 5 5 5 5 5 5 5
Mean 378 253 196 187 79 81 1174
S.D. 83 183 187 211 72 107 666
1000 No. 5 5 5 5 5 5 5
Mean 371 303 232 129 66 69 1170
S.D. 119 177 94 143 125 128 596

No significant

difference between treated group and control group.
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Table 2-104 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Motor activity of male rats {(Recovery group, Week 2 of recovery)

Interval (minutes)

Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 407 349 294 234 293 137 1716
$.D. 21 67 93 122 102 117 353
1000 No. 5 S 5 5 5 5 5
Mean 395 303 363 269 225 137 1692
S.D. 40 111 57 120 125 84 255

No significant difference between treated group and control group.
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Table 2-105 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Motor activity of female rats (Recovery group, Week 2 of recovery)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. S S S 5 5 5 5
Mean 370 270 250 188 178 175 1430
S.D. 45 104 107 113 o8 130 410
1000 No. 5 5 5 5 5 5 5
Mean 410 316 299 237 196 145 1603
S.D. 21 86 146 130 143 112 418

No significant

difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Body weight of male rats (Main group)

Pre-mating period Mating period Post-mating period

Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 364.1 381.1 395.6 411.3 425.3 435.0 453.0 464.0 478.8 489.3 504.1 511.1 517.4 153.3
S.D. 15.3 16.5 20.4 21.4 22.2 21.5 24.2 24.8 26.9 27.4 29.3 30.7 33.6 22.5

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 Mean 363.9 380.8 397.0 413.4 428.4 439.0 453.9 471.5 485.6 498.8 511.9 517.8 5022.8 158.8
S.D. 17.4 20.4 23.8 26.9 28.1 32.2 33.9 36.1 38.1 37.7 41.3 40.4 42.2 30.0

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
500 Mean 361.9 378.3 394.2 406.2 417.8 428.2 443.1 453.9 466 .4 476.3 486 .5 494 .8 499.9 138.0
S.D. 15.2 15.8 17.2 18.8 20.1 22.5 23.6 23.5 23.1 24.8 27.1 27.8 31.1 22.1

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 362.0 378.3 391.5 403.8 415.5 422.3 436.6 449.3 462.3 472.8 486.2 490.8 495.6 133.6
5.D. 13.7 18.3 20.7 23.2 24.8 23.9 23.7 23.5 24.0 25.0 24 .4 25.7 24.8 12.4

Unit: g

No.: No. of animals

a): Day of administration

No significant difference in any treated groups from control group.
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Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

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

Administration

Dose Gain
mg/kg 1 4 8 11 15a) 1-15

No. 12 12 12 12 12 12
0 Mean 235.9 245.3 251.8 258.1 259.6 23.7
$.D. 11.0 9.6 10.3 10.8 12.5 6.6

No. 12 12 12 12 12 12
250 Mean 237.7 246.2 254.1 259.8 263.2 25.5
5.D 10.3 10.1 12.2 14.0 16.9 9.9

No. 12 12 12 12 12 12
500 Mean 239.1 246.2 252.4 258.9 263.6 24.5
S.D. 6.3 9.7 10.6 11.1 14.0 9.3

No. 12 12 12 12 12 12
1000 Mean 239.9 245.3 254.3 261.1 264.9 25.0
5.D 10.6 10.3 11.3 11.5 14.2 9.1

Unit: g

No.: No. of animals
a): Day of administration
No significant difference in any treated groups from control group.
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Table 3-3 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

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

Administration

Dose Gain
mg/kg 0 4 7 11 14 17 20a} 0-20

No. 12 12 12 12 12 12 12 12
0 Mean 266.2 291.3 305.1 323.4 33¢9.4 366.6 409.7 143.5
S.D. 15.2 16.7 17.2 19.1 19.6 17.3 18.7 8.1

No. 12 12 12 12 12 12 12 12
250 Mean 270.7 295.3 307.8 329.8 345.4 377.8 426.9 156.3
S.D. 17.5 20.0 21.9 23.0 22.6 24.3 30.1 17.8

No. 11 11 11 11 11 il 11 11
500 Mean 272.6 292.3 306.7 327.4 340.6 369.8 415.3 142.6
S.D. 10.1 10.4 9.3 9.3 11.3 15.2 18.7 15.3

No. 12 12 12 12 12 12 12 12
1000 Mean 271.8 294.6 307.4 328.3 343.8 372.7 419.7 147.8
S.D. 13.5 14.8 16.6 17.4 18.8 23.5 29.9 21.1

Unit: g

No.: No. of dams

a): Day of gestatiocn

No significant difference in any treated groups from control group.
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Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Body weight of dams during the lactation period (Main group)
Administration
Dose Gain
ng/kg 0 4a) -
No. 12 12 12
4] Mean 332.2 331.7 -0.5
S.D. 25.3 19.8 16.5
No. 12 12 12
250 Mean 330.8 346.2 15.4»
S.D. 29.0 21.4 12.7D
No. 11 11 11
500 Mean 335.1 342.1 7.0
5.D. 14.2 17.4 10.1
No. 12 12 12
1000 Mean 331.3 345.7 14.3»
S.D. 26.4 22.6 13.5D
Unit: g
No.: No. of dams

a): Day of lactation
«; p<0.05 (Significant difference from

D: Dunnett's test

control group)
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Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Body weight of male rats during the administration period (Recovery group)
Day of administration
Dase Gain
ng/kg 1 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 5 5 S 5 S S5 5 5 S 5 5 5 5 5
0 Mean 364.0 378. 394.8 409.8 424.0 438.4 456.0 468.6 485.0 497.4 512.8 520.0 522.4 158.4
S.D. 15.7 22. 27.9 29.7 32.1 33.8 36.4 40.6 41.7 47.0 47.3 50.4 51.6 37.6
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 Mean 363.8 376. 388.2 404.0 415.0 425.2 440.4 453.2 463.2 475.2 489.0 493.0 490.4 126.6
S.D. 13.0 15. 20.8 21.6 21.1 21.6 23.1 24.0 23.8 22.6 23.4 30.1 34.6 25.3
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 3-6 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with Sodium lauryl phosphate
Body weight of female rats during the administration period (Recovery group)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 138 22 25 29 32 36 39 42 1-42
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
¢} Mean 234 .4 247.0 252.8 259.8 262.8 269.6 270.8 277.0 280.2 283.0 287.6 294.6 294.0 59.6
S.D. 9.6 11.0 11.0 15.2 16.6 13.5 15.1 14.0 17.5 17.3 17.1 21.5 18.3 12.2
No. 5 5 5 5 5 S5 5 S 5 5 5 5 5 5
1000 Mean 235.4 244.2 253.6 261.8 265.8 273.4 274.8 278.4 281.2 286.6 290.4 291.4 293.0 57.6
S.D. 11.8 7.4 8.0 9.7 8.7 7.4 9.4 10.9 10.4 11.3 10.6 9.7 8.7 11.7
Unit: g
No.: No. of animals

No significant difference between treated group and control group.



R-894

Table 3-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Body weight of male rats during the recovery period (Recovery group)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 S S S 5
0 Mean 523.2 528.0 539.8 543.0 . 548.2 25.0
5.D. 52.8 56.2 57.0 58.0 58.7 9.8
No. 5 5 S 5 5 5
1000 Mean 486 .4 482.0 470.4 468.0 465.4 -21.0
S.D. 42.1 53.2 99.1 108.1 116.5 78.4
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 3-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Body weight of female rats during the recovery period (Recovery group)
Day of recovery
Dose Gain
mg/ke 1 4 8 11 14 1-14
No. 5 5 5 S 5 5
0 Mean 293.8 296.0 299.8 299.2 304.6 10.8
S5.D. 21.6 20.4 18.6 20.0 19.7 2.9
No. 5 5 5 5 5 15
1000 Mean 295.6 298.6 299.6 300.6 304.2 8.6
S.D. 10.3 11.8 13.0 13.3 10.8 1.3
Unit: g
No.: No. of animals

No significant difference between treated group

and control group.
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Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Food consumption of male rats (Main group)}
Pre-mating period Post-mating period
Dose
mg/kg 4 11 15 32 36 39 42a)
No. 12 12 12 12 12 12 12 12 12
0 Mean 27. 25.8 23. 23.4 24.9 23.8 25.3 24.3 23.3
S.D. 2. 2.5 3. 1.8 2.8 3.4 2.5 2.1 2.8
No. 12 12 12 12 12 12 12 12 12
250 Mean 26. 25.4 25. 23.3 24.8 24.8 24.6 23.9 23.3
5.D. 2. 3.0 2 3.0 2.7 2.7 3.6 2.7 2.6
No. 12 12 12 12 12 12 12 12 12
500 Mean 25. 24.4 23. 22.8 23.6 23.4 23.3 23.4 23.3
5.D. 2. 2.9 2 1.6 2.1 2.4 2.8 2.5 2.7
No. 12 12 12 12 12 12 i2 12 12
1000 Mean 26. 25.3 24. 22.6 24.1 24.2 24.3 23.8 23.3
5.D. 2. 2.6 3. 2.0 2.9 1.9 2.0 1.8 3.0

Unit: g/rat/day
of animals
a): Day of administration

No.: No.

No significant difference in any treated groups

from control group.
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Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Food consumption of female rats during the pre-mating period (Main group)
Administration
Dose
mg/kg 4 8 11 15a)
No. 12 12 12 12 12
0 Mean 18. 17.6 18.8 16.9 16.9
S.D. 3. 2.3 2.7 2.1 2.0
No. 12 12 12 12 12
250 Mean 18. 17.8 18.5 17.8 18.8
S.D. 3. 1.6 2.5 2.2 2.9
No. 12 12 12 12 12
500 Mean 19. 16.3 17.9 16.6 18.5
S.D. 2. 2.5 3.5 2.2 2.9
No. 12 12 12 12 12
1000 Mean 19. 17.8 19.4 17.3 18.1
5.D. 2. 2.6 2.0 1.7 2.6

Unit: g/rat/day
of animals
a): Day of administration

No.: No.

No gignificant difference in any treated groups

from control group.
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Table 4-3 A combined repeated-dose/reprcductive~developmental toxiclty study in rats treated orally
with Sodium lauryl phosphate
Food consumption of dams during the gestation period (Main group)
Administraticn
Dose
mg/kg 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
¢} Mean 17. 22. 23.5 22.1 22.7 23.4 18.9
S.D. 2. 2. 2.9 2.8 2.3 2.4 2.6
No. 12 12 12 12 12 12 12
250 Mean 19. 22. 22.9 23.0 23.8 24.7 21.0
S.D. 1. 3. 2.3 3.0 2.1 2.3 2.7
No. 11 11 11 11 11 11 11
500 Mean 18. 22. 22.5 23.9 22.5 23.8 21.0
S.D. 2. 2. 3.9 3.3 2.9 1.8 2.4
No. 12 12 12 12 12 12 12
1000 Mean 18. 22. 22.7 22.6 22.7 24.0 19.5
S.D. 2. 1. 2.5 2.2 3.7 3.7 3.1

Unit: g/rat/day
of dams

No.: No.

a): Day of gestation
No significant difference in any treated groups

from control group.
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Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Food consumption of dams during the lactation period (Main group)
Administration
Dose
ng/kg 2 4a)
No. 12 12
0 Mean 19.3 31.9
S.D. 3.3 4.3
No. 12 12
250 Mean 23.7s 38.2+
S.D. 2.8D 4.7D
No. 11 11
500 Mean 21.8 35.1
S.D. 5.3 8.5
No. 12 12
1000 Mean 23.2 36.9
S.D. 4.6 6.9

Unit: g/rat/day
of dams

No.: No.

a): Day of lactation
#: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Food consumption of male rats during the administration period (Recovery group)
Day of administration
Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 5 5 5 5 5 5 5 5 5
0 Mean 26.2 23.4 22.6 21.6 23.6 24.4 2.6 4.2 2.4
S.D. 1.8 2.7 4.3 2.2 3.2 5.2 4.0 3.3 3.4
No. 5 5 5 5 5 5 S 5 5
1000 Mean 27.0 24.0 25.0 25.0 24.2 23.8 3.6 4.8 3.2
S.D. 2.9 1.9 2.9 3.7 3.3 1.9 3.2 4.6 2.9
Unit: g/rat/day
No.: No. of animals

No significant difference between treated group

and control group.



R-894

Table 4-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Food consumption of female rats during the administration period (Recovery group)
Day of admlnistration
Dose
mg/kg 1 4 11 15 32 36 39 42
No. 5 S5 5 5 5 5 5 5 5
0 Mean 16.0 20.2 18. 17.4 17.8 18.2 17.4 18.8 16.2
5.D. 2.3 2.7 3. 4.0 2.8 3.0 3.4 3.9 0.8
No. 5 5 5 5 5 5 5 5 5
1000 Mean 17.4 18.0 18. 18.4 20.0 17.8 16.0 18.4 17.4
5.D. 2.9 2.2 3. 1.5 2.1 2.4 3.7 1.7 2.2

Unit: g/rat/day
of animals

No.: No.

No significant difference between treated group

and control group.
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Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Food consumption of male rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 21.2 25.2 28.6 29.6 30.2
S.D. 2.6 3.1 2.1 3.4 2.8
No. S S5 5 S 5
1000 Mean 18.6 21.8 23.6 23.6 23.0
S.D. 4.7 9.7 11.7 10.7 9.1

Unit: g/rat/day

No.: No. of animals
No significant difference between treated group and control group.
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Table 4-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Food consumption of female rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 S 5 5 S
0 Mean 6.6 18.2 19.2 9.2 22.2
S.D. 2.7 1.3 2.8 2.9 2.9
No. S 5 5 5] 5
1000 Mean 7.2 18.2 19.4 8.6 21.2
S.D. 1.5 1.8 4.6 3.4 2.5

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

No.: No.
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Table 5-1 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

Urinalysis of male rats (Week 6 of administration}

1) 2) 3)
pH Protein Ketone body Glucose
Dase No.
mg/kg 5.0 5.56.06.5 7.07.5 8.08.5 9.0 - - + ok b bt - +- + ++ +++ ++++ - +- + 4+ 4
0 17 0 0 0 1 4 3 2 7 0 1 411 1 0 0 2 411 0 0 0 17 0 0 0 O 0
250 12 0 0 0 1 4 6 1 0 0 2 4 5 1 0 0 3 4 5 0 0 0 12 0 0 0 0 0
500 12 0 0 1 1 3 1 3 3 0 1 110 ©0 0 0 1 5 6 0 0 0 12 0 0 0 O 0
1000 17 0 0 0 2 12 2 1 0 0 0 215 0 O o] 3 6 8 0 0O 0 17 0 0 0 0 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >B500 mg/dL
2) - : <5 mg/dL +- 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++++  >125 mg/dL

3) - : <30 mg/dL += : 30 - 60 mg/dL + 1 61 - 125 meg/dL ++ 1 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ : >750 mg/dL



R-894

Table 5-2 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with Sodium lauryl phosphate

Urinalysis of male rats (Week 6 of administration)

4) 5) 6) 7)
Occult blood Bilirubin Urcbilinogen Color
Dose No.
mg/kg - - + +4 44+ - + ++ +++ F+4+ +- 4+ 4+ A+ A+ LY Y DY
o 17 13 1 2 1 O 16 1 0 O 0 15 2 0 © 0 116 0O
250 12 11 1 0 0 O 11 1 0 O 1) 10 2 ¢ O 1) 111 O
500 12 11 0 1 0 0 12 0 0 0 [} 10 2 O O 0 111 o0
1000 17 17 0 0 0O O 15 2 0 0O 0 16 1 0 0O 0 116 0
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

+
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dLL ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

Urinalysis of male rats (Week 6 of administration)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
bDose No.
mg/kg - - + +4+ +4++ - - + +4 +4++ - +- 4+ 44+ A+ - - + 44+ +++ - - + - - + 4 A+ - 4+- + +4+ +++
0 17 15 2 0 0 0 166 1 0 0 O ¢ 17 ¢ 0 ¢ 17 0 ¢ 0 O 17 0 0O 314 0 0 O 17 0 0 0 0
250 12 10 2 0 0 O 12 0 0 0 0 012 0 0 0 10 2 0 0 © 12 0 0 3 9 0 0 0 12 0 0 0 O
500 12 11 1 0 0 O 12 0 0 0 0 012 0 0 © 12 0 0 ¢ O 12 0 O 3 9 0 0 0O 12 0 0 0 0
1000 17 15 2 0 0 O 17 0 0 0 0 017 0 0 O 17 0 0 ¢ ¢ 17 0 0 710 0 0 0 17 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ ! Severe
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Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Water intake and urinalysis {(Week 6 of administration)
Male
Water Urine Osmolality
Dose No. intake volume
ng/kg mL/24h mL/24h mOsm/kg
0 17 Mean 38 14.3 18986
S.D. 10 5.6 357
250 12 Mean 44 16.1 1844
S.D. 9 5.5 402
500 12 Mean 38 12.8 1970
S.D. 6 4.8 391
1000 17 Mean 36 12.8 2037
S.D. 7 4.2 451

No significant difference in any

treated groups from control group.
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Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Urinalysis of male rats (Week 2 of recovery)
1} 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.56.06.57.07.5 8.08.59.0 - +- + 4+ dbd b+ - - + 44 o+ - - + ++ FH++ v+t
0 5 0 0 0 0 1] 2 3 0 0 0 1 4 0 O 0 1 2 2 0 0 5 0 0 0 0 0
1000 5 0 0 0 1 1 0 3 0 0 ¢ 0 5 0 O 0 2 3 0 0 O 5 0 ¢ 0 0 ]
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL +4 86 - 250 mg/dL +H+ 251 - 600 mg/dL 44+ >600 mg/dL
2) - : <5 mg/dL +- : 5 ~ 7.5 mg/dL + : 7.6 - 30 mg/dL 4 31 - 70 mg/dL +++ 71 - 125 mg/dL et >125 mg/dL
3) - : <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL 4 126 - 250 mg/dL +++ 251 - 750 mg/dL Tt >750 mg/dL
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Table 5-6 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

Urinalysis of male rats (Week 2 of recovery)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - 4= + 44 44+ - 4+ +4 ++4+ ++++ +— + +4+ +++ 4 LY Y DY
0 5 5 0 0 0 O 5 0 0 O 0 4 1 0 0 0 0 5 0
1000 5 3 0 1 0 1 5 0 0 O 0 4 1 0 O 0 0 5 0
4) - 1 <0.03 mg/dL +- 1 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL

5) - : <0.5 mg/dL + : 0.5 - 1.5mg/dL ++ : 1.8 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ¢+ : 3.8 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate

Urinalysis of male rats (Week 2 of recovery)

URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/kg - 4 + 4 444 - - + 44 444 - - + e e+ d - - + 44 - 4= - +- + ++ +++ - 4= 4+ +4+ +++
0 5 5 0 0 0 O 5 0 0 0 0 5 0 0 0 5 0 0 0 0 5 0 1 4 0 0 0 5 0 0 0 0

1000 S 4 0 1 0 O 5 0 O 0 0 5 0 0 O 5 0 0 0 O 5 0 2 3 0 0 O 5 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- :© Slight
PS : Phosphate Salts + : Mild
[%4] Calcium Oxalate ++ : Moderate

+ 4+

Severe
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Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Water intake and urinalysis (Week 2 of recovery)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg mLl./24h ml./24h mOsm/kg
0 5 Mean 36 13.5 2194
S.D. 9 2.9 221
1000 5 Mean 34 11.5 2075
S.D. T 6.1 120

No significant difference between treated group and control group.
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Table 6-1 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with Sodium lauryl phosphate
Hematology (Week 6 of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10*/ L g/dL % fL pg % % X10*/ 1L s 5 mg/dL
0 5 Mean 847 16.3 48 56.1 19.2 34.2 1.8 98.4 16.7 18.0 296
S.D. 31 0.8 2 1.5 0.7 0.5 0.2 11.7 1.1 1.0 13
250 5 Mean 852 16.3 48 56.5 19.2 33.9 1.8 101.2 16.8 17.8 297
S5.D. 9 0.5 1 1.1 0.5 0.5 0.3 8.7 1.4 1.2 16
500 5 Mean 860 16.3 49 56.5 19.0 33.6 1.5 95.7 17.7 17.9 273
§.D. 18 0.1 1 1.2 0.3 0.4 0.4 9.7 1.7 1.2 23
1000 5 Mean 848 16.0 a7 55.9 18.9 33.7 2.0 101.9 16.9 17.7 301
5.D. 47 0.7 2 1.4 0.4 0.3 0.3 10.5 0.6 1.5 25

No significant difference in any

treated groups from control group.
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Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Hematology (Week 6 of administration)
Male
WBC Differential leukocyte counts (%)} Erythroblast
Dose No. counts
mg/kg X10?/#L  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 5 Mean 96 84.0 0.2 14.4 0.9 0.0 0.5 0.0 0
S.D. 21 5.4 0.3 4.2 1.3 0.0 0.0 0.0 0
250 5 Mean 90 82.1 0.3 16.3 1.0 Q.0 0.3 0.0 (o}
S.D. 11 5.0 0.4 5.8 1.2 0.0 0.3 0.0 0
500 5 Mean 95 85.5 0.0 13.2 1.1 0.0 0.2 0.0 0
S.D. 18 7.0 0.0 7.0 0.7 0.0 0.3 0.0 0
1000 S Mean 100 80.2 0.1 18.0 1.1 0.0 0.6 0.0 0
S5.D. 13 10.4 0.2 9.6 1.0 0.0 0.4 0.0 0

No significant difference in any

treated groups from contrel group.
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Table 6-3 A combined repeated-dose/reproductive-developmental toxiclity study in rats treated orally
with Sodium lauryl phosphate
Hematology (Day 4 of lactation)
Female
RBC Hb Ht MCv MCH MCHC Reticu- Plate~ PT APTT Fibri-
Dose No. locyte let nogen
ng/kg X104/ 2L g/dL % fL PE % % K10/ aL s s mg/dL
0 5 Mean 686 13.7 41 59.5 19.9 33.5 4.6 130.4 17.1 19.0 297
S$.D. 39 0.5 1 1.8 0.6 0.4 0.7 12.3 0.2 5.5 20
250 5 Mean 698 13.8 42 59.5 19.8 33.3 4.4 127.4 17.0 15.1 373ew
S.D. 16 0.6 2 2.3 0.6 0.3 0.8 19.6 0.7 0.5 41D
500 5 Mean 693 13.9 41 59.4 20.1 33.8 4.3 124.1 16.3 15.8 321
S.D. 45 0.6 2 1.5 0.6 c.3 1.1 7.8 0.6 1.2 31
1000 5 Mean 685 14.0 42 61.7 20.5 33.2 4.0 136.4 16.9 15.9 343
S.D. 26 0.3 1 2.2 0.5 0.6 0.8 25.8 0.7 0.6 30

ss : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 6-4 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with Sodium lauryl phosphate

Hematology (Day 4 of lactation)

Female
WBC Differential leukocyte counts (%)} Erythroblast
Dose No. counts

mng/keg X10?/p#L  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 5 Mean 121 76.3 0.4 22.7 0.4 0.0 0.2 0.0 0
5.D. 9 6.5 0.4 6.3 0.4 0.0 0.3 0.0 0
250 S Mean 103 75.4 0.0 24 .2 0.3 0.0 0.1 0.0 0
S.D. 16 4.3 0.0 4.2 0.4 0.0 0.2 0.0 0
500 5 Mean 115 66.7» 0.3 32.2» 0.7 0.0 0.1 0.0 0
S.D. 27 6.2D 0.4 6.1D 0.6 0.0 0.2 0.0 0
1000 5 Mean 142 76.4 0.2 22.9 0.4 0.0 0.1 0.0 0
5.D. 25 3.9 0.3 3.6 0.4 0.0 0.2 0.0 0

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Hematology (Day 14 of recovery)
Male
RBC Hb Ht MCV MCH MCHGC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10*/ 4L g/dL % fL 174 % % X104/ 1L s s mg/dL
0 5 Mean 849 16.3 47 55.8 19.2 34.4 1.6 107.3 17.0 18.6 271
S.D. 31 0.6 2 1.0 0.4 0.5 0.2 5.5 0.8 0.5 45
1000 5 Mean 885 16.9 50 56.3 19.90 33.8 1.8 96.9 18.9 18.9 290
S.D. 78 1.5 5 1.5 0.3 0.7 0.3 14.0 2.2 2.8 20

No significant difference between treated group and control group.
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Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Hematology (Day 14 of recovery)

Male
WBC Differential leukocyte counts (%) Erythroblast
Dose No. counts
mg/kg X10?/#L  Lymph. Stab Seg. Eosino. Baso. Mono . Others (/200 leukocyte)
0 5 Mean 95 86.0 0.0 12.8 0.8 0.0 0.4 0.0 0
S.D. 21 5.4 0.0 5.7 0.6 0.0 0.4 0.0 0
1000 5 Mean 85 75.4 0.2 22.4 1.5 0.0 0.5 0.0 0
S.D. 19 24.9 0.3 24.7 0.6 0.0 0.5 0.0 1

No significant difference between treated group and control group.
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Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Hematology (Day 14 of recovery}
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
meg/ ke X104/ 1L g/dL % fL PE % % X104/ pL ] s mg/dL
0 5 Mean 834 16.1 47 56.0 19.3 34.4 1.5 105.2 16.5 16.5 225
S.D. 34 0.7 2 1.3 0.3 0.5 0.4 5.7 1.0 2.7 19
1000 5 Mean 823 16.2 48 58.1» 19.7 33.9 2.0 90.3ee 16.3 16.0 226
S.D. 28 0.2 1 1.1T 0.4 0.1 0.5 7.8T 0.3 1.1 25

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

T : Student's t-test
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Table 6-8 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Hematology (Day 14 of recovery)

Female
WBC Differential leukocyte counts {%) Erythroblast
Dose No. counts
meg/kg X10?/4L. Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 5 Mean 55 76.4 0.0 21.7 1.5 0.0 0.4 0.0 0
S.D. 12 5.5 0.0 5.3 0.8 0.0 0.4 0.0 0
1000 5 Mean 64 86.1» 0.1 12.4+ 1.1 0.0 0.3 0.0 0
S.D. 22 4.0T 0.2 3.6T 0.7 0.0 0.3 0.0 0

= : p<0.05 {(Significant difference from control group)
T : Student’'s t-test
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Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Blood chemistry (Week 6 of administration)
Male
AST ALT LDH T —GTP AlP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg IU/L IU/L IU/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 64 32 42 0 444 49 30 90 0.1 136
5.D. 8 4 6 0 88 8 8 10 0.0 12
250 5 Mean 60 30 38 0 471 53 31 92 0.1 147
S.D. 8 3 5 0 120 5 5 11 0.0 8
500 5 Mean 63 36 43 0 512 47 a1 83 0.1 137
S.D. S 5 6 1 95 14 13 18 0.0 12
1000 5 Mean 68 44 44 1 541 52 25 80 0.1 128
S.D. 7 7D 9 0 118 11 8 12 0.0 12

ss : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-2 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Blood chemistry (Week 6 of adminlistration)

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

mg/kg mg/dL mg/dL mmol/L mmol/L nmol/L mg/dL mg/dL g/dL g/dL
0 53 Mean 15 0.29 144 4.7 108 9.6 6.5 6.1 2.7 0.79
S.D. 2 0.03 1 0.3 1 0.2 0.5 0.2 0.1 0.05
250 5 Mean 12 0.29 144 4.5 108 9.5 6.0« 6.0 2.7 0.82
S.D. 1 0.02 1 0.1 1 0.2 0.2D 0.3 0.1 0.04
500 5 Mean 14 0.30 144 4.6 109 9.6 6.1 6.0 2.6 0.78
S.D. 4 0.02 1 0.2 1 0.1 0.2 0.2 0.1 0.01
1000 153 Mean 14 0.30 144 4.5 109 9.5 6.2 6.2 2.7 0.75
S.D. 2 0.06 0 0.1 1 0.2 0.2 0.4 0.2 0.04

s : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Blood chemistry (Day 4 of lactation)
Female
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose
Dose  No. (GOT) (GPT) rubin
mg/kg 10/L 1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
1) 5 Mean 67 45 55 0 288 46 37 100 0.1 132
5.D. 12 4 11 0 87 ki 17 13 0.0 6
250 5 Mean 72 53 47 1 270 47 51 103 0.1 133
S.D. 14 9 5 1 52 5 20 15 0.0 9
500 S Mean 75 60 73 0 307 50 43 99 0.1 136
S.D. 21 20 22 0 125 12 14 19 0.0 7
1000 5 Mean 68 59 51 0 462 44 60 91 0.1 133
S.D. 6 i 12 0 173 S 13 8 0.0 4

No significant difference in any treated groups from control group.



Table 7-4

A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with Sodium lauryl phosphate

Blood chemistry (Day 4 of lactation)

R-894

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

mg/kg mg/dL mg/dL  mmol/L  mmol/L mmol/L mg/dL mg/dL g/dL g/dL
o 5 Mean 16 0.33 143 4.4 109 9.8 6.7 6.1 2.8 0.87
5.D. 2 0.02 1 ¢.2 1 0.3 0.7 0.1 0.0 0.02
250 5 Mean 16 0.28 142 4.6 109 10.0 7.2 6.2 2.9 0.86
S.D. 4 0.04 1 0.4 2 0.2 1.2 0.2 0.1 0.01
500 5 Mean 15 0.31 141 4.5 108 9.8 6.4 6.0 2.8 0.89
S.D. 3 0.05 2 0.4 3 0.3 1.0 0.4 0.2 0.02
1000 S Mean 17 0.34 141 4.6 109 10.0 7.4 5.9 2.7 0.86
S.D. 3 0.02 1 0.2 2 0.3 0.8 0.2 0.1 0.06

No significant difference in any treated groups from control group.
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Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Blood chemistry (Day 14 of recovery)

Male

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

Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L IU/L IU/L I0/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 63 a7 48 0 316 52 28 89 0.1 142
S.D. 7 3 7 1 45 11 17 12 0.0 15
1000 5 Mean 83 44 50 1 334 48 29 87 0.1 141
S.D. 38 28 9 1 85 9 8 11 0.0 26

No significant difference between treated group and control group.
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Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Blood chemistry (Day 14 of recovery)

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

mg/kg mg/dL mg/dL mmol/L mmol/L mmol /L mg/dL mg/dL g/dL g/dL
0 5 Mean 16 0.27 144 5.0 109 9.8 6.0 6.1 2.7 0.78
S.D. 2 0.05 2 0.4 1 0.2 0.4 0.2 0.1 0.03
1000 5 Mean 16 0.29 144 5.1 106 9.9 6.3 6.0 2.7 0.80
S.D. 3 0.04 2 0.3 5 0.4 0.5 0.3 0.2 0.05

No significant difference between treated group and control group.
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Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Blood chemistry (Day 14 of recovery)
Female
AST ALT LDH 7 —GTP AIP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 10/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 S Mean 63 30 42 1 184 64 13 124 0.1 128
S.D. 8 7 8 0 56 18 4 30 0.0 15
1000 5 Mean 62 28 43 1 165 75 14 138 0.1 129
S.D. 10 5 11 0 26 9 2 16 0.0 15

No significant difference between treated group and control group.
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Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Blood chemistry (Day 14 of recovery)
Female
BUN Crea- Na K Cc1 Ca P TP Albumin A/G
Dose No. tinine
mg/kg mg/dL mg/dL mmol/L mmol /L mmol/L me/dL mg/dL g/dL g/dL
0 5 Mean 17 0.32 143 5.0 111 9.5 4.9 6.2 2.8 0.82
S.D. 3 0.04 1 0.4 0 0.2 0.9 0.1 0.1 0.04
1000 5 Mean 17 0.34 142 4.7 111 9.7 5.1 6.6» 2.9 0.79
S.D. 2 0.02 1 0.2 1 0.2 1.3 0.2T 0.2 0.07

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

T : Student’'s t-test
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Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Organ weight of male rats {(Main group)

Body Brain Thyrold Thymus Heart Liver

Dose weight {(R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/l00g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
0 Mean 484 2.13 28.7 331 1.41 13.17
5.D. 37 0.09 3.3 84 Q.06 1.91
No. 5 5 5 5 S 5
Absolute 250 Mean 491 2.18 23.9 359 1.37 13.75
5.D. 44 0.08 4.8 25 0.14 1.52
No. 5 5 5 S 5 5
500 Mean 456 2.05 23.5 19G5ws 1.30 12.03
S.D. 32 0.07 4.4 47D 0.18 1.31
No. S 51 S 5 5 5
1000 Mean 467 2.16 23.7 274 1.35 12.70
S.D. 26 0.03 4.8 63 0.06 1.52
No. 5 S 53 5 S
0 Mean 0.44 5.9 68 0.29 2.71
S.D. 0.05 0.6 15 0.02 0.23
No. 5 5 5 5 5
Relative 250 Mean 0.45 4.9 T3 0.28 2.80
S.D. 0.03 0.7 8 0.01 0.19
No. 5 S S 5 5
500 Mean 0.45 5.1 43ww 0.28 2.63
S.D. 0.04 0.8 10D 0.02 0.11
No. S5 5 S 5 5
1000 Mean 0.486 5.1 59 0.29 2.73
S.D. 0.02 1.2 12 0.02 0.39

ss: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 8-2 A combined repeated-dose/reprcductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Organ weight of male rats (Main group)

Spleen Kidney Adrenal Body Testis Epididymis

Dose (R+L) (R+L) weight (R+L) (R+L)
ng/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g g(g/100g BW) mg(mg/100g BW)
No. 5 5 5 12 12 12

0 Mean 0.68 3.22 58 490 3.20 1339
S.D. Q.06 0.27 9 31 0.24 100

No. 5 5 5 12 12 12
Absolute 250 Mean 0.71 3.30 65 496 3.30 1265
S.D. 0.10 0.40 19 39 0.29 108

No. 5 5 5 12 12 12

500 Mean 0.67 3.22 67 473 3.38 1281
S.D. 0.07 0.32 14 30 0.28 53

No. 5 S 5 12 12 12

1000 Mean 0.70 3.18 67 467 3.23 1286
S.D. 0.04 0.32 12 27 0.28 90

No. 5 5 151 12 12

0 Mean 0.14 0.67 12 0.65 273
S.D. 0.01 0.07 2 0.04 14

No. 5 5 5 12 12
Relative 250 Mean 0.15 0.67 13 0.67 257
S.D. 0.02 0.03 3 0.07 33

No. 5 5 5 12 12

500 Mean 0.15 0.71 15 0.72« 272
S.D. 0.01 0.03 3 0.07D 20

No. 5 5 5 12 12

1000 Mean 0.15 0.68 14 0.70 276
S.D. 0.01 0.08 2 0.07 18

#: p<0.05 (Significant difference from control group}
D: Dunnett's test
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Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Organ weight of female rats (Main group)

Body Brain Thyrold Thymus Heart Liver

Dose weight (R+L)
mg/kg 4 g(g/100g BW) mg(mg/l00g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW)
No. 5 5] 5 5 5 5
0 Mean 296 1.92 16.¢ 235 0.92 9.50
S.D. 12 0.09 2.5 a7 0.02 0.40
No. 5 5 5 S 5 5
Absolute 250 Mean 308 1.93 17.8 240 0.96 9.79
S.D. 24 0.03 0.8 87 0.06 1.17
No. 5 S 5 5 5 S
500 Mean 321 1.97 17.6 268 1.00»= 10.18
S.D. 12 0.06 4.2 63 0.03D 0.82
No. 5 5 5 5 ) 51
1000 Mean 314 1.94 14.9 231 0.92 10.40
S.D. 14 0.086 4.0 83 (.08 0.77
No. 5 5 53 5 S
1) Mean 0.65 5.7 80 0.31 3.21
S.D. 0.04 0.8 14 0.01 0.19
No. 5 5 S 5 5
Relative 250 Mean 0.63 5.8 78 0.31 3.17
S.D. 0.04 0.3 27 0.01 0.21
No. 5 5] 5 5 5
500 Mean 0.62 5.5 83 0.31 3.17
5.D. 0.03 1.3 17 0.01 0.18
No. 5 5 5 5 5
1000 Mean 0.62 4.8 T3 0.29 3.31
S$.D. 0.02 1.3 24 0.01 0.18

w: p<0.05 (Significant difference from control group)
D: Dunnett’'s test
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Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Organ weight of female rats (Main group)

Spleen Kidney Adrenal

Dose (R+L) {R+L)
mg/kg g(g/100g BW) g{g/100g BY) mg(mg/100g BW)
No. 5 5 5

0 Mean 0.63 1.90 83
S.D. 0.10 D.11 11

No. 5 5 5
Absolute 250 Mean 0.57 2.07 72
S.D. 0.12 0.21 8

No. 5 5 S

500 Mean 0.65 2.10 89
5.D. 0.07 0.11 14

No. 5 5 5

1000 Mean 0.68 1.98 79
S.D. 0.21 0.21 9

No. 5 5 5

0 Mean 0.21 0.64 28
S.D. 0.04 0.04 4

No. 5 5 5
Relative 250 Mean 0.19 0.67 23
S.D. 0.03 0.086 3

No. 5 5 5

500 Mean 0.20 0.65 28
S.D. 0.03 0.03 4

No. 5 5 )

1000 Mean 0.22 0.63 25
S.D. 0.07 0.04 3

No signlficant difference in any treated groups from control group.
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Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Organ weight of male rats (Recovery group)

Body Brain Thyroid Thymus Heart Liver
Dose No. of welight (R+L)
mg/kg animals g gl{g/100g BW) mg(mg/100g BYW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW)
Absolute 0 5 Mean 508 2.12 28.2 299 1.42 12.88
S.D. 57 0.09 4.0 98 0.21 2.62
1000 5 Mean 438 2.07 23.6 278 1.35 11.47
5.D. 106 0.07 5.3 172 0.30 2.77
Relative 0 5] Mean 0.42 5.6 58 0.28 2.52
5.D. 0.04 0.5 14 0.02 0.23
1000 S Mean 0.50 5.5 58 0.32 2.63
S.D. 0.15 0.8 31 0.08 0.15

No significant difference between treated group and control group.
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Table 8-6 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with Sodium lauryl phosphate

Organ weight of male rats (Recovery group)

Spleen Kidney Adrenal Testis Epididymis

Dose No. of (R+L) (R+L) (R+L) (R+L)

mg/kg animals g(g/100g BW) g{g/100g BW) mg(mg/100g BW) g{g/100g BW) mg(mg/100g BW)

Absolute (o} 5] Mean 0.81 3.45 62 3.43 1368
S.D. 0.13 0.40 10 0.19 63

1000 S Mean 0.61 2.89 58 2.76 1064

5.D. 0.27 0.57 12 0.67 372

Relative 0 5 Mean 0.16 0.68 12 Q.68 271
5.D. 0.02 0.03 2 0.06 22

1000 5 Mean 0.13 0.67 15 0.63 238

S.D. 0.04 0.06 6 0.04 46

No significant difference between treated group and control group.



Table 8-7

R-894

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Organ weight of female rats (Recovery group)

Body Brain Thyroid Thymus Heart Liver
Dose No. of welght (R+L)
mg/kg animals g g{g/100g BY¥) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
Absolute 0 5 Mean 281 1.95 21.7 314 0.87 6.76
S.D. 22 0.07 1.3 60 0.10 0.88
1000 S Mean 283 1.96 18.0=s 294 0.87 6.97
S.D. 12 0.04 1.9T 30 0.05 0.48
Relative 0 5 Mean 0.70 7.7 112 0.31 2.40
S.D. 0.05 0.2 18 0.01 0.19
1000 5 Mean 0.69 6.4 104 0.30 2.46
S.D. 0.04 0.7AT 14 0.03 0.18

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

T: Student's t-test
AT: Aspin-Welch t-test
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Table 8-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Organ weight of female rats (Recovery group)

Spleen Kidney Adrenal

Dose No. of {R+L) (R+L)

mg/kg animals g(g/100g BYW) g{g/100g B¥W) mg{mg/100g BW)

Absolute 0 5 Mean 0.52 1.93 63
S.D. 0.10 0.21 11

1000 S Mean 0.54 1.88 15

5.D. 0.10 0.09 T

Relative ¢ 5 Mean 0.19 0.69 22
S.D. 0.03 0.04 4

1000 S Mean 0.19 0.66 26

S.D. 0.03 0.05 3

No significant difference between treated group and control group.
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Table 9-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Gross pathological findings (End of administration period)

Organs Sex: M M M M F F F F
Dose(mg/kg) : 0 250 500 1000 0 250 500 1000
Findings Number: 12 12 12 12 12 12 12 12
Kidney
Dilatation,pelvie 0 2 0 1 0 0 0 0
Stomach
Focus,depressed, forestomach 0 0 S 7 0 1 1 3
Focus,dark red,glandular stomach 0 1 2 1 4 2 1 1
Focus,white, forestomach 0 0 1 0 0 0 0 0
Rough surface,mucosal,forestomach 0 0 5 9 0 0 5 6
E Focus,depressed, glandular stomach 0 0 0 0 0 0 1 0
ye
Opacity ] Q [¢] 0 [4] 0 1 0
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Table 9-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Gross pathological findings (End of recovery period)

Organs Sex: M M F F
Dose(mg/kg) : 0 1000 0 1000

Findings Number: 5 5 5 5
Lung{bronchus)

Focus,dark red 0 0 0 i
Stomach

Rough surface,mucosal,forestomach 0 1 0 0

Dilatation 0 1 0 (o]
Testlis

Small 0 1 - -
Intestine,cecum

Dilatation ¢ 1 0 4]
Intestine,colon

Dilatation 0 1 0 0
Intestine, duodenum

Dilatation 0 1 0 0
Intestine, ileum

Dilatation 0 1 0 0
Intestine, jejunum

Dilatation 0 1 0 0
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Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Histopathological findings (End of administration period)

Organs Sex: M M F F F
Dose(mg/kg) : 0 250 500 1000 0 250 500 1000
Findings Number : 5 5 5 5 5 5
Epididymis
Number examined 5 0 Q 5 -
Cell infiltration,interstitial 1 0 0 0 - - - -
minimal 1 0 [} 0
Heart
Number examined 5 0 Q 5 5 0 0 5
Myocarditis, focal 4 o] 1) 1 0 Q 0 (4]
minimal 4 0 Q 1 0 0 0 0
Kidney
Number examined 5 0 [} 5 5 0 0 5
Basophilia,tubular 3 0 0 1 0 0 0 1
minimal 3 0 [} 1 0 ] 0 1
Liver
Number examined 5 0 0 5 5 ¢ 0 5
Microgranuloma 3 0 0 1 0 0 0 0
minimal 3 0 1) 1 4] ¢} 0 0
Lung(bronchus)
Number examined 5 0 0 5 5 0 0 5
Mineralization,arterial wall 1 0 0 0 [4] 0 0 1
minimal 1 0 0 0 Q 0 0 1
Accumulation, foamy cell 2 0 0 1 1 0 0 3
minimal 2 0 0 1 1 0 0 3
Spleen
Number examined 5 0 0 5 5 0 0 5
Hematopoiesis,extramedullary 0 0 i) 0 5 0 0 5
minimal 0 0 0 0 2 0 0 1
mild 0 0 0 0 3 0 0 4
Stomach
Number examined 5 5 5 5] 5 5 5 5
Cyst,inclusion 0 0 1 Q Q 0 0 Q
present 0 0 1 Q 4] 0 0 0
Erosion,.glandular stomach 0 0 0 1 3 1 1 0
minimal 0 0 0 4} 3 1 0 0
mild 0 0 0 1 Q 0 1 0
Erosion/ulcer,forestomach 0 0 4 4 0 1 1 1
mild 0 0 4 1 Q 1 1 1
moderate 0 0 0 3 0 0 0 0
Thickening,mucosal, forestomach 0 1 4q 5 1) 1 4 3
minimal 0 1 1 4] ) 1 1 (4]
mild 0 0 2 3 1) Q 3 2
moderate 0 0 1 2 0 0 0 1
Edema,submucosal, forestomach 0 1 5 5 0 Q 4 3
minimal 0 0 2 2 0 0 2 1
mild 0 1 3 3 0 4] 2 2
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Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Histopathological findings (End of recovery period)

Organs Sex: M M F F

Dose(mg/kg) : 0 1000 o] 1000

Findings Number: 5 5 5 5
Stomach

Number examined 5 5 5 5

Thickening,mucosal, forestomach 0 1 0 0

moderate 0 1 Q 0
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Table 11 A combined repeated-dose/reprcocductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Estrous cycle in female rats during the pre-mating period (Main group)
Count of estrus Mean duration
Dose No. of of cycles
mg/ ke animals 0 1 2 3 4 Mean+S.D. Mean+§.D.
0 12 [} 0 0 2 10 3.8+0.4 4.0+0.0
250 12 0 0 0 2 10 3.8+0.4 4.0+0.0
500 12 0 0 0 4 8 3.7+40.5 4.1+0.3
1000 12 0 0 0 3 9 3.8+0.5 4.0+0.0

No significant difference 1n any treated groups from control group.



Table 12

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Mating and fertility of animals

Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
ng/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) )

0 12 2.7+1.0 12/12(100.0) 12/12(100.0} 12 2.7+1.0 12/12(100.0) 12/12(100.0)
250 12 2.7+1.2 12/12(100.0) 12/12(100.0) 12 2.7+1.2 12/12(100.0) 12/12(100.0)
500 12 2.1+1.0 11/712( 91.7) 11/11(100.0) 12 2.1+1.0 11/12( 91.7) 11/11(100.0)

1000 12 2.6+1.1 12/12(100.0) 12/12(100.0) 12 2.6+1.1 12/12(100.0) 12/12(100.0)

a): (No. of copulated animals / No. of mated animals) X 100

b): (No. of males which inseminated females / No. of copulated males) X 100
c): (No. of pregnant animals / No. of copulated females) X 100

No signiflcant difference in any treated groups from control group.
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Table 13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth
Dose pregnant with live index corpora tation tation stillborn liveborn
mg/kg females pups % a) period lutea sites index % b) pups (%)c) pups index % d)
Total 12 12 100.0 188 182 3 166
0 Mean 22.90 15.7 15.2 97.1 ( 1.7) 13.8 98.3
S.D. 0.4 1.2 0.6 4.6 ( 4.2) 0.7 4.2
Total 12 12 100.0 210 196 2 183
250 Mean 21.9 17.5e 16.3 93.3 ( 1.1) 15.3« 98.9
S.D. 0.3 1.2D 1.6 4.9 ( 2.5) 1.4DT 2.5
Total 11 11 100.0 171 163 0 147
500 Mean 22.0 15.5 14.8 95.4 ( 0.0) 13.4 100.0
5.D. 0.5 2.1 2.0 5.1 ( 0.0) 2.0 6.0
Total 12 12 100.0 195 189 4 174
1000 Mean 21.9 16.3 15.8 97.5 ( 2.1) 14.5 97.9
5.D. 0.4 1.8 1.4 9.0 ( 5.4) 2.0 5.4

a): (No. of females which delivered live pups / No. of pregnant females) X 100
b}: (Ne. of implantation sites / No. of corpora lutea) X 100

c): (No. of stillborn pups / No. of stillborn and liveborn pups) X 100

d): (No. of liveborn pups / No. of stillborn and liveborn pups) X 100

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

D: Dunnett's test

DT: Dunnett-type rank test
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Table 14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
External examination of liveborn pups
No. of of a) Body weilght(g) External b)
Dose No. of ratio abnor-
mg/kg dams males females Male Female malities(%)c)
Total T3 93 .44 0
Q 12 Mean 6.1 7.8 6.6 6.3 ( 0.0)
5.D. 1.7 1.5 0.5 0.5 { 0.0)
Total 945 88 .52 0
250 12 Mean 7.9 7.3 6.3 6.1 { 0.0)
S.D. 1.8 1.8 0.5 0.4 {( 0.0)
Total 69 T8 4T 1d)
500 11 Mean 6.3 T.1 6.7 6.4 ( 1.1)
S.D. 2.4 1.5 0.5 0.5 ( 3.8)
Total 86 88 .49 0
1000 12 Mean 7.2 7.3 6.3 6.0 ( 0.0)
S.D. 2.0 1.1 0.4 0.6 ( 0.0)

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

b): No.

No significant difference in any treated groups from control group.

of liveborn pups with external abnormalities
¢): (No. of liveborn pups with external abnormalities / No. of liveborn pups) X 100
d): Convoluted tail
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Table 15 A combined repeated-dose/sreproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate
Viability index of pups
Viability
No. No. of live pups 1index on
Dase of day 4 after
mg/kg dams Day 0 Day 4 birth % a)
Total 12 166 162
0 Mean 13.8 13.5 97.4
5.D. 0.7 1.6 8.9
Total 12 183 183
250 Mean 15.3 15.3 100.0
S.D. 1.4 1. 0.0
b)
Total 11 146 146
500 Mean 13.3 13.3 100.0
$.D. 2.3 2. 0.0
Total 12 174 172
1000 Mean 14.5 14.3 98.7
S.D. 2.0 2.1 3.0

a): (No. of live pups on day 4 / No. of liveborn pups on day 0) X 100
b): One pup with external malformation was excluded.
No significant difference in any treated groups from control group.



Table 16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium lauryl phosphate

Body weight of pups

R-894

Male Female
Dose
mg/kg 0 4 0 4a)
No. 12 12 12 12
1) Mean 6.6 10.0 6.3 9.7
S.D. 0.5 1.0 0.5 1.0
No. 12 12 12 12
250 Mean 6.3 9.9 6.1 9.6
S.D. 0.5 1.2 0.4 1.0
No. 10?) 10%? 11 11
500 Mean 6.7 10.4 6.4 10.0
5.D. 0.5 1.0 0.5 1.1
No. 12 12 12 12
1000 Mean 6.3 9.9 6.0 9.2
S.D. 0.4 1.4 0.6 1.3
Unit: g

No.: No. of dams

a): Day after birth

b): Male pups were not born in 1 dam.

No significant difference in any treated groups

from control group.
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Table 17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium lauryl phosphate

Gross pathological findings in pups on day 4 after birth

Dose (mg/kg} 0 250 500 1000
Male
No. of pups examined 71 95 69 85
No. of pups with abnormal findings 1 1 0 2
Thymic remnant in neck 1 1 0 2
Female
No. of pups examined 91 88 77 87
No. of pups with abnormal findings 3 1 0 3

Thymic remnant in neck 3 1 0 3
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