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g B

Crj:CD(SD)#% SPF > v F2WT, HU BN AFIIORERGICLZ2EEZSN
CEOEEEERE L, HERIZ0 CFU—T7H  MEBE) . 15, 60 BXU 250me/ke/day
L. 28 BREIREMERORE L. 1 BOBYEIL, WEE. 60 BLUY 250me/kg 58
THERER 12 VT, 15mg/kg HERTHES 6 ILEL, ZDD 5, NBE. 60 BLU 250mg/kg
BEROMES 6 FlITDNTIE, 28 ARG 2 BEKREZ /-,

1. —iRRRE
250mg/kg R 5B OME TEHRES O, R, RRE®LZS MR ENA SN,

2. BESLUHEEE
250mg/kg GBI THAERMIAHENRBO LN, CNCOMTIIEHEROEMLEES
Nz,

3. ERRE
60mg/kg 5O & 250me/kg X5 O TR pH O T EBKBOEDNH SN,
I 5T, 250mg/kg GO TIE. REOEAD ERBZELEOENMA SN,

4. MEFHBRE

250mglkg FEGHOMME THRMEREK. "NEF/OE BBLUAT KUy MEDKEMN, BT
Jobrol U UMEBLREMEES FO R TS AF R OER. TR ERER,
iR ER i AR ES L UCRRMIRBOBDHH 5Nz,

5. MAREFENRE

250mg/kg RS BHOMHETHRIV AT O, U VIEEBLUHIV T LOHM,. BETRE
BRBICAVULOHEM, BT GPT FE. MU ES1 RBIURERREOMME, &
V7 FZ o BEUEFROBDNA SN 2B, IV ADOHINT 60mg/kg HEHOMEICH
H 5N,
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6. REFMRE

B ey . TRE. VR BE. B, PIRER. RER. M. SRXUEH RRE) &5
KITIRRICE(EN B 5 N, 260mg/kg 5 EEOMERE TABRHRED LR TIIaREEOR
BB eN, B () PLUOFHOMEME TP .OMEEEMAbED SN, HTIXIR
fififa b B DAE KDY 60mg/kg GRH OB & 250mg/kg FHEREOMEBET, B/ i B B o 458
FIEE B K UK O£ 250me/kg X5 FEOMEREIC, File LK OBERD 250meg/kg 1%
ERolticsshiz, BTRRBRNZERGS 2 WITEHE OEE 60mgks RHE5ROIE -
250mg/kg XEHOMEICH LN, WEMGKENICEHE/EREOBERY 60 BLY
250mg/kg B E5FEOMEREIC, RTEMIET O/KED 60 B L 250me/kg BER OB, T/, &
BHERGDUS AN 15mg/kg S EDOEESHOEICH 5Nz, FIRIR T 250mg/kg IREBED
Mk TR _E R QIR DA S iz, IR Tld 60mg/kg 58O & 250mg/kg B GEEOMERET
HROBAV, REHRFENICIIERD 250me/ke G FHOBEICH 5Nz, I TIIBS G
D T4 250mg/kg B G ROR, KRB HHTEE MO TS 250me/ke 5 HOMEITH S
Nz, B TRARECTHRNTELEROBHSEN 250mg/ke IR GHOMEICH SNz, BERTIIN
IRRY7 BB AY 250me/kg 5B OIERICH 5N, FHEMRRAHITIZBENENRD 5z,

7. EE%

EROED DB, KEHBLFHREB LIOFHICH T GO TE. —RREITB
i, RERICEHEEORM. BAEBIXUREOED. RREoMm, 7L rF="
O, KEBIZBT 2 EmROB#EP X CEFHTOEME T2 5 NTIREROWIRMIEB S &
VCHARERA L. KEICKDZHSMREEILED SNBh o7z, TOMDEIZDNWTIIH
KEZEIEH SN, BEENZED SN

DEom< EY BN AF)E Ty b 28 HEIREREG LR, ERZELD 15me/ke
PEDBREROEER SN 60 BLU 250meg/kg HEHOHEDE, 60 XUV 250mg/kg HE#
DHEDNE. 5121 250mg/kg HERITH T MR OE (%) . B, LEHE 7 (KR
B BIUBREMOMBIUES (KBE) ka5, —F 16me/ke HE5HOBETIIEL
BB NNz,

INESORENS, ARBRICBIDHEY CE M) AFINOEZERIIH TII 15mg/kg/day.
it T 15me/kg/day % FES EHfEE I Nz,
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# B

BWU BN AFINE, B CRBEAORERS 2 WRBNOF AtAlREE LT, A<
ERINTVWS, |
&E, BAEEREEROKRICED, BUE M AF)IZ2E MERLEBEGOMESE
HETIENT. #BEMEZ Sy MC 28 HEIRERORE L, TORBEEZHLMNITEIEE
Bz, 2 BEAKEL, BEOREEZHAN O TTOREEZ®ET 5. 6. FRRIT. UT
OEEBIUVHA BS54 VIR EREL /=,
- [HHREEYE I GRIRBREMEE L DB RI2EFROREOHEE 2 ED 2HNEH
4 FITHIE T SRBMRIC DWW T
(FEF1 59 4F 3 A 31 H ; IR{RES 39 5. EFHHE 229 5. 59 HRH 85 HHAHME) —
HeLE (FFAI634E 11 H 18 H ; BREAWIE 233 5. HAES 38 5. 63 KFFE 823 8) I
DD THFREMEICRI2BREMEELFPEFKI2AEROREDEAS2ED
L 4 KICHE T 5B ICBE 4 2 2%
- T THHLEME R DHRROAEIIDONTI O—HRIELEITDWNTY
(FEf 614 12 A 5 H ; RS 700 BRETCEHFAERE. ERE 1039 5EAEEHE
BRik. 6155 1014 Sl e S ERERR REA @A)
- [EBREBYORBRUOREFICHET HHYEE)
(REFERE 65, BS54 3 A 27H)
- [EMEBICEET 5458
(@) BAEREY¥ES. V6245 H 22 H)
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HEBEHRELURE

. HEBRYHBIUHEBREORE

1) #BRYHE

HY R M AFIVEBLUTOERE DI,
KON,

®oE &
% a3

Y BN AF
(CAS &5 : 121-45-9)

SR A N (i

R F 75 ®
R 7 5 A

(CHs0)sP

99.58%
WA DWAK

124.08

1.052

—178C

111

BHEOEBMBEDOIHRERN S, BYHBRIAMPEE TH oI &
WHERB S 7z,

MmOEHT. BPHBRREIERERTS.

HERBPIZE HRYEREEBS IUHRYHERRE

BB, RUSNEHEBRYADD L. £ bg ZHREGEE U THBSEH AT OBEBRME R

EBIREL. TOMOBRMNERYARERZEEEITEAL .
2) BEBKOPHBLVRESE

BEREN 5mLkg KEICRD IOV EROERMEZHTEML. FU—7H (HEER
A, AREKNSH, Lot No. 7922) AR L THARBORSK (50mgmL &) %
AHELz, PBLIOEBHERORSKIE. 50mg/mL #HZEA ) — 7MW TRENICHRL T
ABU, AEBREX 7 BZ—HL TV, 1 BERASTORY BESORICHEL T
fEHRE TR (K4C) - [REREL .
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3) WRMOEEM
EEBRYED 3 BLV 200mg/mL B A AU —TH) & wE (W4C) 8 HEE
Zil 6 K. R BANTIAM) - [REBERETEETH S I EMKRARLR VU —F
Ty —THRREINTVS (HRIEHRD .
4) HBRWMDBEREZ
BEHBETBLUBREBKAD 2 @, H5ICEALZSRERIIDVWT GCEIR LD
REHR VY —F L& —TRELE, TOKE. HRYHBERZREIIHLT 98
~103%TH V. HWE FrE@HE : XREL10%LUN) THo Lk HNER2. 3) .

2. HERI}Y

Sprague-Dawley % SPF 5 v & (Crj: CD(SD). H&AFv—)LA - UN—BX2t) Otk
£5TIEL E 5 W TAFL., ¥ 1 HERE - BULEEE LR, AEINMIIEHE T —RREI
REDH SN RIS 42 IL2R O, 6 B TRERICH L 2, B5HAH OFEGRHI.
HET 204~226g (E¥MH : 214.1g) . MET 155~177g CE3{E : 168.7g) THO., WTHOH)
YOKE S FIGE L 20% LN TH - 7z,

Bk, B - BRI T oAENEIC L 0 BIIE. BOUNE RE5RBO 2 AT ©
BEIZEITOTEINEL., EROVKRENTEL RS EREIIEHEZHERLE. 81
DD HFROACEa—FZHWTT Oy VEBES LUCEESHEZROMEGE (TOoy VE
BETHERRZHERL. fRBEBIUHNOBGES2EESITHIDYTH) IZX0HEBL
7z BOTBOKEEMI. RBRIODBRALE.

Bl RERGHEZICHREV, FSCCEIIMERES 55 ITTh - 7228, HEERITISMERES 57 ILASHIA

iz,

3. FEEH

B, RE 23+3C. HXRBE 50+£20%. I 1 FM%/-0 10~15E, BB 1H 12
FEfE (07:00~19:00) OFAFE (915 H5XE) T, £BEHMAI— (W254X D350X H170
mm : U—RIZIPZ7YIHREH) 1T ONAL. ERAR (BEEEE CRF-1.
Y LY IVERTEKRSH) BRUKEDK ERBETHEKEAK : HB#E/K) 2HHICER
SEHEF L. HEPOBEEMEICEAL T, fHALZ20y MIDOWTHHEAB AR
Wt —ToamlieT—F2AFL. £z, SKEUKIZOWTIE, KEHEICHERL Z/KEOR
EEWHEARBREERIREE >/ —ICE@HN (F4E) EKEL, BohkF—FEA
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FELTEFNFNREOBRWI E2MAL THREL.

4 BEE. HERSLUIHHE

BRERIF. 2 BAMRESCIDFHARY OREESECLTRELZ, ThbE, B U8B
MU RXAFID 15, 60. 250 BLU 1000merkg ZHEHES v MM 2 BRIKERDKRE U GE.
1000mg’kg O TIE—RRBICBWTEHREES OB, BREST. HE. §IE. BRTE,
R ORED, MEOES X VER. #RKES I CEVEZEZ2L., #0 15 fl &1k
D 3/5 PINFE T Lz, EFFITIE, BEEMTEHE, SEEROBD. AimIRK. GOT HFEEL U
GPT IS0, §iE ORES L CHRO/N UL S NCHROERED . BEBLUVRED
HEMNRERBON., £z, 250mgkg =55 TIIAEEENME S L OFEOHEHE NS
M, BEEOEAD B L LHIE ORENHEIZ. GPT IEHEOMMAEICA SN, TS0k
Bns., KRR THBASHRERBENTFEIND 250meg/keg ZEARE L. IFAKK4 T
BMLUT60BLY 15mgkg D 3 ABZHREL., CNITHBHZMA 4 B2EHALE, 15
Wi 0 OB, 28 HFRGERICHRT B8 (8 TS 6 ILE W, 51T, MIEE
FHEMBIVSHERTIE 28 HEREGE 2 BEREL 2RI T 28 (EER) Tk
FeLEHWE, RICHEBREZRT.

e | ROR | B E [ BEER |, N m & &
(mg/kg) | (mg/mL) (mL/kg) LGL RS BES B BMES
s | o | o 5 lw| o |iloicie]| o | itor-ini
BREE| 15 | s |m| o |ooisis| - -
Rl | o0 | 12 | 5 gl oo |Soaton| o | soreans
wmie | w0 | 50 s |se] o |stoiaion| o | etor~as

5. ERBABLUT—IAORT
BYIAMRIONSYAEEEZ DI TRERN 2T o2, EEFS -2 REE (B
TERBNFLEF—T NV EDVT, BRES. REER, RGR. #. BYES. BES
BEBLUHRTERZHEL. BRLTZ.

6. B’EAEBLURSHIE
EHABEOHNA R4 VTR TRORSGZ2ER L 2. #BRIE. s5ml/kg REORER
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BT.1H1E (08:00~15:000f) . 7H. €BRE/>>F2R\WT 28 HE&EHZEO
#E5 LU, ABEICIBEE P —T7H) 2ERICRE L. REHREBREREHOKEZ IR
BHLUZE, 2P, BEHRZEREL. ZoKREX L,

1.

BRERH*
1) —RHREOEE

BEYEIIEE 3 E. REMEBRGHEEBIUERS 2 K% (BEL. BB LTKR
A st EeEEO 2@) . EEHFTIZER 1B (FFrd) . S8 &6 - B8
Bk - BE. 7. MRERZEO—BRIREEREEL =,

2B, LT, BEHRKREZES51H. 85 1~THEREF 1 BEERLE,

2) AKEJIE

58 1 EEES 18 5 . 4BBLTT7THO3E, TO®%IE3 HRWL 4 HE
BTl 2 |, MHODOREH (08:00~12: 30 DD CHE L, EEMMPREE1H
(BB TOEH) . 3HBEU 7 HICHEL, TO#%IL3 HizWwlL 4 HERTHE 2
EHEL. iz, ANEEEREHOLY., BERTHRBICEEKRTROSKRAIZD
HAEBOKEZREL Z.

3) EMHEBNE

BEFE1HEEIES 18 GiEMPSO1HR)  4HBXUTT7TH (wihd 3 HEORK
B) ©38, ThEFEE 372wl 4 HHERTHE 2 B (3~4 HEORER) . £/, HIiE
HIAREE 3 H  HMORER) BLUVEETH (4 HEOREER) 0 2H. Thll
I3l 4 HEIRTHE 2 @ (3~4 HEORREE) . e HO—EkHE (08:00~12 :
30 O, 272U, BEHEPREEEN CHEL. 11 BEEEHLE,

4) RBE

BEF 4 ABLUEES 2 8ICTo 7.

RE5H 48 (522 H~23 HBLUR 27 H~28 HOM) &, MEMBORGEICEE
FBMITONT, EEE2E (EH 12 B~13 HOR) REEROSEFHMONT,
BREBZ LY FLIEF—JICEINCRAEL., 8 - BEHEKTT4BEREZERLE, K
WT, HEER - HHEKTTZO%O 20 FEREZHFBRL . REBEARUTOED T
5. b, FRUEEVIO 4 BRI DOWT pH U TR EZ TORELREE. T0O®
ESNE 20 BRERERAWTESES LVREOWE 2T\, RET 4 HEAORER L
U 20 REORBEEGF L TR L2, BKER, #RBZ2Ey FLEY—JITNAELE



5)

RETHENSD 1 HOEREZ, wAKERZHAWTHEL &,

BREHE B H :
pH URIFLET 7A #HBAE [R#fsE—R2]
BHHE URIFLET 7A BB#E [(RRAE—F2]
b b Ak URIFLET 7A BB (RS —R%]
7R URIFLET 7A BHB#E (SRR 5—R2]
i URIFLET 7A iABA [RRERH—F=]
EDPAED URIFLET 7A SB#E [BRREE—H2]
ootEYyY -4 URIFLET 7A #E# [BREREE—R2]
3 Pl i
i B
REE (24 REHIR) wERE
BBIE K AR TR
B (24 REIER) E R
P

a) : mini AUTION ANALYZER MA-4210

(RFEHE—FE)

b) : ZHPRBENERE A—bF72FAX¥%v bk OM-6030

(RS —FH#)

I AR

a)

a)

a)

a)

a)

a)

B-3883

BEHE B I OEEMRE T O HORRENC, sfEMS—K (| 16 FE) #EREIE
et E, T—TIIVRETICREL. BEXEIR? 5 EDTA-2K nFimE (SB-41:
HEEAETR) ChBRZHEML . UTORBIZODWTHELKE. #2ZL., YororE
SR B L CERARS RO RS S AF VREICDWTIE, 3.8%7 ZLoBF MU L%
MAT-EBITHRM L /= %2038 (3000rpm. 10 2/ L TH SN =MmiEE HNTH

ELTz.
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HEEE B o® H % B
FRIEE (RBC) BERIEFTER LS 104/mm?
ANEFOEE (Hb) T UABMNESTOE S g/dL
AR MUy ME (Ht) RMRESBKOFEEROIREFEN SEHS %
THERMMRER MCV) BIUEHERHES us
YRR MERE (MCH

FRIMBREBLIEANETOEENSEH Pg

EHERMERMEAREBE (MCHC)
NEFOECEBLUAT N Uy MENSEHS
WARMERE (Reticulocyte)

=]

%

Brecher # %o
/M3 (Platelet) BRUEHIE LR 10%/mm3
HiflEkZ (WBC) BRI LB 102mm3
=111B3 J=s May-Giemsa 8t %
JobhkorEVEM (PT) ZOw hkd sec.
EHEEs fa R TS5 AF REE (APTT)
70w bEY sec.
o B E B 8
¢ : O—NI—2HBHSEHEMIRT F T Y—T890 (I—IL¥—#)
d) : MWEEBEEEBRHEREE ACL 100 (Instrumentation Laboratory)

6) MEA(LERRE
M AR E DD OFRIML & FFEIZ, BEREINRS S HEE L 72 ¥ % 20578 (3000rpm.
10738 U, EoncmBFeAVWTUTOHRBIDWTRHIE L. =L, GOT. GPT.
LDH. 7-GTP 3L Ul ChE IZDWTH. AN/SU U Z2MA AR IR L -5 2 5E
{O5rBE (3000rpm. 10 #3F) LTHEOSNMEEZAWTRAIE Lz, 28, £f1 ChE IZD
WTIE, BOSEERTOAN/NY iz AW TEIE L =,

HlEEE M EH B By
GOT UV-rate #¢’ IU/L
GPT UV-rate I£¢’ IU/L
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HEHE B & A 3k B4
LDH UV-rate #°’ IU/L
r-GTP 70 WIN-BINE ¥-4-2hITZYN e IU/L
4% ChE (Plasma ChE) DTNB # TU/L
AlP | Bessey-Lowry &’ IU/L
waLAFO0—)l (T.cho) CEH-COD-POD #:°¢’ mg/dL
R ZUESA R (TQ) GK-GPO-POD 1 mg/dL
U igE (PL) PLD-ChOD-POD £’ mg/dL
HMEUIVE>Y (Tbilirubin) 7YV EUJIE #e) mg/dL
ZIa—Z (Glucose) Hexokinase-G6PD & ¢’ mg/dL
R#FEE#K (BUN) Urease-GLDH #:¢’ mg/dL
7 V7 F =2 (Creatinine) Jafféik®’ meg/dL
FhUD LA (Na) 17 BB mEq/L
AL (K A 7 > BN BB mEq/L
##% (CD A F BRI A mEq/L
HIV T L (Ca) OCPC #°’ mg/dL
W) > (P) TY TF Bk mg/dL
wEHE (TP) Biuret ¢’ g/dL
7WV7 32 (Albumin) BCG ¢’ g/dL
A/G . (A/G) BEAEBIUOTINVTI ONEEE

421t ChE (Blood ChE) DTNB ¥¢’ IU/L
RIfiEKk ChE (RBC ChE) 4 ChE. £ift ChE XU TU/L

AT 27Uy MENSEH

B E B as
e) : THEISHWEE Monarch (Instrumentation Laboratory)

7 HEENRE

(1) SRBLUOHEERNE
EEFEHMTONWT, EMBEERKBRVEICI O BUBIE I, &aE, @, W
PLUEREZFVRE - MRS DOWTHFMICEE - R L. KW T. KITRTHE -
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GOV TREER MHER) 2RET5EE B, KN EREHREOKEN S,
R 100g 4 0 OHIHEREEM U7, 28, *HE Dm0 BE I DV TIES
Bl R LS, T DARHETIME L 7=,
B WL DB B (SEXEAD) . . M. SR, BIEc MR g
W b he, TH
@) REAR RS
SEMITONT, KROBE - M2 SBEE 0%l ) SR TEE. fLkEe,
KNT, FRERLZEE - Ml & C—RHRBOBEND 5 HRYEE 5 OFEiED
NI D TS 7 4 SAML. 2055 EROMBEERARRICOWTER &
L. AYRFIUS - IFY> (H-BE) RAEFOERLE. 3510, SRUERS
kD BEOEONA/NY (M) | FEE. BEME, I B, TR B
B BRI, BBLOEE KRR 715 I KBSESBICOWTIE. HBE OEHE
BICOWTHER UL, BERTRERTHRNER S L2 EORPNBE - fl
MESRITOWTRELE, k. (M) . FHBLURBHRICONTE. WE
DELL B BET 5 AR TR 4 7 S REBECY U 2—/N— N L 5 Yefa A 2R L
TEBRLUZ, ARMEEHRMICDOVWTIE, ARIEFRRZ<ERLZ. 51, EERX
VREFTRORBHAICODVWTEEZIBY L/ -,
KB NG, TEEEGRER). SRR, WOABINR. OB SE. M (@ERESD)
. . B, iR . B BB A5 ER. EEE - S FE. TR
BB, TR, BB (LRMEESD) . BIE. WL M. BRI SN 5
FUS/E. B B R, MR LA REE BRIEL SMR. FE. B AR
R EEE). BB, N—¥—IR, G, BBIUEH WF - KRB . KB
BIEH. EERIEEN). R
22 JRER, N\— & — B & CERIT Y SRS CREBLL = 6% 7 L8 LT LT
RS LR 5% ALY U S OSRE K TERE . HAS L UWE LKL T 7 >
ETEHERVWTND ) VEEE 10%HR)IV <) D TRELZ,

8. #EHLE

EFEREHE O S BEHEA U ZREICDWT, £ Bartlett I D EHOSBOE—EOR
EEITolz. TOKE. HBAE OSSR —TRERICK DB ETN, BEICER
ZMNBDH 5 N7z 51, Dunnett HE2 AW THEM ESREHEOTHEOZDORE 21T .
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SR TRWERIC. Kruskal-Wallis DJEMRE Z TV, BETHNUE Dunnett LD
7 (meanrank test #) ZAWVWTHEHEERER EOFLHBENOEOREET> /2. BRE
BRWINBAEM T, AEKELS BIL1%&ELE? . e, ROFENEECOWTIE, &
By BEs: ORIBRE. AEKYE 5 BLY 1%) %, FEMGEENREOREICDWTII.
Mann-Whiteny @ U RE (FRIRE. BEKE: 5 BLXU1%) 2iT-o7.



1.

2.
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HERER

—RARRE

Table 1-1~1-3. Appendix 1~111Z/RL 7=,
1) H5HM

HHENTHORICORETIEAbNANho 7,

BT, 60mgkg U TOREHTIRIERIIA NN -2, 250me/keg BEBHTIE, #
EH 3B S BREFHORDBLUORGEZOREN S SNII U, FO%IT, BRE
BOEADIZITE B DEFIC, MERRERKE & D ITARISHEI THRERTETIRIZE
WEDHITEE I N, o, BEHMKTRICE, BREHOEOEZ2EL - 2 TR
BbAoH., 55 14ITIHIEKES (@Al dBEInk, ' '

T, 60mgkeg LT OEEH TIRENIIA SN o2, 250mg/kg HEBTIZ, £
5% 3N S BREBOPD B LVRGEHZOTWEN A SNE LD, FOEIL, WTh
OEROFEGER & & ITHBHDEA. REHIEE TR T A BER OB L5861,
TR ZEeAIcERI Nz, £, B5F 4803, BRESOROEE LAEKTIR
K bAON., —HOBMTIIRE. HIED 2 WIIIRRES @) beigans,

2) mEIEIE

T3, 250mg/kg HEBED 6 #1F 1 HITHFERIOBD . FiRH L OIHRES G
#) 2H5N. HEEHOMAOEES 13 Biclsk U, HIS & OIS E e 5
EECTERIN-, '

T3, 250me/kg BB 6 HIFF 3 HIIC HEEEB OB, BE, B S ICIRERE
B (R HH5N. 55 2 A TRELEEREN:, 055, HREHORD. B
EBIVHEIIEIE 7 BN 5 14 HORIZHE LA, B85 K ERES I EE I 2
BUTEEI N,

“E

Fig. 1, Table 2-1. 2-2, Appendix 12~18 {T/;rL 7=,
1) HEHIME

BETIX. 60mg/kg LUT DHREGHOKEI. MR & FABICHEB L. 250me/ke 351
OREL, &5 14 HUBRMBELZEEICTE> THB L. {5UM2 R -4AEHNE
HAI IR THEEIE,N - /.

J— 20_
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T, 60mgrkg LT OREHOMAEIL, BB & FEHRICHR Lz, 250mg/kg 58
ORER., #5 18 HUBRMNEHE2EEICTE > THB L. S50M2E C-aEMmE
HMEBICHENTHERICEL - .

2) [EIHEHE

250mg/kg REHOMEET, HlEE SICEEMMZEL THREZEBICTE > THERS

U, TR, BEAEZECEERNED HBEICHRTERICE, > L,

3. {HEER
Fig. 2. 3. Table 3-1. 3-2. Appendix 19~25 {ZT;RL 7z,
1) &5
HEREE BT, 60mg/kg LT OREGEHOBHRIIGHBLFZR TH > /2. 250mg/kg 5
HOBERIT. £5 18 AU RBICHENTHEREMERL =,
2) [EIEHAR
HEHE & B2, 250mg/kg HEGHOBHER. REMHBEZEUC THRBICEXTEERE
ExZRLTz,

4 RBE
Table 4-1~4-8. Appendix 26~46 IZ7R L7z,
1) BEHE4BRE
BT, EHNEEICBNW T, K pH OFEREBETBICRIEER O VBEEHOHE
BB 60 BLUN 250merkg HEEIZH SNz, ERIEE T, 250me/kg 58T
BAKEOEEREABIUCRBEOBAOENERBEEOEB/RMAA SN,
T, EHMEBICBN T, K pH OFERME T 250mgkg HEHITHON, ER
MEE TR, EKEOHERZRD 60 BXU 250mg/keg HERICH SN,
2) EES2ERE
BT, EHNERICENT. REBFO CBEEROEBIZHEH 250me/ke 5
Bicaoh, EENEE T, 260mgks BHEHTHRAERBIVREDOAEERBRONH S
nrz,
T, EHEMNEBICBWT, R pH OFER EAM 60mg/kg HGHICH SN, A
BRI U T Rh > 7. ERNEE TIX. 250mg/kg 58 THKROBMAHEI S
JUORBOEBERBONS NI,
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5. MRFRIRE
Table 5-1~5-4. Appendix 47~60 IZ/R L7z,
1) EHEE TRRE
BT, 250mg/keg HERH THIMERE., "NEFOECRBLUAT I Uy MADEE
RmET O D EVRRBRIUOERILES PO AT S AT CREOFEIRIEEAH
Aoz, b, FobolEVREOFERERIX 15mg/ke HEBICHA NN, H
BRI CIELTR e 2.
HETIE, 250mg/kg REBHTHRMBE, NE/OEBRBIUANTY R Uy MEOEE
I & R MERA R, TR MR AR RSB X CHREFRMRRORFERBADNS S Wiz,
2) [EIfE IR TR
BT, 250mg/kg HEH TRINEREOA BRI S TITEERMEREEB L NFEG
RILER AR BEORERHANH LN,
T, 250mg/keg IREGHTHRIMIRE O IMEE & FIIFRMEREFE B K LS FR M ER fn
BREREOEERBONA LN,

6. MEAEILFENRE
Table 6-1~6-6. Appendix 61~81 ICR L 7=,
1) HE5HEKTRRE

HTIE, 250mg/kg REFHTRIVATO0—-)b, U VIEE., REZEHR. HJULBLTN
TN T AOEBREMNA LNz, 128, AIG LOFBEMMD 156me/kg REBEICHDS
nnt, RIS RS TdEN o 7,

T, 15mg/kg L EOREHTHN S U LAOEERBMAA SNz, 250mg/keg 5
BTRINCIMAT GPT #&ik. oL ZA50—)l, NIZUESA R, Y igaBLY
REBHEOFEERMEME AIPEE, 7L 7F o0 BIUOEZROFERBONB N, 72
B, BFEOFEREADIT 16mgkg BERITOAENZN, ARBRIESCAEBILTIZah o7z,

2) [EEHERTERE
HTIE. 250mg/kg REH THEFORAEREME AN I LAOEELZBONA SN,
T, 250mg/kg G TAIPFEHEI LT FZ o OFERBEONH SN,
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7. BRFIR
Table 7-1. 7-2. Appendix 82~95 IZR L7z,
1) #5 RN T R

BT, HORMGDOIEEL 250mg/ke HEH O, 818 CIEED 250mg/kg 5
Hoe gt 1plicHLNE,

BT, B OBFGDIERED 250mg/kg B 5# D 6 #iH 5 Flic, 71E OIEED 60mg/ke
BEHOD 6 it 2 fl& 250mg/kg HEHOLHFICH SN, £, 250mg/kg BREBD 1
FITHE, HIEBICIRINES GOldE) 2. o 1 6 TIRERESRRE (Frfite) 2
577z,

2) a7 Rl

B TR EREE (M) 2% 250me/kg BREHED 6 FH 1 41 B E OB 7R B8 250me/ke
BEFHO 6 flf 1 AICH SN, Fo, MEHO 1 HICERBIUEE LEO/NRLE
) NH sz,

HETH. REREE (MifitE) 2%250mg/ke HG5HO 6 P 3HlicH SNz, Tz, BE
DR R AR B LU 60mg/kg HE5HOE 1 HIZA SN,

8. WREER
Table 8-1~8-4. Appendix 96~ 123 IR L7z,
1) BREHIERET REIR G
HBRMERGITEET 5 EEASNDSIEN. MHEORWR MO L UIRICH S
iz,
iR HETE. ENEROAELED SHMEROBADERN 250me/ke HEHEIC
HENTz, WETIE. HEROFEZHEDY 60 B LU 250me/kg H 5B,
MM EROAEREADN 60meg/kg BREBICH LN,
Pl @ #ETI MBEEISREROMICEIA SN 2. T, HNEED
AR 250me/kg HEGRHICH LNz, .
B . HMNMEBROEEREAN 15mgke U ELOBEHIC. NEROAERBAD
N 250mg/kg WEBIZH SNz, 2B, BAEEOEAIL 16mgke 158
KbHLENEN, AR UEE(LL TR a7z,
2B, BTHEBOHMEROAEREADN 156mg/ke RERITH LN ARITEUR
BTN oz, F2. 250mg/ke BGRICBWTHBEOMN, OF. . BESIOE
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B VR EEBLUBER LA THRAIERORD EHMNEROHMOWT NN H B Wi
FAMBSNTZN, WINLHRFOKEDEMICERTSELEEA SN,
2) [EMEHIEHE TR

HRYBEREICEET S EEXSNSE(LN. BOFEBICAH LN,

g BT ANBIUHHEROFEREOMN 250mgke REHTHENZ,
1T, EREROFERRDN 250me/keg #EHICH 5NN, HNER
TEEWRL, HRBOKEDEMEICERTIELEEZ SN,

26, 60 BLUN250mg/kg RHEHOMOM. MER LURIE. 250mg/ke RS5O
OB LERE. #HOMi. BE. BERPLICHE A2 S NCHORIR, DS L USIR
BWTHNEROD EHNERBOEMOWTNMD D NIEEARASNEN. Wh
HHRFFOKEORKMEICERT 2R EZEZA SN,

REEBPMNRE
Table 9-1~9-7. Appendix 124~141 12, 7. TR DA Z Photo. 1~49 (TR L 7=,
1) 5 MM TR
BBRYER T3 EEZ S NDE(EA. RO (K8 . F8. LEmME. Jf.
B, FIRIR, IRERBLUE (KEE) . BOMBREMES XOMOBREH CKIEE) a5
Nz, 28, KEBHERGIHBRYERSOYENEDNZZOEERHED TRHAICD
WTRR L2 BEOCREBRMERSOBEI RS L .,

B ()

TBEEELRBEOHLEAEMMA (Photo. 2) A% 250mg/kg R E5HD
M 4l M 6 PlRplicH LN,

i . CHREEFFREEOROEAERMAE (Photo. 6) % 250mg/kg IREEED
HEABIEHES BlIC, Z<BEMNSHEEOMBRMEDOLEY (Photo. 6) A%
250mg/kg TG OMHELAICH SN,

Sgmit . C<BEEOMRREMEDOEME (Photo. 10) A% 250me/ke # 5B DML HNC
A 5Nz,

fif r ZTBEFLIIERED IRHRE LEMBOIXA (Photo. 14) A% 60mg/kg
BEBROME 2 5 & 250me/kg HEROMRBSFIC, < EE MK/ Mm% ™
O RFEMILE T (Photo. 14) A% 250mg/kg ¥ 5REDHE 2 HI & 1 iz H
SNiz, e, T<BEFZEIBREOHREMBOER (Photo. 16) A%
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15mg/kg 5 BEOHE 1 W‘JBJ:U\\ 250mg/kg XG5 REOBESH S 3 #lic, &
Bl L Q@R (Photo. 16) 7% 250mg/kg HEEHOME 1 FlicH S
7z,

IBENSHEEOHBMERGOBFK (Photo. 21, 22) 4% 60me/kg
BREFO® 3 fI &M 5 Bl 250mg/kg BGHOMELHIT. BEOMER
ETFDOKE (Photo. 22) 2160 BLU 250mg/kg HEROMES 2 HlITH S
Nz, oo TREHDVWIIREORFEFZDULS5 A (Photo. 23)
W% 15mg/kg IR GEEOME 1 61 & 60 BL U 250me/kg RGOS 2 FlizH
5z,

Z<BEOEK EERHEOIEKA (Photo. 27) 4% 250mg/kg 1 5B DML
it 2 i H STz,

T<BEEDERM (Photo. 31) 4% 250mg/kg EH DU 1 flicHSH .
BT, L Em A IERE, 15 B L 250me/kg R GRETIZEE (Photo.
34) MWENTH 4 W 5 AITEOMB TS BETH > 2DITHL,
250mg/kg B ETII 2N T <BE (Photo. 35) TH D HSEMDEKT
Raoh, FEHENICOERERETH /. TR, HE#BEZKESHD
TS IMIC 2T A S s o Tz,

TLEBENSHEEDOHENRE (Photo. 39) % 250mg/kg H 5- 5 DO#E 2 #il &
s icH SNz, 2B, BEOHMTAOHMmA. HWIRKICIREREE DR
FREDERD 5Nz 250meg/kg BEFOM 1 H1ICH 5 NZ0, FEFEAMIR
NOMEZEFRR S HE LTz,

Ky (Biiza0)

BEDH 3 WIEHEEOERKOM# (Photo. 43) 2% 250mg/kg 5RO
#Eeplicsoniz. £k, T<EEOBIMOET (Photo. 47) 4% 250mg/kg
BEROM 4 FICH N, b, TLEEQENOETIE 15me/ke 5
RO 1 i bED SN, RIS UREL TN 5 2,

IS T O RAA SN0, T OHBUREB KRB RN S BRI R LT L

7z
FriE
B

BUNAEERE CHIBEEOME 1 #1838 KT 250mg/kg B5- B QMRS 1 61)
PR RS GHEEEORE 1 4) . B FHEE (250mg/kg GO 1
&)
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REKTRHREATRRE L MOBE - fli. Tab5XE. OB, *E. =B,
=i, WG B MR BB BT, BRI SONEL SET ) SN, B R B
BBk, ATAZAR. BREE. TE. BBLUEH (WH) Lo TICKESRERMIIEIRERR
RBDLsNBRho 7.

2) BT REIRE

HEMERSICEET 2 EEASNLIELA, HEOHEHE, LEME, I, B, FIRIE.
BERBLUE (KEBE) BLUHMOE (D) . Bl (KBRE) a1,

B (XE)

ik

AE R

fiti

SN

HRER

T < BEOHLE EERRY 250me/ke 13 5RO 1 HICH BN,

I <BEEN S PEE QOMIERMEO TS 250me/kg -G B DO #EME 2 H1Z 2
s5hz.

< BREEDH D WITRE OMRERRMEO TN 250me/kg R G- DHE 4 61 - 1
2flizcAsniz,

Z<BEO I B BB OAD 260me/kg G5 REOMERES 3 #1IC,
Z < BREE i/ fn R BH O RAEMIHT R 18 2% 250me/kg B 5RO HE 2 6112,
¥z, T BREOTAFMBOEREN 250mg/kg £ 5-BEORE 3 #1l &4 5 HiliC.
Z<BEE DN _ LR OB 250mg/kg HEGEOM 1 flicA SN, 12
B, T<EEOHBOWIMN 250me/kg GO 1 FlITAH SN, F
DFBELEHHERD S BRI R S WL 7=, |
CBEOMB/IERBGORERN 60mgkg REHOM 1 fiBXIY
250mg/kg X GBOHE 3 Fl &M 2 BlicH BNz, B, T<BEHDIZVIL
BEOREOUS ANMIBE & 60mg/ke REHOMS 1 flE 250mg/ke
BEFOHE 1 ICAH SN, TOHBIRRB LR EAEIR N & H 3
FRR &ML 7=,

T<BREOHEM EEMEOIRADN 250me/ke BHEROH 2 £ S 1 HI2H
57z,
BEDDNWIHEEDOERNED 250me/ke EBHOK 2 fl HE2FICHS
Nz, 2B, TKBEOREEOAIRIA 60mg/ke HEROH 141, T<8
BEOAROHIKIL 250mg/kg 5B OM 1 #l. ZT<@EEORBEOZEHEN
60mglkg B EREDKE 1 41, T < EEEDMIBAN, 250me/ke B 5B OIE 1 51
AL, WIS EOHBIRT S L HE AR S EBRITR &
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HIwr L 7=,
K (BHZED)
BEDDWIPEEOBEWRO S 250me/kg HEHOMBERXHITH S
Nk, Tz TKBREOEMOET (Photo. 47) 7% 250mg/ke R 5-F O
4 flicH 5Nz,
2B, BECBWTIKBENSHEEORMNENNHESHOAICH LN, I
BEEISREHOMTEEICERZRD SNho 7. MICUTOmERA SN, Z0
HER R B KRB ERMER D S BFEF R & Fikr Uiz,
HRBIER LK
BHEOEME. RELENOETFOREADB IUHIRE OB (KA.
WIRMICHE RS KR LR O/NEUE RO 5 N IBEEOHE 1 41)
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% B

Crj:CD(SD)*% SPF MHZ v BT, U BRI AFIVE 0 CGHU—7: xHEED . 15,
60 BL U 250mg/kg/day DR T 28 HEIXEMHEIROREG L. 2OBHERHTI L EDIT,
60 B LV 250mg/kg HEBIZTDONWTIIZ D% 2 BERE S &, BLOEEHIZDOWTRET L =,

BEHET2EC TRECEBMIASNEZM o7z, —RIRE T, 250mg/ke BEROMEREIZ
BWTHESHB %L CHEEHORD. ER. BREEBIUCRERZENASNE, BRE
OB BLCRERERTZ L5110, HRPEOMERIIH T HEEEE KB LB T
o7z, 2. IBREBEIANEICLS2 DO TH o7z, 1B, ZEHITHENZHREIIFESERE
COBBENETE, Fie. AERMIIE., SEB L CRMEICH L TR 2S5 25 %
S5NTNBIENS, EROMERIZHT HHEENLzbD 3B bhlaho 7z,

RETIL, 250mg/kg H¥EHOMETHR GBI OZ LI HBEFEENENTTEH B o, &
fHEbLEMZRL .

RRITIE. 60me/kg BEGHOHE L 250mg/kg 5 M OMHE T pH OEFRASNE=NZD
BB SN TN o 2. 728, 60 BLU 250me/kg BESHOM TIIRILHEHDY VHEERS
ROBONHB SN, pH OETIIEIELTHD ., BHERBTIHOTIERMhoz, E
7. 60mg/kg FH RO & 250mg/kg G RE O TEKBOBD, TRISICREORD
ERBBREOWEMMRB 5NN, INSTBHEABROEDITH:> TEKENEALEZDOEL
EEZLNZ,

MAEFHIRE TIiE. 250mg/kg HEROME THRLRE, NE/OECBBLUANT R Y
v MEOKIN, T3S 5 I EERMERAES L YRR M AREOB DS 5 N0,
ZOBFEHS N TNz, 725, 250mgkg &5 O TIXRRMIERRDNFA Uiz, 5K
MERB DI T D BIEHEOEILEEZ SNz, £/, 250mgke FERHOETII /O b
CEVEMBIUERRS O LR TS AF CBEOEENA SN, HRYEORBERICH
T HEENRREI N,

MAREFERRETIL, 250mg/kg L 5BHOMHETER IV XAFO0—ILBL Y VIEE 0.
HTRIRICMATRI US54 RBLY GPT HHEOMEMAA SN, #RMEAIIEEH
BT DM RB AN, 250me/ke BGOSR ESROMETII AL ST AOHEM
BH SN, 250mekg FEHOMHE TIIARBTHEANHENTNS ZEh b EBMERS
OHEMREIN/Z, LML, 15mgkg HEHOMBIIDOWTRECOBRENODTNTHD. it

—_ 28._.
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DEHBIZBWTHENSERB TN ONT HRYERSC LB ELZEZIEN -,
Z Oz, 250meke HEHOETREZRBLON Y & AORIN. HTREEE ORI,
AP &, VL7 F o0 BIUGEROWEDNH SN, AP BB ZBRFEIWT NS #
BRYEREOHEERRTDHIODEEX SN,

FEENORETIE, B () . T LEWE W 5. FRER WER. R 88X
B (KEE) 5 UCRBERCEENA SN, LEEED IUEH TIIHEGH O
250mg/kg B E5HOMHEICA SN, ERIVEFHOMEME TP MMEAEMEDBED N,
MR DL, AHBYEOBELMTHD I VBN AFILOSy r2AVWERERES
M AFERAEFEHEERD KBNTHHLNTHY, HERVAHRYE OENNE &%
5Nz, 2B, B (HME) . BHBICAEHRCDOWTART 4 7 O REBIURI Y 2—N—-
N SREEATHRRALUEE, B (K8 TBV 5 PO OB BRI AL 3B T sk &
e I iz,

Jiti T I Bfiife L IR DK AY 60mg/kg IG5 HE DM & 250me/kg RS REOMEREIZ, Flif/
I 8 B D R AERIHR 4 B L VIR DR R 250me/ke I GEEOMEREIC, il B 0@
RS 250mg/kg G EEDOMEICH SNz, 2B, WWHFEMROERN 156mg/ke HE5HOBEICHHA 5
NER1BAOHTHY., BB BERRENCUIELIERBD NS T ENSHBMERE LD
B I ST L 2, '

B CIXHIBM 2B 7 & H 5 WITRTH OIEE D 60me/kg I 5B DM & 250me/ke 58 O Mk
A5, REMBFEN IR BB OB 60 BLU 250me/ke 5B OMEREIC. Al
BRI T OKED 60 BL 250merkg HGHOMIC, iz, RIBEETNGOURS DD &%
Eicasnz. TNSOELE. WTFhbAHBEMEIVE T SREICH T SRIEEICES
DEEZBNIZ,

ERIE T, HIBNEZREEIEEBD NN 22D D 250mg/kg 5 OM M THEE LEO
JERDA SN, ERYERSOHENRD SNz, FRBEFIVE G, IV AFo—-I)V%E
BFIEZIEMMENTNSY , ZFHBRTIE 260mg/kg HEFOM#ETHF I L X7 O—))
ML TNBE, FRBRIVECOETEZRET BB EROIERPBDENTNE Z &0
5. mF I L A5 O— )L OEIMIFREFRIVE > OETITE S ATREHARR X Nz,

HIE Tt 60mg/kg B EROME & 250mg/kg 5B OME#E TEROEADN, HEAMERICIE
ZEHED 250me/kg WERHOBITH SN, HRYHEBRSICEID b o S ERBREEZ KL
EELEEZ OGN,

AL T, B BV A BGE M O T A 250me/ke G BEOREIC, KRG BEEICH T
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SiEMDET A 250me/kg HEROMICHASNE. BH, NS OEIMERNREICBIT
LRMIBROEEHETHHOTH B0, TOBFEIRATH - 7z,

BTIIRBEFICBWTERR OB 250me/kg HERHOMBEICH 5N, —F. WEITE
BBHBENBNI ENE, FEBYEIIEERORRIIAONOEEEZRIZL TWEEEX
57z,

BRER CIIWIR7/2 R B Y 250me/kg RSB OMEIZA S h., FEMARZNICIIANENERD
577z,

ZOME LT, HBOERBMA 250mg/kg 258 OHEITH 5 N7z AR ZEHNT AT 5 1L
BERDENT, EFRMNAEILEEZ SN, o, SIRERBOFEADNERERICH SN
FEHRESROFEERIIAEKL TRHOMERBLIUOERT—F EHBT 5 & k2L, Mk
FHZH BB S NaNnWI &6, HBRMEREG LOBERIIRWEEZL 5N,

REICLD, LROELDODE, LEMHREBLUEHICE T 2RO, — keI
BT BEREE. AEBLCEHROKE. RRECBIIHAERBLICREOWD. FRIMERKD
wm, 2L 7FoRd. KEBFICET5EMKOB#ES RSN OK TS RO K
REBEEB L UCENBRICDOWTIHHS M REEEERD s hah o k. TOMOE/ITDOVTIE
e FFEREI N, AEENRDGNZ. 2B, RRE, MEHORE. ML ERE
BIUOBREERICBWTRENBICHZICELZAECZHERAZ LN, Wb EEEN
BEBEFIBWELLEEZ SN,

PLEOMI Y VB RY AFIES v MZ 28 BHERE RS LR, 228D 15me/ke
ULEOEREHOME S5 TN 60 BLY 250me/keg R EFHOHEDE ., 60 BLU 250me/kg HE51E
DHEDR. & 51T 250mglkg W ERACBIT B HEHEDORE (e} . T, BEME 8 (K
) BLIUIBREMORBLIUEH (KB a5z, —F 15mg/kg {HE5ROBTIIEIL
BELsNnho 7.

INSOFHENS, ZHRICBIDHY VB R AFIIOEZERIHE TIE 15me/kg/day.
T 15mg/kg/day 2 TE S L#EEI N/,
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BYCEBMNIAFILOSy hEHW: 2 BFIRERORSEERR (FHRAR) Gits
HRVUY—FLy— BRBRES :U-1419, 1998 )

Shayne C. Gad and Carrol S. Weil : Chapter 15. Statistics for Toxicologists. In

“Principles and Methods of Toxicology” 2nd Edition, edited by A.Wallace Hayes,
Raven Press, Ltd.,,New York, pp.435-483, 1989.

USERM)AFIDOSy bRV REREEME - CSEREFEHERER
{t¥YaHEEHEBRERE 3 :289~300. 1994

PAHSER R, FEER
18 ERRE., EREESRESE, BE 15 K. LEKR&. HE. pp307~322. 1992
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40

Male [E// —~ — &

30

Food consumption (g/rat/day)

20k
10+
o—o 0 mg/kg
A~ — A 15 mg/kg
@— —mMm 60 mg/kg
o——¢ 250 mg/kg
O i | | 1 | I i ! L1 | i |
1 4 7 11 14 18 21 25 28 3 7 11 14 (day)
— Administration , |} Recovery ——

Fig.? Food consumption of rats administered orally with phosphorous acid, trimethyl- for 28 day
and followed by a recovery period for 14 days

Food consumption
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10
o——o 0 mg/kg
A- — A 15 mg/kg
— —m 60 mg/kg
o—-—o 250 mg/kg
O | | 1 | | | ] { 1 1 I 1 I
1 4 7 1" 14 18 21 .25 28 3 7 11 14 (day)
’ Administration { | Recovery ———
Fig.3 Food consumption of rats administered orally with phosphorous acid, trimethyl- for 28 day

and followed by a recovery period for 14 days

Food consumption
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Table 1-1 Clinical signs of rats administered orally with phosphorous acid, trimethyl- for 28 days

Day of administration

Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 i2 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 15 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 [ 6 6 6 6 6 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 15 No. of animals 6 8 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 i2 12 12 12
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Table 1-2 Clinical signs of rats administered orally with phosphorous acid, trimethyl- for 28 days

Day of administration

Sex Dose Findings
mg/kg . 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 15 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 10 7 5 8 7 6 6 5 3 2 2
Decrease in spontanecous movement 0 0 0 1 3 2 0 ¢} 0 4] 1 1 1 2
Salivation 0 0 0 1 3 5 4 5 6 6 7 9 10 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 2
Opacity of eyeball (bilateral) 0 0 0 0 0 0 0 0 0 0 4] 0 1 1
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abpnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 15 No. of animals 8 6 [ [¢] 6 8 [§] 6 [ [} 5 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
GO No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 9 7 5 5 5 5 6 4 3 2 1
Decrease in spontaneous movement 0 0 (¢} 1 3 2 2 2 2 2 3 4 4 6
Salivation 0 0 0 3 5 7 7 7 7 5 7 9 10 11
Unkempt fur 0 0 0 0 0 0 0 0 0 0 2 2 2 4
Tremor 0 0 0 0 0 0 0 0 ¢] 0 4 4 6 6
Opacity of eyeball (bilateral) [¢] 0 0 0 0 0 0 0 0 0 0 3 3 4
Emaciation Q 0 0 Q 0 0 0 0 0 0 0 0 0 3
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Table 1-3 Clinical signs of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days

Day of recovery

Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 68 6 6 6
Male 60 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
250 No. of animals 6 6 6 6 6 6 3] 6 6 6 6 6 6 6
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Decrease in spontaneous movement 1 1 1 1 1 1 1 1 1 1 1 1 0 0
Tremor 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Opacity of eyeball (bilateral) 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 [¢] 6 6 6 8 6 6
Female 80 No. of animals 6 6 6 6 6 6 6 6 6 6 8 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 [ 6 6 6 6
250 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Decrease in spontaneous movement 3 3 3 3 3 3 2 1 0 0 0 ] 0 0
Unkempt fur 3 3 3 3 3 3 3 3 3 3 0 0 0 0
Tremor 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Opacity of eyeball (bilateral) 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Emaciation 2 2 2 2 2 2 2 2 2 2 2 2 2 0
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Table 2-1 Body weight of rats administered orally with phosphorous acid, trimethyl- for 28 days
Day of administration
Sex Dose Gain
mg/kg 1 4 7 11 14 18 21 25 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 214 242 271 310 338 373 397 421 443 229
S.D. 7 9 11 12 15 19 21 26 28 26
Male 15 No. 6 6 6 6 6 6 6 6 6 6
Mean 214 241 268 304 330 360 378 398 416 202
S.D. 6 8 8 8 8 9 11 10 13 11
680 No. 12 12 12 12 12 12 12 12 12 12
Mean 215 241 269 312 339 373 400 423 445 230
S.D. 6 10 12 16 18 22 25 31 32 28
250 No. 12 12 12 12 12 12 12 12 12 12
Mean 214 244 270 299 314n» 330#» 335#» 337ww 33T 123ww
S.D. 6 8 11 16 20 25 30 33 37 33
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 170 179 189 205 215 228 237 250 259 88
S.D. 4 6 5 8 9 11 12 11 13 12
Female 15 No. 6 6 6 6 6 6 6 6 6 6
Mean 168 179 188 202 215 228 234 247 253 85
S.D. 8 5 7 9 9 13 13 11 15 16
60 No. 12 12 12 12 12 12 12 12 12 12
Mean 168 179 186 200 215 227 236 248 255 86
S.D. 4 8 7 8 11 14 17 17 21 19
‘250 No. 12 12 12 12 12 12 12 12 12 12
Mean 169 180 191 202 205 205#» 200+ 193#» 188« 19#=
S.D. 5 5 5 6 8 14 17 20 24 24

Unit

Significantly different

from control group (##:p<0.01)
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Table 2-2 Body weight of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days
Day of recovery
Sex Dose Gain
mg/kg 1 3 7 11 14 1-14
0 No. 6 6 6 6 6 6
Mean 447 458 483 507 512 65
S.D. 24 28 27 28 34 14
Male 60 No. 6 6 6 6 6 [
Mean 457 469 488 511 520 63
S.D. 26 28 28 31 32 8
250 No. 6 6 6 6 6 6
Mean 343 e 343 353 %+ 367w« 3T4#x 3lss
S.D. 44 43 42 42 40 12
0 No. 6 6 [ 6 6 6
Mean 264 271 281 294 298 34
S.D. 9 11 18 24 29 23
Female 60 No. 6 6 6 6 6 6
Mean 256 256 287 277 281 25
S.D. 15 12 13 15 19 6
250 No. 6 6 6 6 6 6
Mean 186a» 188#= 193as 203»+ 208x+ 21
S.D. 25 26 20 16 17 12
Unit : g

Significantly different

from control group (#+:p<0.01)
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Table 3-1 Food consumption of rats administered orally with phosphorous acid, trimethyl- for 28 days

Day of administration

Sex Dose

mg/kg 1 4 7 11 14 18 21 25 28

0 No. 12 12 12 12 12 12 12 12 12

Mean 26 27 26 28 28 29 28 27 29

S.D. 2 2 1 1 2 2 2 3 3

Male 15 No. 6 6 6 6 6 6 6 6 6

Mean 26 26 26 27 27 28 26 25 27

S.D. 2 2 1 2 2 2 1 2 2

60 No. 12 12 12 12 12 12 12 12 12

Mean 27 26 27 28 30 30 30 28 29

S.D. 2 2 2 3 3 3 3 4 3

250 No. 12 12 12 12 12 12 12 12 12
Mean 27 27 27 27 26 26 23%s 21%» 20

$.D. 2 2 2 3 3 3 3 3 4

0 No. 12 12 12 12 i2 12 12 12 12

Mean 22 20 19 19 18 20 18 19 20

S.D. 2 2 2 2 2 2 3 2 3

Female 15 No. 6 [§] 6 6 8 8 6 [ 6

Mean 20 19 18 18 18 19 18 19 19

S.D 2 1 2 2 1 2 2 2 3

| 60 No. 12 12 12 12 12 12 12 12 12

] Mean 20 19 18 18 19 19 18 19 19

I S.D. 2 1 1 2 2 2 2 2 3

| 250 No. 12 12 12 12 12 12 12 12 12
Mean 21 19 19 18 17 17w 13+ 124« 12+

S§.D. 2 1 2 2 2 2 3 3 4

Unit : g/rat/day
Significantly different from control group (##:p<0.01)
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Table 3-2 Food consumption of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days
Day of recovery
Sex Dose
mg/kg 3 7 11 14
0 No. 6 6 6 6
Mean 32 34 34 32
S.D. 3 2 2 3
Male 60 No. 6 6 6 6
Mean 33 35 33 34
S.D. 2 2 2 2
250 No. [¢] 6 6 6
Mean 20%» 22u4 24%» 24 =
S.D. 4 3 2 1
0 No. 6 6 6 6
Mean 24 25 25 24
S.D. 4 4 4 5
Female 60 No. 6 6 6 6
Mean 22 24 24 22
S.D. 3 2 3 2
250 No. 6 6 6 [§]
Mean 13w 16as 18%e 17
S.D. 4 1 2 2
Unit : g/rat/day
Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 4-1 Urinalysis of rats administered orally with phosphorous acid, trimethyl- for 28 days
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/Ke 5.0 5.5 6.06.5 7.07.5 8.08.5 9.0 - - P A - - + A+ 4+ A4 - 4= 4+ 4+ At b4
0 12 0 0 0 1 2 4 1 0 2 8 2 0 0 11 1 0 0 O 0 12 0 0 0 O 0
Male 15 6 0 0 1 4] 0 2 1 0O 3 2 1 0 0 5 0 1 0 O 0 6 0 0 0 O 0
60 12 0 2 0 3 4 0 On* 1 4 6 1 0 0 11 1 0 0 0 0 12 0 0 0 O 0
250 12 0 7 2 3 0 [¢] Onsx 0O 6 9 3 0 0 11 1 0 0 O 0 12 0 0 0 O 0
0 12 0 0 3 5 2 1 0 3 4 4 1 0 0 g9 3 0 0 O 0 11 1 ¢ 0 0 0
Female 15 6 0 4] 3 o} 1 0 1 0 2 3 1 0 0 5 1 0 0 0 0 6 0 0 0 O o]
60 12 0 2 2 4 3 0 0 3 3 5 1 0 0 12 0 0 0 O 0 12 0 0 0 0 0
250 12 0 5 5 1 1 0 O 0 3 8 0 0 0 11 1 0 0 0 0 1 1 0 0 0 0
1) - 0 - 5 mg/dl += 10 - 20 mg/dl + 1 30 - 70 mg/dl ++ : 100 - 200 mg/dl +++ 1 250 - 400 mg/dl ++++ : >400 mg/dl
23 - : 0 mg/dl +- 5 mg/dl + 10 - 20 mg/dl ++ ¢ 30 - 45 mg/dl +++ 1 60 - 80 mg/dl ++++ 1 >80 mg/dl
3) - : 0 - 10 mg/dl +- 30 - 50 mg/dl + 70 - 100 mg/dl ++ ¢ 150 - 200 mg/d1 +++ : 300 - 500 mg/dl ++++ 1 21000 mg/dl
Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 4-2 Urinalysis of rats administered orally with phosphorous acid, trimethyl- for 28 days
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - 4= + A+ - - ERR P S R SR S + - + 4t A At LY Y DY
0 12 10 1 1 0 O 12 0 0 0 © 0 11 1 0 0 0 0 12 ©
Male 15 6 5 0 1 0 O 6 0 0 0 O 0 6 0 0 O 0 0O 6 0
60 12 12 0 0 O O 12 0 0 0 O 0 1 1 0 0 0 012 O
250 12 12 0 0 0 O 12 0 0 0 O 0 12 0 0 O 0 012 O
0 12 11 1 0 0 O 12 0 0 0 0 0 12 0 0 O 0 012 ©
Female 15 6 6 0 0 0 O 6 0 0 0 O 4] 6 0 0 O 0 0 6 0
60 12 11 0 1 0 0 12 0 0 0 0 Q 12 0 0 O 0 012 0O
250 12 12 0 0 0 O 12 0 0 0 ¢ 0 12 0 0 O 0 012 0
4) - : 0 mg/dl +~ : 0.03 mg/dl + : 0.06 - 0.1 mg/dl ++ 0.2 -~ 0.5 mg/dl +++ 2 21,0 mg/dl
5) - : 0 mg/dl +- : 0.2 mg/dl + : 0.5 - 1.0 mg/dl +4 2.0 - 4.0 mg/dl +++ 1 6.0 - 10.0 mg/dl ++++ : >10.0 mg/dl
6) +- : 0.2 - 1.0 mg/dl + : 2.0 - 3.0 mg/d1l ++ : 4.0 - 6.0 mg/dl +++ 8.0 - 12.0 mg/dl ++++ : >12.0 mg/dl
7) LY : Light yellow Y : Yellow DY : Dark yellow

No significant difference in any treated groups from control group.
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Table 4-3 Urinalysis of rats administered orally with phosphorous acid, trimethyl- for 28 days
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - +- + ++ e+t - 4+~ + +4+ +++ + = + 4+ 4 - 4= + ++ +++ - - - - + +4+ +++ - +- + +4+ 4
0 12 12 0 0 0 O 11 1 0 0 O 12 0 0 O 12 0 0 0 O 12 0 5 7 0 0 0O 12 0 0 0 O
Male 15 6 5 1 0 0 O 6 0 0 0 O 6 0 0 O 6 0 0 0 O 6 0 4 2 0 0 O 6 0 0 0 O
60 12 12 0 0 0 O 12 0 0 0 O 12 0 0 0 11 1 0 0 O 12 0 10 2 0 0 O 12 0 0 O O
250 12 12 0 0 0 O 12 0 0 0 O 12 0 0 O 11 1 0 0 O 12 0 11 1 0 0 Q== 12 O O O O
0 12 12 0 0 0 O 11 1 0 0 O 12 0 0 O 12 0 0 0 O 12 0 10 2 0 0 0O 12 0 0 0 o©
Female 15 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 6 0 0 0 0 6 0 5 1 0 0 O 6 0 0 0 O
60 12 12 0 0 0 0 12 0 0 0 O 12 0 0 O 12 0 0 0 0 12 0 9 3 0 0 O 12 0 0 0 O
250 12 12 0 0 0 0 11 1 0 0 O 12 0 0 0 12 0 0 0 ¢ 12 0 12 0 0 0 O 11 1 0 0 o
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ : Moderate
+++ 1 Severe
Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 4-4 Urinalysis of rats administered orally with phosphorous acid, trimethyl- for 28 days
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/rat/24hrs mL/24hrs mOsm/kg
0 12 Mean 40 9.5 1875
S.D. 6 4.1 306
Male 15 6 Mean 36 8.8 2058
S.D. 5 6.3 549
60 12 Mean 43 9.9 1941
S.D. 10 4.0 365
250 12 Mean 25n % 6.4 2352#w
S.D. 5 2.2 320
0 12 Mean 39 6.4 1954
S.D. T 4.6 678
Female 15 6 Mean 33 6.5 1838
S.D. 3 1.6 214
60 12 Mean 31« 5.1 1959
S.D. 11 3.8 396
250 12 Mean 24w 7.0 1595
S.D. 5 2.7 341

Significantly different from control group (»:p<0.05, ##:p<0.01)
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Table 4-5 Urinalysis of rats administered orally with phosphorous acid, trimethyl~ for 28 days
and followed by a recovery period for 14 days

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - 4- + ++ ettt 4 - +- + ++ +t+ A+t - - + ++ Attt A+t
0 6 0 0 0 0 0 4 1 0 1 1 2 3 0 0 0 6 0 0 0 O 0 6 0 0 0 O 0
Male 60 6 0 0 0 0 0 2 2 2 0 0O 1 5 0 0 0 6 0 0 0 O 0 6 0 0 0 O 0
250 6 0 0 0 0 1 3 2 0 0 0 0 5 1 © 0 6 0 0 0 0 0 6 0 0 0 O 0
0 6 0 0 0 2 2 0 2 0 0 3 2 1 0 O 0 6 0 0 0 O 0 6 0 0 0 O 0
Female 60 6 0 0 0 0 0 1 3 1 1= 3 3 0 0 0 0 6 0 0 0 O 0 6 0 0 0 O 0
250 6 0 1 0 1 0 1 1 2 0 0o 3 2 1 0 0 4 0 2 0 O 4} 5 1 0 0 © o]
1) - : 0~ 5 mg/dl +- : 10 - 20 mg/dl + 1 30 - 70 mg/dl ++ : 100 - 200 mg/dl +++ 1 250 - 400 mg/dl ++++ : >400 mg/dl
2) - : 0 mg/dl +- 1 5 mg/dl + ¢ 10 - 20 mg/dl ++ 1 30 - 45 mg/dl +++ 1 60 - 80 mg/dl ++++ 1 >80 mg/dl
3) - : 0 - 10 mg/dl +- : 30 - 50 mg/dl + : 70 - 100 mg/dl ++ 1 150 - 200 mg/dl +++ 1 300 - 500 mg/dl ++++ 1 21000 mg/dl

Significantly different from control group (#:p<0.05)
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Table 4-6 Urinalysis of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days
4) 5) 6) T)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg — 4= 4 4 4 - 4+~ + o+ At A+ e e s LY Y DY
0 6 6 0 0 0 O 6 0 0 0 0O 0 6 0 0 0 0 0O 6 0
Male 60 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 0 0O 6 0
250 6 6 0 0 0 O 6 0 0 0 O 0 4 2 0 0 0 0O 6 0
0 6 6 0 0 0 O 6 0 0 O O 0 5 1 0 0 0 0 6 0
Female 60 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 0 0 6 0O
250 6 6 0 0 0 O 6 0 0 0 O 0 4 2 0 0 0 0 6 0
4) - 0 mg/dl +- : 0.03 mg/dl + : 0.086 - 0.1 mg/dl ++ : 0.2 - 0.5 mg/dl 4 21.0 mg/dl
5) - 0 mg/dl +- 1 0.2 mg/dl + : 0.5 - 1.0 mg/dl ++ : 2.0 - 4.0 mg/dl +++ 6.0 - 10.0 mg/dl ++++ : >10.0 mg/dl
6) +- 0.2 - 1.0 mg/d)l + : 2.0 - 3.0 mg/dl ++ : 4.0 - 6.0 mg/dl  +++ : 8.0 - 12.0 mg/dl ++++ >12.0 mg/dl
T) LY Light yellow Y : Yellow DY : Dark yellow

No significant difference in any treated groups from control group.
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Table 4-~7 Urinalysis of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - - 4+ +4+ +++ - - 4+ ++ +++ - +- + ++ +++ - 4- + o+ e+ - - + - - + 4+ - o+ + ++
0 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 0 2 2 2 0 O 6 0 0 0 O
Male G0 6 6 0 0 0 O 6 0 0 0 0 0O 6 0 0 O 6 0 0 0 O 6 0 0 5 1 0 0 0 6 0 0 0 0
250 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 O« 6 0 0 0 O
0 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 0 5 1 0 0 O 6 0 0 0 O
Female 60 6 6 0 0 0 O 8 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 5 1 0 0 O 6 0 0 0 O
250 6 6 0 0 ¢ O 6 0 0 0 O 0O 6 0 0 O 5 1 0 0 O 6 0 O 6 0 0 0 O 6 0 0 O 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +~ 1 Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ : Severe
Significantly different from control group (#:p<0.05)
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Table 4-8 Urinalysis of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/rat/24hrs mL/24hrs mOsm/Kg
0 6 Mean 47 14.6 2073
S.D. 5 4.5 387
Male 60 6 Mean 49 11.4 2236
S.D. 9 3.5 208
250 6 Mean 35# 7.9 2205
S.D. 5 4.0 400
0 6 Mean 43 13.0 1893
S.D. 13 8.5 608
Female 60 6 Mean 49 12.3 1718
S.D. 16 10.4 595
250 6 Mean 27 4.2+ 2258
S.D. 8 1.6 346
Significantly different from control group (#»:p<0.05)
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Table 5-1 Hematological findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT
Sex Dose No. locyte let
mg/kg X10%mm? g/dL % w? pE % %o ¥ 10%mm? sec. sec.
0 6 Mean 743 15.9 47 62.7 21.4 34.2 19 103.2 13.1 14.2
S.D. 37 0.5 2 1.5 0.6 0.3 4 6.5 0.4 1.8
Male 15 6 Mean 774 16.1 47 60.5 20.8 34.5 16 99.6 14.0# 15.8
S.D. 48 0.3 2 2.9 1.2 0.7 3 8.7 0.7 0.8
60 6 Mean 757 15.9 46 61.2 21.0 34.2 21 104.5 13.2 13.9
S.D. 24 0.4 1 1.3 0.5 0.4 6 7.3 0.4 1.3
250 6 Mean 850+ 17.5%» S5le» 59.6 20.6 34.6 13 102.3 16. 1## 16.7=
S.D 45 0.8 3 1.7 0.5 0.4 5 9.4 1.5 2.5
0 6 Mean 762 16.1 47 61.2 21.1 34.5 16 105.6 12.7 12.6
S.D. 33 0.4 2 1.9 0.7 0.5 6 14.5 0.3 1.7
Female 15 6 Mean 747 15.9 46 61.6 21.3 34.6 17 93.5 12.4 12.9
S.D. 29 0.2 1 1.9 0.8 0.4 5 9.7 0.2 1.1
60 6 Mean 766 15.9 47 60.9 20.7 34.0 12 94.6 12.4 12.9
S.D. 23 0.4 1 1.5 0.3 0.4 4 4.1 C.5 1.4
250 6 Mean 8T78n» 17. 4% Sl 57 .5%#» 19.8x%+ 34.4 T 100.4 12.5 13.7
S.D. 34 0.7 2 0.9 0.5 0.4 5 10.8 0.9 1.1

; Significantly different from

control group (#:p<0.05, *+:p<0.

01)
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Table 5-2 Hematological findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
WBC Differential leukocyte counts (%)
Sex Dose No. R
mg/kg ¥10¥mm®  Lymph. Stab Seg. Eosino. Baso. Mono. Others
0 6 Mean 105 92.5 0.1 7.1 0.2 0.0 0.2 0.0
S.D. 36 2.6 0.2 3.1 0.3 0.0 0.3 0.0
Male 13 6 Mean 97 90.2 0.1 9.2 0.5 0.0 0.1 0.0
S.D. 36 2.5 0.2 2.3 0.3 0.0 0.2 0.0
60 6 Mean 107 89.3 0.1 9.9 0.4 0.0 0.3 0.0
S.D. 43 4.2 0.2 3.9 0.5 0.0 0.3 0.0
250 6 Mean 109 92.6 0.3 6.7 0.4 0.0 0.1 0.0
S.D. 30 3.5 0.4 3.0 0.2 0.0 0.2 0.0
0 6 Mean 94 91.3 0.1 8.0 0.3 0.0 0.3 0.0
S.D. 47 5.0 0.2 5.2 0.3 0.0 0.3 0.0
Female 15 6 Mean 97 93.4 0.3 5.8 0.4 0.0 0.2 0.0
S.D. 29 3.0 0.4 2.5 0.4 0.0 0.3 0.0
60 6 Mean 99 89.3 0.3 9.5 0.8 0.0 0.2 Q.0
S.D. 23 3.7 0.3 3.8 0.7 0.0 0.3 0.0
250 6 Mean 87 84.3 0.3 15.0 0.2 0.0 0.3 0.0
S.D. 30 8.0 0.4 7.7 0.4 0.0 0.3 0.0

No significant difference in any treated groups from control

group.
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Table 5-3 Hematological findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT
Sex Dose No. locyte let
mg/kg X10¥Ymm’ g/dL % u? pg % %o X 10%mm’ sec. sec.
0 6 Mean 802 15.9 47 58.5 19.9 33.9 20 105.7 13.6 15.9
S.D. 33 0.4 1 2.0 0.6 0.6 4 5.6 1.0 1.6
Male 60 6 Mean 789 15.9 47 58.8 20.1 34.3 18 97.6 13.4 14.9
S.D. 22 0.2 1 1.8 0.6 0.4 5 5.1 0.7 2.0
250 6 Mean 840#» 16.0 47 56.0+ 19.0» 33.9 19 100.5 14.2 16.0
S.D. 21 0.6 2 1.2 0.5 0.7 5 13.0 1.1 0.6
0 6 Mean 756 15.4 45 59.8 20.4 34.0 23 95.0 12.2 12.4
S.D. 26 0.5 2 1.1 0.4 0.3 3 9.1 0.3 0.7
Female GO 6 Mean 764 15.5 46 59.5 20.3 34.2 20 93.2 12.4 12.0
S.D. 43 0.5 2 1.8 0.8 0.3 5 8.7 0.5 1.3
250 6 Mean 801 15.2 45 56.2%% 19.0+ 33.8 22 102.2 12.6 12.5
S.D. 29 0.5 1 1.7 0.9 0.8 6 11.5 0.3 1.0
Significantly different from control group (#:p<0.05, ##»:p<0.01)
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Table 5-4 Hematological findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days
WBC Differential leukocyte counts (%)
Sex Dose No. ;
mg/ ke X10Ymm®  Lymph. Stab Seg. Eosino. Baso. Mono. Others
0 6 Mean 110 91.2 0.2 8.2 0.2 0.0 0.3 0.0
S.D. 73 3.3 0.3 3.3 0.3 0.0 0.4 0.0
Male 60 6 Mean 106 89.0 0.1 10.3 0.3 0.0 0.3 0.0
S.D. 31 4.2 0.2 4.3 0.4 0.0 0.3 0.0
250 6 Mean 120 89.4 0.1 9.3 0.9 0.0 0.3 0.0
S.D. 42 4.7 0.2 5.0 1.2 6.0 0.4 0.0
0 6 Mean 93 87.9 0.1 11.5 0.4 0.0 0.1 0.0
S.D. 14 4.8 0.2 4.9 0.8 0.0 0.2 0.0
Female GO 6 Mean 98 86.8 0.3 12.7 0.2 0.0 0.1 0.0
S.D. 40 8.2 0.3 8.1 0.3 0.0 0.2 0.0
250 6 Mean 89 87.3 0.2 11.3 1.2 0.0 0.1 0.0
S.D. 30 6.3 0.3 6.7 1.0 0.0 0.2 0.0

No significant difference in any treated groups from control

group.
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Table 6-1 Blood chemical findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
GOT GPT LDH AlP v ~GTP TP Albumin A/G T.cho TG PL
Sex Dose No.
mg/kg 1U/L IU/L IU/L 1U/L IU/L g/dL g/dL mg/dL mg/dL mg/dL
0 6 Mean 50 34 38 379 1.3 6.2 3.7 1.47 60 109 112
S.D. 11 4 10 51 0.3 0.3 0.2 0.05 8 34 14
Male 15 6 Mean 58 33 41 368 1.3 6.2 3.8 1.59» 57 86 106
S.D. 6 2 8 45 0.3 0.1 0.1 0.08 13 24 13
60 6 Mean 52 34 38 433 1.3 6.3 3.8 1.53 62 124 116
S.D. 10 2 8 58 0.3 0.1 0.1 0.05 8 30 7
250 [§ Mean 59 39 38 315 1.7 6.5 3.8 1.41 126« 119 200%»
S.D. 7 6 7 78 0.3 0.2 0.2 0.10 27 78 50
0 6 Mean 60 29 38 218 1.6 5.9 3.7 1.70 51 32 97
S.D. 6 2 3 38 0.3 .2 0.1 0.19 8 7 11
Female 15 6 Mean 56 31 29 198 1.7 6. 3.7 1.60 67 36 120
S.D. 11 3 5 40 0.4 0.2 0.1 0.11 5 10 9
60 6 Mean 58 32 39 186 1.7 6.2 3.8 1.61 63 38 113
S.D. 17 4 6 18 0.5 0.3 0.2 0.04 i7T . 16 29
230 6 Mean 49 RICER) 41 132w 1.8 6.5H% 3.9 1.53 81 G2us 143»
S.D. 20 4 10 32 0.2 0.5 0.3 0.15 25 16 34

Significantly different from control group (#:p<0.05, *#:p<0.01)
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Table 6-2 Blood chemical findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
T.bili- Glucose BUN Crea- Na K Cci Ca P
Sex Dose No. . rubin tinine
mg/Kg mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 6 Mean 0.15 154 11 0.61 143 4.7 108 9.5 9.2
S.D. 0.04 18 1 0.07 1 0.2 2 0.3 0.5
Male 15 6 Mean 0.13 157 12 0.62 142 4.6 107 9.5 9.2
S.D 0.01 19 1 0.04 1 0.3 1 0.2 0.4
60 6 Mean 0.14 148 12 0.67 142 4.5 107 9.7 9.0
S.D. 0.02 14 2 0.09 1 0.3 1 0.2 0.7
250 6 Mean 0.15 151 13#+ 0.58 142 5.2# 107 10.1%» 9.3
S.D. 0.02 15 1 0.06 1 0.3 1 0.3 0.7
0 6 Mean 0.11 112 15 0.56 141 5.2 111 9.4 8.8
S.D. 0.01 9 4 0.02 2 0.4 1 0.2 0.4
Female 15 6 Mean 0.11 122 14 0.54 141 4.8 109« Q.T» 8.5
S.D. 0.01 13 1 0.03 1 0.3 1 0.2 0.4
60 6 Mean 0.11 120 15 0.58 141 4.8 110 9.9%» 2.0
S.D. 0.01 11 1 0.04 2 0.4 1 0.3 0.4
2350 6 Mean 0.12 136 15 0.51» 141 5.2 109 10.0ws 8.3
S.D. 0.02 21 3 0.03 1 0.2 1 0.2 0.5

Significantly different from control group (#:p<0.05, #*#:p<0.01)
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Table 6~3 Blood chemical findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
ChE
Sex Dose No. Blood Plasma RBC
mg/kg 1U/L IU/L 1U/L
0 6 Mean 2623 500 5072
S.D. 140 78 261
Male 15 6 Mean 2777 527 5337
S.D. 142 151 275
60 6 Mean 2813 543 5445
S.D. 181 130 253
250 6 Mean 2740 490 4938
S.D. 210 30 262
0 6 Mean 3517 2027 5235
S.D. 181 471 420
Female 15 6 Mean 3357 1948 5020
S.D. 362 383 410
60 6 Mean 3247 1993 4687
S.D. 308 481 346
250 [ ¢} Mean 3273 1504 4992
S.D. 211 401 245

No significant difference in any treated groups from control group.
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Table 6-4 Blood chemical findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days

GOT GPT LDH Al1P v —GTP TP Albumin A/G T.cho TG PL
Sex Dose No.
mg/kg 1U/L 1U/L TU/L 1U/L TU/L g/dL g/dL mg/dL mg/dL mg/dL
0 6 -Mean 51 35 49 258 1.9 6.4 3.7 11.40 73 159 128
S.D. 10 4 8 48 0.3 0.2 0.1 0.11 13 111 20
Male 60 6 Mean 53 39 47 273 1.9 6.5 3.8 1.37 82 221 143
S.D. 7 7 12 32 0.1 0.2 0.1 0.05 13 174 21
250 6 Mean 47 37 49 234 1.9 6.1 3.6 1.45 T4 89 119
S.D. 11 5 16 31 0.2 0.2 0.1 0.17 9 19 11
0 6 Mean 60 29 32 160 1.9 6.3 3.7 1.49 88 40 151
S.D. 4 2 9 24 0.2 0.1 0.1 0.11 10 6 12
Female 60 6 Mean 61 v 29 34 150 1.8 6.3 3.7 1.44 73 41 133
S.D. 5 2 5 28 0.5 0.3 0.2 0.08 20 16 33
250 6 Mean 57 29 29 102#= 1.8 6.2 3.7 1.55 69 50 127
S.D. 8 2 6 26 0.3 0.3 0.3 0.14 11 16 13

Significantly different from control group (##:p<0.01)
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Table 6-5 Blood chemical findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days
T.bili- Glucose BUN Crea- Na K C1 Ca P
Sex Dose No. rubin tinine
mg/kg mg/dL mg/dL mg/dL mg/dL mEqQ/L mEq/1., mEq/L mg/dL mg/dL
0 6 Mean 0.14 146 15 0.62 142 4.8 107 9.4 8.3
S.D. 0.06 10 3 0.07 1 0.1 1 0.3 0.6
Male 60 6 Mean 0.18 154 16 0.62 142 4.7 108 9.1 7.9
S.D. 0.13 22 2 0.03 1 0.3 1 0.4 0.7
250 6 Mean 0.12 134 13 0.57 142 4.8 108+ 8.8#% 8.4
S.D. 0.01 16 2 0.09 1 0.3 1 0.3 0.6
0 6 Mean 0.12 124 14 0.59 141 4.4 109 9.7 8.4
S.D. 0.01 9 1 0.03 2. 0.5 2 0.3 0.3
Female 60 6 Mean 0.13 121 17 0.59 141 4.8 111 9.3 8.1
S.D. 0.02 17 3 0.05 1 0.5 1 0.6 0.8
250 6 Mean 0.11 107 16 0.51+= 141 4.7 110 9.4 8.3
S.D. 0.01 6 2 0.05 1 0.4 1 0.5 - 0.3

Significantly different from control group (#:p<0.05)
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Table 6-6 Blood chemical findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days
ChE
Sex Dose No. Blood Plasma RBC
mg/kg IU/L 1U/L 1U/L
0 6 Mean 2420 513 4570
S.D. 80 97 173
Male 60 6 Mean 2467 500 4728
S.D. 83 72 184
250 6 Mean 2443 483 4658
S.D. 50 118 250
0 6 Mean 3133 1942 4577
S.D. 113 101 255
Female 60 6 Mean 3223 2127 4528
S.D. 273 406 271
250 6 Mean 3077 1825 4617
S.D. 293 510 296

No significant difference in any treated groups from control group.
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Table 7-1 Gross pathological findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
Sex Organs Dose (mg/kg) 0 15 60 250
Findings No. of animals 6 [} 6 6
Male Stomach
Thickening, limiting ridge 0 0 0 6
Thickening, forestomach 0 0 0 1
Female External appearance
Emaciation 0 0 0 1
Unkempt fur 0 0 0 1
Undernourishment 0 0 0 1
Dark red, deep area, eyeball (unilateral) 0 0 0 1
Opacity, eyeball (bilateral) 0 0 0 1
Stomach
Thickening, limiting ridge 0 0 0 5
Thickening, forestomach 0 0 2 6
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Table 7-2 Gross pathological findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days ’
Sex Organs Dose (mg/kg) 60 250
Findings 6 6
Male External appearance
Opacity, eyeball (bilateral) 0 1
Stomach
Focus, dark red, glandular stomach 0 1
Testis
Small (unilateral) 0 0
Epididymis
Small (unilateral) 0 0
Female External appearance ’
Opacity, eyeball (bilateral) 0 3
Stomach
Focus, dark red, glandular stomach 1 0
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Table 8-1 Absolute and relative organ weights of male rats administered orally with phosphorous acid, trimethyl- for 28 days
Body Brain Thymus Heart Lung Liver Spleen Kidney  Adrenal Testls Epididy
Dose weight (R+L) (R+L) (R+L) mis(R+L)
mg/kg g g/8% ng/mg% g/8% g/8% g/g% g/g% g/8% mg/mg% g/8% mg/mg%
] No. 6 6 6 6 6 6 6 6 6 6 6
Mean 417 2.06 716 1.22. 1.35 13.73 0.79 3.00 60 3.16 779
S.D. 34 0.04 141 0.10 0.10 2.24 0.08 0.38 6 0.12 33
Absolute 15 No. 6 6 6 6 6 6 6 [¢] 6 6 6
Mean 394 2.06 597 1.22 1.32 12.37 0.63#» 2.81 60 3.28 824
S.D. 13 0.06 71 0.10 0.08 0.46 0.086 0.14 8 0.15 39
60 No. [ 6 6 6 6 6 6 6 6 6 [
Mean 111 2.08 651 1.30 1.32 13.40 0.70 2.86 62 3.23 750
S.D. 36 0.09 116 0.08 0.17 1.82 0.11 0.35 6 0.16 51
250 No. 6 6 6 6 6 6 6 [ 6 6 6
Mean 313e» 1.92» 4464 1.18 1.30 11.58 0.57#+ 2.77 53 3.24 692+
S.D. 31 0.11 68 0.15 0.04 2.02 0.03 0.35 4 0.18 68
0 No. 6 6 6 6 6 6 6 6 6 6
Mean 0.50 171 0.29 0.32 3.28 0.19 0.72 15 0.76 188
S.D. 0.04 22 0.01 0.02 0.31 0.01 0.07 1 0.08 20
Relative 15 No. 6 6 6 6 8 [§ 6 6 6 6
Mean 0.52 151 0.31 0.34 3.14 0.16 0.72 15 0.83 209
S.D. .02 17 0.03 0.02 0.10 0.02 0.04 2 0.04 12
60 No. 6 6 6 [ 6 6 6 6 6 6
Mean 0.51 158 0.32 0.32 3.25 0.17 0.69 15 0.79 183
S.D. 0.04 21 0.02 0.02 0.19 0.03 0.04 1 0.07 17
250 No. 6 6 6 6 6 6 [ 6 6 6
Mean 0.62% 143 0.38%# 0.42s+ 3.69 0.19 0.88#» 17 1.04e» 221ss
S.D. 0.05 20 0.02 0.03 0.40 0.02 0.05 2 0.07 13

Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 8-2 Absolute and relative organ weights of female rats administered orally with phosphorous acid, trimethyl- for 28 days
) © Body Brain Thymus Heart Lung Liver Spleen Kidney  Adrenal Ovary Uterus
Dose weight (R+L) (R+L) (R+L)
mg/kg g g/g% mg/mg% g/g% g/g% g/8% g/8% g/g% mg/mg% ng/mg% mg/mg%
0 No 6 6 6 6 6 6 6 6 6 6 6
Mean 241 1.91 498 0.86 1.04 6.75 0.53 1.92 68 104.2 456
S.D. 15 0.05 93 0.07 0.05 0.53 0.06 0.10 4 8.8 119
Absolute 15 No. 6 6 6 6 6 6 6 6 6 8 6
Mean . 242 1.93 427 0.83 1.06 7.03 0.47 1.91 68 88.3# 479
S.D. 14 0.08 29 0.08 0.07 0.70 0.07 0.16 10 11.7 109
60 No. 6 6 [ 6 6 6 6 6 6 6 6
Mean 242 1.89 371 0.83 1.02 6.99 0.53 1.84 69 91.1 398
S.D. 21 0.05 80 0.04 0.08 0.67 0.05 0.11 9 9.9 90
250 No. 6 6 [ 6 6 6 6 6 8 6 6
Mean 176%» 1.81» 3560 0.72%+ 0.95 5.97 0.39%» 1.71 62 60.Tas 378
S$.D. - 23 .07 58 0.07 0.07 0.87 0.03 0.15% 10 7.0 87
0 No. 6 6 6 6 6 6 6 6 6 6
Mean 0.80 208 0.36 0.44 2.81 0.22 0.80 28 43.5 189
S.D. 0.04 43 0.03 0.03 0.06 0.03 0.05 1 4.9 42
Relative 15 No. 6 6 6 6 6 6 6 6 6 6
Mean 0.80 177 0.35 0.44 2.90 0.20 0.79 29 36.54» 200
S.D. 0.06 14 0.02 0.01 0.18 0.02 0.08 4 4.1 56
60 No. 6 6 6 6 6 6 6 6 6 6
Mean 0.79 155# 0.35 0.43 2.89 0.22 0.76 29 37.6+% 165
S.D. 0.08 39 0.03 0.02 0.20 0.02 0.08 6 2.5 38
250 No. 6 6 6 6 6 6 6 6 6 6
Mean 1.04» 203 0.41» 0.55%= 3.30#» 0.22 0.98»» 36 34.6%= 215
S.D. 0.11 28 0.03 0.05 0.18 0.02 0.05 8 1.3 40

Significantly different from control group (»:p<0.05, ##:p<0.01)
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Table 8-3 Absolute and relative organ weights of male rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days

Body Brain Thymus Heart Lung Liver Spleen Kidney  Adrenal Testis Epididy

Dose weight (R+L) (R+L) (R+L) mis(R+L)
mg/kg g g/g% mg/mg% g/g% g/8% g/8% g/8% g/8% mg/mg% g/g% ng/mg%
Q No. 6 6 6 6 6 6 6 6 6 6 6
Mean 482 2.15 544 1.51 1.56 15.72 0.79 3.29 67 3.23 1114

S.D. 32 0.13 208 0.15 0.14 0.92 0.12 0.21 9 0.53 204

Absolute 60 No. 6 6 6 6 6 6 6 6 8 6 6
Mean 487 2.11 542 1.43 1.45 16.31 0.78 3.20 62 3.14 1088

S.D. 29 0.12 87 0.12 0.10 2.16 0.08 0.42 10 0.17 144

250 No. 6 6 6 6 6 6 6 6 6 6 [
Mean 351as 2.01 389 1.33 1.28w2 10.434n 0.77 2.80» 60 3.11 1050

S.D. 37 0.10 82 ¢.15 0.14 1.23 0.14 0.32 9 0.18 122

0 No. 6 6 8 6 6 8 6 6 6 6
Mean 0.45 112 0.31 0.32 3.26 0.16 0.68 14 0.67 233

S.D. 0.03 39 0.02 0.02 0.14 0.02 0.04 2 0.11 50

Relative 60 No. 6 6 6 6 6 8 8 6 6 6
Mean 0.44 111 0.29 0.30 3.34 0.16 0.66 13 0.65 223

S.D. 0.04 13 0.01 0.02 0.26 0.02 0.0 2 0.04 22

250 No. 6 6 8 6 6 6 6 6 6 6
Mean 0.57%» 111 0.38 0.37» 2.97» 0.22%» 0.80#% 17 0.89%« 299«

S.D. 0.05 17 0.03 0.03 0.12 0.03 0.08 3 0.08 17

Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 8-4 Absolute and relative organ weights of female rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days

Body Brain Thymus Heart Lung Liver Spleen Kidney Adrenal Ovary Uterus

Dose welight (R+L) (R+L) (R+L)
mg/kg g g/g% mg/mg% g/g% g/g% g/e% g/g% g/g% mg/mg% mg/mg% mg/mg%
V] No 6 6 6 6 6 6 6 6 6 6 6
Mean 276 1.99 375 0.95 1.19 7.77 0.64 1.94 81 87.1 499
S.D. 22 0.07 68 0.08 0.06 0.88 0.06 0.21 10 13.9 97
Absolute 60 No. 6 6 6 6 6 6 6 6 6 6 6
Mean 262 1.94 428 0.90 1.08+ 7.05 0.57# 1.89 68# 88.5 483
S.D. 15 _ 0.05 92 0.12 0.07 0.85 0.04 0.12 5 13.3 109
250 No. 6 6 6 [ 6 6 6 [ 6 6 6
Mean 190#» 1.81ss 247+ 0.78% 0.99#+ 5.73%» 0.48»» 1.76 70 77.6 405
S.D. 17 0.06 75 0.05 0.05 0.45 0.06 0.14 2 6.3 62
0 No. 6 6 6 6 6 6 6 6 6 6
Mean 0.72 137 0.35 0.43 2.81 0.23 0.70 30 31.6 183
S.D. 0.06 29 0.03 0.04 0.12 0.01 0.06 5 - 5.2 42
Relative 60 No. 8 6 6 6 [ 6 [ 6 6 6
Mean 0.74 164 0.34 0.41 2.69 0.22 0.72 26 33.8 185
S.D. 0.05 35 0.03 0.01 0.20 0.01 0.03 2 4,2 42
250 No. 6 6 6 6 6 6 6 6 6 6
Mean 0.96e» 131 0.41%s 0.53# 3.02 0.25 0.93ns 3T#s 41,28+ 212
S.D. 0.09 42 0.04 0.05 0.14 0.03 0.06 4 5.3 19

Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 9-1 Histopathological findings of male rats administered orally with phosphorous acid, trimethyl- for 28 days
Organs Dose (mg/kg) 0 15 60 250
No. of animals 6 6 6

-findings Grade 0 1 2 3 P O0Obs TE 0 2 3 P Obs TE 01 2 3 P O0bs TE 1 2 3 P 0bs TE
Cerebellum (including pons)

-chromatolysis, neuronal, central, ponsa) 6 6 6 6 6 6 3 1 4% B
Spinal cord )

-chromatolysis, neuronal, central 6 6 6 6 6 6 3 1 4 B

~degeneration, nerve fiber 6 6 6 6 6 6 [ Gxx 8
Sciatic nerve

-degeneration, nerve fiber [ 6 6 8 6 6 [ Ges §
Lung (Bronchus)

-accumulation, foam cell 6 6 5 1 6 6 6 6 Ger 6

-hypertrophy, alveolar type 1I cell 6 6 6 6 4 2 2 6 5 1 Gex 6

-inflammatory cell infiltration,

alveolar/perivascular 6 6 6 6 6 6 2 2 8
Stomach

-hyperplasia, squamous, forestomach/limiting ridge 6 6 6 6 3 3 3 6 5 1 Gas B
Thyroid (Parathyroid)

-hypertrophy, follicular cell 6 6 6 6 6 6 [ 6xr 6
Thymus

-atrophy 6 6 6 6 6 6 1 1 6
Spleen

-hematopoiesis, extramedullary 1 5 [ 6 4 6 6 2 3 1 6 6 6 Gz 6
Eye

-cataract 6 6 6 6 6 6 1 1 2 6
femur {(Bone marrow)

-hematopoiesis, decreased [ 6 5 1 6 6 6 6

-closure, growth plate 6 6 6 6 6 6 1 5 Ges 8
0 : No remarkable changes 1 Slight 2 Mild 3 : Moderate

P : Present (used when grading of severity was not done,
a): The lesion was mainly observed in the facial nerve.

Obs : Observed number
TE : Total Examined

Significantly different from control group (#*:p<0.05,

#%:p<0.01)

such as case in the neoplastic lesion)
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Table 9-2 Histopathological findings of male rats administered orally with phosphorous acid, trimethyl- for 28 days
Organs Dose (mg/kg) 0 250
No. of animals 6 [

-findings Grade 0 1 2 3 P Obs TE 01t 2 3 P Obs TE

Liver

-microgranuloma 6 6 5 1 1 6

Kidney

-basophilia, renal tubule 5 1 1 6 6 8

-cast, hyaline 6 6 5 1 1 6

0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number
TE : Total Examined

No significant difference in any treated groups from control group.
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Table 9-3 Histopathological findings of female rats administered orally with phosphorous acid, trimethyl- for 28 days
Organs Dose (mg/kg) 0 15 60 250
No. of animals 6 6 6 6

-findings Grade 0 1 2 3 P Obs TE 0 1 2 3 P Obs TE 0 1 2 3 P Obs TE 0 1 2 3 P O0Obs TE
Cerebellum (including pons)

~chromatolysis, neuronal, central, ponsa) 6 6 6 6 8 [ 5 1 Gar 86
Spinal cord

-chromatolysis, neuronal, central 6 6 [ 8 6 6 1 4 1 Ses 6

-degeneration, nerve fiber 6 6 6 6 6 6 1 4 Gex 6
Sciatic nerve

-degeneration, nerve fiber [ 6 8 8 6 6 6 G*s B
Lung (Bronchus)

-accumulation, foam cell 6 6 6 6 6 6 3 2 1 3 6

-hypertrophy, alveolar type II cell 6 6 6 6 8 6 3 3 Gar 6

-inflammatory cell infiltration,

alveolar/perivascular 6 6 6 6 6 6 5 1 1 6

-hyperplasia, alveolar epithelium 6 [ 6 6 6 6 5 1 1 6
Stomach

-hyperplasia, squamous, forestomach/limiting ridge 6 6 6 6 1 5 6 4 Gre 6

-erosion, forestomach/limiting ridge 6 6 5 1 1 [ 4 2 6 4 1 1 2 6

-edema, submucosa, forestomach 6 6 6 6 4 2 6 4 2 2 6
Thyroid (Parathyroid)

-hypertrophy, follicular cell 6 6 6 6 6 6 4 2 2 6
Spleen

-hematopoiesis, extramedullary 3 3 6 4 2 6 6 6 6 4 2 6 6
Eye

-cataract 6 6 6 6 [ 6 1 3 1 S5%% §

-hemorrhage, vitreous body 6 [ 6 [ [ 6 5 1 1 6
Femur (Bone marrow)

-hematopoliesis, decreased 6 6 6 6 8 6 2 4 4% 6

-closure, growth plate 6 6 6 6 6 6 1 Gar 6
0 : No remarkable changes 1 : Slight 2 : Mild 3 Moderate

P : Present (used when grading of severity was not done,
a): The lesion was mainly observed in the facial nerve.

Obs : Observed number
TE : Total Examined

Significantly different from control group (#:p<0.05, ##:p<0.01)

such as case in the neoplastic lesion)
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Table 9-4 Histopathological findings of female rats administered orally with phosphorous acid, trimethyl- for 28 days
Organs Dose (mg/kg) 0 250
No. of animals [§ 6
~findings Grade 01 2 38 P Obs TE 0 1 2 3 P Obs TE
Liver
-microgranuloma 5 1 1 6 5 1 1 6
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)

Obs : Observed number
TE : Total Examined

No significant difference in any treated groups from control group.
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Table 9-5 Histopathological findings of male rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days

organs Dose (mg/kg) 0 60 250
No. of animals 6 6 6

~-findings Grade 0 1 2 3 P Obs TE 0 1 2 3 P 0Obs TE 0 1 2 3 P Obs TE
Spinal cord

-degeneration, nerve fiber 6 6 6 6 5 1 6ex 6§
Sciatic nerve

-degeneration, nerve fiber 6 6 [ 6 2 2 2 4% 8
Lung (Bronchus)

-accumulation, foam cell 6 6 6 6 3 3 3 6

-hypertrophy, alveolar type 1I cell 6 [ 8 8 3 3 3 6

-inflammatory cell infiltration,

alveolar/perivascular 6 6 4 [} 4 2 2 6
-hemorrhage, alveolus 6 6 6 8 5 1 1 6
Stomach

-hyperplasia, squamous, forestomach/limiting ridge [¢] 6 6 6 3 3 3 6
-erosion, glandular stomach [ 6 6 6 5 1 1 6
Thyroid (Parathyroid)

-hypertrophy, follicular cell .6 6 6 8 4 2 2 6
Spleen

-hematopoiesis, extramedullary : 4 2 6 6 6 6 6 2 3 1 6 [
Eye

-cataract 6 6 6 B 4 1 1 2 6
-mineralization, conjunctiva 6 6 5 1 1 6 [ 6
-mineralization, cornea 6 6 6 6 5 1 1 6
-atrophy, retina 8 6 5 1 1 [ 6 [}
Femur (Bone marrow) }

-closure, growth plate 6 6 6 6 1 5 Bex 6
0 : No remarkable changes 1 : Slight 2 @ Mild 3 : Moderate

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
0Obs : Observed number

TE : Total Examined

Significantly different from control group (#:p<0.05, ##:p<0.01)



Table 9-6 Histopathological findings of female rats administered orally with phosphorous acid,
and followed by a recovery period for 14 days

B-3883

trimethyl- for 28 days

Organs Dose (mg/kg) 0 60 250

No. of animals 8 6 6
-findings Grade 0 1 2 3 P 0Obs TE 0 1 2 3 P Obs TE 0 1 2 3 P 0bs TE
Cerebellum (including pons)
-chromatolysis, neuronal, central, ponsa) 6 6 8 6 5 1 1 ]
Spinal cord
-degeneration, nerve fiber 6 6 [ 6 2 1 3 Gee 6
Sciatic nerve
-degeneration, nerve fiber 6 6 6 6 4 2 Gax 6

Lung (Bronchus)

-~accumulation, foam cell 6 [ 6 6 1 5 S*+ 6

-hypertrophy, alveolar type II cell [ 8 6 6 3 3 3 6

~hyperplasia, alveolar epithelium 8 6 6 6 5 1 1 6
Stomach

-hyperplasia, squamous, forestomach/limiting ridge 6 6 5 1 1 6 4 2 2 6

-erosion, glandular stomach 5 1 1 6 5 1 1 6 6 6
Thyroid (Parathyroid}

-hypertrophy, follicular cell [ 6 6 6 5 1 1 6
Spleen

-hematopoiesis, extramedullary 1 5 6 6 3 3 [ 6 1 5 6 6
Eye

~cataract 8 6 6 6 3 3 Gae 6

-keratitis 6 6 6 6 5 1 1 6
Femur {(Bone marrow)

-hematopoiesis, decreased 8 [ [ 8 2 4 4» 8
~-closure, growth plate [ <] 6 6 6 Gar 6
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
a): The lesion was mainly observed in the facial nerve.

Obs : Observed number

TE : Total Examined

Significantly different from control group (#:p<0.05, #**:p<0.01)




Table 9-7

Histopathological findings of rats administered orally with phosphorous acid, trimethyl- for 28 days
and followed by a recovery period for 14 days (Gross lesions)

B-3883

Dose Animal

Sex mg/kg number Organs Gross pathological findings Histopathological findings (grade)s
Male 0 1011 Testis -Small (unilateral) -Atrophy, seminiferous tubule (+)
Epididymis -Small (unilateral) -Decrease, sperm (++)
-Cell debris, lumen (+-).
* ; +- : Slight + 1 Mild ++ Moderate
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