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OECDIC & 2 AL FME O K U RRICHEHL 2 BUFHEEEDO B E L T Trinethyl
Phosphate; () VB N U 2 51) OREHGHY: - LMBLEBEHFARBRET - 7.
975 Trimethyl Phosphate @ 0 (GAHXM) | 40, 100 B XU 250 mg/kg %
Sprague-Dawley % (Crj:CD) Z v bRt (F13L/ ) IKRER 2 AP L UORE
HH 2 BMEBELTROKRE L., IS TIIREHEKRT% 2 B/, ¥TiEREE%
BLTHREET 3 HE TREZHME L THREMICTT 5 RERSEE B L2 04 REkE
N3 TIRRMREDORE « REFICRITTHEICOVTHRE L.

1. RiEgs#k EEYmRR)
D gl —mRE

250 mg/kg WESBICHOTHLF. 1 FISRESE 4ENSE 6 BT TRE L,
COBOMETIZ. TET—BRREOE(LE L TEBROET. FMERSTHL O, #
TIREESE 2 BUMICEROMEBELRTHINML 7o BOERIE, #EHBLTBRET
B 7o 100 ng/kg UTOBRERTIE, BULE(LLAUINZ—REORE RMHE b
KB N, SO -7,

2) thE., BIEE

250 mg/kg BESBOMKTIE. AEBMSERICHH XN, EOKERESEROEM
K-> THERICED L, 100 ng/kg LITOHBRSETIE. HichO TR, S %I
NG TOREHMITE RG] (40 ng/ketk58) 70 ZMBIER (100 ng/ke H5H,
z%mf—&?%&gﬂtﬁ\mmwﬁuﬁﬁﬁwbégmu%wenm@otoﬁﬂﬁ
2. 250 mg/kg REBOHTERICET L,

)
100 mg/ke BGHOMTIIERE. 250 ng/kg REFOHTITERIMET Lz (B)
fodd. TNODEOHEIZ >V TIRERBHEALIRICHY T 3RBOKE LBRERZTMT 5
< &ﬁi@%ﬁ"@& 2 7“:0



3) FREIGRETR, |
A HE UESIE : RE5HE (Q2ERS) KTEH)

a) M MR AT B

ARMBRE, MEERE. N< 7Yy MEOEBRISEDN S CICM/MIE. 5 ERIFHIR
HROA BN, 100 ng/ke BEBITHEWTED SNz, 40 ng/keRSROFRII
HRYEOBRSICERA L LEEIN RIS SNIEh -7, 250 ng/kg REFEDER
B 1 BT, RMRE. MERE. A< 7Yy MESHSHMIEEER L. HEKIFT
IRIER, BURHROME L0V BREROETHS SNhicdd, VMU LR
ST > Fa

b) Mg A AL R T R,

AREENEELE LTA / GHOGRAET. 2) v IX55—LiEk, BILRT
O—VEE. LYY LABEOREL EEN. 40 BXU100 ng/kg GBS, T Rk
BECEERET. 85 V7 BE. F MY LABEOEER LM, 100 ng/ky 58
KEDShi. THOOERIE. 250 ng/kg BEBHOEEF LFIcBVTHHLITH -
7o

OBEEER (IR, I, B, W, BHE LD

ARRENLBSENAE LTERER L ZOLAEEOFARITEMN 40 XU100 ng/ke
BERIC, WEERE ZOMGEE. FROLAEEROGESHEMI > CIKE AR
EZOHAEMEOBERTETAH 100 ng/kgBR5BICED SNio 250 ng/ky BEHOEE
Fl1glcik. BRETHZ L LMEL TAEREOERIIL CHBROTHSEE TH -
oo HABERETIIIR. . BROLAEEASEEER LN, BESLORE L&D
P TR L AR EE & Pt L IS 12,

D EHRFTR,

100 ng/kg REH T, MOBEA. BEORE/L, BRoOKE(L. HE, BE LEKD
BT ED, BRICED DN, 250 ng/kg BEHTIE. BLAL EEHE bichIE, &
BEHOBDOEETH D MIROEM. MoOREMEE. FEOME(lL - . REOKE
. BENAORE. BB SO, MIBOZEE - Rk - Bl RHEEIL,
BIBOEA, BEOEAR. KEOBMAREE. K - BIAESOER. BHOKA(LH
BRICBEI N, 40 ng/kgBSEICIE, BT REXBEFHREBD ShEd -1,



o) BB E R AT R

10 ng/kg B5B : FHRIC D\ C/NER DM OIRHHLIC BRERNS b1z, BET
B RHITE AR LRI I B CIRIRO BRI S St . eosinophlic
bodyd & ELRME O - BELSHR L, 4 A CHARBEEN SN S 5
Niz, HOBE - KIS OV T, T BEOREEREN 1FlicED o iE3hicitd
NEZEEH ORI T,

100 mg/kg $58 : T/ NERTH O LICBRERLS Sh. & BEORK
HE & AR 1 AlICEBD Shic, BRTIE. 20 TRARME L RERPA I BRE TR
ROBWRY D EEICA S, eosinophlic bodyd K UBEAERMEDHE « IREINHER L 7o
Eth. 1PICRAEORR. 45| CHAREERENICHIREEYLS Shiz, BRIZOW
THAFITHABNOBEDTTENS SN, BETE, 1 IChSEOEMLS Dh,
COFIOREE LA TIIENOBFNE Lhv-te COEN 2 FIOB\RESR. 1 HIOEMY
R, A BIOBERBERETTEHE. IFIOLEFRICHEREDOEENZD Shi,

250 mg/kg X5E : LA TRROEMLS SN, 5 BIFOZLREETS - T
EERICRIROER IS Shish -t TR, BEALSHATHEmICERIS D £
FHIEEE 6 B0 KupfferfElaic MRLBENED SNz, —F4. MEFERV IO
b bhE., NERDEOEHLIC bERERNS >N, BETE. 8 2 FlTos
AR E RIS IR B M » BRIRFEIRE0N B S, eosinophlic bodyd HHER & X FEEE
KOBETH -1, BERMTOEE - BERER L. BAAOHEEHSTELH 2 AR
BoNiz, EFICOVTid. REFRRSEROIEANSTETH 8 flicd Sht. MEBTI.
EBREBORENPPML . WABMIBETS - 7205, BIEOEHLHIZRD Shi,
BERICOVTIE, 2P TEEOERLS SN, BEES A TIEEER IR TR RIS
BRI N EETIRIE ST SN TV, R LEORNICETRIEEALH SN
o toe COENMEFRAED 3 POBEHER. 10FOBRGLETYT 28E, 200
LEWRICREEROERLS S, LFIICERHRED U E ALOERNED > hi,

B, M (REHIE : W 4 B, 2RFCH. MEEBEHNE (SERINS X CRER) )
DREER (k. Wik BB

MO R - T OHAERE . 40 ng/keE5BICBVWTHRLBEER L. 100 ng/ke B
SECEBIE L AERRS bk, 250 ng/ke B5BEOBIRE R (3 XHIRRE & KBt LT



ELWEEREDOSNE -, FBESIR. 100 ng/kg Y ELOBREHTETERZR L.
BRER 100 ng/kgl SR TRIMMER. 250 ng/ke RSB TETEAZR L.

b) R B |

100 ng/ky BEBTIE. FRORBE/NEENERIC, 250 ne/ks REBTR, RO
@i, FROBE(. BENEORE, BEOBE(L. HFOEA. NREOERE. B
DR AL EHERICBES o 40 g/keR5BITE, BETNXREFRIED SN
5o teo

ORISR BT R

40 mg/kg BEH : MROBEOEEN 2 FlICH SN DA TH -T2, (HEETIRE
PIOBIRAER LTk, ) ORE « SBICHT T~ EZLEED SNl - 1o,

100 mg/kg #5E : WROEMEIL. WFNOAIC A OENEHh -7, TR, 18I
BREFEHEBD Nz, BRSOV T, BEREEOHENEML, 1 fICHEREE
ERICHREEYOENS Shich, ZORMIBEREES 3 VIEBEDIENE 1
Plic s 5NEDBTH 1o MEETIE, BRUBOHME,. HABMOMONS SN, f
DHEE - MBI T NEL(LIZED SNITh - To

250 mg/kg 5B  MIROEBHIRERICA SN, FFETIE. 3 FlDOFMRICEfHEI
B\ RRETED 1 GUICERY e, BT, FERMEOHE - BESHAL. 14
OEAREEEN CHBEENOFEERD I, £, 8 PICELEOBHMEREN M
IMROBHED S D 6 FICHILERE I MISZ Y & EE S N 3 IFBBED/MIAED Sh
Foo BIBIZOVTIR, RERREMBOEAD 1 FlIcs Shi, BRCE. BRESEOM
#. WAEMOBDHS D, BEOERH 2 FIICED Shic, PRIZOVWTE., BELE
o fidh 1 i SEREbERERD. 6 FlICEAGUSRIADM, 1 B KA S SN, OEM
MESEOZIN, 2 IOBHARS & CEHER. 0 FIOBKGHRE, 1LFOLEHE
2B 5H. 1 HITRERERIRICUE AEOERISED SN,

I. HEREESE

1 EEFHNRERR

1) RECHEHE

250 mg/kg MEH TR, KBENEFLLETL., BHEF 2HTLHIRENRIL LT -
Foo . RRLE2HIOHDO VT BEDOEKRIZA SNISH > 72, 100 ng/kg LD



WEBS X URBECIE. 2R TRENRY L. FEBSS > RERT & THEL 7 B
o bR & S WRIEREE L OB TARERED SNEMT, UL, BOBKR
100 mg/kg HSHTE 2 LA ONT| EAREHTCRZHRENELET LI, 40
ng/kg BEBOBISRITIL, ML WG L CERERED SN oTes

9) S X CHERIE

SBRTIR PR, 40 ng/keld BRET IR 12PIH 0FIDMERMAIRZ A L 2%, Vg
OB 5T bAMERIBIC BRSNS - RIEHIE bNISA - oo BEREIZSLTHA
1 G5 L 740 ng/keRSBOME | ITAHEN HIZRAREE Liizinic i, BEER
B3 B ELIEED SN h o e B, 40 ng/keBSBED 2 fl. 100 mg/kg SR 2 I
DRI WIS EHERBRNFAITH D, CTh oD TRLRNICH RIS SNIID
272 ‘

3) PRGN, BHRMD X UHRE

SRR E 40 ng/kelk SBOEREAR, EREL X OBRRICERERRD SNIH -
f2o 100 ng/ke F5HORMAMRING 2 FICld. (EIRSEM. BRIOHBRO T8
LB LTH SIS | B SHBIET Lz,

£ HEED & CEREN

SRR L 40 ng/kelH S RO MEER S X CHERMIRIIC A B 2% 5 WISk - I,

2. HERFRR

1) &fi

40 ng/ketR SR TR, EREBIUCHEARBMNERICBD L, RoSHR [ (BEREK
JERBE) x 100] BXUOHAR [ (HEEARE BKRRE) x100] bARICETRL
feo LinL. FERCETRAONF, HEH 0 HHLU 4 HOEREEE bic 100%TH
272,

2) KE

40 mg/kg BEBOROEEIR. HH BB LML HOWTRIZH VT bRRE & Lt
LTEEREEZR LT

3) FRE

HE 0 HOARBE. RERBLIUEE 4 Rtk 22FEROERICE W TRERYED
BEICREAL: EHEINBAXRBLICABORERBYD Shith - 1o



M. 3% .

DI EDHEREMEHN S Trimethyl Phosphate @ 250 mg/kgids 7 v b U TRIXDEE
BAE L GAMEER, AEMMOME. FMHE. NERESLOAT P2 )y MED
B, MW7 FoEBEOET. MFF~0y 1 J7E, BEOBE., My VX7
S—EiEE, ANV U LABLUF MY U LARED LR, BALEG X URMEE LEMROR
= WER. FRBLURBEOER. BHBIURNICH T 2HREHOERTL S ICER
BRMIc U EABOERERET 28H2F L. BTREED, ETREEORSEEZT
THEETHS L. 100 mg/kg 2. HEMMNICBRELN S 250 ng/kg& RIBEDOHFERERT
BURFBTHZ I ENRRI N, BIBEINABREE., WFhbi LT
HXNICEETH D AMEAWE. BEOVBICH L TR M BV ERERT LRRIN
%, 40 mg/kgic oWV Tid, HETA/GLHOET. o) Yy LX7F 5 —EEE,. RIVXT O
—VEBE., WYY LABED LRENS D, BRAE LRERICEENS SNIEN, 14
KBREORREGENZD ONH, MTEIRBICEREDCEMSELEN -t LDiF
MTEBRMEICEE L SHES WA R(LERD SN 5Tz 5 - RESHICBL
Tid. 250 mg/kg OHBSTRER, 100 ng/kg DEETEZIRR, SRBNEZITET L.
40 ng/kgDBEES TR ERBROFERNEFHENET Lice RMELEMITOVTIE. 3TI2100
F7:13 250 ng/ke DIRIEHRE (5EH) THS v NOFRREETIRZIE, TTR
~D 500 mg/kg®D 5 BIRIERS TREHBEFIEANA SN, OHREOFEREFERNET
THIENBED SNTVEY, FRBERIEROEANS v FTREDVEVERTR
HY 5 ERRT 2 bDEELONB, BB, 40 ng/keRSHOFEROKER.,
BEHCH L THRICEETS - 720, ARBLORRICETA SERIRA SNEH - .

INBOT &b HARBREMT TR, Trinethy] Phosphate OREESHIES X AR
REBHICEATIREREIR. BRELEbICWITND 40 ng/kg/day 2 TEIZEBEHTEIN
%,
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i

OBCD io.k 2 BEAALEME DR LM SRICRD 2 BHBEETEDO—BE L Tlrinethyl
Phosphate DREIRGHY « EIERABUHEARZITV, HLAMOKHET v MickiZ
TRERESBEUHLT OVICAHE - REBUHRDVTRE LD TZOREELZHET 2,

Trimethyl Phosphate (CAS No. 512-56-1 ; {L#¥=, (0OP(0CH.): ; 2F&. 140 ; H
4, Phosphoric Acid Trimethyl Bster , U VBB MU AFI) &, TAFIMATHZ
ENCEKFADIDD Y VIFEMPIPERMFORERFIERCERIN 3 —4 T {LF
EXORFTRIAFILAD 2V IIEIEPRY v —SROMEE LTELERINTVS
{tamTh s, RMEEPT OV TREERENCE  OBHBRIEEL. BOREICL3 5
v b ‘7"51\ UHFEIFEILEY POLD: fEN. ZTNZh 840F 7213 2000 . 1470,
12756 £ OF 1142 mg/kg THB I & P FIFTXTDassay systenTHOERFMZR
FIEY | BHORMO< Y RICERBMFRAZRT LY #5y FBLTHE<wY R
BREEERTIEY . UHFAD 300 ng/kgDREHRE TRE., BLIRREE OREERD
RETHIEY . Ty bADEEEL 100 ng/kg OREHESTREHIRBL. W1FR
KIERBICHRENE LS LR ENHEY SN TWAE D, £EFHEICOVTIE. I v b
T 100 mg/kgPl B =T XT 500 mg/kgll LOREREICLVHES v bHEVIRHETT X
DEFEEEGRICEET S I ENSHEHE VI TS,
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1. %BYHE 1

Trimethyl Phosphate (ov F&HS, ; B, 99, 9wt
%) 1y ke T by, ISOEBOBESENORKETS S (Anex 1o ABBRWHEIE.
FEREE THEMCERREL. EHAREK BLEES. (0003 CHEMEHKIAH)]
WERLT. WThORARICEVTH L EORSHEEN S nl/kg ICRB LD ICREEZRE
L. B5RkE L, BB LRERET, SREGETTEHRE L, B8R T HIAK
BE L, RAEBPOHRYER. WEEGETTOLEC L THHMLETSHD (Annex 2).
Fho, HALAARESREICIIBIZFERDTrinethyl Phosphate RNEHIhTW I L%
BB L7z (Annex 3)

2. ERBWS X CRAERME
HERICIE, WS b TEBICTEALLEAT v — LR « U —WEREE Y 5~
EE® Sprague-Dawley %5 » b (Crj:CD, SPF) Z &M L7 (Annex 4) o BEA L 78
Wik, AR 1R BUEEREAFRRTFHERE L. —BRECEELBD ONEH -
bOERBICH L URERE (B i 193.8~237. 3g, # 289, 0~332.0g) o
KREMWE. BE24T 1°C, HAHEES5+ 5 %. REERWISE EE, RE12EME (4
B T B~ T ICEMII NI SY T— Y R F ADOREET. SEROMRr — (22
x 27X 19en, HAY — VM) HEBNCA L THEE L. BREFN CA-1. BAZ L7H)
B & OUKGERE B BIE €7, HRISHMBROBBYIZIE, A5y — VORI LBE
HAREBE, RBELTARRF v 7 (RIS RTL—2®, HEF 4 —ILR + U S—)
BEELE Loy B8 UI-8TR k. & OHRENC BRI KA R AR O L b1
BIHI DRI - T2

3. BN
Mt & HOIER S HOKESE b &I RBRIBLEAESHECE D TRMT L. 1B
SERIWLEAE LT, |

4. BE5E. HER. REPMBIOREFE
Trimethyl Phosphate D5 &id. XEER '~ 2BFIHELL. THbb, #>



v FOEBHERRICET S5 EHLNERE LT 250 ng/ket BB, Bt
5y MCRBER 48) 2RITEEOS SRERE LT 100 ng/kg% FRIARIC, &
BURTHBARMESEVEE LT 40 g/kg 2REMARICRE Lk, B5RBE, A
B b5nl/kg &L, HBBEODS v Micid. Trimethyl Phosphate DIk L7z ikstH%E
#7k% Trimethyl Phosphateft5H LE—FHICTHEREG L, DT icBERETRT,

‘ % (#HHES)
ic3 WERYE “REER H5KE
(mg/kg)  (ml/kg) i3 i3
1 VAT 0 5 13 (MX01001-013) 13 (FB01001-013)
2 Trimethyl Phosphate 40 5 13 (MX02001-018) 13 (FB02001-013)
3 Trimethyl Phosphate 100 5 13 (MX03001-013) 13 (FB03001-013)
4 Trimethyl Phosphate 250 5 13 (MX04001-013) 13 (FB04001-013)
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%ﬁéb&’—-}&m& HEIot U CIIRELRTI4 B ) & AZECHART 14 B R 3 K ORECSARIRR T
BB OESHQ2A/M. $/o, HioH L CRRE4EHE EREHMST RBRILET ;
REIERH) BoCicRERIETRIERNAMEZE L THRROBEHE 3 HE TEA 1 5.
Sy MAEBEEHVWTHFINICEO®RE L. BHOREIZ. FAE L T—ERKIODOM
GER138E~168%) 11TV, SEYMOKREREIZ. #T 5 CICREATH L OUREH RS
DIz >V TILE L BORIEHREE b &I, /o, REBMROMICODOVWTIREROIEHD
BEEbLEICZENETNEH LI,

5. BIZAH
DHEM
A —RIRAE

HeHE b 2P0 CREBNIMTEEEE L,

B. A&

MRS by 2FICOVWTHRERRSHMEIE B %50, T, 14, 21, 28, 35,
428, #8550, 7. 14, 218 QLHI. RREDOHOARE) ) BLUMEH B ICHIE
Lo 7. RERUMTIR., EIRO0. 7. 14, 208, DBELHTRE, SHER0BLD
48 HEOBLT4H) ODEEZAEL .

C. BER

M b, 2 OWTHEREEEFHRCHEERTZAEL, HERLSROMER %



TOROBERTEE Uiz, KEMHMTOBERIGAELSH - RERIMTIR. I
R 0-T, T-14, 14-200 B L UME LTI, WH 0-4BORBRENE L,

D. AL | . |

R BE5UE (BERER) 0FF,oRE 28/, A—BAOKES 131 TH
BXHTH-t. SEBRIOERE. G5, ERNOERSL X CEEHORTFOEEEHE~
BT LIz DTV, RESBEI N, ZOAEER0HEEELTROSHHEL.
BRI HE L 7o

SEREEN . BRICOVTREE [ (RESME/ FESHWE x 100] . SHE [
GBS SEBYE) x 100] . AEMEH SXBREH $ TO ANE L VD
7 B ER % R 72,

B. SMIRAE

AL bRERIME. 2PEARMES o, MEREOEBBER. TS bOK
VT te 172 Ly EBBETE M- BKIZDOWT by SHEROBED 55HER
O BIES & DAMHERE QG TAEMG L. FAICESE L.

P. S HOFE

SMEOREBIZ. FH 9 B~ 1ECEE L. - OB ET LTS - LERE
LicfBico\W0 T, 20HAHE 0 B, £ORBEMER EHE L, FRIIBERET
ML BRIC oW TiE. BAAWE 0 A& Uiz,

DATER L7 202> W TR (EE 0 H~3 RO 2EEL. HER
[ (EIRHEMS RIS X 100] 28O WTRD I,

G. WEMRE

a) HEY

(. HiR, REERS L OREEGENRE

BHBES5HORE (BRSQHEYE BSHEEE=£500) ) KRy MULES -
TRRRRE T TR - BRES B TEUR Lz, ZOBE, 2BIcoLTHIR. il ik, Hab
FOREEEOBREME L. £/, TNOOREEM. O M. BIE. BisX
CERHE, A, SR, BEE (L0 4EMIE. REBRSEIL B 15
FCIERIZBWTEEEZZD BB IR10% KL< VicEELTEREL. /357 4 a8,
B AT b EUY Y A U R LRI R8I W ORI RE A 1T -
oo B, HEBIOREE KR, VoA TT VIRICEE L ®I210%+ L2 ) v icE



ELTHREL

D MEENRE | |
SR DNT BIRICET D, RV MSLE S — LB T TS ARIRE D EDTA A
HEERE LTHMmML. 2 TOEBIZDWTREL,

H H o E B H B 2
FRIMEREL (RBC) BHE (BREHRE) Coulter Counter Model §-
PLUS IV (a-M-zhhbp=tn)
B imekEk (WBC) ” ( ” ) #
meaxkE (Hb) 7 (BEEEE) 7
SEHRMBREE (MCV) » (BRIEHE) v
ANz b7 Yy ME HE) » (0. 001 X RBC X MCV) ”
S RMERIMBE R # (1000 X Hb,~RBC) ’
R MmIRIMAaREE # (100 % Hb,~Ht) ”
M/ EL 7 (BRIEHLE) ’
B IMRS BB (REEAR, Wright- SBPEAksE
Giemsa Hifh) .

N MERAE(CFRRE
2OV T, MEFHRED /O DRIMICS EH E . NV E2HEEHE L THY
THIML. zhEhif%58 L TROFEHIZODWTREZIT - 72,

I H #o # B B &

AN/ ;3 oLy b BLOAREAFEESIITEE
COBAS- FARA (0¥ a)
TILVTIVEE BCG# ”
BalATuo—-IVRE COD+*DAOSH ”
7 R UMERE 7'V a%+—+ G6PDHE ”
RREREE v L7 —+ Gl DHA: 7
SUTF U BE Jaffe # ”
TIVAY T+ R 777 —EEE p-2hn7 W /BREEE ”
GO TEHE SSCCH® ”
GPTHEME SSCC# ”
BREJILEVEE EUVE/ BYa 1d9b § Y1)-X ”
ALY LBE OCPCH ”
F MU DLRE 4 % ERE Na-K-C1 7&-54%—(;}_;{%“2
'% A2,
YT LBE A% L BEE 7
ERRE BERAEE ‘ ”
my) BRE ') TTFUBERERE L AREMERG ST EE
COBAS- FARA (¥ a)
Y VI AT —EiEHRE DTNBi: 7
y—GTPEME 7 ~IWih-p-Zpa7zyk ”
HHE*%
A/ Gl itE E—




b) MBI

[ HiR, BEERS X ORBARENRE

Srlfe U1 MEWE 4 Biz. RRL7AsHE LR VIR EEY HIC, 2. RBO
BoNINh- -l GRRRM) AT Bt he o — 7 LR T el - 5
Tt B Ui I+ FED & CRBREOVFROBIC BT bIES & CFH %
L. FEICDOWVWTIZ Salewski E2EH L CTEREXREB L TERERERZE Lz, PRI
77 VBB L TREL. EAERE T CRARENA . RIEHIH & ORRHIDON
BT, REEMENREST-7. 2. BIR. S L CFROERELHIC
SWTHIE L e THOORE EM. O k. BIF. Bit. TE5LUEN, B,
SRR, G (OLEO LRI, BIRERATE L b8 5 iiRic B L
TEELZEDLBERIOK ALY VICEELTREL. /X5 74 v al, Y. ~< b
YUY A DU REEEL AR Ao TR R E £ - T2

2) AR

A ERBOEE

BE 0 BICERR (EERAETR) 2HN. RosmR [ (ERE/FHREH
100] BLOHAER [ (HELREBEREE X 100] 2RbHi, EROENZHE,
ARBEOFBEHE L1, . HEBEERBTRLTER L 1.

B. T RHMOESE

EUREZEBEEN. WE 0 HOARER [ (ER¥ERY x 100] BL0HE 4 H
DEFR [ (WE 4 HOERE, WE 0 HOERYE) X 100] 2Rdie FBREEHA L.
ek & CIEROBEERE LK. =5/ —VCEEL TREL K.

C. KEMT

HEOHBLO 4 BIT— BN THERNICHAE (litter ER) 2AEL. [litter
ER /AR 2&EICoOVWTRD I,

D. H#

HE 4 BIcRflE L —F LVERB T TRIESH. R L, MlEs L OBEENORE I,
—FELTHE L. 8EIEI10%FRL2 Y VICEELTRE L, 71— 23 BETE
e ) —IVICEE L THREL .



6. B0 EABIIE

SBRITER LB, PHERERE . TRTRBIRT 2L bR CHE L RS
SEELCTEERI L, SHE—VIcl. BABESOUEEELTEA LR, B
B DRS B — P TEARIORBEE Ui FHARE., BHEEBIL M-
7o

7. KEEHLE
RERBLURHRICOVTIR Y REET 70 TOMDTRTOT—51d, BT
CiItBONIES BV litter TEDOFHEE 1HEARE LT, &7, Bartlettikic kb
BEHOMMD—BREIIOVTRE L. ZTOBRE. SHI—HEINBEAIE. —Ti
BHEOSEAETV. BHEICHRENRD SN/BEITIE Dunnettikd 5113 Scheffe
B OWNBEEZUBYEREH LOMTEOEDOEZDREERIT > oo FEN—K TS
Mo 1B a3, Kruskal-WallisOIBRTRE 21TV BREICEBEBLED S NicBa g
HLEHBYMERESHEDOZIT-DOWVT DumettBdH 30 Schef feMDBRERIT > 2o
B, WEEBFNRER RS, SIRELEBRODERSHONS IR oh. HRMERS
BichBOTHE., BENEEBL TV AFRRIC OV T, Wilcoxon®MEAFIMERE (= Mann-
Whitney U-test) ICKAHEEEREZEML 7z, ARKER, 5%BLV1%E L1



1. REHRSHEE GREMIRR)

1) BTl
250 mg/kg HBEBICH VT, HTRESELBIT4F). BEEICHH. F 68 34l
IS E 5 EIC 1 FIAET L7, 100 mg/kg AT DBREEBICETHNILE N - 1o

2) —fRikAE (Tables 1, 2; Appendices 1-1~2-4)

250 mg/kg HEGWOMMHETIE, TEET—MREBOE/ L L TEHHOET. REROHE
CERYT 2 HERSTHSON. JORMNEEREOVEOD, RBTE, MR, &8
HoOMIR, B, #E. YIE. YE. 2EOBD. TEBOFBN., ARBOEKT. KRR
EHh#HRINI, CNODERI, BTRHE - BELOCHIURLTEETHD, &
EREOBNBEMICH - foo T, BREEEDIE I LINWVERDOERZRTHIH
Bml 7.

100 mg/kg UTOHBREHTIE, ML HICEREN LRI BREBORERS S
Nl - oo

3) K&

A. # (Tables 3, 4; Appendices 3-1~4-4)

250 mg/kg BEB TR, AEOXHEHEMEN—E L THER (p<0.01, 0.05) T{EEZR
L. BEIZ. 5% 280U, R5EEOBEMICE > THD LT, 100 ng/kg LITO#KRS
BTIt, KE, REMMEE bIEERELRED SR f,

B. M

(1) XRECBAART (Tables 5, 6; Appendices 5-1~6-4)

BEE 1~ 2 BOXMEMEL. 250 ng/ke BEBIIBOTHE (0<0.01) ET L7
100 mg/kg LITO®RESH TR, hE. XKEENEL SICHERSELRZED SN - T,

(2) wEiRMIkS (Tables 7, 8; Appendixes 7-1~8-4)

100 mg/kg #BE5H TIIERE, 250 ng/kg HEH TR ZEBEMET Lic () 7o,
NSO DOHOMIT DWW TIRIERBHLIRDAKE, BEELRSICHET 5 2 L0 TEEN



>7co 40 mg/ketR 5B TIE. TR0 DRE, IR 7T ~14H B L M14~20H DX E#EmE
PERE (0<0.05, 0.00) MEMER Lic, FHEOMEMIL. 100 ng/ky BESBOEIER T
2 Bz BT HED B,

(3) &+ M % (Tables 9, 10; Appendices 9-1~10-4)

10 ng/kg S B TIAMH 0 HOKES, HE (p<0.05) KHETH - 7o KEHMRIC
DT, BB EA0 ng/kel 5 E & ORICERE D SIS -

4) |EE
A. # (Table 11; Appendices 11-1~11-4)
250 mg/kg BEROFHEARIE. —BELTHE (0<0.0D) WX i, 40 BXT 100
mg/kg HLESHOBRERICE. FREE(EZEBD SNEHh -7
B. i
(1) @R (Table 12; Appendices 12-1~12-4)
WINOEBRYERSHICE VT O HBH IR L THEERELEED SNEh - 1,
(2) RS (Table 13; Appendices 13-1~13-4)
YRS 40 ng/kg BREHOBEARBICERZRZD SIS >72, 100 ng/kg HEHDIHF
PREOLHE 2 FlICB W T HERERELRA SN L - T,
(3) sr#tatk (Table 14; Appendices 14-1~14-4)
STREEE 40 mg/kg BEGHOBARBICHEEZIRD oI -7,

5) MEEIRRERR
A. H (FRIH - 85808 (Q2E&E) ¥ TEE)

€Y Mi&%‘%?ﬁéﬁﬁﬁ. (Table 15; Appendices 15-1~15-4)

RIMIREL. MERE. N~ 7V vy MEOFEE (p<0.01) BRI ST/, &2
ERGIFPREEOFEE (p<0.05) 1SHEMAS100 ng/kg BEFHITBVWTERD Sl 40 ng/
kg BEBHOFRICIT. HBEMEORESCEER Lt LEEIN IR/ A ONEI - T,
250 mg/kg BESBHOEEH 1HITI3. FRIMIRYK. MERE. ~N<Tr7 Yy MENWHE SN
BEZR L. SEKFRIREE, BIREROEME XU /S IRHEBOE TRA LN
MM ECEERD SIS - T,



(2) MkHE{LFRIRERE (Table 16; Appendices 16-1~16-4)

BRIEHENNEELE LTA GHOFE (00,05, 0.00) KEF. 3V v IRF5—¥
EH, Bo UV XFu—)VEE, ALV LABEOREE (p<0.05 0.01) S EREMN, 40 B
LU0 ng/ke BSBHZ, 7 KOBBEOEE (00,00 BET. 85 /0 BE, F b
U LBEDEE (p<0.01) 75 ERH. 100 ng/kg BESFHCBD SN, Th o DRI,
250 mg/kg BEFHOEEH L FlIIcBVWTHHLNITH -7,

(8) HIMFEFR, (Table 17; Appendices 17-1 ~17-4)

100 mg/kg ¥EHTII. MoBER. BEORAL, BROKEL, R, BRELED
FHEEN, BRICRBD SN, 250 ng/kg BEHTIE, LA £FHA L bICHIE. 4
Bi#fs LR, ORBEOEN. KISHOBDNEETH D . KMIROERE. MO BIRE.
A AL - M. REOKAME. BEARTORKE. BREKY v \HioZEE. Mo
Z4E - Bl - RROAHE{E., BIFoEA. BROEBEAR. KEOBHAKRITE. A -
BIEREEOER. BHOBALSSRICEEINI, 40 ng/keiB5BICIE. 0T <X R
EHRREBD OG- T,

(4) BEEER (Table 19; Appendices 19-1~19-4)

HREENLEELE L TERER L T OHGEEORE (p<0.01) SHMA 40 LU
100 mg/kg BEFIC. BRER L T OEEE. FBOLAEEOHE (p<0.01) M
ROCIHEREAREE L ZOHAEHEOFRE (p<0.01) TETH 100 ng/kgf5H#HICED
bz, 250 mg/kg BREHOLEFH LFITE. BRETHEILLHEEL TAIRBEDE
B TNBROVEESL TE -2, WEEETRIE. Fi. BERoHEE/R)SE%E
AU, BRBIUER LEOHAEE ISTRB LR L TEETH - 1.

(5) FREARREMRER R (Table 22; Appendices 22-1 ~22-4)

BT 2 BRFROBEELTIORT.

(Ax%)

Bo S HINAY, 250 ng/kg BEFOETH 1 FlicH SN BNICEREFRIIIE) - 7,
(BaBz)

250 mg/kg BESHOETH12BICEMSS SN 100 mg/kg BREFD 14ITIRY 0¥
ROFBEENREL TO s,

GO

SREIC BV TOHEGE., DHRELENE LA SNIZIED, 100 ng/ke BEED 1



Bl B LEDIERNED bz,

() o

250 mg/kg HBEBOETH2HTII. FHHRAERFL TH . FECH 5 81, 560 16
ZBVT KupfferfIfIc BBELEHED Shj, 100 ng/kg BEBTIR. &< BEDORR
B LOCHMNE LFlich bhic, /NAFEIR. 250 ng/kg Be5H bWV, NERD
HOIERFLIZ. BHBRYERSHICBVTERT 2ERZR L,

(R k)

RIADFEMEL . 250 mg/kg BEFDLHUT. 5 - M14% 1005 KT 250 ng/kgikSBOE
1flicdonic, CDIED. BRIEE. BASNNRZREFICAOSNIH. 250 ng/ke #

ERTHERLEORENPOR . BASMENBRICLLTERE (00,01 KBET
ﬁﬂf:o

(B )

250 mg/kg BEBTIE. HHICBVTRMAEOHRK. RESHEOLE. MEOEH.
FEIROBEE SRS bz dh. BREOEIA 2 AIOFTHICED S (Photo 3o
—F. 0BLT 100 ng/kgBt 5B TR 2P0 TRAREE LR MENICITFRYE TR
Kk B B HERYHED 5N (Photo 2). 100 ng/kg BEHICBVWTRENE LA -7
A, FBOZEALIE. 250 ng/ke BEHTRIETH 2 flicH bRt ERh >t Ehy
eosinophilichodyD#E H L UFREIZ. 0B LT 100 ng/kgR5BIcBVTEHEE (p<0.01)
BB L oAt 250 ng/kg RSB TIIMEE (Photo D& D bBETEH »7, BARME
. BEBMEZSHICEVCHEE. BEELICHER (040,01 KHBE L. 40BXT 100
ng/kg HEMOK 4 PITIR L L REEOENICHERERMNED Shi,

(E1E)

250 ng/kg BSBEOITHI 8 Flic B\ TEERRSHIEOIEANS bhis,

CBEBE)

WENOBRESRIBVTHREEFTREIRD SN -7,

(RE5)

250 mg/kg BEBOLPIERLS Shlz, 05 bEHERHITIIREEN IR
mpansdond, ERREEEN MR TEEINTY . (Photo 4, 5) . EBROZEAL
i, 100 mg/kg BEBO 1FIZ BB >N, T BEDOZAGIE 40 ng/kg BE5HO 1Al
bA LT,



CRS B2 B4
B 5 A S ERAS DRI lic BV TN OB FORDIED b,

) |
250 mg/kg BE5HOFLTH 2 H. H£FHF 1615 L T100 ng/kg BEHD 2 WH@E%&:;}E
e L 7R B St (Photo 6). 3. T BEOELRINBEO 1 HlIc bEDH S
iz
(ERE)

100 mg/kg BEHO 1 FIOERIC T DROEH U HERIED S O M,

(BB )

250 mg/kg BSBHOLPIEY L HEGHNS S, 100 ng/kg HEHO IHlIcd T
<%E®§‘E€i)*‘i’5{?f) itz (Photo 7)o
CEH5)

FRHEDO U E A OEMH. 250 ng/kg BESBOTETHILOF. HEH 1 Flicd Shi,
7o, 250 mg/kg BSBOFELTH 9 Fl. £FEH 14, 100 ng/ke BEFHD 4 B LR
Ho 1 flicks o TREREICER S b,

)

ALEICERNA SN 100 mg/kgRSEHO 1 FlIT>WTEHE L E T A, 4 DFTICH
FIROBRE. Fila< 7 07 7 — D OMINEME S HMEHED Sh. MO ORI
FAIRDBED S DRI ED, BLESREYD SN,

'B. Hf (B%IH : WE4H. 2RFCH, FRSBAMEYSE (SRRINE X CRER) )

(1) #I#FrR (Table 18; Appendices 18-1 ~18-4)

100 ng/kg BEBTH. FMOB LM ELBIEEI, 250 ng/kg RSBTIE, B
BN, FROBRA(L. BEATORE. BBORRA(l. BIFROEX. MEDOEH. EH
DL ENBRICBEES NIz, 40 ng/keBREHITIE. BRETNEEEFRRIBDON
18inote
(2) HEEER

a) WE 4 HAESIH (Table 20; Appendices 20-1~20-4)

HafREE & £ DHAEEED, 40 ng/ke5HICEVTEERE (00.01) BEEER LT



b) RNEfl. 2@RETH. £BRBINF. BAF (Table 21)

100 ng/kg BEBTH. WRERE 7O LATEIRIE L% 3 A0S 5N, 250
ng/kg HSBOMIRERICIINER (Table 20) &HBILTELLEERD DM -1e
FRERL. 100 ng/kg DLEORERTETENER L. BRERR 100 ng/kelR5BT
BimEmE. 250 mg/kg BREBCETEREZRL 7.

(8) FREMEEMATR (Tables 23-1~23-6; Appendices 23-1~23-4)

H2pOFrR% Table 23-1 12, EBEINCH T 72FFR % Table 23-2~23-6 i
A~ LT

BRBCBTIBERROBELUTIIRT,

(B

RUBE D ALERLY, 250 mg/ke BEHD 1 Flics 5Nl
(M)

XHRHE D215 K U250 ng/ke BREFHOKFHPITIIMBMHNPEME L TO), HE, 2
B, 250 mg/kg BEBITBWVWTHRE (0<0.05) iCBH L7, 40 ng/ke 5B TREER
EEN2Hlicsoniicd 9, 100 ng/kg BREFOMICEREIIRAD oNTh -1z, 250
mg/kg BEHFD 1 FITIE, HillEBRLENED ST,

(L&)

WFNOERSHICEVWTHLRERREAD OG- T,

e i)

PP O ZEHEDS. 250 mg/kg BRSO 3 Flic. BUREFEDY 10085 L 0F 250 me/keik5a¥
DOE 1FIED Sz, PMAFEOERIZ. MEBZSUSESH D ONIN HE
BLUBEICERSSNTH- .

(D) |

BIEBOEMmEH. 250 ng/kg REBROD 2HichH o, TOBRM KEHOBRLE. #
ABMNZREEITH SN, 100 BL U250 ng/kg BEFBTRERUBOHE. &
ENEE (0.0 L. HAEMOHEE. BER., BEBRYERSEIIEVLTHER
(p<0. 05, 0.01) 128k L 1zo
(B )

SEREBHICHEEREENA SNHY, 100 ng/kg EBTRBEENS < 250 ng/kg &
BERTEHEE. BEL bIcERT A2ERNA S0/ (Photos 8, 9). /o, 250 mg/kg



5Tt 8 fICELHEOEMMEN I I/MROBEEN S Sh. 6 Flicd\ THAFMER:
RIEMIAOZY & Bb B MO/ MASEED Sl (Photo 10) o SO, 100
LT 250 mg/kgttEBOE | PITHLRMEORAICHIRZENSS SN, GIRLE. B
FEOMIENL00 ng/ke BEHORK 1 FlicB» St |
G

250 ng/kg SO | FlIC HERREMAOIEASS Bhic i, HEEO 1 FII LS
B bt 3 KR OBIEAED 5,

(BB

WPROBERICE T b REFRIRED SnEh -7

(5950

KD 5 ERIEFIOREE B LR, 40 ng/kelt 5B 1 flic EIATR, 250
ng/kg SISO | PlICIITIERY, 6 IICERMISTONI. 1 Bl RIS S DI,
(S & VBB |

250 mg/kg BEBED 2 Blic B\ TR & CEMERICHEREOEHEN S Sk,
(B E)

250 mg/kg HBESHROUPUIHBEBRHEDOEENA LT,

(R

ROV A DERD. 250 mg/kg BEHOD 1 flich oizidh, HREREOEHE
AN 250 mg/kgR S5 EO I FLTED Sz,

0. AEsEEN
1. R R E TR
1) RECEAR (Table 24; Appendices 24-1~24-4)

250 mg/kg BEHTIR, RERNEFELCETL, 1P 2ETLHIRENRILLE -
foo Elos RERL2HIDHOVWTHICEROERIZASNIEN 7. 100 ng/kg UITFD
BERB LUMBHTI. £ATRESRILL. FEME) SZRBRILE TREL B
ISR & SBPBRYERSHEOBTHEREZRBAD SN -, L L. BOER I
100 mg/kg BEFTE 2HICLrsoNT| EREHTIZHEIFEL BT L, 40
ng/kg BEFHOZHEFICE. MEHILEEL THEREZITID SN -1,



2) SMEB XUHEIREE

X} B T334 24 40 mg/ kg SR T 120 105 DIEIRIEANZ 2 80 U 1o h3, W
NOMITBOTHAWRBICEED D - LHERIBESNLh - o BEREICOVWTHE
B 115 L1240 ng/kgtySEEDHE 1 TR HICRATED L @hvcid. BEER
KR BFREBDOONTE N7 BB, 40 ng/kgiRSHED 2§, 100 mg/kg H5ED 2 B
DEREIZ. VTN EHLERRRAITHY . ChoDHTRLRNICHEIZS SN0
271
3) B, BREIBLUERE (Table 25; Appendices 25-1~25-4)

SRR &40 mg/keBR EBOEREEHK. BERYS LITBRRICHREZIBD LN EH -
720 100 mg/kg HREFHOBEHLSRBING 2 FITIE. ERFEE. BERENSWBEOTEME
LHBELTHONDEC, BRESHEFIET L1,

4) HESRPB X ERHM (Table 25; Appendices 25-1~25-4)

STIREE & 40 mg/ke# SO HERD L CHERHIMICEERZRIBD Shidh - 1o

2. HEERFTR

1 4% (Table 25; Appendices 25-1~25-4)

40 ng/kgiR SBT3, EREE X CHEERENEE (00.01) @D L, RoSEE
[ (R ERER) x 100] HEUMAeR [ (HELRH BHRER x100] b
B (p<0.01) IETF Lo LinL, FAERICECRS ST, BE 0 BB L0 4 HOERE
Ricid, HBR LB L TEEZRED SRS, . "

2) {&E (Table 26; Appendices 26-1~26-4)

40 ng/ke HESROROKER, BWE 0 HBX T4 HOLPRICHE VT b @R & sk
LCHE (p<0.01) 1HETS - 7o

3) FRE (Tables 27, 28)

BH 0 HOASBEE. RS X UHE 4 Hichi 3 2FAROHRITE\ THERWED
BERE L LHESNBARE XORBORE D NN - T,



= =

LI EDHBREME N S\ Trimethyl Phosphate @ 250 mg/kgid. MRS v Micxtl. &4
B, ERMAEL. BHELURBEEREOLY, BEHEEOTEAROERE
RLUCHREOMELE L TIMBEREERET 530, FAE, REE LREROEED
SNCHIBR. FFlS L URBEOEEE L5 L., HCEED. BicBEOBF ML RT S
HERTHDIIENTRIN, 100 mg/kg T 250 mg/kg& RIE THNINICBEDOEK%
FRTEHREBTHY . BTRINSOBOREIC L » THRIOKK., MEXRESLIUA=
b7 Uy MEORD, T FOSEREOET., MFh~Ds /37K, [EEOBHEA. M
WOy VIRT5—EEE, AVVOLABLITF N ULARBEO EREE LB ENHS
NCH-To BRI VROEAYIZ. —BICHIY VI XTS5 —EEHREET S HONRE
<\m&ﬁuylxii—ﬁﬁﬁ%ﬁmiﬁéﬁé%@ﬂomf@ﬁ%@ﬁ&hammo
BB, AMEEYD 0. 5%EEIC L 3 9 BERE TR, #T v McBLTBBERORM,
RREEDETY»HD. GOTHBLUGP TERHOETHALNSDOOMEEIY) VT X
75 —EEBICEIEREEMNBD ONEN > T EFBET INTV RN, ARBRER
LDERIT. BREEBIUVESHFEOHRIERTAHDEELISND, 40 ng/kgDiks
T3, BETA/GHOET. 2Y v XFI5—EEH. RIVXFo—-LBLUOH LYY
LBEEDOEENRDH V. BIRME LEMEOEE LED ONIEZ. 1 FAICBEOERER
RHY, BEICEESEZRTAERARBIND, BHED LURHEMBRIORERL.
MESEARA LS, oo, Fio. BT, BROBMHH . MRERAHEIN < HE
R LUICEDICHERYE &L OBEE IR T 2E(IRA SNE - T RMEAWDORES THE
Ty MIRELAEEZRER, BEHBRLTOINOABRCBVWTHEE - BEE LR
BETH D AMLAMIHEE D HICH LT b N 0B AR SRS N5, ALay
IZiE Sy M ABREOERNTVNRY, TOZEich, 0L S EHEENEE
LTWaHENEWEEL oD, —h, £ - BEBEHICEL TIE. 250 ng/kg O
5TRER. 100 ng/kg ORETEIER, BREMET L. 40 ng/kgDBETHROFER
EﬁﬁQQTﬁ&Bﬂto$mé%momfu\ffﬁm0itﬁzmmywmﬁﬁ&ﬁ
(5[E, ) THZ vy hOBEZFELETILZIENREY ST, ARBERIIC
DIEZERBLILDEAEES, £/, U RATIE 500 ng/kg @ 5 EREHRS THEME
BOEMERZRL, MIROFENEFHEETIE S I LMEY ah T KLay



DERBIAREE. 5y FTREDEVHARTRET 3 THEENRRS Nz, 5. 40
ng/ke BEBEOFEROEKE L. MERICH L CHRICHETS - 120t AEBLONE
KRBALRERAONE M-I ENS, CORBICHFTEANS 2 WfEHEIIENESE
Z5N%. . |
ARERSHE T T, Trimethyl Phosphate ORERESER L L OEMHEEEFRICEET 5
BRI, B SICVPRG 40 ng/ke/day A TEBREETSNG,
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Table 1

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethy! phosphate

Summary of clinical signs of Fo males

Number of Number of animals with clinical signs
Clinical signs Dose groups . treated Day of treatment
(ng/kg) animals 0- 6 7-13 14-20 21-27 28-34 35-41
Decrease in motor Yehicle control 13 -0 0 0 0 0 .0
activity 40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 10 13 13 8 4
Neck twiching Vehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 3 0 0 0 0
Paralytic gait VYehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 5 10 13 8 4
Recumbent posture Yehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0. 0
250 13 0 0 1 3 3 1
Piloerection Vehicle control 13 0 0 ] 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 0 0 3 5 3
Decrease in fecal Vehicle control 13 0 0 0 0 0 0
volume 40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 0 0 2 6 3
Soiled perineal Vehicle control 13 0 0 0 0 0 0
region 40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 3 4 5 6 2
Ptosis Vehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 0 1 5 5 3
Subnormal temperatu:e Vehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 0 0 1 3 1

Vehicle control: Distilled water



Table 1 (continued) .
Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl phosphate

Summary of clinical signs of Fo males

Number of Number of animals with clinical signs
Clinical signs Dose groups treated ‘Day of treatment
(mg/kg) animals 0~ 6 7-13 14-20 21-27 28-34 35-41
Penile haemorrhage Vehicle control 13 0 0 0 0 -0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 0 0 0 1 0
Sedation Yehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 0 0 1 1 1
Loss of locomotor Vehicle control 13 0 0 0 0 0 0
activity 40 13 0 0 0 0 ] 0
100 13 0 0 0 0 0 0
250 13 0 0 1 1 1 0
Byelid closure Vehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 (1} 0 0
250 13 0 0 1 1 0 0
Wasting Yehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 0 1 2 0 1
Chromodacryorrhea Vehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 ] 0
100 13 0 0 0 0 0 0
250 13 1 0 0 0 0 0
Anemic Yehicle control 13 0 0 0 0 0 0
40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 0 0 0 1 0
Cumulative Vehicle control 13 0 0 0 0 0 0
number of death 40 13 0 0 0 0 0 0
100 13 0 0 0 0 0 0
250 13 0 (i} 0 4 9 12

Vehicle control: Distilled water



Table 2

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl phosphate

Summary of clinical signs of Fo females

Number of Number of animals with clinical signs
Clinical signs Dose groups treated Day of treatment
(mg/kg) animals 0- 6 7-13 14-20 21-27 28-34 35-41 42- 47
Decrease in motor Vehicle control 13 0 0 0 0 0 0 0
activity 40 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0
250 13 0 7 13 13 2 1* 1
Neck twiching Vehicle control 13 0 0 0 0 0 0 0
40 - 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0
250 13 0 1 0 0 0 0 0
Paralytic gait Vehicle control 13 0 0 0 0 0 0 0
40 13 0 0 0 0 0 0 0
100 13 0 0 0 0 ] 0 0
250 13 0 0 1 4 1 1 1
Recumbent posture Vehicle control 13 0 0 0 0 0 0 0
40 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0
250 13 0 0 0 0 1 0 0
Piloerection Vehicle control 13 0 0 0 0 0 0 0
40 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0
250 13 0 1 0 0 0 0 ]
Decrease in fecal Vehicle control 13 0 0 0 0 0 0 0
volume 40 13 0 0 0 0 0 0 0
100 13 0 ] 0 0 0 0 0
250 13 0 0 0 0 1 0 0
Soiled perineal Vehicle coatrol 13 0 0 0 0 0 0 ()}
region 40 13 0 0 0 0 0 0 0
100 T13 0 0 0 0 0 0 0
250 13 0 0 1 1 ] 0 0
Ptosis Vehicle control 13 0 0 0 0 0 0 0
40 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0
250 13 0 0 1 1 1 6 0

Vehicle control: Distilled water

a: Non-pregnant



Table 2 (Continued) . .
Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl phosphate

Summary of clinical signs of Po females

Number of Number of animals with clinical signs
Clinical signs Dose groups treated Day of treatment

(mg/kg) animals 0- 6 7-13 '14-20 21-27 28-34 35-41 42- 417

Subnormal temperature Vehicle control 13 0 0 0 0 0 0 0

40 13 0 0 0 0 0 0 0

100 13 0 0 0 0 0 0 0

250 13 0 0 ] 0 1 0 0

Sedation Vehicle control 13 0 0 0 0 0 0 0

40 13 0 0 ] 0 0 0 0

100 13 0 0 0 0 0 0 0

250 13 0 1 0 0 0 0 0

Loss of locometor Vehicle control 13 0 0 0 0 0 ] ]

activity 40 13 0 0 0 0 0 0 0

100 13 0 0 0 0 0 0 0

250 _ 13 0 0 0 0 1 0 0

Eyelid closure Vehicle control 13 6 ¢ 0 0 0 0 0

40 13 0 0 0 0 0 0 0

100 13 0 0 0 0 0 0 0

250 13 0 0 i 1 1 0 0

Bpidermal scab Vehicle control 13 0 0 0 0 0 0 0

40 13 0 0 0 0 0 0 0

100 13 0 0 0 0 0 0 0

250 13 1 2 2 0 0 0 0

Chromodacryorrhea Vehicle control 13 0 0 0 0 0 0 0

40 13 0 0 0 0. 0 0 0

100 13 0 0 1 2 1 0 0

250 13 0 1 1 1 1 0 0

Dry eye Vehicle control 13 0 0 0 0 0 0 0

40 - 13 0 0 0 0 0 0 0

160 13 0 0 0 0 0 0 0

250 13 0 1 1 1 1 0 0

Cumulative Vehicle control 13 0 0 0 0 0 0 0

number of death 40 13 0 0 0 0 0 0 0

100 13 0 0 0 0 0 0 0

250 13 0 0 0 0 I 1 1

Vehicle control: Distilled water



Table 3

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Body weight of Fo males in the treatment period (g); Mean£5.D.(N)

Compounds Vehicle control Trimethyl Phosphate

Trimethyl Phosphate

Trinethyl.Phosphate

Dose groups

(mg/kg) 0 40 100 250
Treatment
Week

0 (Init. wt.) 304.8 + 12.4 ( 13) 303.5 + 8.9 (13) 303.8 + 10.1 13 ) 304.4 £ 10.7 ( 13)
1 351.8 £ 15.1 ( 13) 352.9 £ 12.8 ( 13) 343.7 + 15.6 13 ) 333.8 + 14.3**( 13 )
2 386.6 £ 21.3 ( 13) 386.1 + 20.5 ( 13) 378.2 + 20.0 13) 324.8 £ 27.7%x( 13 )
3 413.2 + 29.9 ( 13) 410.1 + 20.9 ( 13) 402.2 + 24.6 13 ). 269.6 £ 42.0*+( 13 )
4 439.3 + 34.5 ( 13) 437.7 + 23.2 ( 13) 431.7 £ 29.6 13) 234.0 = 35.3+x( 8 )
5 461.3 £ 39.8 ( 13) 460.4 + 26.2 ( 13) 452.0 + 29.1 13 ) 216.3 *+ 33.4*x( 4 )
6 473.7 + 48.7 ( 13) 430.7 = 27.2 (13) 468.8 = 28.8 13 ) 244.8 ( 1)

Vehicle control : Distilled water
#%¥ : Significant difference from control, p<0.01



Table 4

Combined repeat dose and reproductive/developmental toxicily screeningktest of Trimethy! Phosphate in rats

Body weight gain data of Fo males in the treatment period (g); Mean+S.D.(N)

Compounds Vehicle control Trimethyl Phosphate Trimethyl Phosphate Trimethy! Phosphate

Dose groups

(mg/kg) 0 40 100 250
Treatment
Week

0~ 1 46.9 £ 8.2 (13) 49.4 + 8.8 (13) 40.0 £ 7.8 (13) 29.5 £ 8.8+x( 13)
I~ 2 34.8 £+ 7.3 (13) 33.2 + 9.1 (13) 34.5 £+ 6.0 (13) 8.0 = 33.5%x( 13 )
2~ 3 26.6 £ 11.0 ( 13) 24.0 £ 5.0 (13) 2.0 £ 7.6 (13) -58.3 £ 22.1*x( 13)
3~ 4 26.1 £ 7.5 (13) 27.6 £ 4.5 (13) 29.5 £ 9.2 (13) -68.7 & 11.3*x( 8)
4~ 5 22.1 £ 9.2 (13) 22.7 £ 6.5 (13) 20.3 + 6.6 (13) -38.3 £ 19.2+« ( 4 )
5~ 6 18.4 -+ 13.2 ( 13) 20,3 £+ 8.5 (13) 16.8 £+ 6.5 (13) -8.8 ( 1)

Vehicle control : Distilled water N
* : Significant difference from control, p<0.05
*x : Significant difference from control, p<0.01



Table 5

Combined repeat dose and reproductive/developmental toxicily screening test of Trimethyl Phosphate in rats

Body weight of Fo females in the pre-mating period (g); Mean+S5.D. (N)

Compounds

Vchicie cgntrol

Trimethyl Phosphate

Trimethyl Phosphate

Trimethy! Phosphate

Dose groups

(mg/kg) 0 40 100 250.
Pre-maling
Week
0 (Init. wt.) 212.4 = 8.1 (13) 212.7 = 10.1 ( 13) 213.0 £ 8.7 (13) 213.8 = 11.0 ( 13)
1 229.4 + 10.6 ( 13 ) 228.9 £ 10.7 ( 13) 228.5 + 9.2 (13) 226.6 £ 12.1 ( 13)
2 247.0 + 11.6 ( 13) 244.4 + 13.1 ( 13) 246.7 = 10.9 ( 13) 237.4 £ 9.3 (13)

Vehicle control

: Distilled water



Table 6

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Body weight gain data of Fo females in Lhe pre-mating period (g); Mean*S.D. (N)

Compounds Vehicle control Trimethyl Phosphate Trimethyl Phosphale Trimethyl Phosphate
Dose groups
(mg/kg) 0 40 100 250
Pre-mating
Week
0~ 1 17.0 + 5.6 ( 13) 16.2 + 3.9 (13) 15.6 + 6.8 (13) 12.8 £ 7.1 ( 13)
1~ 2 17.6 + 5.0 (13) 15.5 + 4.8 (13) 18.2 £ 4.4 (13) 10.8 £ 6.6%x( 13 )

Vehicle control : Distilled water
% : Significant difference from control, p<0.01



Table 17

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Body weight of Fo females in the pregnant period (g); Mean®5.D.(N)

Compounds Velhicle cgntrol Trimethyl Phosphate Trimethyl Phosphate Trimethyl Phosphate

Dose groups

(mg/kg) 0 410 100 250
Pregnant
Day
0 266.3 + 15.5 ( 13) 253.0 + 15.7 (12) 253.1 ( 2) a)
1 290.4 £ 15.6 ( 13) 286.3 + 14.3 (12) 296.5 ( 2)
14 327.9 £ 19.5 ( 13) 316.0 + 15.6 ( 12 ) 322.1 ( 2)
20 404.2 + 24.4 (13) 357.2 + 26.9%*( 12 ) 318.5 ( 2)

Vehicle control : Dislilled water
*% : Significant difference from control, p<0.01
a): All animals receiving 250 mg/kg performed non-copulalion or non-pregnancy



Table 8

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Body weight gain data of Fo, females in the pregnant period (g); MeanxS.D.(N)

Compounds Vehicle éontrol Trimethyl Phosphate - Trimethy! Phosphate Trimethyl Phosphate

Dose groups

(ng/kg) 0 40 100 250
Pregnant
Day
0~ 1 34.2 £+ 9.4 (13) 33.3 £+ 9.3 (12) 412.8 ( 2) a)
1~ 14 37.5 £ 5.8 (13) 29.6 £ 8.6% (12 ) 25.6 ( 2)
14~ 20 76.3 £ 9.4 (13) 41.3 + 21.2%x( 12) -2.6 ( 2)

Vehicle control : Distilled water
x : Significant difference from control, p<0.05
** : Significant difference from control, p<0.01
a): All animals receiving 250 mg/kg performed non-copulation or non-pregnancy



Table 9

sme

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in

Body weight of Fo females in Lhe lactation period (g); Mean=+S.D. (N)

rats

Compounds Vehicle cqntrol Trimethyl Phosphate

Trimethyl Phosphate

Trimethyl Phosphate

Dose groups

(ng/kg) 0 40 100 250
Post partum
Day
0 277.2 £ 19.9 (13) 295.4 + 20.9* ( 10) a) a)
4 307.8 + 18.6 ( 13) 317.4 £ 11.6 ( 9)

Vehicle control : Distilled water
* : Significant difference from control, p<0.05
a): No animals showed parturition



Table 10
Conbined repeat dose and reproducltive/developmental toxicity screening test of Trimethyl Phosphate in rats

Body weight gain data of Fo females in the lactation period (g); MeanxS.D.(N)

Compounds Vehicle control Trimelhyl Phosphate Trimethyl Phosphate Trimethyl Phosphate

Dose groups

(ng/kg) 0 40 100 250
Post partum
Day
0~ 4 30.6 £ 15.7 (13) 23.8 4 14.6 ( 9) a) a)

Vehicle control : Distilled water
a): No animals showed parturition



Table

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

11

Food consumption of Fo males in the treatment period (g); Mean®S.D. (N)

Compounds

Dose groups

Vehicle control

Trimethyl Phosphate

Trimethyl Phosphate

Trimethyl Phosphale

(mg/kg) 0 40 100 250
Treatment
Week
1 204.6 £ 16.6 ( 13 )a) 206.3 = 10.7 ( 13) 193.8 + 15.1 ( 13) 183.4 = 14.9*+( 13 )
2 202.5 + 20.3 ( 13) 199.8 + 16.7 ( 13) 194.8 £ 15.2 ( 13) 160.5 = 41.1**( 13 )
5 196.1 £ 24.3 ( 13) 196.3 + 16.1 (13) 1956.5 + 17.1 ( 13) 58.3 & 35.1xx( 4)
6 + 16.1 (13 ) 189.7 £ 14.4 ( 13) 98.9 ( 1)

193.3 + 26.2 ( 13) 193.0

Vehicle control

: Distilled water

a): Total consumption for a week

**x

: Significant difference from control, p<0.01



Table 12

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Food consumptiom of Fo females in the pre-mating period (g); Meahj:S.D‘(N)

Compounds Vehicle couirol

Trimethyl Phosphate

Trimethyl Phosphate

Trimelhyl Phosphate

Dose groups

(mg/kg) 0 40 100 250
Pre-mating
Week
1 142.6 £ 8.8 ( 13 )a) 144.8 = 12.1 ( 13) 139.5 + 10.8 ( 13) 140.8 = 10.2 ( 13 )
2 147.7 £ 11.8 ( 13) + 14.0 (13) 148.5 + 13.4 ( 13) 145.4 + 11.4 ( 13)

146.3 ¢

Vehicle control : Distilled water
a): Total consumption for a week



Table 13

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethy! Phosphate in rats

Food consumption of Fo females in the pregnant period (g); MeanxS.D.(N)

Compounds Vehicle control Trimethyl Phosphate Trimethyl Phosphate Trimethyl Phosphate

Dose groups

(ng/kg) 0 40 100 250
Pregnant
Day
0~ 7 177.8 + 14.2 ( 13) 171.8 + 18.1 (12 ) 202.0 ( 2) a)
T~ 14 192.0 + 19.5 ( 13) 181.7 + 18.7 (12 ) 207.2 ( 2)
14~ 20 157.0 + 10.8 ( 13) 146.8 + 14.5 ( 12 ) 142.0 ( 2)

Vehicle control : Distilled water
a): All animals receiving 250 mg/kg pperformed non-copulation or non-pregnancy



Table 14

Combined repeat dose and reproductive/developmental toxicily screening test of Trimethyl Phosphate in rats

Food consumption of Fo females in Lhe lactation period (g); MeanS.D.(N)

Compounds Vehicle qontrol Trimethyl Phosphate Trimethyl Phosphate Trimethy! Phosphate

Dose groups

(mg/kg) 0 40 100 250
Post partum
Day
0~ 4 117.2 £ 33.0 ( 13) 125.7 4+ 23.2 ( 9) a) a)

Vehicle control : Distilled water
a): No animals shoewd parturifion



Table

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of hematological findings of FO males ; Mean +S.D.

(N)

RBC ‘Hemoglobin Hematocrit MCV MCH MCHC
Dose '
 (mg/kg) (x10% /mm3) (g/d1) (%) (1an3) (pg) (%)
(13) (13) (13) (13) (13) (13)
Control 781 14.5 42.7 54.7 18.6 34.1
+37 0.5 *1.5 1.4 0.5 0.4
(12) (12) (12) (12) (12) (12)
40 768 14.2 41.4 53.9 18.5 34.3
34 0.5 1.7 1.3 0.5 0.4
(13) (13) (13) (13) (13) (13)
100 739%% 13.7%% 40.0%% 54.1 18.5 34.3
24 0.4 1.1 $1.3 0.4 0.3
(1) (1) (1) (1 (1) (1)
250 702 13.2 37.6 53.5 18.8 35.1
WBC Band Segmented Eosinophil Basophil Monocyte Lymphocyte Platelet
Dose neutrophil neutrophil
(mg/kg) (x100/mm3) (%) (%) (%) (%) (%) (%) (x104 /mm3)
(13) (13) (13) (13) (13) (13) (13
Control 96 0 8 2 0 2 %8) 16%?%
129 30 i 4 +3 +0 ] 16 +6.7
(12) (12) (12) (12) (12) (12) (12) (12)
40 96 0 9 2 0 1 88 105.9
128 30 4 +2 0 +2 +4 £+7.2
(13) (13) (13) (13) (13) (13) (13)
100 82 0 16%* 2 0 3 79 1{1?%**
28 0 +8 3 +0 13 *11 +10.8
(1) (1) (1) (1) (D] (1)
250 104 0 52 0 0 8 i%) 10&%&

*:Significantly

different from control p<0.05

**:Significantly different from control p<0.01



Table 16
combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of biochemical findings of FO males ; Mean+ S.D. (N)

Total ‘Albumin A/G BUN Creatinine Glucose Total GPT GOT
Dose protein cholesterol
(mg/kg) (gs/dl) (g/dl) (mg/dl) (mg/dl) (mg/dl) (mg/4l) /1y - (us/L)
(13 (13) (13) (13) (13) (13) (13) (13) (13)
Control 5.6 3.0 1.17 26 0.7 203 56 35 57
0.3 0.2 $0.13 2 0.1 +19 19 +7 t6
(12) (12) (12) (12) (12) (12) (12) (12) (12>
40 5.8 . 3.0 1.07* 25 0.7 190 70% 31 55 |
0.2 0.1 +0.07 2 0.0 15 13 16 +8
(13) (13) (13) (13) (13) (13) (13) (13) (13)
100 6.1%* 3.1 ) 1.02%% 25 0.8 183** T5*% 35 61
0.3 0.2 +0.10 4 30.1 +11 $16 19 +15
(1) (1) (&8) (1) (1) (1) (1) (1) (1)
250 6.3 2.8 0.80 16 0.5 152 145 36 63
ChE Total 7-GIP ALP Inorg. Ca Na K Cl
Dose bilirubin Phos.
(mg/kg) (U/1) {mg/dl1) (U/1) (o/1) (mg/dl) (mg/dl) (mEq/1) (mEg/1) (mEg/1)
(13) (13) (13) (13) (13) (13) (13)
Control 288 0.05 0 358 5.6 8.9 140.2 (i?és 16%?%
47 +0.02 E44) 186 0.8 0.4 $0.5 $0.24 1.5
(12) (12) (12) (12) (12) (12) (12) (12)
40 340%* 0.04 0 407 6.0 9.3% 140.9 4.44 16%?;
242 $+0.02 *0 +71 0.7 +0.2 0.7 10.16 +1.5
(13 (13) (13) (13) (13) (13) (13)
100 422%% 0.06 0 349 6.0 9.5%%x 141.8%* (3?52 16%?1
+93 0.02 0 +104 0.5 0.3 1.3 30.25 2.4
(1) (1) 1 - 1) (1) (1 (1) (
250 485 0.11 1 354 7.0 9.2 142.8 4%19 10é%%

*:5ignificantly different from control p<0.05
**:Significantly different from control p<0.01



Table 17

Combined repeat dose and reproductive/developmental

Summary of macroscopic findings in Fo males

toxicity screening test of Trimethyl Phosphate in rats

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - + - + - M - +
(General) [131 {131 [13] (13}
emaciation 13 0 13 0 © 13 0 7 6
pale colored organ 13 0 13 0 13 0 12 1
(Adipose tissue) [131 [13] [131 [13]
decrease 13 0 13 0 12 1 6 7
(Thymus) [13} [133 [13] [13]
small 13 0 13 0 13 0 0 13
dark color 13 0 13 0 12 1 13 0
" dark colored area 13 0 13 0 13 0 13 0
enlargement 13 0 13 0 13 0 13 0
(Heart) [13] [13] [13] [13]
dilated left ventricle 13 0 13 0 13 0 11 2
dark colored area 13 0 13 0 13 0 12 1
blood clot in veniricle 13 0 13 0 13 0 12 1
(Aorta) [131 [131 [131 [131
thin wall 13 0 13 0 13 0 12 1
(Lung) {131 {13} [13] [13]
dark colored spot 13 0 13 0 9 4 13 0
dark colared area 13 0 13 0 13 0 2 11
dark color 13 0 12 1 12 1 12 1
insufficient retraction 13 0 13 0 13 0 11 2
(Esophagus) [131 [13] (131 [131
containing food 13 0 13 0 13 0 12 1
(Trachea) [13] [13] [131] [13]
foamy fluid in the lumen 13 0 13 0 13 0 12 1
(Liver) {131 {131 [131 - [13]
dark color 13 0 12 1 11 2 3 10
pale colar 12 1 13 0 12 1 13 0
pale colored spot 13 0 13 0 13 0 13 0
adhesion 13 0 13 4] 13 0 13 0
accentuated lobular pattern 10 3 13 0 13 0 13 0
enlargement 13 0 12 1 11 2 13 0
small 13 0 13 0 13 0 9 4
abnormal lobulation 13 0 13 0 12 1 13 0

-, Negative; +, Posilive

[ 1, Number of animals examined



Table 17 (continued)

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of macroscopic findings in Fo males

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - + - + - + - +
(Glandular stomach) (131 (131 {131 (131
dark colored spot 13 0 13 0 13 0 12 1
dark colored area 13 0 13 0 13 0 9 4
hematin 13 0 13 0 13 0 10 3
thin wall 13 0 13 0 13 0 12 1
containing food 13 0 13 0 13 0 12 1
ulcer 13 0 13 0 13 0 12 1
(Intestine) [131 [13] , [13] [13}
accumulation of gas 13 0 13 0 13 0 10 3
stagnation of stool 13 0 13 0 13 0 3 10
dark colored content 13 0 13 0 13 0 11 2
enlargement 13 0 13 0 13 0 12 1
dark colored area 13 0 13 0 13 0 12 1
dark colored mucosa 13 0 13 0 13 0 12 1
(Mesenteric lymph node) [131] (131 (131 [131
small 13 0 13 0 13 0 5 8
(Spleen) [131 [131 [131 [131
small 13 1] 13 0 11 2 3 10
dark color 13 0 13 0 10 3 8 5
indistinct fallicle 13 0 13 0 i1 2 6 7
(Pancreas) [13] {131 . [13] [131
pale color 13 0 13 0 13 0 13 0
(Adrenal) [131 {131 {131 {131
enlargement 13 0 13 0 13 0 2 11
dark color 13 0 13 0 13 0 11 2
(Kidney) [13] [13] [13] [131]
pale color 13 0 13 0 10 3 12 1
dark colar 13 . 0 13 0 12 1 12 1
enlargement 13 0 12 1 i1 P 6 7
dilatation of pelvis 13 0 13 0 13 0 13 0
granular surface/cul surface 13 0 13 0 12 1 8 b
pale colored spot 13 0 11 2 12 1 13 0
decrease of clasticily i3 0 13 0 12 1 13 0
(Urinary bladder) [131] [13] [13] {131
dark colored urine 13 0 13 0 13 0 11 2
increase of urine/enlargement 13 0 12 1 12 1 2 11

-, Negative;, +, Posilive
[ 1, Number of animals examined



Table 17 (continued)

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of macroscopic findings in Fo males

Group Control 40 mg/kg - 100 mg/kg 250 mg/kg
Grade - + - + - + - +
(Prostate) [131 [131] [13] [131

small 13 4] ¢ 13 0 12 1 1 12
(Seminal vesicle) {131 {131 {131} {131

small 13 0 13 0 12 1 0 13
(Testis) [131] [13] [131] [13]

small 13 0 12 1 10 3 0 13

decrease of elasticity 13 0 13 0 12 1 9 4
(Epididymis) {131 [131 {133 [13]

small 13 0 12 1 10 3 1 12
(Preputial gland) {131 [13] [131 [13]

small 13 Q 13 0 13 0 11 2
(Bone marrow) {131 [131] [131 [13]

dark color 13 0 13 0 12 1 3 10
(Brain/Spinal cord) [13] {131 {131 [13]

subarachnoid hemorrhage 13 0 13 0 13 0 8 5
(Pituitary) {131 £13] {13] [131

enlargement 13 0 13 0 13 0 13 0

dark color 13 0 13 0 13 0 7 6

small 13 0 13 0 13 0 12 1
(Skin) [131 {131 [131 [13]

thin 13 0 13 0 13 0 9 - 4

dry 13 0 13 0 13 0 11 2

soiled 13 0 13 0 13 0 3 10
(Mammary gland) [131 [13] {13} [131

enlargement 13 0 13 0 13 0 13 0

small 13 0 13 0 13 0 12 1
(Sciatic nerve) [13] [13] [131] [13]

thin 13. 0 13 0 13 0 12 1
(Skeletal muscle) [131 [13] [131 [13]

thin 13 0 13 0 12 1 7 6

decrease»of elasticity 13 0 13 0 13 0 9 4

hemorrhage 13 0 13 0 13 0 12 1

-, Negalive; +, Positive

{ 1, Number of animals examined



Table 18

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of macroscopic findings in Fo females

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - + - + - + - +
(General) [13} [131 [131] [131
emaciation 13 0 13 0 13 0 11 2
pale colored organ 13 0 13 0 13 0 13 0
(Adipose tissue) [131 [131] [13] [13]
decrease 13 1] 13 0 13 0 10 3
(Thymus) [131 [13) [13] [13]
small 7 6 13 0 13 0 10 3
dark color 13 0 13 0 13 0 13 0
dark colored area 13 0 13 0 13 0 12 1
enlargement 13 0 13 0 13 0 11 2
(Heart) [131 [131] [131 [133
dilated left ventricle 13 0 13 0 12 1 11 2
dark colored area 13 0 13 0 13 0 13 0
blood clot in ventricle 13 0 13 0 13 0 13 0
(Aorta) {131 (131 {131 {131
thin wall 13 0 13 0 13 0 13 0
(Lung) 131 [13] (131 [131
dark colored spot 12 1 13 0 13 0 13 0
dark colored area 13 0 13 0 13 0 9 4
dark color . 13 0 13 0 13 0 12 1
insufficientl retraction 13 0 13 0 13 0 13 0
(Esophagus) (131 {133 {131 [133
containing food 13 0 13 0 13 0 13 0
(Trachea) [131] [13) {131 (131
foamy fluid in the lumen 13 0 13 0 13 0 13 0
(Liver) [13] [13] [13] [13]
dark color 13 0 11 2 8 5 7 6
pale color 12 1 13 0 13 0 13 0
pale colored spot 12 1 13 0 13 0 13 0
adhesion 13 0 13 0 12 1 13 0
accentuated lobular paliern 13 0 13 0 13 0 13 0
enlargement 13 0 13 0 13 0 13 0
small 13 0 13 0 13 0 13 0
abnormal lobulation 13 0 13 0 13 0 13 0

~, Negative; +, Posilive

[ 1, Number of animals examined



Table 18 (continued)

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of macroscopic findings in Fo females

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - + - + - + - +
(Glandular stomach) [13] [131 [131 [13]
dark colored spot 12 1 13 0 13 0 13 0
dark colored area 13 0 13 0 13 0 13 0
hematin 13 0 13 0 13 0 12 1
thin wall 13 0 13 0 13 0 13 0
containing food 13 0 13 0 13 0 13 0
ulcer 13 0 13 0 13 0 13 0
(Intestine) {131 [13] [13) [13]
accumulation of gas 13 0 13 0 13 0 12 1
stagnation of stool 13 0 13 0 13 0 9 4
dark colored conlent 13 0 13 0 13 0 13 0
enlargement 13 0 13 0 13 0 13 0
dark colored area 13 0 13 0 13 0 13 0
dark colored mucosa 13 0 13 0 13 0 13 0
(Mesenteric lymph node) [13] {13} [13] [131]
small 13 0 13 0 13 0 11 2
(Spleen) [13] {131 [13] [13]
small 13 0 13 0 13 Q 11 2
dark color 13 0 13 0 13 0 9 4
indistinct follicle 13 0 13 0 13 0 12 1
(Pancreas) [131 [131. [13] [13]
pale color 13 0 13 0 13 0 ’ 12 1
(Adrenal) [131 [13] [13] [131]
enlargement 11 2 13 0 13 0 7 6
dark color 13 0 13 0 13 0 13 0
(Ovary) [131 [13] [132 [131
small 13 0 13 0 13 0 4 9
pale color 13 0 13 0 13 0 11 2
(Uterus) [131] ) [13] [131] [13]
small 13 0 13 0 13 0 12 1
(Kidney) [131 [13] {131 (131
pale color 13 0 ' 10 3 11 2 12 1
dark color 13 0 13 0 13 0 12 1
enlargement 13 0 13 0 13 0 12 i
dilatation of pelvis 13 0 13 0 12 1 13 0
granular surface/cut surface 13 0 13 0 13 0 12 1
pale colored spot 13 0 13 0 13 0 13 Q0
decrease of elasticity 13 0 13 0 13 0 13 0

~, Negative; +, Positive
[ 1, Number of animals examined



Table 18 (continued)

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of macroscopic findings in Fo females

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - + - + - + = +
(Urinary bladder) [131 (131 (131 (131

dark colored urine 13 0 13 0 13 0 12 1

increase of urine/enlargement 13 0 13 0 13 0 10 3
(Bone marrow) [13) [131 [13] [13)

dark color 13 0 13 0 - 10 3 8 5
(Brain/Spinal cord) [131 [13] . [131 (133

subarachnoid hemorrhage 13 0 13 0 13 0 12 1
(Pituitary) [13] [131 [13] [13)

enlargement 13 0 13 0 13 0 12 1

dark color 13 0 13 0 13 0 12 1

small 13 0 13 0 13 0 13 0
(Skin) (13} [131] [13] [131

thin 13 0 13 0 13 0 12 1

dry 13 0 13 0 13 0 13 0

soiled 13 0 13 0 13 0 13 0
(Mammary gland) {131 [13] [13] - [13]

enlargement 12 1 13 0 13 0 13 0

small 13 0 13 0 13 0 13 0
(Sciatic nerve) [13] ) [131 [13} [133

thin 13 0 13 0 13 0 13 0
(Skeletal muscle) [13] [13) {131 [13]

thin 13 0 13 0 13 0 11 - 2

decrease of elaslicity 13 0 13 0 13 0 12 1

hemorrhage 13 0 13 0 13 0 13 0

-, Negative; +, Positive
{ 3, Number of animals examined



Table 19

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethy! Phosphate in rats

Absolute and relative organ weight of males; MeanxS.D.(N)

Compounds Vehicle control Trimety! Phosphate Trimetyl Phosphate Trimetyl Phosphate

Dose groups

(mg/kg) 0 40 100 250

Final body weight (g) 479.7 + 48.7 ( 13) 480.7 + 27.2 ( 13) 468.8 + 28.8 ( 13) 244.8 - (

Liver (g) 18.39 + 2.72 = ( 13) 19.62 + 2.49 ( 13) 20.00 = 2.02 (13) 9.91 (
3.82 + 0.28 ¥ 4.07 + 0.36 4.26 + 0.29x= 4.05

Kidneys (2) 2.97 + 0.32 (13) 3.49 + 0.44%x ( 13 ) 3.46 + 0.34*sx ( 13) 2.87 (
0.62 + 0.04 0.73 + 0.08*x 0.74 + 0.05%% 1.17

Thynus (mg) 337.7 + 94.2 (13) 409.2 + 91.1  ( 13) 458.7 +116.9%% ( 13 ) 222.6 (
69.8 + 15.9 85.6 + 20.6 98.4 + 27.2xx ©90.9

Testes (g) 3.03 £ 0.19 (13) 3.27 + 0.19¢+ ( 13) 3.07 + 0.35 (13) 1.30 (
0.64 + 0.09 0.68 + 0.06 0.66 + 0.08 0.53

Epididynis (g) 1.15 £ 0.11  ( 13) 1.08 £ 0.08 (13) 0.89 = 0.07+* ( 13) 0.50 (
0.24 £ 0.03 0.22 + 0.02 0.19 £ 0.02%¢ 0.20

Vehicle control: Dislilled water

a): Absolute weight
b): Relative weight (g or mg per 100g body weight)

* : Significant difference from control, p<0.05
¥+ : Significant difference from control, p<0.0!



Table 20

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Absolute and relative organ weight of females; Mean+S.D.(N)

Compounds Vehicle control Trimetyl Phosphate Trimetyl Phosphate Trimetyl Phosphate

Dose groups

(ng/kg) 0 40 100 250
Final body weight (g) 307.8 + 18.6 ( 13) 317.4 = 11.6 (9) c) c)
Liver (2) 13.23 £ 1.66 » ( 13) 13.19 = 0.92 (9)

4.29 + 0.40 ¥ 4.15 = 0.24
Kidneys (g) 2.01 £ 0.22 (13) 2.13 £ 0.15 (9)

0.65 £ 0.06 0.67 £ 0.04
Thymus (mg) 138.1 + 70.2 {13) 261.9 = 51.2%x ( 9)

44.7 £ 22.3 82.5 *+ 15.4=*x

Vehicle control: Distilled water

a): Absolute weight

b): Relative weight (g or mg per 100g body weight)
c): No animals showed parturition

#x ¢ Significanl difference from control, p<0.01



Table 21
Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Absolute and relalive organ weight of [y females ; Organ weight of animals, which sacrificed on the way of test period

Liver Kidneys Thymus
Origin of Dose groups Animal  Final
dissection (mg/kg) no.  body weight Absolute Relative Absolute Relative Absolute Relative
€ (g) @ (mg)
Not copulaled :

250 “FBO4001 ® 258.8 11.51 4.45 2.02 0.78 286.2 110.6
FB04002 258.3 11.62 4.50 2.18 0.84 330.8 128.1
FB04004 181.7 6.97 3.84 1.88 1.03 152.0 8.7
FBO4005 236.8 5.9 3.3 1.81 0.76 294.3 124.3
FBO4006 167.9 7.1 4.28 1.65 0.98 202.3 120.5
FB04008 164.8 7.42 4.5 1.72 1.04 110.5 61.1
FBOA003 213.4 9.11 4.21 1.76 0.82 281.4 131.9
FBOA010 246.2 10.52 4.21 1.95 0.719 306.6 124.5
FB04011 231.6 10.08 4.5 1.82 0.71 342.6 144.2
FB04012 223.8 9.52 4.2 1.76 0.79 240.1 107.3
FB04013 235.1 10.39 4.42 2.08 0.88 299.0 121.2

Not pregnant

40 FBO2005 308.1 11.59 3.76 2.08 0.68 410.5 133.2

100 FBO3001 2063.0 9.83 3.4 1.83 0.70 330.5 125.7
FBO3003 318.5 12.64 3.91 2.18 0.68 482.0 151.3
FBO3004 308.6 10.28 3.33 1.91 0.62 292.9 94.9
FBO3005 316.0 13.07 4,14 2.28 0.72 408.6 129.3
FBO3006 298.9 12.43 4.16 ©1.89 0.63 445.6 149.1
FBO3003 218.8 10.77 3.86 2.29 0.82 346.3 124.2
FB03009 314.3 12.81 4.08 2.5 0.72 336.0 106.9
FB03010 390.2 14.28 4.08 2.39 0.68 393.6 114.1
FBO3011 315.6 11.92 3.78 1.97 0.62 414.0 131.2
F1O3012 218.0 10.75 3.81 2.15 0.1 2.6 123.2
FRO3013 26.2 11.62 4.06 2.01 0.70 333.3 116.

250 FBO4007 231.4 11.83 4.98 2.31 1.00 204.0 85.9

Total implantation loss

40 [FBO2003 307.0 10.94 3.5 1.9 0.62 310.4 101.1
FB02011 349.7 13.08 3.714 2.2 0.65 216.3 79.0

100 FBO3002 301.0 12.36 4.11 2.19 0.73 339.3 112.7
FBO3007 320.8 11.42 3.56 2.20 0.69 444.1 138.4

Total litier loss
40 FB02013 306.8 10.05 3.28 1.90 0.62 234.4 6.4

Relative: g or mg per 100g body weight

a)ldentification no. : sex- course group no. individual no.



Table 22

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo males

Group Control 40 mg/kg _ 100 mg/kg 250 mg/kg
Grade - 2+t 4 - £ 4+ 4+ +++ - £ o+ ++ +4+4+ - + + ++ 4+
(Thymus) [13] [13] [13] [13] :
atrophy 13 0 0 0 O 13 0 0 0 0 13 0 0 0 O 1 1 1 0 10=+
destruction of lymphocyte 13 0 0 0 O i3 0 0 0 0O 12 8 1 0 O 13 0°0 0 O
hemorrhage 13 0 0 0 O 13 0 0 0 o 13 0 0 0 O 13 6 0 0 o0
deposit of pigment _ 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 13 0 0 0 0O
(Liver) [13] [13} [13] [13]
atrophy of hepatocyte 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 1 1 3 8 OQOwns
focal necrosis 13 0 0 0 0O 13 0 0 0 o 12 1 0 0 O 13 0 0 0 O
deposit of pigment
in Kupffer cell 13 0 0 0 O 13 0 0 0 o 13 0 0 0 0O 7 6 0 0 O
fatty change
in peripheral zone t0 1 2 0 O 12 1 0 0 O 12 0 1 0 0O 13 0 0 0 O
microgranuloma 112 0 0 O 310 0 0 0O 310 0 0 O 12 1 0 0 OQus
hemorrhage 13 0 6 0 O 13 6 0 0 0O 12 0 1 0 O 13 ¢ 0 0 o0
(Kidney) [13] [13] [13] [13]
eosinophilic droplet
in tubular epithelium 12 1 0 0 O 0 0 5 8 Q0xs 0 0 0 13 Q== 11 0 1t 1 0
cell debris
in the tubular lumen 13 0 0 0 O 9 0 4 0 O g 0 4 0 0 13 0 0 0 O
cast in the tubular lumen 13 0 0 0 O 13 0 0 0 o 12 0 1 0 0 11 0 1 1 @
regenerated tubule 7 8 0 0 o© 0 1 8§ 7 Ox» 0 1 B8 6 Q== 1 1 7 4 QOu=s
eosinophilic body 8 2 3 0 0O 0 0 112 O=e« 0 0 211 Ox= 12 0 0 1 0
dilatation of tubule : 13 0 0 0 O 13 0 0 0 0O 13 0 0 0 O 7 {5 0 0
infiltration of neutrophil 13. 0 0 0 O 13 0 0 0 0O 13 0 0 0 O 11 0 2 0 0
aggregation of platelets
in capillary of papilla 13 0 0 0 ¢ 13 0 0 0 O 13 0 0 0 o 13 0 0 0 o0
debris in
papillary interstitium 13 0 0 0 O 13 0 0 0 O 13 0 0 0 o 13 0 0 0 o
papillary necrosis 13 0 0 0 O 13 0 0 0 0 13 0 0 0 0 11 1 1 0 o
aggregation of bacteria 13 0 0 0 O 13 0 0 0 0 13 0 0 0 0 12 0 1t 0 o
calcification 13 6 0 0 0O 13 0 0 0 O 13 0 0 0 o 13 0 0 0 O
dilatation of pelvis 13 0 0 0 O 13 0 0 0 o 13 0 0 0 O 13 6 0 0 0o
(Adrenal) [13] [13] [13] [13]
hypert?oppy of cortical cell 13 0 0 0 o0 13 ¢ 0 0 o 13 0 0 0 o 5 0 8 0 O=x=
necrosis in cortex 13 0 0 0 O 13 0 0 0 0 13 0 0 0 O 13 0 0 0 O
-, Negative; x, Very slight; +, Slight; ++, Moderate; +++, Severe

{ ], Number of animals examined

Signigicantly different from control by Mann-Whitney U test, #p<0.05; #»p<0.01



Table 22 (continued)

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo males

mg/kg

Group Control 40 ‘ 100 mg/kg 250 mg/kg
Grade - 2 4+ ++ 4 - 2+ 4 4 R L S Y - 3 4+ 4 44
(Brain) [12] [12] [13] [13] -
hemorrhage 12 0 0 0 O 12 0 0 0 o 13 0 0 0 O 12 1 0 0 O
dilatation of .
lateral ventricle 12 0 0 0 O 12 ¢ 0 0 0O 13 0 0 0 O 13 0 0 0 o0
(Heart) [13] [13] [13] [13]
myocardial fibrosis 12 1 0 0 0 13 6 0 0 O 13 0 0 0 O 13 0 0 0 0
myocardial degeneration 12 1 0 0 O 13 60 0 0 © 13 0 0 0 0 13 0 0 0 O
hypertrophy
of right ventricle 13 0 0 0 O 13 0 0 0 o 12 0 0 1 0 13 0 0 0 o
(Spleen) [13] [13] [13] [13]
atrophy of follicle 13 0 0 0 © 13 0 0 0 0O 13 0 0 0 © 0 0 4 0 Gus
congestion 13 6 ¢ 0 O 13 0 0 0 O 12 0 1t 0 0 12 ¢ 0 1 ¢
deposit of pigment 0 013 0 O 6 013 0 0 0 013 0 O 0 0 9 4 0
extramedullary hematopoiesis 0 4 9 0 O 0 686 7 0 O 0 013 0 O 9 3 1 0 Oes«
(Urinary bladder) [12] [13] [13] [13]
abnormality 12 0 0 0 0 13 ¢ 0 0 O 13 0 0 0 0O 13 0 0 0 o
(Testis) [13] [13] [13] [13]
atrophy i3 0 0 0 © 12 1 0 0 0O 12 0 0 1 O 0 0O O 7 6=
(Epididymis) [13] [13] [13] - [13] :
decreased number of sperm 13 0 0 0 o 13 0 0 0 O 12 0 0 1 0O 0 0O 0 1 12w«
(Cervical cord) [12] [12] [12] [10]
degeneration of nerve fiber _
in fasciculus gracilis 11 1 0 0 O 12 0 0 0 0O 10 1 1 0 0O 7 0 3 0 @
(Lumbar cord) [11] (12] [10] [13]
degeneration of nerve fiber
in dorsal funicle 11 0 0 0 o0 12 0 0 0 o g 1T 0 0 O 13 0 0 0 0o
(Skeletal muscle) [13} [13] [13] [12]
atrophy of myofiber 13 a 0 0 o 13 0 0 0 ¢ 13 0 0 0 0 1 1 10 0 OQOwne
degeneration of nerve fiber 12 1 0 0 O 13 0 0 0 o g 4 0 0 O 2 0 9 1 QOns
(Sciatic nerve) [13] [13] [13] [12]
degeneration of nerve fiber i3 0 0 0 O i3 0 0 0 O 4 9 0 0 On= 0 2 9 1 Q==
(Lung) [ 0] [ 0] [ 1] [ 0]
hemorrhage 0 0 1 0 0
infiltration of neutrophil 0 0 1 0 0O
increased alveolar macrophage 0 0 1 0 0
accumulation of foamy cell 0 01 0 0
osseous metaplasia 0 0 1 0 o
-, Negative; %, Very slight; +, Slight; ++, Moderate; +++, Severe

[ ], Number of animals examin

Signigicantly different from control by Mann-Whitney U test, #p<0.05; ##p<0.01

ed



Table 23-1

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo females

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - & 4+ 4 e+t - & 4 4+ 4 - 2 o+t 4+ - £+ ++ 4
(Thymus) [13] [13] [13] | [13]
atrophy ¢ 3 3 7 O 11 1 1 0 O#=» 13 0 0 0 O 6 2 3 1 1=
destruction of lymphocyte 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O
hemorrhage 13 0 0 0 O 13 0 0 0 0 13 0 0 0 0O 12 01 0 O
deposit of pigment 13 0 0 0 O 13 0 0 0 o 13 0 0 0 O 12 1 0 0 O
(Liver) [13] [13] [13] [13]
atrophy of hepatocyte 13 0 0O 0 13 0 0 0 O 13 0 0 0 O 10 0 2 1 0O
single cell necrosis 13 0 0 0 O 13 0 0 0 O 13 0 0 0 o0 13 0 0 0 O
focal necrosis 13 0 0 0 © 13 0 0 0 O 12 1 0 0 O 12 0 1 0 O
deposit of pigment
in Kupffer cell 13 0 0 0 O 13 0 0 0 © 13 0 0 0 O 13 6 0 0 O
fatty change
in peripheral 2zone 11 0 1 1 O 13 0 0 0 0O 13 0 0 0 O 13 0 0 0 O
microgranuloma g9 4 0 0 O 8 7 0 0 ¢ 7 8 0 0 0 8 4 1 0 0
hemorrhage 13 0 6 0 O 13 0 0 0 o0 13 0 0 0 O 13 0 0 0 O
(Kidney) [13] [13] [13] [13]
eosinophilic droplet
in tubular epithelium 13 0 0 0 O 13 0 0 0 0O 13 6 0 0 O 13 0 60 0 o
cell debris
in the tubular lumen 13 ¢ 0 0 O 13 0 0 0 O 12 1 0 0 @ 12 1. 0 0 o©
cast in the tubular lumen 13 0 0 0 0 13 0 0 0 O 13 0 0 0 o 13 0 0 0 O
regenerated tubule 12 1 0 0 0O 12 1 0 0 0 6 7 0 0 O 8 0 3 2 o
eosinophilic body 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 13 0 0 0 0O
dilatation of tubule 13 0 0 0 0 13 0 0 0 O 13 6 0 0 o 13 0 0 0 0O
infiltration of neutrophil 13 0 0 0 O 13 0 0 0 0O 13 0 0 0 0 13 0 0 0 O
aggregation of platelets
in capillary of papilla 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 5 1 5 2 OQO==
debris in
papillary interstitium 13 6 0 0 O 13 0 0 0 O 13 0 0 0 o0 7 1 5 0 0
papillary necrosis 13 0 0 0 0 13 ¢ 0 0 0O i3 0 0 0 o0 13 0 0 0 0O
aggregation of bacteria 13 0 0 0 O 13 0 0 0 o 13 0 0 0 0 13 0 0 0 o
calcification 13 0 0 0 O 13 0 ¢ 0 O 12 0 1 0 0 13 0 0 0 O
dilatation of pelvis 13 0 0 0 O -13 0 0 0 O 12 0 0 1 O 13 0 0 0 O
(Adrenal) [13] [13}] [13] [13]
hypert?oppy of cortical cell 13 0 0 0 0O 13 ¢ 0 0 0O i3 0 0 0 0 12 0 1 0 0O
necrosis in cortex 12 0 0.1 0 13 0 0 0 ¢ 13 6 0 0 O 13 0 0 0 0
-, Negative; z, Very slight; +, Slight; +++, Severe

[ ], Number of animals examined
#p<0.05; #=*pc0.01

++, Moderate;



Table 23-1 (continued)
Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo females

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - + + +4+ 44+ - + O+ 4+ A+ + + ++ ++4 + + +4+ +4+4
(Brain) [13] [13] [13] » [13)
hemorrhage 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 13 0 0 0 ©
dilatation of ’
lateral ventricle 13 0 0 G O 13 0 0 0 O 13 0 0 0 O 12 01 0 0O
(Heart) [13] [13] [13] [13]
myocardial fibrosis 13 ¢ 0 0 ¢ 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O
myocardial degeneration 13 0 O 0 13 6 0 0 O 13 0 0 0 0 13 0 0 0 O
hypertrophy
of right ventricle 13 0 0 0 O 13 6 0 0 O 13 0 0 0 O 13 0 0 0 o
(Spleen) [13] [13] (13] {13]
atrophy of follicle 13 0 0 0 O 13 0 ¢ 0 0 13 0 0 0 O 11 0 1 0 1
congestion 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O
deposit of pigment 0 013 0 O 0 011 2 0 0 0 4 9 O== 0 0 4 9 OQus
extramedullary hematopoiesis 0O 0 211 O 0 1 7 § O= 010 3 0 O#=s 1 8 4 0 Oes
(Urinary bladder) [13] [12] [13] [(13]
abnormality i3 0 0 0 O 12 0 0 0 O i3 0 0 0 O 13 0 0 0 0O
(Cervical cord) [13] [12] [13] [11]
degeneration of nerve fiber
in fasciculus gracilis 13 0 0 0 O 12 0 0 0 O 13 0 0 0 O 9 1 1 0 0O
(Lumbar cord) [12] - [12] [13] [13]
degeneration of nerve fiber '
in dorsal funicle 12 0 0 0 O 12 0 0 0 © 13 0 0 0 O 11 2 0 0 o
(Skeletal muscle) [13] [13] [13] [13]
atrophy of myofiber 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 12 0 1 0 O
degeneration .of nerve fiber 13 0 0 0 o 13 0 0 0 O 13 0 0 0 O 4 4 5 0 Oes
(Sciatic nerve) [13] [13] [13] [(13] '
degeneration of nerve fiber 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 2 3 8 0 O«s
(Ovary) { 0] [ 1] [13] (13]
follicular cyst 1 0 0 0 0O 13 ¢ 0 0 0O 12 0 1 0 o
increase of atretic folllcle . 1 6 0 0 O 13 0 0 0 O 7 1 3 2 0
corpus luteum cyst 6 0 1 0 O 13 0 0 0 O 12 0 1 0 0O

-, Negative; &, Very slight; +, Slight; ++, Moderate; +++, Severe
{ ], Number of animals examined
*p<0.05; =#p<0.01



Table 23-2

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopatholegical findings in Fo females (Subjected to autopsy on day 4 of lactation)

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - £ 3 + +4+ +++4 - + + +4+ +++ - E S + +4+ ++4 - + + 4+ ++4+
(Thymus) {131 [ 9] [ 0] [ 0]
atrophy 0 3 3 7 0 8 01 0 o
destruction of lymphocyte 13 ¢ 0 0 0 9 0 0 0 O
hemorrhage 13 0 0 0 0 9 0 0 0 O
deposit of pigment 13 0 0 0 0 9 0 0 0 0
(Liver) [13) [ 91 [ 0] [ 01
atrophy of hepatocyte 13 0 0 0 0 9 0 0 0 0
single cell necrosis 13 0 0 0 O 9 0 0 0 ¢
focal necrosis 13 0 0 0 0O 9 0 0 0 O
deposit of pigment )
in Kupffer cell 13 0 0 0 0 g 0 0 0 O
fatty change
in peripheral zaone 1T 06 1 1 0 9 0 0 0 0
microgranuloma 9 4 0 0 O 5 4 0 0 0
hemorrhage 13 0 0 0 0 9 0 0 0 0
(Kidney) [13} [ 93 [ 0] [ 0]
eosinophilic droplet
in tubular epithelium 13 0 0 0 9 0 0 0 0
cell debris
in the tubular lumen 13 0 ¢ 0 0 39 0 0 0 O
cast in the tubular lumen 13 0 0 0 @ g 0 0 0 0O
regenerated tubule 12 1 0 0 0 g 0 0 0 0
eosinophilic body 13 0 0 0 O 9 0 0 0 0
dilatation of tubule 13 0 0 0 0 9 0 0 0 0
infiltration of neutrophil 13 0 0 0 0 9 0 0 0 O
aggregaltion of platelets
in caplillary of papilla 13 0 0 0 0O g9 0 0 0 0
debris in .
papillary interstitium 13 0 0 0 0 9 0 0 0 0
papillary necrosis 13 0 0 0 0 g9 0 0 0 0
aggregation of bacteria 13 0 0 0 0 9 0 0 0 O
calcification 13 ¢ 0 0 O 9 0 0 0 O
dilatation of pelvis 13 0 0 0 O 9 0 0 0 0
(Adrenal) [131 [ 91 [ 0] [ 03
hypertrophy of cortical cell 13 0 0 0 0O g 0 0 0 0
necrosis in cortex 12 0 0 1 0@ 9 0 0 ¢ 0
-, Negative; %, Very slight; +, Slight; ++, Moderate; +++, Severe

[ 1, Number of animals examined



Table 23-2 (continued)

Combined repeat dose and reproduclive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo females (Subjected to autopsy on day 4 of lactation)

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade ERE T A T F ~ % o+ 4t tes - %+ o+ it - 2 o+ 4+ i+
(Brain) [13] 9] 01 0]
hemorrhage 13 0 0 0 0 9 0 0 0 0
dilatation of
lateral ventricle 13 0 0 0 0 9 0 0 0 O
(Heart) (131 91 0] 0}
myocardial fibrosis 13 0 0 0 O 9 0 0 0 0
myocardial degeneration 13 0 0 0 O g 0 0 0 0
hypertrophy
of right ventricle 13 0 0 0 0 9 0 0 0 0
(Spleen) {131 9] 0] 0]
atrophy of follicle 13 0 0 0 0 9 0 0 0 O
congestion 13 0 0 ¢ O g 0 0 0 0
deposit of pigment 0 013 0 0 0 0 8 1 0
extramedullary hematopoiesis 0o 0 211 O 0 0 4 &5 0
(Urinary bladder) [13] 8] 01 01
abnormality 13 0 0 0 0 8 0 0 0 0
(Cervical cord) (131 81 01 )]
degeneration of nerve fiber
in fasciculus gracilis 13 ¢ 0 0 O 8 0 0 0 O
(Lumbar cord) [12) 8] 0] 0]
degeneration of nerve fiber
in dorsal funicle 12 ¢ 0 0 0 8 0 0 0 O
(Skeletal muscle) [13] 9] 01 0]
atrophy of myofiber 13 0 0 0 0 g 0 0 0 0O
degeneration of nerve fiber 13 0 0 0 0O 9 0 0 0 O .
{(Sciatic nerve) [131 9] 0] 01
degeneration of nerve fiber 13 0 0 0 0 9 0 0 0 0
(Ovary) [ 01 01 01 01

follicular cyst
increase of atretic follicle
corpus luteum cyst

-, Negative; x, Very slight; +,
[ 1, Number of animals examined

Slight; ++, Moderate; +++, Severe



Table 23-3 )
Combined repeal duse and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo females (Not pregnant)

Group Control 40 mg/kg - 100 mg/kg 250 mg/kg
Grade - E + ++ 444 - + 4 ++ +4++ - + + ++ +++ - + + +4 +4++
(Thymus) [ 0} [ 11 [11] [ 2]
atrophy .1 0 0 0 0 11 0 0 0 0 0 01 01
destruction of lymphocyte 1 00 0 0 11 0 0 0 0 2 0 0 0 0
hemorrhage 1 0 0 0 0 11 0 0 0 0 2 0 0 0 O
deposit of pigment . 1 0 0 0 0 i1 0 0 0 O 2 0 0 0 O
(Liver) [ 0} [ 11 {111} [ 2]
atrophy of hepatocyte 1 0 0 0 ¢ 11 0 0 0 0 1 0 01 0
single cell necrosis 1 0 0 0 0O 11 0 0 0 0 2 0 0 0 O
focal necrosis 1 0 0 0 ¢ 11 ¢ 0 0 0 2 0 0 0 0
deposit of pigment
in Kupffer cell 1 0 ¢ 0 0 11 0 0 0 0 2 0 0 0 O
fatty change
in peripheral zone 1 6 0 0 0 11 0 0 0 O 2 0 0 0 O
microgranuloma 01 0 0 O 5§ 6 0 0 O 2 0 0 00
hemorrhage 1 0 0 0 O i1 0 0 0 0 2 0 0 0 0
(Kidney) [ 0] [ 11 (11} [ 2]
eosinophilic droplet
in tubular epithelium 1 0 0 0 0 11 0 0 0 0 2 0 0 0 O
cell debris
in the tubular lumen 1 0 0 0 0O i0 1 0 0 O 2 0 0 0 O
cast in the tubular lumen 1 0 0 0 0 11 0 0 0 O 2 0 0 0 0
regenerated tubule 01 0 0 0 5 6 0 0 O 0 01 1 o
eosinophilic body 1 0 0 0 0 11 0 0 0 O 2 0 0 0 0
dilatation of tubule 1 0 0 0 0O 11 0 0 0 0O 2 0 0 0 O
infiltration of neutrophil 1 0 0 0 o 11 0 0 0 O 2 0 0 0 0
aggregation of platelets
in capillary of papilla 1 0 0 0 O 11 0 0 0 O 1 01 0 0
debris in
papillary interstitium 1 0 0 0 0 11 0 0 0 0 2 0 0 0 ¢
papillary necrosis 1 0 0 0 0 11 0 0 0 0 2 0 0 0 o
aggregation of bacteria 1 0 0 0 0 11t 0 0 0 0 2 0 0 0 0
calcification 1 0 0 0 0 11 0 0 0 0 2 0 0 0 O
dilatation of pelvis 1 0 0 0 0 10 0 0 1 0O 2 0 0 0 o
(Adrenal) [ 01 [ 1] (113 [ 2]
hypertrophy of cortical cell 1 0 0 0 0 11 0 0 0 ¢ 1 01 0 0O
necrosis in cortex 1 0 0 0 O i1 o 0 0 2 0 0 0

-, Negative; z, Very slight; +, Slight; ++, Moderate; +++, Severe
{ 1, Number of animals examined



Table 23-3 (continued)
Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo females (Not pregnant)

Group Control 40 mg/kg , 100 mg/kg 250 mg/kg
Grade - E 3 + ++ +++ - + + ++ +4+ 4 - + + ++ +++4 - % + +4+ +4 4+
(Brain) ' { 0] [ 11 [111] [ 2}
hemorrhage . 1 0 0 0 ¢ 11 0 0 0 0O 2 0 0 0 0
dilatation of
lateral ventricle 1 0 0 0 ¢ 11 0 0 0 0 1 061 0 0
(Heart) . [ 0} [ 1] [11] [ 2]
myocardial fibrosis 1 0 0 ¢ 0 11 0 0 0 0 2 0 0 0 0
myocardial degeneration 1 0 0 0 0 1T 6 0 0 ¢ 2 0 0 0 O
hypertrophy
of right ventricle 1 0 0 0 0 11 0 0 0 O 2 0 0 0 0
(Spleen) [ 01 [ 11 [111] [ 2]
atrophy of follicle 1 0 0 0 0 11 ¢ 0 0 ¢ 1 0 0 0 1
congestion 1 0 0 0 0O 11 0 0 0 0 2 0 0 0 0
deposit of pigment 0O 01 0 0 0 0 3 8 0 0 0 0 2 0
extramedullary hematopoiesis 0O 01 0 0 0 8 3 0 90 1 1 0 0 0
(Urinary bladder) [ 01 [ 11 [111 [ 2]
abnormality 1 0 0 0 0O 11 ¢ 0 0 0 2 0 0 0 0
(Cervical cord) [ 01 [ 11 [111] [ 2]
degeneration of nerve fiber
in fasciculus gracilis 1 0 0 0 0 11 ¢ 0 0 0 1 01 0 0O
(Lumbar cord) [ 0] [ 1] [113 [ 2]
degeneration of nerve fiber
in dorsal funicle 1 0 0 0 0 11 0 0 0 0 1 1.0 0 0
(Skeletal muscle) [ 0] [ 11 (11} [ 2]
atrophy of myofiber 1 0 0 0 0 11 0 0 0 0 1 01 0 0O
degeneration of nerve fiber 1 0 0 0 ¢ i1 0 ¢ 0 0 0 0 2 0 0
(Sciatic nerve) [ 01 [ 11 [111 [ 2]
degeneration of nerve fiber 1 0 0 0 0 11 0 0 0 0 0 0 2 0 ¢
(Ovary) [ 0] . [ 1] [111 [ 2]
follicular cyst 1 0 0 0 0 i1 0 0 0 0 2 0 0 0 0
increase of atretlic follicle 1 0 0 0 0 i1 0 0 0 0 0 0 1 1t ¢
corpus luteum cyst 0 01 0 0 11 0 0 0 0 2 0 0 0 0

-, Negative; 2, Very slighl; +, Slight; ++, Moderate; +++, Severe
f 1, Number of animals examined



Table 23-4

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo females (Total implantation loss)

Group
Grade

Control
- x + ++ +++

40 mg/kg

3 + ++ +4++

100 mg/kg
+ +4+ +++

%

250 mg/ke

E

+ ++ +++

(Thymus)
atrophy
destruction of lymphocyte
hemorrhage
deposit of pigment
{(Liver)
atrophy of hepatocyte
single cell necrosis
focal necrosis
deposit of pigment
in Kupffer cell
fatty change
in peripheral zone
microgranuloma
hemorrhage
(Kidney)
eosinophilic droplet
in tubular epithelium
cell debris
in the tubular lumen
cast in the tubular lumen
regenerated tubule
eosinophilic body
dilatation of tubule
infiltration of neutrophil
aggregation of platelets
in capillary of papilla
debris in
papillary interstitium
papillary necrosis
aggregation of bacteria
calcification
dilatlation of pelvis
(Adrenal)
hypertrophy of cortical cell
necrosis in cortex
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-, Negative; , Very slight; +, Slighti; ++, Moderale; +++

[ 1, Number of animals examined

Severe



Table 23-4 (continued)

Combined repeat dose and reproductive/develiopmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo females (Total implantation loss)

Group Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - %t ++ 44 - % 4+t 4+ - : o+t A+ B O S
(Brain) 01 2] 2] 0]
hemorrhage 2 0 0 0 O 2 0 0 0 O
dilatation of
lateral ventricle 2 0 0 0 O 2 0 0 0 0
(Heart) 03 2] 2] 0]
myocardial fibrosis 2 0 0 0 O 2 0 0 0 O
myocardial degeneration 2 0 0 0 0 2 0 0 0 O
hypertrophy
of right ventricle 2 0 0 0 O 2 0 0 0 0O
(Spleen) 0] 2] 2] 0]
atrophy of follicle 2 0 0 0 O 2 0 0 0 0
congestion 2 0 0 0 0 2 0 0 0 0
deposit of pigment 0 0 1 1 0O 0 01 1 0
extramedul lary hematopoiesis 0 0 2 0 O 02 0 0 O
(Urinary bladder) 0] 21 2} 01
abnormality 2 0 0 0 0 2 0 0 0 O
(Cervical cord) 0] 2] 2] 01
degeneration of nerve fiber
in fasciculus gracilis 2 0 0 0 0O 2 0 0 0 O
(Lumbar cord) 0] 2] 2] 0]
degeneration of nerve fiber
in dorsal funicle 2 0 0 0 o 2 0 0 0 0
(Skeletal muscle) 0] 2] 2] 01
alrophy of myofiber 2 0 0 0 0 2 0 0 0 0
degeneration of nerve fiber 2 0 0 0 0 2 0 0 0 0
(Sciatic nerve) 0] 2] 21 0]
degeneration of nerve fiber 2 0 0 0 O 2 0 0 0 0
(Ovary) 0] 0] 2] 01
follicular cyst 2 0 0 0 0
increase of atretic follicle 2 0 0 0 0
corpus luteum cyst 2 0 0 0 0

-, Negative; #, Very slight; +, Slight; ++, Moderate; +++, Severe

[ 1, Number of animals examined



Table 23-b

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo females (Total litter loss)

Group . Control 40 mg/kg 100 mg/kg 250 mg/kg
Grade - + + +4+ +++ - + + +4+ +++ - £ 3 + ++ ++4+ - 3 + +4+ +4++4
(Thymus) [ 01 [ 1] [ 0] [ 0]
atrophy .10 0 0 O
destruction of lymphocytle 1 0 0 0 O
hemorrhage 1 0 0 0 O
deposit of pigment . I 0 0 0 0
(Liver) [ 01 [ 11 { 01 [ 0]
atrophy of hepatocyte : 1 0 0 0 0
single cell necrosis 1 0 0 0 0
focal necrosis 1 0 0 0 O
deposit of pigment
in Kupffer cell 1 0 0 0 O
fatty change
in peripheral zone 1 0 0 0 0
microgranuloma 1 0 0 0 0
hemorrhage 1 0 0 0 0
(Kidney) [ 0] { 1] [ 0] [ 0]
eosinophilic droplet
in tubular epithelium 1 0 0 0 O
cell debris
in the tubular lumen 1 0 0 0 O
cast in the tubular lumen 1 0 0 0 0O
regenerated tubule 1 0 0 0 O
eosinophilic body 1 0 0 0 0O
dilatation of tubule 1 0 0 0 0
infiltration of neutrophil 1 00 0 ¢
aggregalion of platelels
in capillary of papilla 1 0 0 0 0
debris in
papillary interstitium 1 0 0 0 O
papillary necrosis 1 0 0 0 0
aggregation of bacteria 1 0 0 0 0
calcification 1 0 0 0 0
dilatation of pelvis 1 0 0 0 0
(Adrenal) [ 0] [ 1] [ 01 [ 0]
hypertrophy of cortical cell 1 0 0 0 0
necrosis in cortex 1 0 0 0 0

-, Negative; , Very slight; +, Slight; ++, Moderate; +++, Severe
[ 1, Number of animals examined



Table 23-5 (continued)

Combined repeat dose and reproductive/developmental toxicity screening test

Summary of histopathological findings in Fo females (Total litter loss)

of Trimethyl Phosphate in rats

G
G

roup
rade

Control

£

+ 4 4

40 mg/kg
+ ++ 4+

+

100 mg/kg
- E 3 + +4+ +++

250 mg/kg

]

+ ++ ++4

(Brain)

hemorrhage
dilatation of
lateral ventricle

(Heart)

myocardial fibrosis
myocardial degeneration
hypertrophy

of right ventricle

(Spleen)

atrophy of follicle
congestion

deposit of pigment
extramedullary hematopoiesis

(Urinary bladder)

abnormality

(Cervical cord)

degeneration of nerve fiber
in fasciculus gracilis

(Lumbar cord)

degeneration of nerve fiber
in dorsal funicle

(Skeletal muscle)

atrophy of myofiber
degeneration of nerve f{iber

(Sciatic nerve)

degeneration of nerve fiber

(Ovary)

follicular cyst
increase of atretic follicle
corpus luteum cyst

0]

01

0]

01

01

01

01

01

0]

1]

1

[y
— e ot

—

—
Pt e D D et b o ek

o

—
et

0 0 0 0

< (=]

_0 OO

0

0
0

[N i e e

[= Nl

0

(=R e N [o]

o

oo

0

0
0

<

SO OO

01

01

0]

01

01

01

0]

01

01

0]

0]

0]

01

01

0]}

0]

01

01

-, Negative; £, Very slight; +, Slight; ++, Moderate; +++, Severe

[

J, Number of animals examined



Table 23-6
Combined repeat dose and reproduclive/developmental toxicity screening test of Trimethy) Phosphate in rats

Summary of histopathological findings in Fo females (Not copulated)

Group Control 40 mg/kg . 100 mg/kg 250 mg/kg
Grade - k4 + ++ +++ - £ 3 + ++ +++ - + + ++ +++ - + + +4+ +++
(Thymus) : [ 0] [ 0] [ 0] [111
atrophy . 6 2 2 1 0.
destruction of lymphocyte 11 0 0 0 0
hemorrhage 10 0 1 0 0O
deposit of pigment : 10 1 0 0 0O
(Liver) [ 0] { 0] [ 0] [11]
atrophy of hepatocyte 9 0 2 0 0
single cell necrosis 11 0 0 0 ©
focal necrosis 10 01 0 0
deposit of pigment
in Kupffer cell 11 6 0 0 0
fatty change
in peripheral zone . 11 0 0 0 0
microgranuloma 6 4 1 0 0
hemorrhage 11 0 0 0 0
(Kidney) [ 0] [ 0] { 01 (113}
eosinophilic droplet
in tubular epithelium 11 0O 0 0
cell debris ’
in the tubular lumen 10 1 0 0 0
cast in the tubular lumen 11 0 ¢ 0 0
regeneraled tubule 8 0 2 1 ¢
eosinophilic body 11 0 0 0 0
dilatation of tubule i1 0 0 0 0
infiltration of neutrophil 1! 0 0 0 O
aggregation of platelets
in capillary of papilla 4 1 4 2 0
debris in .
papillary interstitium 5 1 5 0 0
papillary necrosis 11 0 0 0 0
aggregation of bacteria ' 11 0 0 0 ¢
calcification 11 0 0 0 0
dilatation of pelvis 11 0 0 0 0
(Adrenal) [ 0] [ 0] [ 0] [111
hypertrophy of cortical cell 11 0 0 0 ¢
necrosis in cortex 11 0 0 0 0

-, Negative; t, Very slight; +, Slight; ++, Moderate; +++, Severe
{ 1, Number of animals examined



Table 23-6 (continued)
Combined repeat dose and reproductive/developmential toxicity screening test of Trimethyl Phosphate in rats

Summary of histopathological findings in Fo {emales (Not copulated)»

Group Control 40 mg/kg . 100 mg/kg 250 mg/kg
Grade - E 3 + ++ 444 - k4 + ++ +++ - k4 + ++ +++ - 4 + ++ ++4
(Brain) [ 0] [ 0] [ 0] [11]
hemorrhage . 11 0 0 0 0
dilatation of
lateral ventricle Imn 0 0 0 0
(Heart) . { 0] [ 01 [ 0] {111
myocardial fibrosis i1 0 0 0 ¢
myocardial degeneration 11 0 0 0 0O
hypertrophy )
of right veniricle i1 0 0 0 O
(Spleen) [ 0] [ 0] [ 01 [111]
atrophy of follicle 10 6 1 0 O
congestion 11 0 0 0 0
deposit of pigment 0 0 4 7 O
extramedullary hematopoiesis 0 7 4 0 0
(Urinary bladder) [ 01 [ 01 [ 01 [111}
abnormality 11 0 0 0 0
(Cervical cord) [ 0] - [ 0] [ 0] [ 9]
degeneration of nerve fiber
in fasciculus gracilis 8 1 0 0 0O
(Lumbar cord) [ 0] [ 0] [ 0] [111]
degeneration of nerve fiber
in dorsal funicle 101 0 0 0
(Skeletal muscle) [ 0] [ 01 [ 0] [111
atrophy of myofiber 11 0 0 0 0
degeneration of nerve fiber 4 4 3 0 0O
(Sciatic nerve) [ 0] [ 0] { 01 [111
degeneralion of nerve fiber 2 3 6 0 0
(Ovary) [ 01 . [ 0] [ 0] {111
follicular cyst 10 0 1 0 0
increase of atrelic follicle 71 2 1 0
corpus luteum cyst 10 0 1 0 0

-, Negative; £, Very slighl; +, Slight; ++, Moderale; +++, Severe
[ 1, Number of animals examined



Table 24

Combined repeat dose and reproductive/developmental loxicity screening test of Trimethyl Phosphate in rats

Summary of reproductive performance

Compounds Vehicle conirol Trimethyl Phosphale Trimethyl Phosphale Trimethyl Phosphate
Dose groups 0 l 40 100 250
(ng/kg)
Number of mated pairs 13 13 13 13
Number of copulated pairs 13 13 13 2 *x
Copulation index A) 100.0 100.0 100.0 15.4
Number of pregnant animals 13 12 2 *x 0
Fertifity index B) 100.0 92.3 15.4 0.0
Pairing days until copulation

Mean £ S.D. 2.8 1+ 1.2 3.4 £ 2.3 2.2 + 1.2 5.0 + 4.2
Times of vaginal esitrous

Mean + S.D. 1.0 £ 0.0 1.2 £ 04 1.0 £ 0.0 1.0 =+ 0.0

A): Copulation index = (Number of copulaled pairs / Number of mated pairs ) X 100 ; %
B): Fertility index = (Number of pregmant animals / Number of copulated pairs ) X 100 ; %
Vehicle control: Distilled water

*x : Significant difference from control, p:0.01



Table 25

Combined repeat dose and reproductive/developmental, toxicity screening test of Trimethyl Phosphate in rats

Summary of development of Fi pups up to day 4 of lactation; Mean £S.D.

Compounds Yehicle control Trimethyl Phosphate Trimethyl Phosphate Trimethyl Phosphate
Dose groups 0 ¢ 40 100 250
{mg/kg)
Number of pregnant females 13 12 2 0
Nusber of pregnant females with pups alive 13 10 0
Gestation index A) 100.0 83.3 0.0
Gestation length in days 21.7 £ 0.5 (13) 2.2 £ 06 ({0) a)
Number of corpora lutea 21.2 + 3.4 (13) 200 £ 20 (12) 13.5 (2)
Number of implantation sites 6.7 + 36 (13) 6.6 £ 1.6 (12) 4.0 (2)
Implantation index B) 80.0 + 18.7 (13) 83.2 £ 6.3 (12) 2.5 (2)
Day 0 of lactation ‘
Number of pups born 14.0 + 36 (13) 6.4 £ 4.4 (12) 0.0 (2)
Delivery index C) 8.6 £ 17.5 (13) 3B.4 + 265 (12) 0.0 (2)
Mumber of pups alive 134 £ 3.7 (13) 7.6 £ 3.8 (10)
Birth index D) 82.3 £ 19.8 (13) 4.5 + 22.8 2= (10)
Live birth index E) %.0 £ 81 (13) 9.0 £ 31.6 (10)
Sex ratio F) 46.2 + 14.2 (13) 49.2 = 148 (9)
Day 4 of lactation
Number of pups alive 128 + 4.4 (13) 84 £ 29 (9)
Viability index G) 2.3 £ 2.9 (13) 1000 £ 0.0 (9)

Parenthesis indicates the number of lilters evaluated

A): Gestation index = (Number of pregnant females with pups alive / Number of pregnant females) X 100 ; %
B): Implantation index = (Number of implantation sites / Number of corpora lutea) X 100 ; ¥

C): Delivery index = (Number of pups born / Number of implantation sites) X 100 ; %

D): Birth index = (Number of pups alive on Day 0 / Number of implantation sites) X 100 ; ¥

E): Live birth index = (Number of pups alive on Day O / Number of pups born) X 100 ; %

F): Sex ralio = (Mumber of male pups alive on Day O / Number of pups alive on Day 0) X 100 H 4

G): Viability index = (Number of pups alive on Day 4 / Number of pups alive on Day 0) X 100 ; %

a):No animals showed parturition
Vehicle control: Distilled water
*+:Significant difference from control, p<0.01



Table 26

Combined repeat dose and reproductive/developmental toxicity screening test of Ti'inethy_l Phosphate in rats

Body weight of F1 pups up to day 4 of lactation; MeantS.D,

Compounds Vehicle contirol Trimethyl Phosphate Trimethyl Phosphate Trimethyl Phosphate
Dose groups 0 ‘ 40 100 260
(mg/kg)

Day 0 (At birth)

Live litter size 13.4 + 3.7 (13) 8.4 + 2.9 (9 a) a)
Male _ 6.3 + 2.7 4.3 + 2.1
Female 7.1 £ 2.1 4.1 + 1.4

Pup weight in granms
Male 6.3 + 1.1 7.8 £ 0.6 *=
Female 5.9 + 0.9 7.5 = 0.5 *=

Day 4

Live litter size 12.8 + 4.4 (13) 8.4+ 2.9 (9)
Male 6.0 £ 3.0 4.3 £ 2.1
Female 6.8 £ 2.2 4.1 £ 1.4

Pup weight in granms
Male 9.8 + 2.0 12.8 £ 1.8 *#
Female 8.9 + 2.4 12.5 & 1.8 *#

Parenthesis indicates the number of litters evaluated

a): No animals showed parturition
Vehicle control: Distilled water

** ; Significant difference from control, p<0.01



Table 27

Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of morphological observation of pups '

Compounds Vehicle control Trimethyl Phosphate Trimethyl Phosphate Trimethy] Phosphate
Dose groups

(mg/kg) 0 40 100 250
No. of pups examined

External observation 167 76 a) a)

Visceral observation 167 6

No. of pups showing abnormalities

External abnormalities 0 0
Visceral abnormalities
Major abnormalities 0 0
Minor abnormalities 0 0

a): No animals showed parturition
Vehicle control : Distilled waler



Table 28
Combined repeat dose and reproductive/developmental toxicity screening test of Trimethyl Phosphate in rats

Summary of morphological observation of Fy dead pups

Compounds Vehicle control Trimethyl Phosphate Trinethyl Phosphate Trimethyl Phosphate
Dose groups
(mg/kg) 0 40 100 250

No. of dead pups examined

External observation 7 0 a) a)
Visceral observation 5 0
No. of dead pups showing abnormalities
[xternal abnormalities 1 -
Visceral abnommalities
Major abnormalities 0 -
Minor abnormalities 0 -
Types and frequencies (%) of external abnormalities
proboscis 14.3
micrognathia 14.3
astomia 14.3

a): No animals showed parturition
Vehicle control : Distilled water
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