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BB

1-APFVANKZWR Y FH U ZIVRVEEF YD LD0, 5, 20, 803 X T8300
mg/kg/dayZ, 1EFIOEDSDFRT v M, REEMBUBEIND, HIZ4TER, IS
BHE 4 BETROKSE L, MMEORERGEEDS KUCEBRERHEICOVTRITL
7.

1. RiER5EYE
—BEEOBEIRED, 803 £ U'300mg/keBE THEED —IR IR0 N7z, MikA b
BREICEWT, 300mg/kgB¥ T, CPTOBFELEMBLT MY 7Y 54 FOFER
BOED oz, HRICHEWT, 803 &L U300ng/keBE CHEMEIT, RIS OREIEENER
»oh, REEEFENCE, BTELMES EBRETE LEOBER UoA, RO
HEEERE - METBROBES X URERMRREIRD Shic. #E, BER KRR
#, MRFREBIVBEERIIBV TR, BEBEDSNEM -1,
DEDERND, 1-A FFVHARZUWRUVETFAVINKVBF N D LDS v b
B A ENREREEEE EICHT ARETH o7 E, BENIRAEER
FRLBOHON., BERIZ MESD, 20ng/ke/daytHEES 17,

2. EEFEAEEM

HEBMORER, SR, EREMH, #BE BRR HER SBR SBRBIUV
WEREBICE(LRRD o N o, REICH LTS, REHERE, #FraRe it
HAER, (KB, PEBLIUHE 4 BEFERIC, HRYEOREICERTAZE(LBRD S
niih -7,

Lichi-> T, HEEHEYOLTERS LU REBYDOREICN T HMEERIT, WINnd
300mg/kg/day LHEE S N 7e.
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#E&

i

1-A MFYANKRZNRY G TH 2R BT M) T LR, TIVT 7 RIVKRIEHEEE
IRTME(a-SHICBY 37 =4 Y RREEEFT, TICERERIOREE LTH
WHhTW3B, AMEDANCERARIOREE LTHVW STV AT =4 Y RAEENE
FlE LT, BEETILVFEIRNCEYZIVFR VA, TIV7 734 LA v bk U EBE
(A0S), 7IF NI —FIVERERT X7 )LIE (ARS), T IVEREE= X7 IV (AS), RERGER
BERD 5. 1960~TOERITHIT T, SRERIC K 2 AE~NOEEI AL Lo/
%, MEFEFICEAINTWLAS, ARS, A0S, ASH L UMSHHEREICDWTIL, BAH,
FEERGNT, #HF RIS SEOMARE CEEOBHRRIERI N, EEERZENLD
ERLEDTHRAORLMICHET 25-MAEIT, 1983FIC EFOFRLE £ O Y
ELTARLTVWA, LHLAENS, ZoRERIOREE LTESHVWSNIKE LIza-SF
BT A REEAORSMIZOVTR, ARINATIMIRS 7 S50,

BRMBETHBI-A MFVYHNRZARVEFH L ZNE VRS MY T LOAFRD
HAERITE, AMEDS v b AHEEOLD; off121000~2000ng/kg DR T, 5 v b
ERWARRIREIC &L 228 MO RIEHSHEMERR® b JUEFEHRARY T, &5
BALICRIBHERIC RS SN LIS LIZEBD o T, FMBETHV 2ERERE
HAEER® b LUWMFEEREIE BV A REARERRY TnInbitEsh T 3.
LALEAS, BORSICLIRERSHES KUCEEREBEICOVWTE, Mo6NT

WiEh,

H #

COHEIT, OECDIBII2E4HERMFFMBOLRERR IO/ T LDO—1R
ELTEBLIZDDOTHY, 1-AMNFVHLF=ZNURVIFHYRIVKRVEEF MY & L
%ﬁvbnﬁﬁﬁu&ﬁb,ﬁ%ﬁ®ﬁ@ﬁn&%§%ﬁ&@iﬁ%&%ﬁ%ﬁﬁLt.

B X UHE
1. #EBRME

I-XA bFIVHNERZNR G FH 2R BF b Y oL (CAS No. 4016-24-4) 13,
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S FBHNIT3. 51 E7213374. 51T, IMSOICIAIFRF L, BEHICPRET DT, KiclE

#K@H,7ﬁbyuﬁ&A£@UHwB@@%WT56.ﬂﬁum,v
BEDOHD (oy 1 ES . WEEE 97.0%)

EAFL, BEF (470, ERTCTREL, #HLL. BLWHEBWEIRBREKTHR
ZHaT L, SRBEPRETH -1 I EEMR L) . AMEOFMIE, Appendix 1iC
Y.

HRUMEOKRSKIZ, BAAY 7l (BEEEEKA&E, oy FES HDI8) %k
LU, FEOHRSHELUSABECHBLCHERLL. ARLLE5KIZ 1| BOEH
BRI L, ERBETHE (4°C) , BETTERLTEE L. #5E+TD
WEME L, DL 8 HEMRRETH S I ENHERI NI (Appendix 2) DT, H
1% 8 HUAPWICHEA L7, #IEIEBEMRENC AR S IR ERISOVWTHIFL, FREDR
BECHBINTWS Z EEHEREL (Appendix 3) . WBMEOMMD S B, BEDS
#rid, WEELTEBL:, |

2. BB IUHEBERE .

i3, SR [Cri:CD(SD)IGS]Z v MWz, T v b3, HAEF ¥ —ILZ - Js3—
BAEHE GENBEAT THR 795 75 8B bOEMA (R0 L, 13
B HEBRREICE L s 7. DLz S K THEIC D W T2 10 A Ot s
L TITY, BEBIU—RERRENRIFT, HTREAMIREORDSNEWN
HEMERS0MC R, 10EE THRERICH W, | BOBPEIIMIER IS L, B0 RkS
FItERTH OB EICE S BB EAMHEZ W TIT» 7. REFBRSOEEEHE (K
EEIFD 3, M 394(364~420)g, M 243(223~264)gTH - 72,

Ty M3, BE 22+ 3°C, BE 55+10%, #KEHK 10EILE K (F—-L7 Ly
vaxy7 -4, MBI 128588 (4RI TERRAT, G5 TEREELD BRELIANY
T VATFLEME E12) T, BEIICXT YL ABEEr - (260Wx 380D X180
Hmm)) XA L, ChERFULVRBSEROS v 7ICRELTHEFLL. 27KL, X
OB LM, BIEOME CGRUA M7V =7, BAF v — VR« YN -HAEH,
Oy &S 12.3.28) 2ANRY 7 —FRx— bR — U (265WX 426D X 200H(mm) ) i
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REL, SREEREMERBS S A (EREES KRR by 7, BRBETE
WA, oy MBS 00056 B LUK FLEL undA 1~ MY v VT4 T ~T
RB%EIRIRE Lo REKEK) 13, FNPBESBLCEEGKEE, /34
K CGRUB =R — b —VDEA) ik, BEICERI S,
BMOBEHINL. v 7 BLUr — O~OEBALOE, RSB Sy FEIC K
DT

BT, BMEOREIL22. 1~24.2°C, BEI343~55% DEFHTHER (Appendix
D U, EfH, REKE XUBIED MEOEEMEOTRER (Appendices 5, 6,
T & WINLYHRFTTRE L HFBFEANICH 2 LR s N Licdi-T,
BYOFAENRZE LT, RBRREOEEEICHELRITT E BN 3 FRIEERDE(L
iF, Bh-7cbo X,

3. BEROBE, RBREOBRSLOBSHE

RERARET 5720, WRWED 0, 30, 100, 300, 500 %L T*1000mg/ke/day %,
| BSR4 TED 5 v M, UBABRERO®RSE L. ZORR, 500mg/keBf THEMEIC
SREISER(E, 1000mg/keBE THEMEIC THI, BEISGEBET, ERLCEEROBD, 3
5UNCHE 3 I L UM 1 IO ARD SN, MRERETE, 1000ng/ kel THELE
VMRS OB, BHALERS b o YR 7S X F VIEROERNERD S, MikEL
FRETIE, 500mg/kgBE THEICCPTOREN, 1000mg/ ket CHEMEIZCPTOREN, [MMEED
B, MICIREEROBONED Sz, HBRTIE, 100ng/keld EOB THERICRTE O
HIEEE S X CREEE S, 1000ng/keBEOIETHITIRE ORRYIFEIC & 51, 7
BOMBERME REOMEESS BOMERIGEIRY SN, HEERTIE &K
BB OREIGERYT 32 LIdERH S -7z, 1z, 500mg/kgLl F DB DWW,
#BETAMOHMIEE | | TRBEICER RBEICHT 2RERBD SN, -1
P EDFRN S, AMBEOTBRIERSHMNI, BIflgtic L 2HE HicBc
N ARBLERIN. T, FRYMEICHT 2HEEET 20 IELEL Shik.
%72, ARBRICHT AR5RBICOVTIE, BERCRERSSENRET LTRSS
300mg/ke/day ¥ B FIE, BHHEHIRE LV EFRENS 5ng/ke/dayERIEFAE
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&L, ThoOMBORICES & 120ng/ke/day D3 4 RRABE L1,
RBREOMRE, ORIHESE (UF, WHE , OWRWED 5ng/kg/dayik 58t
(5mg/keB) . O 20mg/kg/dayix 58 (20mg/kgBY) . @[ 80mg/kg/dayf 58 (80

ng/kgB) . ®l&) 300mg/kg/dayi& 58 (300mg/keBY) DHEEE L.

BSAER RSHBEAE | keich sule L, 770 VBB L FEEE Lk
HEEEWT, BEREERICES L MREHCE, ke LTEVLRESL ) T
EEBCEE L, SEGORSERL, TEAONFABLEICEE L, B
B S SREBISLUE RIS S, IATER, BIRES & R AR T B
OWE L AT, BOLE~RESEM, 18 1E BRaFdh (9 10~12:12) i
&5 L.

4. BRBIURE

1) gEiciEd 51EE

(1) —MeiRrERER

BEMMPER, S0 L b 26 BOESE AR TEFICOVTEER
Ufc, BC, iR, HE, WEOREII O VWTR, FEECEELL

QFEL LUEHEBAIE

FEER HicoWTIIES 1 (&55BE) . 8, 15 22, 29, 36 43BKUMTH,
BERIRS5 1, 8B XUISH, IR0, 7, UBXU0H, WH OBV 4 HITRIE L.
oI, BRADAWVIIECRREBICHAE L. BERZ, BEAEHIIEDLET,
—-YTEIBRETOUSKAEBREZAE L. 7272L, BEROSKAER I,
HTIE546H, HTRIWE I AL L. KEHEHROHREISHICBMEOLH, &S
22 RITIIZRAAL L TS W DR ITRE L 73 » 72,

) HIRE

o oW, L - BRI [t E, REFHERINSET, GiemsalkBUITL D
JEIEREFEA S ERL, S#RICKX D ERABEREOHELZIT >

D) REEB L T IRIRERE

RECHT 2 BEIOBREEKT (RE15BOFH%) LicllEE—BNT 1 | OfsE
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HEEED, 2EMEREL LTREBVERIN S TEREES . REHREHI
BY—ERER (9:3080) CREOHRZEZTY, KER® [(REREYEHREEMED
X100]2Hh Lz, KRB, BRIERS 2 IIEBEROBFOFHCLOERL, R
N7cBZER 0 B & Lz, SRREOHEK LRE UBAICITV, SROTTAERS N
AZMEOR L L. RESIUSBROBRERMS, SFIOWT, ZBRW [(Z
REMERESZRRARILIER0 X 10014 K ONHEER (K) [CEIRHEEHEE IR0 X 100] 25
HL7.

(5) PRARE |

B\, #54185 3\ 324281, BEEERIEM L CTHEREERL, SRk
(VT4 RT 4 v 7R, N2 ZHHREH) 12k 5 o, #l, 7287, 1
otk EYLECVBEUYOEY ) -5 OERNRELZIT- 2. 01T, B8%
R — i SRING L TEABRISOWT, AR hBEORE (B!
T2 ERRLH) , hEORE (RI-CBLLKE, 7> 7V v P r iAoy s M,
TRELTHER) Z2T-7.

(6) MK F IR

MIICOWT, BRSOV EORHIERIC, = — 7 /VREET T L TEAER L
DML BYEATADOFRSGLORIEL, KOAEHE L, KL M3
8L, TO—HIIEDTA-2K T ERAIEIEE L, LIEH BEMEREEEERE ( E-4000, X
HEABFHRISH) IT&h, RONK BIEHBREFR , NERE (57 YR
BFPVOL-NETOEVE) , N2 7Yy ME COVRBRIEAZD , EHEFRIIER
A¥ WHRMRMERE FHRMDRMERRE UL HEE  BIEEEIC
MV (L, BEUBRRIAR) %, /- BHEAZ N L CBRARMER
(Brilliant cresyl blue Hfa L T#f) BLUHMKESER (May-GiemsaZits U TH
B) ERIE L. &7, MKO—ERES 8%y = VBT MY ¥ A TEREMIFLEL T
Mm4F%18, MmEEREESRIEERE (KC-10a KET ALV ) kb, Torort
VSR (Quick —BYE) BRUBHALHS bo v R7 5 2F VB (=5 F U EREREA(L
) ZRIE LT
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() I ALz

R L 72 O—80 SIEE DL, EFEESEE JCA-BMSE 7 U5 41
H—, BEABFHRREHL) 2&D, B2 (Ea—Ly ME), TATIY (B
) . AG Lt GHEGE) , fufE GlukY -G-6-PDHY &) , I L x5 o— L (@xiE,
CBS® -CO -POD® ) ., kU V€54 K (&L LPL® -GK” -GPO® -POD® 3R) |,
BEVIEY (OTVHE) . RRER (V7 -¥ - Wk, 7L 7F=r (affei),
GOT, GPT. v-GTP, ALP(AL, JSCC® i) , LDH(SFBCE'™) , #JL v A (OCPCHE)
BROEMY o Bk PNPIY -X0D'Y -PODY 3R) %, FBEEEBNNES (VAKL
-132, HEBHTERRSH) 1ckb, FMUTL, AYTLBIUER QL 14
VB ERIE LT

D7vaxr-¥ , 2)7h3-2-6-Y/BREeKEEER, 3)Varn-Miari-t, 4)IVaro-iidvd-t,

BYRUA$YS-¥, 6)URTOFAVIN-E, T)IVen-l4+-¥, 8)L-a -7Ven) Eetsvi—t, 9) B

BERRILSEA,  10) 77 MRS, 1D TRy FEATH7-8, 12 vFvisvy-¢

@) Wit L UBREERNE |
B RRAECOC, £, EEBYICOVTIE, HOFHEEREYIIEE4T
HOBH, TR LHWE LIERTH > BlRIWME 5 B, ORI LA - 2l
RECHIRIE TH#24H (R551HOEH) , RERAL LIPS BETFED 4 HiRE THHR
BB SN - 1oz Z DBH, WEMMAICRRATEL L flid @RI AR S
NI, Thehr—FURST CRIVER L, $% BEOHIERS L ONEHSE
FRBENCEE L. £, £EFYICOVWTR, B BRE OSIE iR EE X
DB LCETIEE SICHE, B LELTR (RHER L, BREOEEIESL
TxHAEL, GERER) 2EH UL MoV TiE, IROEEES L OFEOERE
EPN, BRRO [GERE BEE) X100 28 H L.

Q) IR RE

FREHZET 2RI >WTTRSEZFRL, 1065y VBREGRL<) ViR (B
B, BRLERTT VRTHREE TEEL RELZ
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e, TEE PRI R KE M OB B R TR BEE SR

BIE, BEBE AR, MR LA BINAR BE R TE B GEX K

B, BRED , LBME, B CRERE) . U o SE (BEERY Vo8, SRR

Yoo, SR 7 ORI R H AL

RGBS, SEAREAMHEIC LD IO SHEENEN 5 ILEEY, REHR

FREIIRE B L U300ng/ke#ED T SHEHES 5 IE, 725 0NC20mg/keBECRO LN
RECHIZ-O>WT, B B B B O Y-i2at) , TR BE S8 B
O, MoRR, BRIR (BR/MEZED) , K& I FE, B LEWE B
U wojEl (BEEBY /8, BBRIIEY »o3E) A L. 5, 208X U80ng/keBr D
BERER 5 PLITD>WTid, 300mg/keB¥ THEBRME DR EICL 2EBORD SN/BITDW
T&ﬁbt.é%u,%%ﬁﬁ&U%MWM@éﬂ,&ﬁ*&i@%%ﬁivﬁ%&%
ROFETHBD SN/ MIc>WTIE, HBE, BRLE AIBRBLIU0EE H500
RERELR. 7o, FHERES JUZBRERLIECORD SNETR, FEBLU
TEE, SRS X CHERERIC2RIRC L TR TREAS XUR bRE L.
BRER, BRIIE-T57 74 YURZERL, H-E REEZELTHERLA. 72, Ik
B EEET B8, —HOPIOHBEDRBII>OWTER (NILY »TIV—) B, D
Bgic oW TPASRE BT - 72,

2) #rRicBEd 318H
(DERY, HhbIUAREROBRE |
DS T OERE, SEOERK EERLECROGEH) A~ HEEE [(
HEE RS ERE) X100)%2, FIMELEREEOREICKOERNZNEL, BHIL
OHLEEH U, i, FHERICOWT, OBRALSUNRORELZHERL L.
(2) — R B
B, —BREBXUERERRL, HAER® [(HERRIGERYRHERED
X100]B L UWE 4 BAEFER®GY) [((FE 48 OERE/HERMRIEIRE) X 1005 E
L7
Q) HERIE
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HERICOWT, WE ORIV LB, HENCSESEOEERAEL, | MU
D OEHEEERER L.

(D REERE

FECHZZ OFE, £FEFAIIRIME 4B -7 IIURB T CRIFEX Y, s LU
BB 2FEFEICOVT, ARMICEELL.

5. At

BONTHES 5 VEEIOVT, HBHEOEEE (BRES%XLUT) £ K
DHETRE L. 5B, HERCETSF-513, 1EOWEE [ ERE L.

hE, BER RBRECKITI>ERNT -5, ORFELLICMERELERET -7,
HEER HEE BRY TREE ERE ERE RTREEOSA M) v
F =420 Tid, BartlettDOBREZITV, SEN—RIGEE—TREDOSHKS
hefT-t. TORBREREZRDIES, DunnettikF2cidSchefferk (BRI TEAK
DRILBIFE) ITLD, NBEICHT 3ZBEOUBREEZIT -7 FBA—R TS
&, BOoWICERSE, HAER SR FEREFR RREOEUNT -57ED/ v
RS A MY w7 F -2, Kruskal-Wal lisOIBRBREZITV, ZOEEEEELRDL
B4, DunnettBYFE foidSchef feR (BRI TREAHMN R DIHE) OREICKD, XIREH
LEBOWBAT-1e. AFTYNLT -5k, KRR, ZIE HERLSIUCRBY
DYLIZOVWTR x? BRE, —BIREOBHEL I REEREICE T 2 BEEFIORER
IZDWTI3Fisher DEBEMEREZ WV THRE L.
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w OB

1. Kig&5ETt

1) 3ETC (Tables 1, 2, Appendices 8, 9)

20mg/kgB¥ T, HED 1PE (No. 026) HFEL- L7c. T OFNIREASERILET, RECHIR
KTR LS ZRT, BETHOREERICPRRESLUFT /) — 2> THRTL
ebDT, HRTHOW RS L CKERNOMIREKRR, REERFERETHMZFE - 72
FiKBARD SN I END, BEBRICKARC LI NL. BRVEOBEEE
kBRI, BDHoNiEhoT.

2) —fIRRE (Tables 3, 4, Appendices 10, 11D
BREEISIRED, #BE1IEMNSI5H NI T, 80mg/keBE TS 1 IT, 300mg/ke#:
THEEOE IR SNz £z, BHRVEORSE & MBI, MREFORED 1L
@t OFRER, 80ng/keBEOED | ILICHRIZERIEOBE, ¥ & U300ng/ kel THHE
BR2ROFETNRD oD | RIS TEREHEOHFNNED o v,

3) {&E (Figures 1, 2, Tables 5, 6, Appendices 12, 13)
HRMERSRSEOMEE b, AEBIUHREEMEIL, FERBELIRD SN,

' > 7fe.

4) $ReEE (Figures 3, 4, Tables 7, 8, Appendices 14, 15)

?&%%E@&'—?Kﬁ?‘Z)?EﬁEﬁ@%‘Z{tbﬁ@&b Slihote. HBELLRICTBWT, 20
B L U300mg/ keBFDUHEDFEER T, XBEF & HNTHERUREZR LN, ELiCHE
HBEHERRD oY, U LAMBHOBHEHBNMUOAIER & ERTPOPEC, BHRNL
EXohBETH T2,

5) HEDRBKRZE (Table 9, Appendix 16)
BERMERSKBE D, SREEEHIC, BREEB(LEED SN -7z
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6) MEFHRE (Tables 10, 11, Appendices 17, 18, |~ 4% : Appendices 32,
33)

WEMHERSSBOMIEE b, SRETRIC, FELZIEBD ShEHI -1,

T a4 bF#E (Tables 12, 13, Appendices 19, 20, &7 —4% : Appendices
32, 33
300mg/kgHE THEIC, GPTOERIHEMBIL M) ') €51 FOFERBDVRD 5
itz il B LA Shish -1,

8) Hkk (Tables 14, 15, Appendices 21, 22)

WRMEOREICERT &Y, AFIc@» ohi.

RSB EIC B VT, BB ORSIEIEED, 80mg/kgBE T10PLH 6 PT, 300mg/
keBF CLOILHRIOPLICRR® S e, 7B, FFROBRERENRD Shrds, 5ng/kght
DIOPLH 1 LDABDEALTH 7. L, WEOIEATDH - /efichbnTd, AiED
REREAEESY, 80mg/kgBET1OVEE 9 VT, 300mg/kgBE T 9 ik 9 [LicB¥ S,

—7, SHREHIRS SNIERARRIO 3xHics\WTid, 3 WOMOLFIRERD /N
BUULOERD SN fz. 20mg/kgBHCERD S NAREARILD 1 W TR, REHABO®%RIET
U7 HEICATR DR 58RI X B i L UKREOEVED S e st ELidEDoh
ot ZREREFET DR SNFe 5mg/keBEDMED 2 FLrp [ PLiTid, FEDOREIRK
FFENERD b, DEELERNFET U72300mg/keBE DD 1 ILici3, Bi% OIEIEE
BED SN, ZOMOEE, BHohEh -1,

P EDZEADS B, 80k LU300mg/kgBE DM DRIBRIEEE ORERII, WHEEFL
H_THEENZED O,

9) BEEE (Tables 16, 17, Appendices 23~26)

&ﬁwgﬁﬁgﬁ@ﬁm&Q,%ﬁﬁ@ﬁﬁﬁiﬁﬁﬁiﬁﬂ,ﬁﬁﬁfﬁﬂ%b%
N -tz
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10) RIBMHEFHRE (Tables 18, 19, Appendices 21, 22, Photos 1, 2)

(EERRUNOBE

WERME ORBICERT 221D, AT IEAD SN,

BHOMIER S ILORBICEWT, FIBIRALLEEME D BEBIREFE LR OB,
80mg/keBE T 4 1T, 300mg/kegBF T 5 ILIcRH SN, BLORE b, HRIKENICIERT
AERMERD NI, £, ThoDE OFITIE, LROBFROEE & FRMEEL
7o, MEETBELCHETRORENEELREEEL# > T, 35IT, HEREFH
EH SR RIS NG TOFFEREE & 3 5 SAEMHIRTEEAY, 80mg/keBFCHED 1 L,
300mg/kgBE CHED A LB X UHED 2 ILiBDH 5N, TNS5DFID DB, 300mg/kgBFDkE
D IEBLUHED 1 Eizid, USAMNERINK. DEOE(DS B, 808K U300me/
keBt DD EBRF LR OB, 300mg/keBF OMEHEDRIEERE - #ER THIORIE,
BLUHOHRERE - HETROSEHMDRMORBRICE, WRELENTER
EhRbdohl.

WERYEORSE & BRI EILE LT, WHBEED X U300mg/keBF DtftEdD 5\ d %
owFhaic, MoEklaRs, BERERS X UBRILELRE, OEBOOEHERE
- BRMEL, FROM/DARFED L OFHlaisii A, BRoBREER HEHEE U
AREE, EARAE DR, FEEMREE B L OB BiRoBms LT
REEMR BIBOREHMIRD onich, BE, »o, BENELEMNATH-7. F1,
BRBONAEME L UNE VT Y L ILENHEO2F], BROIARME LR EH
HEOL2FIRD ohieh, WREEE MANTEOBREICZEIRD NS -T2,

() ETERREE

WERYMEOREIGERTT 2L, By ohiid o7, HRZRILI BB EL X
U'300mg/kgBEDIEIZ B WT, HHE LGOI FRIHFES300ng/keBF TLOPLH 2 IT, ATILAR
DEEY v/ KB WA BET T ICh 2 I8, 300mg/keBETI0MLH 5 [LiciBd SN, 1§
RBLUHEICE, ELRBYONGh -7 S, BELIEEATS - ouBis &
U300mg/keBEDHEDIIR I BV T, E(LERBD LN -1,

—7%, MREICED SNIGERARIIO 3 Tid, HO 3K EL T, BREOME
RO BRE GBI EME - e pSEL W LEELSKEHESER BIUBELEOEREL

-12- Study No. 99-173



EEPIRETFOHREERV LEELRDIRD SNk, 5ng/keB TR 0RD bh
72 EOHED S B, 1R FEONBEBIRS L CRBELENRD Sh, o | It
ARG RANE B LU TEKICELIIRD SNED -7z, 20ng/keBETRD S 175K
ABRILD 1 4T, HEOEBERRFELLUHOTERIC, ZURREDSAEN -1,
300mg/ kg THPRE SR DR Sfc | ILOMETIE, I, TERESLUOARICE
fL3@BD SN - 12,

2. HEREFAEH
1) HEWNRIT TR (Table 20, Appendices 27, 28)
(D) E%RE

HEBRMERGESFHORBALR, YRBLEXTHEFEZEIRD NI -1,

Q) REFRH LUZHER
SREEI320mg/kgBED 1 e RWTLFNTERILL, BILICET 2HfICS, FEANZER
BOONLEHh T, ZERD, MRBRIBTFERREORD SN0l 3RO TEEL
inotofodd, ZHRBONT0KTH - 728, HBRHEREORBHTRIN%KTH - 1-.

(DAL, BREE LCERE
BERYER S SHOEKE, ERESIUERRE, MEHIENTEEZR, 2D
stz

(4) R £ CHEIRIDIR
HERE, WREED100%Xt LT 5ng/kgB¥CTid80% TH - f:?b\*, BELEETELE,
oo E1e 20, B0BEU0ng/keEDHER, 100%Th-7e. WRNMEREEE
OIS b, SR E HATHERERED S -7z,

G) s L UTHEIRE
300mg/kgBED 1 ILASEERE T, ST RER DY FHIEHIMAERD SN/ a1RI3ERD 5
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Ng, BEICH - TULROHERIERIN, SMRIETT L. ZOFTIE, HERD
DB L THD, 2IRoFERICH L CHHERIIMETEZE 53, 1 L3
BOBIETL, fho 1 EHHEH 2 BOMIKEANHRTE T, HAI N/ bO &K
Ihie. CO1HERVWT, HESLIUHERECEEIRD SNEr 1.

2) JAERIIRIZTRE
(D AEEME L OEE (Table 21, Appendices 29)

WERMEREGRED 1 47D ORMERY, SR, R AR, ki, W
BOROKE, LOoVCHE 4 BOAERBITHEICE, WIN BB L AT,
BFERERZDONT, FAERO—BREICOERRIBD oNLh -7 585, 300ng/ke
BOFERIE XUHAERE, IROHERBIFICHERDRBEAENETL TV
ST ed, MOBICHNTPPREMEEZR LD, HEIFNICHERLEELTIREN -
7.

(@)JekE (Tables 22, 23, Appendices 30, 31D

ARBLUABRER, WThoREBYCHED o -7, ABERICOVTD,
MR O RE, LABEBIGERED L OBROIENDEFICRD o Nied, BBRYED
HREICERT 2E(BRD I - T,

-14- Study No. 99-173



Z K |

1. RiE®RGE®HICOWT

HEEOREME b, ERBHLE LT, FIBKEMIRBD SN, T7bDB, 80ng/ke
D\ EDBEOMEREIZ, SRTRATEHEOEE, REEEMENICIERBRETY LR OBEFR,
USA, BOoMNTHIRERES L CHIETRICH I 2B R EEMEEEE U TGRD
Shifc. —Ruz, 724 Y REEEEH Mo REEEA & FERic Bt EE L7
D, KEBRWHEIIOWTD, Ty MOREREEEICXD, BERIEHRIENED 5
NTWBY . Likd->T, ARRTRD SNAFBOEL, RN ESEESCLIRE
BLULRORIGHEHEE T 5N 5.

T, 7oA VRREEMFIOS v bAOROREICXD, TROFKETS Z LA
SRTVAIY D AHERICHBEWT D, 803 K UF300mg/keBF D MED—T DIz, #{E
DD oA, —BUOBRELEIT, BIiIREESFNEEROoNT, KE
KHERBD SNIED 7. LT, ARBRTRD oN/ikEL, FEHOES
Noid, BREASHEICL MW LE KBTI 3,

P EOZETmA T, 300mg/keBf THEIC, IMVEGPTOEMBELV MY 7Y EF4 FD
BODERDH LT,

GPTOIMT D WTIE, BERENTH -7 ERS y FOFET - BT AEE
#iff (Appendix 32 M) ZPPLEIZREETHD, FREEREARIBVTDH
EIROZEMANEDONTVWB I Lo, HRYMEOREISERT &L KN
LOLEAS, FCIREMBENE (IR ONT, MickET (L RDON
A9 /)CY Al

—%, MY ZVETA FOECO>WTIE, AEBRMEOREEERE LTOREE
 BEL T, BEOBRNCHET AAHEMAEL SND b, BLREET itk
ZIEREFEN (Appendix 32 2 OI(BELLOT, BRHFHNERIINIVLODL
ZZons.

7oA RAEEEFOREROREEGICOVT, TAFIRVEY Rk VBRE
W RYAFVIFUUTAFILI-FIVEREIE S 'Y, a-A VT4 YRR VERE
10 TR T R T IVE 1D oW TS DRENLONE. ZHSDH
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FEBLT, 724 Y REEBERHIOSBHII BRI, BiilEic & 24t ERESs
ZBROWT, FEORSRICHT 2ERNBHEEEIRD STV,

SRIDT VT 7 ZIVFESHBI AT IVEICBT 37 =4 VRAFEHHCTH 5, 1-4
FFEYANKZNR Y TR RNE VBT MY T LDT v MAORBEEREICEVWTD,
ROSNIENBRRAIEOEMTH -7, £, BERMEEMFNFELRD OO
fo. fERCEEY, HEES b 20mg/ke/day EHEE I N

2. EREFEREIOVWT

MR & DM ARG B B o0, B L7 S1SIEE b, HIEEEE H~
CHEBZLRED ST, BIEOEMBE T bRESOL(LIED ST, &
o, REMOSAIET 3 SERICE\ TS, HRMEOREI & BRI Shis
hotc. |

fb, SEBHCEY 5 NHRRRIIO 3o T, WIh ORI B 5
MTFRERIC L5 - & AR S N, BRYERSHTR® >N/ 5 ng/kBo 2
e 2 IT, 20ng/kgBEDREARRIID 13, 300ng/kgBEDBE 5 < BB IS & B s
BLOMEELRRETD | eoWnTR, HRNERECAESREE B EOR
AR B R LA DA Ao 7 T £, (BIEHYTS b D & M S AL
SHBMELADT =4 » FREGEAOLRMBAERECH LT, < OfiE e
DB ONBN, WETEESCRIEE 15 BB Sh TV,

BE®DI-A FFVHANEZARYIFA VALK VBF MY T ADT v pADOEEIC
BOTh, EREREBMEIIRD SN -T. LidioT, BHEEBYOEEIES LT
REWIO SIS B IR, 300ng/ke/day Dl k& HEES R
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Body weight (g)
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Body weight change in male rats treated orally with hexadecanoic acid, 2-sulfo—, 1-methylester, sodium salt in the combined

repeat dose and reproductive/developmental toxicity screening test
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Fig. 2 Body weight change in female rats treated orally with hexadecanoic acid, 2-sulfo—, 1-methylester, sodium salt in the

combined repeat dose and reproductive/developmental toxicity screening test



£L1-66 ON Apnig

Food consumption (g)

Fig. 3
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Days of treatment

Food consumption of male rats treated orally with hexadecanoic acid, 2-sulfo-, 1-methylester, sodium salt in the

combined repeat dose and reproductive/developmental toxicity screening test

Significantly different from control ( * : p<0.05)
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Food consumption (g)

Fig. 4
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Food consumption of female rats treated orally with hexadecanoic acid, 2-sulfo—, 1~methylester, sodium salt in the

combined repeat dose and reproductive/developmental toxicity screening test
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Table 1 Mortality rate of male rats treated orally with hexadecanoic acid, 2-sulfo—, 1-methylester, sodium salt
in the combined repeat dose and reproductive/developmental toxicity screening test
Dose (mg/kg) 0 5 20 80 300
No. of animals examined 10 10 10 10 10
No. of animals that died 0 0 1@ 0 0
Mortality (%) 0 0 10 0 0

a : Died of technical error
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Table 2 Mortality rate of female rats treated orally with hexadecanoic acid, 2-sulfo—, 1-methylester, sodium salt
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 5 20 80 300
No. of animals examined 10 10 10 10 10
No. of animals that died 0 0 0 0 0
Mortality (%) 0 0 0 0 0
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Table 3

Incidence of clinical signs of male rats treated orally with hexadecanoic acid, 2-sulfo—, 1-methylester, sodium salt in the

combined repeat dose and reproductive/developmental toxicity screening test

Clinical sign Dose (mg/kg) 0 5 ‘ 20 80 300
Fate TK FP (Total) TK TK TE (Total) TK TK
No. of animals 7 3 10) 10 9 1 (10) 10 10
Reddish urine - 3 )] 10 9 1 (10) 10 10
+ 1 0 1 0 0 0 0 0 0
Loose stool - 7 3 (10) 10 9 1 (10) 9 7
+ 0 0 () 0 0 0 ()] 1 3
Alopeica - 7 3 (10) 10 9 1 10) 9 10
+ 0 0 0) 0 0 0 ) 1 0
TK Terminal kill

FP
TE

Failed to cause pregnancy, killed at the termination
Died of technical error
Negative

Slight
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Table 4 Incidence of clinical signs of female rats treated orally with hexadecanoic acid, 2-sulfo—~, 1-methylester, sodium salt in the combined
repeat dose and reproductive/developmental toxicity screening test '

Clinical sign Dose (mg/kg) 0 5 20 - 80 300
Fate TK NP (Total) TK ED (Total) TK UC (Total) TK TK KL (Total)
No. of animals T 3 (10) 8 2 (10) 9 1 10) 10 9 1 (10)
Loose stool - 7 3 (10) 8 2 (10) 9 1 (10 9 7 0 M
+ 0 0 0) 0 o 0) 0 0 ) 1 2 1 (3)
Soiled perineal region - 7 3 (10) 8 2 (10) 9 1 (10) 10 9 0 )
+ 0 0 ()] 0 0 0) 6 0 (0) 0 0 1 (1)
TK : Terminal kill on day 5 after perturition
NP : Non-pregnant, killed on 27 days after copulation
ED : Animal with embryonic death, killed at the termination
UC : Animal with unsuccessful copulation, killed at the termination of mating period
KL : Killed because all pups died after delivery
- : Negative
+ . Slight
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Table 5 Body weights of male rats treated orally with hexadecanoic acid,

sodium salt in the combined repeat dose

a
2~sulfo—, l-methylester,
lopmental toxicity screening test

and reproductive/deve

(g
Dose Days of treatment
(g /) o e e e e e e e e e e e e e e e e
Gain
1 8 15 .22 29 36 43 47 1~47
0 398 431 458 481 508 533 555 563 165
+ 12 + 21 + 27 + 31 + 32 + 34 + 22 + 33 + 24
Qo Ao (1o (10> ao (10> am Qo aom
5 387 - 430 455 478 504 52 535 546 149
+ 14 + 17 + 17 + 18 + 99 + 21 + 23 + 24 + 24
(10> (10 am am ao (10> aom am (o
20 397 427 449 478 5062 519 533 542 144
+ 11 + 17 + 23 + 292 + 24 + 31 + 33 + 33 + 31
(aoy = aom aom (10> (o (1o )] « D )]
80 395 427 450 475 506 529 544 556 i61
+ 12 + 18 + 24 + 20 + 22 + 27 + 33 + 34 + 26
(o Qo (1o (103 ao ao am a0 Gao
3060 396 421 444 471 . 495 520 525 529 133
+ 12 + 12 + 14 + 17 + 21 + 925 + 29 - + 30 + 28
10 (o aam o am aom ao (10 aom

Each value is expressed as mean=S5S.D. and {(number of animals availabie).
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weights of female rats treated crally with hexadecanoic acid,

Tavle & Body A
2-sulfo~, l-methylester, sodium salt in the combined repeat dose and
feproductiye/deveiopmental toxicity screening test
Cg)
Dose Days of premating Days of pregnancy Days of lactaticen
g/ Kg) e e e e S s e
Gain . Gain Gain
1 8 15 1715 0 . 7 14 206 0~20 0 4 0~4
0 240 255 263 23 276G . 307 344 431 181 3is 339 24
13 =15 =17 =10 £ 18 ®£20 25 £ 32 =21 =33 - x28 =+ 17
(105 ao [QRID] aom C 73 «D «n C?D D CD «CD « D
5 247 258 265 18 277 315 350 418 140 314 341 27
12 +£ 18 =18 £ 11 =30 =30 =28 =+ 46 # 44 =31 £27 =% 17
o aom ao (10) 1oy aoey  am ao aom & « 8 « 8
20 242 257 266 24 268 308 345 427 159 322 339 17
+ 10 + 15 £19 £13 =15 +21 =24 £35 =25 =25 +23 =+ g
(16> ao a® (o (L (9 (L 9 D 9% C 9 « D
80 242 258 267 25 274 368 346 424 151 311 333 22
=12 *12 *16 * 6 == 1b =24 x£26 +38 =32 x31 *30 =21
(19> (aom 10 am (10 ey  ao agy o aoe ao ad®
300 244 255 261 18 271 3io 347 429 158 - 310 334 23
+12 12 =+ 15 =10 =x=1i5 =17 x£ 19 £25 =12 +£21 =29 =12
@R1)) 10 o ao (o aey aom ey aoe  aom ¢ B « D

Each value is expressed as mean®=S.D. and (number of animals available).
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Table 7 : Food consumption of male rats treated orally with hexadecanoic acid,
Z2-sulfo—~, i-methylester, scdium salt in the combined repeat dose and
reproductive/developmental toxicity screening test

(g/rat/day>
Dose Days of treatment ‘
Mg/ g) T T e e e
1 -8 .22 29 36 43 46
0 31 32 31 32 29 30 34
= 8 + 4 + 3 = 2 +~ 5 = 2 = 3
(10D (10 (1w (10> 10y (1o (106>
5 30 31 31 31 28 28 31
+ 3 + 3 = 2 + 2 = 4 + 2 += 3
am ao ':)) (o (1o (10> (10)
20 30 30 29 30 27 27 29x%
+ 4 + 3 + 3 + 4 + 4 + 4 + 3
¢11)) o amw « ao aom T ')
86 30 29 28 a6 30 28 31
+ 2 + 3 + 3 + 3 + 3 + 3 + 4
QG aom ao (1o am 1oy (102
300 28 30 22 29 29 29 29% .
+ 3 + 3 = 3 + 4 * 3 + 4 + 3
(10) aom ao am 10 aom '$%i))

Each value is expressed as mean*=S.D. and (number of animals available).
% : Significantly diiferent from contrel at 5% level of probability
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Table 8 ¥ood oonsumptioh of female rats treated orally with hexadecancic acid,
2-~sulfo—~, l-methylester, sodium salt in the combined repeat dose and
reproductive/developmental toxicity scresning test

(g/rat/day)
Dose Days of premating Days of pregnancy Days of lactation
Mg/ KE) e e e T e e e e e e e e e
1 8 4] 7 i4 20 103 3
Q 1 20 14 22 23 23 14 47
+= 3 += 4 = 3 += 3 + 3 = 4 = 9 + 5
(o 1o D « D 7 ¢ «®n «C D
5 23 24 17 24 25 23 20 48
= 2 = 3 = 3 = 3 += 4 = B = 6 = 3
(1o 10> ao (16> (10 {10 « 8 ¢ 8
20 21 21 15 23 26 24 18 46
+ 3 += 3 + = 3 = 3 4+ 5 *+ 5 = 8
am 10 « D « « & « D « 9 « 9
80 20 2 15 24 22 20 i4 46
+ 3 += 3 + 3 = 3 + 5 = 7 = 7 = 5
am ao ao (o aom ao) aw ao
300 20 22 17 24 24 20 i3 48
+ 3 + 3 + Z = 2 = 2 + 4 + 8 = 9
aom [@41)] 16> ao (1o (i0 am L9

Each value

is expressed as mean®S.D.

and (number of animals

available).
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Table 9 -1 Urinary findings of male rats treated orally with hexadecanoic acid, 2-sulfo-, l-methylester, sodium salt
in the combined repeat dose and reproductive/developmental toxicity screening test
Dose  No. of Color Cloudy Specific pH Protein
(ng/kg) animals PY PB Y - + gravity 5.0 6.0 6.5 7.0 7.5 8.0 8.5 — X+
0 10 9 1 10 1.051 a) 1 3 6 6 4
+ 0.013
5 10 10 10 1.045 2 8 9 1
+ 0.015
20 9 8 | 9 1.065 1 1 7 5 4
+ 0.018
80 10 8 1 1 10 1.062 1 1 2 6 6 4
+ 0.017
300 10 10 10 1.068 1 1 2 6 3 7
+ 0.019
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals —  + "+ ++ — 4+ — 4+ + 0.1 1 2 4 - + +
0 10 10 1 7 2 10 10 10
5 10 10 3 6 1 10 10 10
20 9 9 3 6 9 9 9
80 10 10 2 1 7 10 10 10
300 10 10 3 7 10 10 10
a) : Mean®S.D.
Color : PY(pale yellow), PB(pale brown), Y(yellow)

Cloudy : —(negligible), +(cloudy)

Protein :
Glucose :

—(negligible), *(15~30mg/dL), +(30mg/dL), ++(100mg/dL), +++(300mg/dL)
—(negligible), *£(0.1g/dL), +(0.25g/dL), ++(0.5g/dL)

Ketone body : —(negligible), *(5mg/dL), +(15mg/dL), ++(40mg/dL), +++(80mg/dL)

Occult blood : —(negligible),

Urobilinogen : Ehrlich unit/dL

Bilirubin :

—(negligible), +(slight), ++(moderate)

+(trace), +(slight), ++(mocderate), +++(marked)
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Table 9 - 2 Urinary findings of male rats treated orally with hexadecanoic acid, 2-sulfo-, I-methylester, sodium salt
in the combined repeat dose and reproductive/developmental toxicity screening test

Crystals
Dose  No. of Erythrocytes Leukocytes Mg C a Ams
(mg/kg) animals — 4 — 4+t — Tttt -+ — Tt 1+

0 10 10 10 5 1 3 1 10 10
5 10 10 10 7 2 1 10 10

20 9 9 9 5. 2 1 1 9 9

80 10 10 ' 10 3 5 1 1 10 10

300 10 10 10 4 3 3 10 10

Epithelial cells Casts Fat
Dose  No. of Sq R S G H W globules
(mg/kg) animals — Ot S S A S & -  + -+ ="+ -+ H

0 10 1 9 10 10 10 10 10 10
5 10 1 9 10 10 10 10 10 10

20 9 1 8 9 9 9 9 9 9

80 10 3 7 10 10 10 10 10 10

300 10 3 7 10 10 10 10 10 10

— : Not observed; -+ : A few In some fields; ++ : A few In all fields; +++ : Many in all fields
Crystals Epithelial cells Casts

Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)

Ca(calcium carbonate) R(round) H(hyaline)

Ams(amorphous) S(spindle) W(waxy)
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Table 10 Hematological findings of male rats treated orally with hexadecanoic acid, 2-sulfo-, 1-methylester, sodium salt
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No: of RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) animals (10¢/ulL) (g/dL) %) (fL) (pg) (%) (%) (sec) (sec)

0 10 874 16.1 46.7 54 18.5 34.6 22 13.2 20.7

+ 4 + 0.6 + 1.6 + 1 + 0.7 + 0.7 + 4 + 0.5 + 1.6

5 10 870 15.5 45.3 52 17.9 34.4 20 13.4 21.2

+ 31 + 0.6 + 1.8 + 1 + 0.3 + 0.7 + 5 + 0.4 + 0.9

20 9 874 15.9 46.6 53 18.2 34.2 20 13.4 22.3

+ 42 + 0.6 + 2.1 + 2 + 0.5 + 0.9 + 4 + 0.6 + 2.3

80 10 859 15.7 45.7 53 18.3 34.4 21 13.2 20.3

+ 22 + 0.5 + 1.1 + 1 + 0.5 + 0.5 + 5 + 0.4 + 1.1

300 10 861 16.0 46.4 54 18.6 34.5 22 13.6 20.0

+ 27 + 0.3 + 1.0 + 2 + 0.4 + 0.3 + 7 + 0.7 + 1.5

Differential leukocyte counts (%)

Dose  No. of WBC Neutro. ~ Plat.
(mg/kg) animals (10%/uL) Baso. Eosin. Stab. Seg. Lymph. Mono. Other (10*/ L)

0 10 73 0 1 0 16 80 3 0 133

+ 14 =+ 0 + 2 + 0 + 6 + 5 + 2 + 0 + 21

5 10 T2 0 0 0 15 83 1 0 127

+ 22 + 0 + 1 + 0 + 8 + 8 =+ 1 + 0 + 14

20 9 64 0 1 0 15 82 2 0 133

+ 12 + 0 + 1 + 0 + 4 + 4 + 1 + 0 + 15

80 10 63 0 1 0 16 81 2 0 133

+ 13 + 0 + 1 + 0 + 8 + a + 1 + 0 + 24

300 10 71 0 1 0 18 79 2 0 128

+ 18 + 0 + 1 + 0 + 4 + 5 + 1 + 0 + 13

Each value 1s expressed as mean*S.D.
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Table 11 Hematological findings of female rats treated orally with hexadecanoic acid, 2-sulfo-, 1-methylester, sodium salt
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. of - RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/ke) animals  (10*/uL) (g/dL) (%) (fL) (pg) (%) (%0) (sec) (sec)

0 7 676 13.2 38.5 57 19.5 34.2 47 13.2 18.6

+ 48 + 1.0 * 2.9 + 2 + 0.6 + 0.6 + 9 + 0.4 + 0.9

5 8 684 13.1 38.6 57 19.1 33.8 55 13.1 19.0

+ 32 + 0.5 + 1.5 + 2 + 0.5 + 0.4 + 16 *+ 0.4 + 1.4

20 9 690 13.3 39.1 57 19.3 34.0 47 13.3 18.5

+ 43 + 0.9 + 2.6 + 1 + 0.6 + 0.7 + 15 + 0.4 + 1.8

80 10 665 12.6 37.0 56 19.0 34.0 47 13.1 17.8

+ 38 + 0.7 + 1.9 + 2 + 0.8 + 0.6 + 17 + 0.3 + 1.7

300 9 677 13.0 38.4 57 19.2 33.9 51 13.2 17.8

+ 25 + 0.4 + 1.3 + 2 + 0.7 + 0.5 + 19 + 0.4 + 0.9

Differential leukocyte counts (%)

Dose  No. of WBC Neutro. Plat.
(mg/kg) animals (10%/ L) Baso. Eosin. Stab. Seg. Lymph. Mono. Other (10%/ L)

0 7 70 0 0 0 25 74 1 0 141

+ 11 + 0 + 0 + 0 + 7 + 7 + 1 + 0 + 25

5 8 74 0 0 0 32 67 1 0 164

+ 13 + 0 + 0 + 0 + 11 + 11 + 0 + 0 + 21

20 9 78 0 0 0 27 T1 1 0 149

+ 18 =+ 0 =+ 0 + 0 + 9 =+ 9 + 1 + 0 + 22

80 10 75 0 0 0 38 61 1 0 144

+ 14 + 0 + 0 + 0 + 14 + 13 . x 1 + 0 + 19

300 9 82 0 0 0 29 69 1 0 142

+ 20 + 0 + 1 + 0 + 12 + 13 + 2 + 0 + 19

Each value 1s expressed as mean+S.D.
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Table 12 Blood biochemical findings of male rats treated orally with hexadecanoic acid, 2-sulfo-, l-methylester, sodium salt
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose _ No. of LDH GOT T ALP ¥ -GIP T.P. AlD. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (1u/L) (1U/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 10 321 T4 41 396 0.60 6.17 2.97 0.93 66 63
+ 189 + 11 + 4 + 106 +0.14 + .24 +0.10 +0.05 + 17 + 28
5 10 330 74 40 506 0.50 6.12 2.99 0.96 51 43
+ 161 + 11 =+ 6 + 129 +0.16 + 0.20 +0.13 & 0.07 + 5 + 18
20 9 322 72 38 435 0.51 6.13 2.99 0.95 60 50
+ 133 + 8 + 3 + 74 +0.25 +0.20 +0.17 +0.08 + 9 + 22
80 10 278 75 44 442 0.66 6.01 2.98 0.99 64 49 |
+ 81 + 7 + 6 + 64 +0.32 +0.24 +0.17 +0.15 + 14 + 18 |
300 10 278 78 53%x 461 0.65 5.94 3.04 1.05 53 29% |
+ 126 + 11 + 7 + 105 +0.21 +0.25 +0.14 +0.08 + 10 + 13 1
Dose  No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl |
(mg/kg) animals  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 10 131 10.7 0.57 0.32 9.6 6.8 144 4.49 106
+ 14 + 1.5 +0.05 +0.02 + 0.3 + 0.6 + 1 +0.36 + 1
5 10 128 11.1 0.58 0.33 9.6 6.8 145 4,46 106
+ 10 + 1.6 +0.05 +0.03 + 0.3 + 0.5 + 1 +0.20 + 2
20 9 123 11.4 0.56 0.33 9.5 6.8 146 4.64 106
+ 13 + 1.3 +0.06 +0.02 + 0.2 + 0.5 + 1 +0.34 + 1
80 10 129 11.7 0.58 0.33 9.4 6.7 145 4.49 107
+ 9 4+ 1.4 +0.05 +0.01 + 0.3 + 0.7 + 1 +0.34 + 1
300 10 126 11.1 0.58 0.32 9.4 6.9 145 4.51 106
+ 15 + 1.5 + 0.05 +0.02 + 0.3 + 0.7 + 1 +0.34 + 1

: Significantly different from control at 5% level of probability

Fach value is expressed as mean=*S.D.
b 4
xx : Significantly different from control at 1% level of probability
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Table 13 Blood biochemical findings of female rats treated orally with hexadecanoic acid, 2-sulfo-, 1-methylester, sodium salt
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. of LDH GOT GPT ALP v -GTP T.P. AlD. A/G T-Cho. T.G.

(mg/kg) animals (IU/L) (IU/L) (1U/L) (1U/L) (1U/L) (g/dL) (g/dL) ' (mg/dL) (mg/dL)
0 7 440 102 64 287 0.72 5.80 2.88 0.99 83 65
+ 184 + 20 + 14 + 78 +0.27 +0.18 +0.11 + (.06 + 20 + 24
5 8 408 104 68 281 0.56 5.91 3.00 1.03 69 53
+ 132 + 20 + 18 + 124 + 0.41 +0.29 +0.17 +0.06 + 11 + 15
20 9 390 97 64 273 0.65 5.71 2.97 1.10 2 63
+ 199 + 21 + 21 + 84 +0.31 +0.23 +0.12 +0.11 + 9 + 22
80 10 345 124 87 317 0.73 5.81 2.95 1.04 75 60
+ 115 + 30 + 24 + 109 +0.28 +0.19 +0.11 +0.07 + 14 + 12
300 9 446 99 67 243 0.49 5.65 2.91 1.07 66 48
+ 174 + 17 + 12 + 57 +0.17 +0.25 +0.17 +0.11 + 10 + 15
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 7 116 10.4 0.60 0.31 9.9 8.0 143 4.85 107
+ 5 + 2.0 +0.05 +0.01 + 0.2 + 0.3 + 2 +0.55 + 2
5 8 121 11.5 0.61 0.31 9.8 7.6 143 4.36 106
+ 11 + 1.8 + 0.07 +0.02 + 0.2 + 0.4 + 1 +0.37 + 1
20 9 114 11.8 0.62 0.31 9.8 8.4 143 4.36 105
+ 9 + 1.7 +0.04 +0.02 + 0.2 + 0.8 + 1 +0.64 + 1
80 10 118 10.5 0.63 0.33 9.9 8.1 143 4,34 105
+ 12 + 2.5 + 0.06 +0.02 + 0.2 + 0.7 + 1 +0.49 + 2
300 9 112 11.4 0.61 0.31 9.6 7.9 143 4.45 106
+ 6 + 2.0 +0.07 +0.01 + 0.2 + 0.3 + 1 +0.42 + 2

Each value 1s expressed as mean+S.D.
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Table 14 Incidence of necropsy findings of male rats treated orally with hexadecanoic acid, 2-sulfo-, I-methylester,
sodium salt in the repeat dose and reproductive/developmental toxicity screening test

Dose(mg/kg) 0 5 20 80 300
Organs : Findings Fate TK FP (D) TK  (T) TK UC/TE(T) TK (T) TK (D
No. of animals 7 3 (10) 10 (10 9 100 10 (10) 10 (10)
Lung : Dilatation - 7T 300 10 (10 9 0 O 10 €10) 10 (10
+ 0 0 0 (O 0 1 (D 0 0
Trachea: Oily and foamy - 7T 310 10 (10 g 0 (9 10 (10) 10 (10)
fluid ++4 0 0 W 0 0) 0 1 () 0 (@) 0 )
Liver : Diaphragmatic T 3010 9 O 9 1300 10 (10) 10 (1o
nodule + 0 0 O 1 €)) 0 0 0 () 0 (),
Forestomach : Thichening, 7 3Q0) 10 (10) 9 100 4 @) 0
mucosa 0 0 (0)) o 0 (0)] @ 0 0 (O)] 0 6 (6)) ®. 2 (2)) (10)
+ 0 0 0 (D) 0 0 0 0) 7 *x 8 (8) 7 xx
Testis : Small - 7 0D 10 (am g 100 10 (10) 10 (10)
+4 0 3@ 0 () 0 0 O 0 (V) 0 0)
Grade : -, negative; +, slight; ++, moderate; +++, severe

TK : Terminal kill

FP : Failed to cause pregnancy, killed at the termination

UC/TE : Anima! with unsuccessful copulation, which died of technuqual error
T : Total

Significantly different from control group (%% : p<0.00)




-Oz-

€L1-66 ON Apnig

Table 15 Incidence of necropsy findings of female rats treated orally with hexadecanoic acid, 2-sulfo-, 1-methylester,
sodium salt in the repeat dose and reproductive/developmental toxicity screening test
Dose (mg/kg) 0 5 20 80 300
Organs : Findings Fate TK NP (T) TK ED (D) TK UC (D) TK (D TK KL (T)
No. of animals 7 3(0) g8 200 9 100 10 (10) 9 100
Uterus : Retention, = 7 310 g8 1 (9 9 1.0 10 - (10) 9 100
greenish fluid ++ 0 0 0 1 0 0 O 0 0) 0 0
Forestomach : Thichening, - 7300 8 210 9 100 1 W 0 0 (O
mucosa + 0 0 (O)) @ 0 0 (O)) @ 0 0 (0)) () (9)] @ 3 1 (4)) (10)
+4 0 0 W 0 0 0 0 () 2 (07 % 6 0 ()7 %%
Grade : -, negative; +, slight; +4, moderate

TK : Terminal kill

NP : Non-pregnant, killed on 27 days after copulation

UC : Animal with unsuccessful copulation, killed at the termination of mating period
ED : Animal with embrionic death, killed at the termination
KL : Killed because all pups died after delivery

T : Total

Significantly different from control group (k%

: p<0.01)
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Table 16 Absolute and relative organ weights of male rats treated orally with 1,3,5-trihydroxybenzene
in the combined repeat dose and reproductive/developmental toxicity test

Dose No.of B.W. Brain Liver  Kidney Spleen Heart Thymus Adrenal Testis Epidid.
(mg/kg) Animals  (g) & (® € (® (& (& (mg) (& &
0 10 528 2.15 13.62 3.13 0.78 1.49 0.40 66.9 2.92 1.28
Absolute +32 +0.09 +1.91 +0.22 +0.12 +0.10 +0.08 +11.1 +0.96 +0.34
5 10 514 2.17 13.06 3.27 0.79 1.49 0.33 67.5 3.59 1.48
+24 +0.12 +0.80  *0.23 +0.09 +0.06 +0.07 +9.7 +0.41 +0.10

20 9 514 2.14 12.98 3.21 0.84 1.50 0.39 57.9 3.53 1.43
+32 +0.08 +1.07 +0.13 +0.09 +0.09 +0.08 +7.5 +0.40 +0.12

30 10 527 2.11 12.98 3.18 0.74 1.50 0.39 58.1 3.51 1.46
+35 +0.07 +1.11 +0.27 +0.08 +0.15 +0.10 +8.1 +0.26 +0.15

300 10 506 2.17 12.58 3.26 0.76 1.49 0.31 64.9 3.49 1.45
+28 +0.09 +1.30 +0.33 +0.15 +0.09 +0.07 +5.3 +0.20 +0.13

0 10 528 0.41 2.57 0.59 0.15 0.28 0.08 12.7 0.56 0.24
Relative @ +32 +0.04 +0.23 +0.04 +0.02 +0.02 +0.02 +2.4 +0.19 +0.07
5 10 514 0.42 2.54 0.64 0.16 0.29 0.07 13.1 0.70 0.29
+24 +0.03 +0.11 +0.06 +0.02 +0.02 +0.01 +1.5 +0.08 +0.03

20 9 514 0.42 2.53 0.63 0.16 0.29 0.07 11.3 0.69 0.28
+32 +0.03 +0.13 +0.04 +0.02 +0.01 +0.01 +1.8 +0.10 +0.03

80 10 527 0.40 2.47 0.61 0.14 0.29 0.07 11.1 0.67 0.28
+35 +0.03 +0.17 +0.06 +0.01 +0.03 +0.02 +1.8 +0.06 +0.03

300 10 506 0.43 2.48 0.65 0.15 0.30 0.06 12.9 0.69 0.29
+28 +0.03 +0.14 +0.06 +0.02 +0.01 +0.01 +1.1 +0.05 +0.03

Each value is expressed as mean * S.D.
@ : Relative organ weight per 100g body weight



Table 17 Absolute and relative organ weights of female rats treated orally with Hexadecanoic acid, 2-sulfo-,1-methylester, sodium salt
in the combined repeat dose and reproductive/developmental toxicity test

Dose No.of B.W, Brain Liver  Kidney Spleen Heart Thymus Adrenal

(mg/kg) Animals (g (g) (& (2) (2 (2 (& (mg)

0 7 308 1.99 10.20 1.94 0.57 1.02 0.22 85.0

Absolute +25 +0.07 +0.86 +0.15 +0.07 +0.06 +0.08 +12.2
5 8 305 1.99 9.97 1.91 0.59 0.99 0.26 84.6

*£25 *£0.07 =£1.03 *+0.14 =*£006 =*£0.06 *0.08 =*11.6

20 9 314 2.06 10.04 1.86 0.62 1.00 0.24 79.1
+18 *£0.06 £1.04 *£0.09 £0.08 £0.05 £004 *124

80 10 306 1.97 9.80 1.76 0.60 0.98 0.20 79.3
+22 £0.06 *£081 *0.13 *£0.09 £0.09 *0.06 +8.9

300 9 299 2.01 9.92 1.84 0.56 0.99 0.19 82.4

to *+24 £0.11 £096 *0.25 £0.07 x£0.07 *£0.02 *14.8
£

0 7 308 0.65 3.32 0.63 0.18 0.33 0.07 27.6

Relative @ *25 £0.04 *026 X£0.06 £0.01 *0.02 =£0.02 +3.5

5 8 305 0.66 3.27 0.63 0.20 0.33 0.08 27.8

+25 *£0.05 *=021 *£0.04 £0.02 £0.02 *£0.02 *+3.3

20 9 314 0.66 3.20 0.60 0.20 0.32 0.08 25.2
+18 *£0.04 *+0.29 *£0.04 003 =001 x0.01 +3.5

80 10 306 0.65 3.21 0.58 0.20 0.32 0.07 26.0
+22 *£0.05 *£0.14  *£0.04 *0.02 £0.02 *0.02 *+2.6

300 9 299 0.67 3.33 0.61 0.19 0.33 0.06 27.6
+24 £0.03 *£0.21 *£0.05 *£0.02 +00Z2 =£0.01 +4.7

Each value is expressed as mean & S.D.
@ : Relative organ weight per 100g body weight
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Table 18-1 Incidence of histopathological findings of male rats treated orally with hexadecanoic acid,
2-sulfo-, l-methylester, sodium salt in the combined repeat dose and reproductive/developmental

toxicity screening test

Organs: Findings Dose (mg/kg) 0 5 20 80 300
No. of animals 5 5 5 5 5

Lung : Metaplasia, osseous - 5 - - - 4
+ 0 - - - 1

Heart : Myocardial degeneration/fibrosis - 2 - - — 3
+ 3 - - — 2

Liver : Microgranuloma - 3 - — - 3
+ 2 — - — 2

Degeneration, fatty, - 4 - — - 5
hepatocyte, focal + 1 - — - 0

Kidney: Hyaline droplet, proximal 0 — — - 0
tubular epithelium + 5 - — - b

Basophilic tubules - 3 - — — 3

+ 2 — — — 2

Cyst, .solitary - 4 - - - 4

+ 1 — — — 1

Cellular infiltration, = 4 - — - 5
lymphocyte, cortex 1 - — - 0

Fibrosis, cortex - 5 - - - 4

+ 0 — — — 1

Thymus: Hemorrhage 4 - — - 5
1 — — — 0

€L1-66 "ON Apmig

Examinations were made for selected 5 of 10 animals in control and 300mg/kg groups and a animal that died.
Grade : -, negative; +, slight; — : Not examined




Table 18-2 Incidence of histopathological findings of male rats treated orally with hexadecanoic acid,
2-sulfo-, l-methylester, sodium salt in the combined repeat dose and reproductive/developmental

toxicity screening test

Organs: Findings Dose (mg/kg) 0 5 20 80 300
No. of animals 5 5 5 5 5
Stomach:Hyperplasia, squamous, forestomach - 5 5 5 1 0
v + 05 O 04 (O 0y () 4~ @) 04
3 ] ® 9 1Y 9P He
++4 0 0 0 0 1
Erosion, forestomach - 5 5 5 5 S 2
+ 0](0) 0)(0) 0)(0) 0](0) 1)(3)
+H 0 0 0 0 2
o Edema, lamina propria/submucosa, 5 5 5 2 1
N forestomach 0 ) () ) o 0 ) 0 1 ) @ 1 ) 4
+H 0 0 0 2 37 %
Cellular infiltration, inflammatory - 5 5 5 5 1
cell, lamina propria/submucosa, + 0 ) o o0 ) 0 ) 0 0 ) 2 ) (4)
forestomach + 0 0 0 0 2 %
Spleen: Hematopoiesis, 0 — - - 0
extramedullary t 5 — - — 5
Deposit, hemosiderin { - — — 0
5 — - - 5

Examinations were made for selected 5 of 10 animals in each group and a animal that died.
Grade : -, negative; +, slight; ++, moderate; t+++, severe; — : Not examined

Significantly different from control group (¥:p<0.05, *%:p<0.01)
No abnormalities were detected in the brain, thyroid, parathyroid, trachea, intestine, adrenal, urinary bladder,
bone marrow, spinal cord, sciatic nerve and lymph node in 5 animals from each of control and 300mg/kg groups.
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Table 18-3 Incidence of histopathological findings of male rats treated orally with hexadecanoic acid, 2-sulfo-,
1-methylester, sodium salt in the combined repeat dose and reproductive/developmental toxicity

screening test

Dose (mg/kg) 0 5 20 80 300
Organs: Findings Fate TK FP (T) TK (D TK UC/TE(T) TK (D TK (D
No. of animals 7 3 (10 10 (10) 9 1 (10) 10 (10) 10 (10)
Testis: Atrophy, seminiferous tubul - 7 0 (D - - 1 - 10 (10)
/4 0 3@ — - 0 - 0 (0
Hyperplasia, interstitial cell 7T 0 (D — - 1 - 10 (10)
0 3 3 — - 0 — 0 (0
Epididymis:Decrease, sperm - 7 0 (M - ! — 10 (10)
/4 0 3 - =0 - 0
53 Granuloma, spermatic 7T 3010 - - 1 — g8 (@
0 0 — - 0 — 2 Q)
Prostate:Cellular infiltration, 5 2 M — - 1 — 5 (5)
lymphocyte, interstitium 2 1 @ — - 0 — 5 &)
Seminal vesicle:No abnormalities 7 30 — - 1 - 10 (10)
Grade : -, negative; +, slight; ++, moderate; ++t, severe; — : Not examined; FP : Failed to cause pregnancy, killed at

the termination; UC/TE : Animal with unsuccessful copulation, which died of technical error
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19-1 Incidence of histopathological findings of female rats treated orally with hexadecanoic acid, 2-sulfo-,

Table
I-methylester, sodium salt in the combined repeat dose and reproductive/developmental toxicity
screening test
Organs: Findings Dose (mg/kg) 0 5 20 80 300
No. of animals 5} 5 o) 5) 5
Lung : Accumulation, foam cell - 4 - - - 3
1 1 — - - 2
Minerarization, artery - 5 - — - 4
+ 0 — — - 1
Heart : Myocardial degeneration/fibrosis - 4 - — — 5
+ 1 — — — 0
Liver : Microgranuloma - 4 — — — 5
+ 1 — — — 0
Kidney: Cyst, solitary - 4 - — — 5
1 - — — 0
Cast, hyaline 4 — — — 5
1 — - — 0
Basophilic tubules - 4 - — — 5
+ 1 — — — 0
Degeneration, vacuolar, proximal - 4 — - — )
tubular epithelium 1 — - - 0
Spleen: Hematopoiesis, 0 ) ) — — — 0 ) (5)
extramedullary 4 - — - 5
+ 1 - - — 0
Deposit, hemosiderin - 0 - — - 0
+ 5 — — - 5

Examinations were made for selected 5 of 10 animals in control and 300mg/kg groups.

Grade :

-, negative; +, slight; — : Not examined
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Table 19-2 Incidence of histopathological findings of female rats treated orally with hexadecanoic acid, 2-suifo-,
1-methylester, sodium salt in the combined repeat dose and reproductive/developmental toxicity

screening test

Organs: Findings Dose (mg/kg) 0 5 20 80 300
No. of animals 5 5 5 5 5
Stomach:Hyperplasia, squamous, forestomach - 5 5 5 1 0
+ 04 (0) 04 (0 0 ) (0) 3y W@ 2 ) (5)
14 0 0’ 0 17 % 37 1%
Erosion, forestomach - 5 5 5 5 4
+ 0 0 0 0 1
Edema, lamina propria/submucosa, - 5 5 5 3 0
forestomach + 0+ (0) 05 (0 0+ (0) 0y @ 0y ")
A T D A R I
+44 0 0 0 0 1
Cellular infiltration, inflammatory - 5 5 5 4 3
cell, lamina propria/submucosa, + 0 0 0 1 2
forestomach
Thymus: Atrophy, cortical - 4 - — — 5
+ 1 - — - 0
Adrenal:Hemorrhage, cortex - 4 — — - 5
+ 1 — — - 0
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Examinations were made for selected 5 of 10 animals in each group.

Grade : -, negative; +, slight; t+t, moderate; +++, severe; — : Not examined

Significantly different from control group (%:p<0.0b, #%:p<0.01)

No abnormalities were detected in the brain, thyroid, parathyroid, trachea, intestine, urinary bladder,

bone marrow, spinal cord, sciatic nerve and lymph node in 5 animals from each of control and 300mg/kg groups.
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Table 19-3 Incidence of histopathological findings of female rats treated orally with hexadecanoic acid, 2-sulfo-,
I-methylester, sodium salt in the combined repeat dose and reproductive/developmental toxicity screening

test
Dose (mg/kg) 0 5 20 80 300
Organs: Findings Fate TK NP (D) TK ED (T) TK UC (T) T (T) TK KL (D)
No. of animals 7 3(10) T 2010 9 1010 10 (10) g 1040
Ovary : No abnormalities 7 310 - 2 - 1 - 9 1310
Uterus: Hyperplasia, endometral - 5/5 3 - 1 - 1 - 5/5 —
plus dilatation, lumen + 0/5 0 - 1 - 0 - 0/5 —
Pituitary:No abnormalities - 3 - 2 - 1 - - 1
Mammary gl. :No abnormalities - - - - - = - - 1

Grade : -, negative; +, slight; — : Not examined

NP : Non-pregnant, killed on 28 days after copulation

UC : Animal with unsuccessful copulation, killed at the termination of mating period
ED : Animal with embrionic death, killed at the termination

KL : Killed because all pups died after delivery
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Gestation index

(No. of females with live pups/No. of living pregnant females) X 100

Table 20 Reproduction results of rats treated orally with hexadecanoic acid, 2-sulfo-, 1-methylester, sodium salt in the combined repeat
dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 5 20 80 300
Estrus cycle (days, Mean * S.D.) 42 * 0.6 4.0 = 0.0 4.0 = 0.0 4.0 = 0.1 4.0 £ 0.1
No. of pairs mated 10 10 10 10 10
No. of pairs with successful copulation . 10 10 9 10 10
Copulation index (%) 100 100 90 100 100
Pairing days until copulation (days, Mean = S.D.) 2.5 * 1.2 33 = 40 2.0 * 1.0 26 *+ 1.2 25 * 1.4
No. of pregnant females 7 10 9 10 10
Fertility index (%) 70 100 100 100 100
No. of corpora lutea (Mean * S.D.) 19.7 =+ 2.8 184 * 4.1 19.3 £ 3.3 175 = 1.9 18.2 =+ 26
No. of implantation sites (Mean * S.D.) 156 *+ 1.6 13.2 = 6.3 149 = 2.4 159 = 1.5 153 X+ 24
Implantation index (%, Mean + S.D.) 79.9 = 11.5 68.6 = 31.4 79.2 = 18.6 91.4 = 8.9 84.9 = 12.3
No. of pregnant females with parturition 7 8 9 10 10
Gestation length (days, Mean *+ S.D.) 224 *+ 0.5 22.5 * 0.5 224 = 0.5 226 = 0.5 225 = 0.5
No. of pregnant females with live pups 7 8 9 10 10
Gestation index (%) | 100 80 100 100 100
No. of pregnant females with live pups on day 4 7 8 9 10 9
Copulation index = (No. of pairs wifh successful copulation/No. of pairs mated) X 100
Fertility index = (No. of pregnant females/No. of pairs with successful copulation) X 100
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Table 21 Litter results of female rats treated orally with hexadecanoic acid,
2-sulfo—, l-methylester, sodium.salt in the combined repeat dose and
reproductives/developmental toxicity screening test

Dose (mg/kg) 0 5 20. 80 300
No. of pups bern 15.0= 1.7 11.9+ 6.4 13.1% 4.0 14. 8= 2.0 13.9% 1.7
Delivery index (%) 896.3= 4.8 73.8+38. 4 85.4+x20.0 93.3x10.1 81.4+ 6.1

No. of pups alive en day 0 of lactation

Total 15. 0% 1.7 14.8% 1.6 13.0x 3.8 14. 4 2.0 12. 3% 4.2
Male 6.6% 2.1 7.4+ 1.5 6.4+ 2.8 6.7 2.0 5.7+ 2.0
Female _ 8.4 1.6 7.5 2.4 6.6+ 2.4 7.7 2.5 6.6 2.5
ILive birth index (%) 100 = O 160 = O 8. 3% 2.1 a97.4+ 4.6 88. 3+27. 2
Sex ratiec (Male/Female) 0.78 ¢. 88 0. 97 0. 85 0. 88
No. of pups alive on day 4 of lactation
Total 14. 7% 1.4 14.3% 1.6 12. 9= 3.8 14. 2= 1.8 12. 06 4.7
Male 6.4= 1.8 7.4+ 1.5 6.3z 2.9 5.6 2.2 5.6 2.3
Female 8.3z 1.5 7.5= 2.4 6.6 2.4 7.6 2.5 6.4+ 2.7
Viability index O 398. 3= 2.9 100 = O 89. 3z 2.2 Coeg.7x 2.7 88. 3=31.5
Body weight of live pups (g2
on day O
Male 6.8+ 0.6 7.0 0.5 7.5% 0.6 7.0+ 0.7 7.3 0.9
Female 6.6+ 0.7 6.8 0.7 7.0 0.5 5.6 0.6 6.9+ 0.8
on day 4
Male 10. 7+ 1.5 11.4= 1.0 12,1+ 1.1 11.4%= 1.5 11.7= 1.8
Female 10.4+ 1.8 . 10.9% 1.1 11.. 7% 2 11.0% 1.4 11.2= 1.6

(No. of pups born / No, of implantation sites)x100

Live birth index (No. of live pups on day 0 / No. of pups bornd 100
Viability index (No. of live pups on day 4 / XNo. of live pups on day 0 x100
Sex ratio = Total No. of male pups / Tetal No. of female pups

Fach value is expressed as Mean = S.D.,except sex ratio

Delivery index
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Table 22 Incidence of external findings of rats treated orally with
hexadecanoic acid, 2-sulfo—, i-methylester, sodium salt in the
combined repeat dose and reproductive/developmental toxicity
screening test

Findings Dose{mg/kg) 0 5 20 80 300

External No. of pups examined 105 118 118 148 1398
No. of pups with external anomalies

0 0 0 0 G

« 141D 0 4¢) q8))

(

)

No.

of

pups Mean = S.D. of individual litter percentages)
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Table 23 - 1 . Incidence of visceral findings of rats treated orally with
hexadecanoic acid, 2-sulfo—, l-methylester, sodium salt in the
combined repeat dose and reproductive/developmental toxicity

screening test

Findings Dose (mg/kg) 4] 5 20 80 300
Visceral No. of pups examined 104 118 i18 147 138
No. of pups with visceral anomalies
0 ‘ 0 0 0 0
¢1); €83 46} 48D 4o
C(J): No, ¢f pupsMean = S.D. of individual litter percentages)
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Table 23 -~ 2 Incidence of visceral findings of rats treated orally with
hexadecanocic acid, 2-suife—, l-methylester, sodium salt in the
combined repeat dose and reproductive/developmental toxicity
screening test

Findings Dose (mg/kg) o 5 ‘ 20 80 360
Vigsceral No. of pups examined 104 118 iig 147 138
No. of pups with visceral variatiens
2 3 0 0 .0
(2.2+3. 8 (2.5x4.8) 1€4)) {0 03
Visceral wvariaticons
Thymic remnant in neck
' g 1 ¢ 0 0
> (1.0x=2. 7 «® 140)] o
Persistent left umbilical artery
2 o1 0 0 0
(2.2+3.8) (G.8%2. 2 W) Q4] «»
Dilatation of renal pelvis
0 H g . 0 .- 0
1€1)) {0.8+2.2) &) 1)) q)

C): No. of pupsMean = S.D. of individual litter percentages)
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