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ABRE S R-12-008
B9

ToALY B I NI AD R E RS ER LN AR A BERBR A EBIETARTA NS TE
B L7, #EBRE % B RIS AAKICIRL T, 0, 15, 50 725N 150 mg/kg DHET, HRELLMERE
% 12 ICo Crl:CD(SD) 7y MZs#ilfR 0¥ 5 Uiz, 238, &5 25 B £ TIZ 150 mg/kg FEDHKE 1 B, ME
3 fﬁms‘ﬁztbfczézﬁ% #5526 BMb 150 mg/kg BEDOF 5-E1X 75 mg/kg (LLT, 150/75 mg/kg )

TEE LT, HET 42 B RS L-BICHIRL ., M BEAT 2 13 K OEL IR IR 4@ T
ﬂ%a 4 AET42~55 BEESL, HARISWE 4 B, BBIIIEE 5 BIZHIRLZ, 72, 0 BED
150/75 mg/kg D M EITIEAZELME (10 /7)) 5%, 42 HF‘?#&“@MJ& CHEEFIRRL, B L
0 BLU 150/75 mg/kg BEDOME 5 ILIX, 5K THIC 14 BRFAEL THIKR L,

1. KE&EHERBLOEE K
150/75 mg/kg BEDRE 1 FIEZELME 1 Fil3 L OFERHLME 4 FIHTEL Lz, ZHIBIETHITIEL, aLE,
IR, HHEEDOWA WEDOFN, BN ORISR, BIGL, BEREPBESNI, FECHOFERER
R CIIILE IR E D CNEAAME O L DL/ BEFE AT, IR B OB /RGN T 5k Bk
@F‘mﬁxiw%ﬁ@ﬁ%@f;&“ CHILE LA Z OB /BN A DL, KERE OF i/ R ER/ B
R EMEME OB PRD SN, £HEFITIE, BREBOK TAZEM 1§, £, SBEEO
1Hiu, R EDIEAHME 2 BllCBESNT, RIFETIZ, REDOHEMAH 150/75 mg/kg BEDIEZZAL
METHBNT-, MIKALFA T, 50 mg/kg ML EDBEOHETREQIEREDK T, 150/75 me/ke #¥
Sy Bl AST & ALP @ L5 &512 150/75 mg/kg BEDFEREMEITHR=L AT m—/LE ALP O L&
ABITZ, BT, Y1 O AELS 150/75 mg/kg BEOMEHECBIERINT-, £EFF ORISR
A TIL, 50 mg/kg LA DREDMEREIZ 33V TR E ORI AR IS JOREIE T R A R BR IR L5 S5
BHR AR O AR HE N )NMEZ2 &, 150/75 me/kg BEDMEREIZ W TRERE OB iF. RERBLIOE
BRI B E OILE N A BT,
Bl #AR T, 150/75 mg/kg BECHEREICARE DA | HEIC R BEOBABPEREII, MIRFRE
TIE, HEZ MCV OEEIMAARBNTZ, [EER T O Tk 150/75 mg/kg BEDOMERECEIH O R &
T RIER A DBBIERENTZ, 150/75 mg/kg BEDIREMIRFERE TiL, CFEAMEO U OBHE LS
1 I BRI, IRE BLOKERE OFREAEMRT RiIdRBShAERICH o7,

2. AETEFE AT
BHE oM, ZR R, IR, EIRGIF, HER, SRR, MERE, B8, BREBL
UERER, HAERDOAFR, i, FEBIUIE JBZ%%’%TU)E”&%/THE?ZD’%{{K Wrpipolz,

3. EEHEMEE

50 mg/ke FHEOHEIZHREBREDIK T, 50 me/kg FEDMEREIZ R T ORIR IS L UREIE TREIZ4F
BAER R 1 & B R B B R B D MR B I S RO b= Z ek Mg M T A EHE &
(NOAEL) IZ 15 mg/kg/day LHIWrSiiz, 150/75 mg/ke HEOHEMRL NS H A RICA MR LR
ERIETDEBRO bIED Tl Db AR AT THERMREIT 75 mg/kg/day LHIKT
STz,
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FERE Y

W/ OSBRI SR OSBRI b (B 2 SR, 72 CNC CU AR T 6% 2 3R,
W CHEEIRIIR 238 L CRIERIOR H 4 A EOIT L) B MY MR A B L, Ml Mo
AR R GAEB LB, b N AT A BB L OFT A R ORI RIE T BB T
REHLE.

HERHARSA& GLP

ARRER T, IR E S RHHRRO FIEIZOWT LT ALBIETARTA ) (ERL 23 4 3
A 31 BfHT, 3ER% 0331 3 7 SEAFBHEELRLER. ik 23-03-29 BURE b SRFEXS
HEEERRE. BRERE 110331009 SREAVRERREBORFHR@EM) (CERL, D FmE
RO L E TR BT 021 ) (SPRL 23 4F 3 A 31 BANT, A% 0331 55 8 5/E
AFBHEEEERRRE. K 23-03-29 HFHE 6 SREEXHAUEEERR. BECESE
110331010 FEREEAR S REBCR RR @) 285 L THEBELT,

BYEE

ECOERBRIEL, B8O EER OEHICE o758 (H 48 42 10 H 1 B {&#% 105 5, F
B 24 9 A 5 B —BkiE), EREWYOERZE K OHRE I QN E M ORI T 55 48 | (R
18 45 4 A 28 B, BEEERE 88 B)BILUNEARBE OFTE T2 E MBI 28 ERED
EWI BT oEARE IR 1I8F 6 A 1 B, #I8E 0601001 H)ZEFL, [MEEAAMIELZE
T2 —RE I RATEIY ERICBI T ARSI CERL 2 F 10 A 1 B, AL 224 10 A 1 AREICE-S
WTERLZ, ARBRICB T 281 EBREHE L, RHEAEFTBMERTESOFELZIT, ABENh
TS (B ERAGRE 5 :1120218A) , 72383, AAGRS NI B EBRFTEI DO DL FII 20 o7z,

M ERE

1. HRE

WG THDHT ALY B T N A (B4 - 7 VA VRY ABRYF U A CAS No. 10163-15-2,
{b% R FNa,O,P, 5 F8:143.95, Mk BEOBK, AL :625°C, 2y &S :MKBJ1508V, & &:
97.3%, Annex A, LA, SF) I, SIGMA-ALDRICH JVEEAL (WBRMBEAF 201247 A 6 H)., FH
R ECHRR (FHIE 3~T7°C) , B CHRE Lz, SF OfERERIZTRT,
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0]

Na* ”
0O—P—0

Na* ||:

WERE OLEMEL, ERBIAITRB IO ERK T R ICEFH AT ORI AR I MV ERIEEL
ARG SNAZBALD 2 o T Z EDBFERREIN TD BRERE B : G-12-008) ,

2. MBI UERE HIE
HAF vy— LA UNR—EREEAF ¥ —L0 8 HED Sprague—Dawley (SD) & (Crl:CD(SD). SPF)
M 55 [T, i 83 IEAFEAL, fE=E (3 F=E) ITNA L, ATAbEHT 14 HE, RELAT
BE~DBHU D=0 EE LIz, €OME R 8O —fIRBZEEL. ARTR (RE 1 B) BLUBERK
THICHEEZHE L, B - DL 3B O RBICHRDOT = VU THEE S & L, fE 7 —
NCHRBRE S, B IO E B EL A LB I — R8T Gl LTz, Eio, MBI oW Tia,
W 2 BomEH, EEAEBIEL, AMEIO ARSI ORER TROEEII TROEYT
Holz,

B AT H 120124510 A 22 H
TR E :HE 238.5~277.8 g, M 176.8~207.9 ¢
BREKT A 20124 11 A 4 H

WREKR TR E i 326.5~417.1 g, Iff 204.8~296.9 g

s - B IR . B 1 Gl (BIHEE S 6) TREO/NUEIHER S, BED T RIS 0ERI L
2o ZOMOEMIBEHIR T O — IR B IO EH MO B EITRDOLNT | FEMERBIED
fERICH R EM I B2 LT T HBES N B F IO ONRD o7, 128, MBI SV T,
BB 22 MR D EIRASRBD DAL 7 ILEERSNL . B T RO EIE SR EBE LB IEA
HEIZ X ORE T EAT o7, BT LEEIICIE OB EEE2EVY T, 7o LU TRICEY
BFEIEHRL . BRORRST-BM A —PICRRE S B L OBMEFETAL TRE S —VIc#iT 7,
B LIEAIL BN 7 UL, MY 15 TT (AR O RICEOBRAN L FlE 5 Te) IX & CTREIS)
weL., o BRICESR TR o7 Tod | BHRIES /T,

I RIBE 21.0~25.0C, FFAEE 40.0~75.0%, HAEZEN 15 /KR, BHEEY A7
12 WEI(7 RF~19 W) RAT, 12 TR (19 B~T7 B5) EIT ISR ESN B EN T, & BREMKr—
(220w X 270dX 190h mm)IZ 1 PL9™D (FZEHFIE 2 [B) IUAL . [EREREH(CE-2, BARZLT) &/KEK
(RHHAERMAA) 2 B BICERSE TRE L (RO EL CUIHROEEZ 2 IR) , ME)
WIS B 2B ONT, R 18 B OE 4 BETIVNATTAF oo WS — ¥ (350w X
400d X 180h mm) {Z 1 PT§*DULEL , REEL TR SV T BT o 7 (=27 — | AR AT /LT —)
I E AL, FE MR OB EDIRET 21.5~24.5C, AL 48.5~T75.5% CThol, 728, B
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WA O A (2012 4F 10 A 23 B 10:30~10:45) ICBAIERMBIRR EZ 2 bNDBED EH (REig

BE 75.5%) D373, B O—BARRRICEA LSRR O DIVY | B EFHIRFFR Tho7cZin b, Ak

DTN LT, AR Lt OB K B I OURB D oA ks i W NB IR ERIEFIE
FICRROTFHFANTHLZEE MR LT,

3. BEMAK
1) 7%

WY E B RL, S (B REF K, fiEr  RRIE, SEE 5 C23VS1) 2MX R MR,
3 w/VhiEE BTz, 512 3 w/VRIRABEERIZE o THINL, 1 25N 0.3 w/viiRE BxpEAIC FSL
7o, 72k, 115 26 ADDEAERICHVDREMREORESL 3 w/vin D 1.5 w/VIEE LI/
1.5 w/vhiRIIHR M E AR, B MA BRI ERB L7, R R Tmm (ERE 2~
6°C) X T CHREL, BEMORIEHIHPICHER L,

2) L FE M A BR
B S ES HAKZEARL L 0.02 31T 100 mg/mL (0.002 BEN 10 w/v%) IBEEO#ERYE 15K
WZDWTHE, W, BOESME Tk )5 8 BB OLEMENHERSI TS REBRE 5 :G-12-008),

3) & EHER

HIENZ GBI 7= 5814 (0.3, 1, 3 w/ VBB LD 1.5 w/vih) I oW T, B E S B2 RIE LI, D
FER, FHEBITFHRIBED 99.5~103.9 $THY, FRIEEOIELOXITENENFHED 99.2~
100.5 % CHLEHIE PYICH T2 (Annex B-1, B-2) . FRBRAEROEERME & BMEIL Annex C. 5
2 BIHE-T,

4. B EBOBREBIOEE FiE

ARBOE G BIT, AEBRMEE RO UTo1 [T L) B ZF N Y 2Oy WA R IE R 5%
P AR A TSR (FEHAR) | GRBRE S :R-12-007) DR REL LI ELL, 28, TR
BCE A LT3 B 6 L ORI AR BR LRI Uy M Ve,

FlRakBRTI, 0 (AR, FEFTAZK) | 30, 100 33L0* 300 mg/kg @ SF % 8 BEROMERES 3 PLod SD
FTvMT 14 B, REBRBIRE RS LR, 300 meg/kg BHOMREL, %5 4~7 B ORIC2E1
FET LTz, SR FI DTl MEREL S DRI IR AN B2 S U7, AT, Filids KOV R D s AR Eafbe,
AT B RIRONEE it B RIRO RS R IR E B BESI, 100 mg/kg BEORETIL, FRifuBkik, Mk
BRI MYy MEDK T &g E 2D IMER 23580 HiL7=03, FIFEOMEB IO 30 mg/kg BED
MEREZ X O BT LI BIE SN eh 5T,

o T, TRABRTEFINFEL L= 300 mg/kg DY-ED 150 mg/kg ZARRBR DK im A EICHREL.
FHEIIROE 5ICE B EMEEES RIS FHENS 50 me/ke &, KIKARICITESEEE



ABRE 5 R-12-008

(NOAEL) &b oL HifFsDd 156 mg/kg R ELTZ, 728, RER TS 25 HETIC 150 mg/kg
BEOH|E 1 6, M 3 FIAFETS LIz, &5 26 HA 150 me/kg BEDB5EIT 75 mg/kg (LA,
150/75 mg/kg B ICEE LT,

ARRBRCI, BB AELRT 2 M, B A E L CHRAT A £T (SR 42 [9) | M
(IZRECAT 2 B REHIE. EREIHABL Tl B OME 4 B ETHEKR SR 42~55 ) | R
DRERSIVR > T MR AT B (R Ea1%k 52 E) | ERBECMEO KE BT 5701 EL
Y TIANEIERS 42 HET, 1B LE, 18 7E, 80 9 BE~13 B (9 B 06 2y~12 B 20 43)
R G U7, REAEIL 5 mL/kg &L, MEHEESEFORE B OB EL LR ERELZHE LU, 728,
SHHREE ISR CH D B BENAKERRICRE S U, BRI EBFIETARTATHY Tv A
BRI MR ARE L,

ARRBROFERBL OB E L L TITRUI,

. rREE BE RBREEE BT
B BEWE =
(mg/kg) (w/v%) (mL/kg) T It
pojiitic HRLER K 0 0 5 MO01001~MO01012% F01001~F01012
(4
IR =5 SF 15 0.3 5 M02013~M02024  F02013~F02024
P =R SF 50 1 5 M03025~M03036  F03025~F03036
=R SF 150/758# 3/1.5# 5 MO04037~M04048% F04037~F04048
payicyies B EES K
BN 0 0 5 - F05049~F05058%
(V794 M%) (BEA)
EHEM
L SF 150/75% 3/1.5# 5 - F ~F *
(F754MEE) / / 06059~F06068

#: %5 26 B O 5 E% 150 mg/kg 7°5 75 mg/kg, EE 3 w/vhH>D 1.5 w/vbIiZEE LT,
*: HEOXRBER LG HER MO BBEE (VT IA M) I OWTIEMI B SO REZW 5 fil% o
mHAER (VT I7AMH) IZ oW TTEIMME 5D KEW 3 flEIESEICHLUE,

5. RAEE
D HEY (Fy)
O— IR B £

EFNCOWT, mEHRPIIER 1| E, REYREFIREREOER 2 BILLEBELE, ER
RBUIG G BRREE B IIFSIROFT RERE BRI FEEL TSR, Wisehis, FTREZRIR

DELE AT T2,
OEIE B LB DB

HEWI BRI OE A EROYBEMEBEDOREINE 5 Fl%. MEWII YT SA NEDOEI Y E
BORENS Fl(GHERT 3 A 2&KEREZR(EE 1 B)25 14 HE, &8 1 ELLE, —f%R

REEBIELT,

10
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@R MERBI LR

EFNZONT, BEKT B, 5 8, 15, 24, 30, 36 BXU 42 B (SHAFIIEE 0 H25 4 BOM),
REZROITEES 49 B, EEHMFIEEE 7 BELO 14 BIZAa TV RIS AR R B 2
EiTol=, BEE, Wb 13 BE~17 B[ (13 BF 12 55 ~15 I 41 53) 14T o7,

TP, VL TOBEEITV., 7 —UrbBOHTRICAREBEL, (FEE EToBEET-
oo fE$EH BT, AL, B8, BERITEY, SLE, IRE, RER. A MR, BT, WRITE, A
T8N, RIS, H-3<AW, J675 ., JRIR ., JRE, Bl ot 32505, WERS ., BA R EZBEL:,
DR E

FHOBMEFOE VK S FILT 7 A MEOEME B DOV 5 6l (= B 3 H)) Ic oWV TE,
Be5 39 RICHREBRIELENRIEEZERL, 5 42 BICEEMDERBEICT S - CRIBLI S
TRARRESSERE L7, DEFII DN TR SIS TREL , HRD72T 5505 B HsikiE
L7=& 8D b IR, #5508 B BEDNIE., B HHERBLORIBIC T 2R ER RS E
BREL:E,

(1) 3 DR EB S

TIA TV IS RE AL BABSUG, BB IAA B IR (B B ) B, EEM S D
FEAZREL,

(2) BAHBE

INEVIR STBIE S AT b VTR ERIE L, EBMORTIEBLORIEOR HEEn 24 5 [H
BIEL, HEEBIOREMEERI L 3 BEORIEDFHEE KD,

(3) BAFHESHE

R E BN B 3 B (SUPER-MEX, SERTHK) 2 VL 20 S0 B B ESHR(XEBS BB IO
M H ERYEIFOZEHEIL ., FHAMEIX 5 o mIcEER L, BB REIIT, REBERNICHEOEERE
BRTICIERE L, BP0 B R IEBNAIE A B AA LTz,

OFERE

HEBLIOMEMOT T TN, B8E 1(&RERLBH) 4,7, 14,21, 28,35,42 A, [EE 1.7,
14 BIBX O FIZBEL 7=, MEWITIRE 1,4.7.14 B, 4R 0.7,14,20 B /& 0.4 HBX
IR BICBIEL. RZREAIITES 21, 28, 35, 42, 49 B RBL O HICHIEL,

CEEERE

HERB L OMEBN MO T T A NEIT, &5 1~2, T~8, 14~15, 29~30, 35~36, 41~42 H, [E{F 6~
7. 12~13 BICTHIEL, $ 774 N3R5 21~22 BICHEIE L=, MBI S 1~2, 7~8, 14~
15 ABLOEIR 0~1, 7~8, 14~15, 20~21 ARLWIME 3~4 BICHIEL., RZBHIIHR S
29~30, 35~36, 41~42, 48~49 HITHIELT,

DREE

B DY T I ANFLIEBMERAERTR L, 5 37 HORE TITAHE 5 F, £/, [EE 13 B

BITOBRAETRIEEFEHEHREL:,

11
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BE 37 HORBETCIZY HOBERIC, BE 13 AORETII—RIREDBIZSK TRICEI A
o — AL, LTFOEBIZ YW THRELE, 72770, G- BE ., RRRICI2BERI ORI
WL, BRBALAE K 4~8 B DB CBEL /=& IR T, F DDA B 134 24 R OB R TITo7

5 H HEE i B2
- BE 2 ‘
pH- &M -EH-FE- bk RAEREE F—3au AL T AE-4020 (7 — 21 A)
oy ) —A VYA R A E
ik Hirk B
R & & AR Y H—E
hE JRHTIE F R VEGER BT EESU-202 (2L~ BR5E)
TR LA R AF VB S HBEMRE SITEEEAS (TN T ()
AV DAAL YR A E Ak
R RE A+ Gl
@MHE s

SHOHEZONT, 1BE 2 BROERRZEEL o0k, REFRBUEL S EktE 7 I MF
EREHIDBEAATIEAZERL, FEYMORER ., REDHERSINDIETHRAMLBE L, o,
BILOFHRABENT B (BRSO ENNLBENETO B EOFE) BLUR SHAE%KIC4 S
DV 5 B MRROMEE IR Z NSO A I E LB OBEE A REEICEH L, 7o HAIRY
(2 4~5 B ORI CTHEE IS EIRL TOLEMIIIER LHIWTLIZ,

O

B 5 15 Ao 16 B 34 Y LV RBENOMERESE 1 X 1 CRIBSE 72, 28, BAEROKE 1§ (BWE
5 M04046) 2FE 1= L7720, RHEOME 1 6 (B3&E 5 F04046) 13325 18 H D 16 Bf 29 53 KDZZRH3
RN B (B E B M04037) LRIBESH 7, VALV, IEREHRL., FEFOHOEAR

THEAZERUTER L, BARICERD DV INIREAAT EA I F AR SN Bi & 28 R R 5T
Ll ZOREER 0 HERAELTEMNEEIZRL I, ZRERBIOEIROREICLY, [F/EH
& A DSBS B ETO BB IO OHICEYR LIS IEHOEE, LR R (GRS E/ThIC
FT-Eh40) X 100, %) | SRR (GRIRE 4/ 28 R LT-MEEh D) X 100, %) 2B LT,

U4 - 534 - T IR BE DB E

2 RMET AR B RS RSE Tz, RO, IR 21 BAEY B DA HRENSETER,
EHTEFIZITV, 16 BRETCICOMAE TLEFZ DWW T, ZOHEZWE 0 B (5 R) L, Sk
REED BB ITBUEFRERBIMIC DV TITV . BEEBIE CERD ST oW T, o —
IRRIER L OERORENS R EOFELHET L, Si%I, WEIREEZHE 1~4 BoR., EH
BELUZ, DBEIC W T, SRR GEIR 0 B2 £ T0 BE) 2R, £, #BECIE
IR R EE R B A, BRE(GEREY/ IR EAE) X 100, W) 2HH L,

@k 1.

HEOE 546 TSR CIREBOBME S 5 F, BE 15 BICBT5EH CIXEEHI 25

DWTERILZAT 27, £, iR 54 TRFIRCIE, B GHIMS L&D 5 Flic o\ T

12



RER#E 5 R-12-008

B & T o7, BT FAMEOE G4 T RS CIEEHOBME S b5 4 (B AT 3 F). [
18 15 BICRBI A5 TIEEEBERICE LA DWW TR ETT o7, Wb ARSIRT 18~24 FFE]
HESET% ., B REIROLLL T W), (2), @DNEICEF FE#EL THRiLLE,

(1) MiRFHRAER PrEeEAl EDTA-2K

(2) MEFIEEM FuEEEAR 7= BT UL

(3) MIRAICFEREM FEEF ~ U

@R

BRI xR B DWW CEL T DI H 2R E LI, HBEEAIE L T/ =BT Mv bz VTR LT
MEMSMEEESEEL €, 7 abas v U B L ONVEHELER S has R T IRF U IRERIEL . 20
D IE E PR A& LT EDTA-2K 2 AW CEREL 7= ik CRIE LT,

HH B EE i i o
FRIfEREL (RBC) BRI s MR B & iriEE
XT-20001V (¥ AAyI2)

M k%% (WBC) ERL—YF AWz —Y A AN — [FE

M I Bk 5548 Al k& [k
FER AR M Bk 32 (RET%) Eills Eill

1458 & (HGB) SLS ~E/mE 9k il
AR I ER S FE (MCV) S+ (HCT%1000/RBC) Gl

/i #k (PLT) BERIEUR S Eills

~< k7Y Ml (HCT) Eills Eills

SE AR BRIl 2.5 & 1% (HGBx1000/RBC) . GRS

(MCH)
IR M ER i R R A 5 (HGBx100/HCT) Eills

(MCHC)

IEPEALE S by R 7 T AF Y SeEEL TR 4> B Bl if iR e A E 2
B2 (APTT) CA-1000 (Y AAyJA)

7 bt VR (PT) il [

(iR & ey g

BRI BRI OWTLU T OB 2 HRE U, HUBEERIEL T U2 IV TERER L 72 g2 b
RrSBEL CTRIELL, 2k, BN gD —MIZFREEREICE T80 E (T3, T4 BLW
TSH) BIE A &L THAFRERAF (-T0CLLT) L7z FRRIROBBFME LI OEDOMETORAEEHE O
FERNO, KR E &i@%%%@%ﬁééc,%ég%&lféfm\H?IJEFJ’réﬂf:T:&)\ R IRAVE OHITE

IEER L7,

H B I E il b s

WERIRE (TP) EoLy bk HEI T EE
JCA-BM6010 (B A&EF)

TV VP EE (PALB) BCG ¥ Eilis

7 va—AE I (Gle) ~F)FF—t'G-6-PDH & Al k=

HalAFu— VR (TC) aLA7e-MEEFY A —% -HMMPS 5 [ Lk

N7 YAV IREE (TG) GPO-HMMPS ¥, 7' VYUviEEE [k

U HEE IR EE (PL) A AFVH % DAOS I G

13



AER%E S R-12-008

TH H B EE i KRS
JRFEEFRREE (BUN) UL7—t +GODH &,V 7Y H5E R HEIOTERE
JCA-BM6010 ( B AEF)

TVTF=v BB (cre) Jaffé 1&

y =T NEINVNT AN T F R~ T [FCC ¥ EIl

(y-GTP)

TV 7427 75—t {E M (ALP) GSCC ¥ Gl

TANTX VEETI VTV AT 25— TEME  IFCC 1 Al E

(AST)
7720 TN VA7 TEE (ALT) [k Eil=
FLERRR K SREE SR {E % (LDH) JSCC ¥ bt i ik m_E

AV LY EE (Ca) OCPC ¥ il
ALY R EE (thil) BESR 1k il =

IR B (IP) : BT VB E R Eill=

ARt BEYR F (TBA) BER YAV T Ik [/

A/G tb 5 (rALB/ (TP- rALB)) Gl
TRy A FRE (Na) AA BB £ HENEMRE IR

EA05 (zA7V N T74-)

AV hA 4 BEE (K) Al & GRS
B\RATVRE (CI) Eii Cills
BFBRBIUOBREEER

AT DRI, RIS REMMII A A Z— L N D LRREE T CHRILL7-1%% . 2L OB
S Z =L NI AR T TR BSESE, 51X HEHIRL, ATEMITFHCHRHIZ

HLiz,

I REN i R BT OH A

2
BG4 T IREE R &5 42 BOEA 18~24 HEfHHa L
118 #2245 El1E 15 H 18~24 WA

i3
wens il WE 4 HOBA 18~24 FEfHHaA
RRISHER SN2 o7 (R2ER) ®5 52 AOEH EfiwT
YT T A N (R 5T RS R 5 42 HoEH 18~24 FEfHa R
BT N (IR B 21) [El48 15 H 18~24 HERHE R

LB B HeRR B Y/ TRarn

SECEM LIS D 22BN OWT, i, FIRBRIS KON LB/, IR, LR, AT, B b Bl
R BE B A RMENED IR E BERE S L) IR, THOBERBZNEL, o, £
BIOKE, Fdh, TEE, REK (N—F—R) . A TRBICETR, J%& . FRBER IO /M, 9
B U, Ffids JOVRVE 3, AT, . MR, PR B, B 2R, 205, |G, BIE. RR.
ERG. TERDNEi, IBRIIEY S8, R, R R R, AT IR, WMEB L OEE R, IR, 7=, 12,
BERE, RERE BLOKERE B H#E., BHA, LBEHE, LR, BLOREMEZERRL ., RTFLI, JETE)
LIS DRI ORI 15 cm AREELLFOES T, KEWIC 106 HEBEER L <V B 5 mL Lo
TZEALBEEL TOLRMHL CREERICRIF L, BRI UOWER LRI 7 RICE E (RYI5R
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T 10% T PERRM AN L= U BHR) Ly £ OMODE - MRk 10% P PAERRE S <Y AR IRICE E LT,
 TeB RERAIOZRE ERMEITFIME RNLERA LT,
OREERFRE

HRLU2BIW DO | BEOE G T IR A CII BRI EAEROBME S LB VA
5 B, T TAMEDR G T BRI G TIIEMIE SDE VO RED 5 FIRoNCEm A ERED 3 F,
Sy BRMED IR B T RERIRR AT, R AT o 7o BB RO NTE A EHO 5 Fl oW T, MikF R
B GAE (REFELUZEE RO B ILRIIRL) D~y - P (HE) AR /ERLL | f5HE
PR ETEmL-,

FELTEMIZOWTHRIARIC, BB R AL ER U7z, £, FIREFICEE R HONIEE -k
WCBALTh HE BEAZERL  mE AR EREL EL 7,

2B, B MBS TRHRAIOFBEBEIREICBO T, HBRYEEEOR BN RBENT-4
BRI oW T, BB X OH A ERED 5 Bl L FEIESESHIRAIOFRERRERE S EE LT,

2) AR (F)
O AEROBIE

W0 BICERF RIS LU C RS MERERIC R T BB L USSR ATV OF MEBEL . ik
K[ (EEV S/ B RIEE) X100, %], AR HER] (HEA R/ EREH) X100, %], HEEL(ERH
FEMES/ TR IREME) X 100, %I L ONMH AR (HEARE/EIRE) X100, $12EH Lz, o, HE
0~4 HET.ER, —IREBZBRL, AFEELE TR IC L HiIERAETR(HE
4 AOERE/HE 0 BOAERE) X100, $1Z2E UL, AFRICOWTIL, HE 0 BXU 4 AIZE
POEBEZREL ., BZ LICHEERI O EL B 322012, HiF 0 BBEIC 4 BICkiTA Mk
[ CifeAE R/ #8 4= R 450 X100, %1 2B LT,
@

L RIS RFHOR ELBEL THBRL, 105 HEBEE RN~V BRI EE L CRTEL, £1F
RIS 4 BISARFROEELBEL TERT AT ARRE: T2 ML E G THR L, P
BOREOFELBEL,

6. T — X DIRHTIE

PERHNDZA L= B DSERE , SRR, Z IR ERIT OV TIT Fisher D EEHERBELIToT- (BEX
#E:5%) . WRME R EHOFIEMFREFT RO, FL—RN31F L7727 —#IX Mann-Whitney @
URREIZLY, EeB 7 L —R O EHEIT Fisher OEEHERO F AR EICLO BEE OB OF B ZE
REHIT o7 (B EAKLE %),

FOMDT =i, BEZLIZBONIEHDONT litter ZEDTHEE 1 EARLL, S TIAMEEND
DVNEEDOMOBENTHIR LTz, ZOBE, T ORI SN 2 BOBFEITE, £9° F REEZTV. FEE
BRH LTI Student's—t BREEIT o7z, F MEICBWTHBZESRDONZH AL, Aspin-
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Welch BRE&EIT 7=, FENTOXIGN 3 BELL EDBE I, %67, Bartlett O FHEICIVEHED SO
PEIZ DV TIRTE (F B/KHE 5%) 21T o7z, B —HTho G AT, — BB OS5 (B
EKYE %) 1TV, HMICEBEAROONHE I, Dunnett IRICIV L E B ETo/ (FEAK
HE:5%) . —J7. WTNNDEETHED 0 LR EBL OB —1R Tled 2724581213, Kruskal-
Wallis ONEGLIRTE (B B /KHE 5%) 21TV, #EMICE EMESROONTIEA 12X, Dunnett RO E L
ICEDS BB AT 7= (FEKYE: %),

FRYDENTEGN 2 LEBRDOERECHBEZRET RV OHLIFERVHRGEEICRDE
mof=C&

2012 4F 10 A 26 B M 10:21~10:37(16 ), 14:15~14:16 (1 73 8L 16:02~16:07 (5 43
) (AR EAT FEIESAMEEL  REEOBMREET ENORBBABEZ 7=, LU, DT hoBEh O —fi%
WRE, R HFE I ERFRICER U EEZONSE(LITRD LI T, HATIZER ] Tho7eZ bbb,
RER A~ DB T VR LT, 728, B EORE B IO E O BBIL -7z,

ZOM, [T B BN CERD T RBROE I B KT T 5 Db ST L OB &
IRl ool b i3 hoTe,

BRI

1. HEw
1) —fBIKAE (Table 1~Table 4, Appendix 1~Appendix 4)

B 5 HFPORETIE, 85 15 BIZ 150/75 mg/kg D 1 #] (BiE S5 M04046) AFET- L7z, BT
BT, &5 16 BICAEREDHOR TEEENBEIN, Z0OM, 5 24~35 BIZ 15 mg/kg B
o 1 Fl (i EF M02018) THl L RS A BTz,

[EE AR AR ORETIE, B 16 BIZ 150/75 mg/kg #£D 1 5 (B3 = M04047) TH D RBHNZHE
niz,

BE5MM oM, #5 21 B25 28 HORMIC 150/75 mg/kg BEDORELME 1 #l (EHE S
- F04046) 35 JUGEASHELME 4 5] (B35 FO6060, F06061, FO6062, FO6063) 3T L7, ZIVHIET- &
W Cid, L&, FIR, PHEEDRED | $EDHN. BN ORR, ERML, EEREBBEShZ (KK
B,
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g% s  FHHA GEH) BB E TOREWR
B
F04046 TR 7 BAYAE B, PR, SEEEORD . DOBEDEN., 9T<KED, HE
(526 H) (IF8R 4~6 HAESH),
FEAZHD M
F06060 Bek 25 | BOEBEDOEI., BN OFRR, 3ALE, PHEEOWHA EE, &
BT &S 23~24 H),
F06061 #5522 H HEEAAL . BT 3R, B (5 20~21 H),
F06062 #5528 H SR, BEEML, #E B0, IR (&5 27 BH),
F06063 #5218 & L, RIR, EY, FT B (%520 B),

150/75 mg/kg HOAEFMIZH W TH HE 1 BICAREBHOKRTAKZEM 1 #l(BWES
F04040) , & 22~24 HIZLE, EFEDOEN, FIR, HHEEDOHD | B/ ORRBLIOIT<ENS
FERECME 1 Il (B B F06066) |, %5 24 BICSLENFERELME 1 B (BES F06065) (ZBlESH
Teo TDMh, 35 40~42 BIZALIRAS 150/75 mg/kg BEDOFERSHEAME 1 6 (B E = F06067) B EESh
720 50 mg/kg LA FOBETIE, BRETFEO LN -T2,

(1] £ 20070 o D FEAZBEME I, LIRS 150/75 mg/kg BED 2 1 (B &S FO6067, FO6068) |ZHBIEEX
nizLshz, BEIIFED LIV o7,

SEH/DEINEIZE (Table 5~Table 6, Appendix 5~Appendix 6)
SEME R SR T, MEEL L IR S AR RO ONCEE IR 2@ L T R E e 5 0O B A TRIE
DEAGITERD IR T,

2

~—

3){KE (Table 7~Table 10, Appendix 7~Appendix 10)

B 5 MR ORETIE, REHB IR E R 5O EL RS T 2BIERObNRD T,

[ 16 HA R O #ETIE, 150/75 mg/kg BEDORIE 14 B ORENBD L2, <HBR LR CHREE
IEERD LR 0T,

e G P D FEATEME R & Lol I, ﬁ@#ﬁz R E R 5 OREE R T AEITRDLR
72T,

=118 #AR 1 O FEASEIME T, 150/75 me/kg BEOMEIE 14 H OKEMETE 7 B Z0BA LIZ25, XTI
BB L CHBEEIRD LR T,

FIRBL OB B oMk, MEHBICERY BRSO EL LT IR DL
Motz

4) f&gH & (Table 11~Table 14, Appendix 11~Appendix 14)
B 5 HR P ORI, BERICHRDE R 5O EL RE T AELITRD LI -T2,
[E]18 #AR] HP O HETIL, 150/75 mg/keg BEDOBEH EXKHRELLVIRMEE R LI, HEEII T,
B 5B h D IEATFMER B Tol CIT, AR BRI E R 5 OB AR T BT D bR
nole,
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B HIE O IERERME Tl B EICHBRME R 5O ELRIERTHIELITFRO N o7,
TIRBIOVEE M PO T, BEERICHBRME R 5 OB ELTRETHEITFRD LN -
7=

5) HsRERR A
ORI AR IET NS (Table 15~Table 16, Appendix 15~Appendix 16)

B EREBICEBLIZ T TATAROG, LRSS R EAL, BIERIS ., BIRG AL, IRIgR
B, ERRSORE T, JEREMEL & e T OBORENREBMICEB O THLRF IR
nnole,

@ FHTE (Table 17~Table 19, Appendix 17~Appendix 19)

B 5 B OB E R LR LOME R OB JIE T, JEREMEE B TelifE L | BB R 50
R R OEITERD LN 5T,

@B FKEEEN T (Table 20~Table 22, Appendix 20~Appendix 22)

B MM T ORETE, REBEEBLON S ERVEIEIHEBRYE O BE RS T 5 LITA
bV oT,

B 5- W T 0 53 i T, 150/75 mg/kg BEDBALE 5 KO XEBEIE (F 1249 counts) .
50 mg/kg BEDRXEBEI (F 3286 counts) BE U 150/75 mg/kg BEOKRKEB B (FHy
3415 counts) 23X RRAEL EEBIL CHRITHEML 7223, 150/75 mg/kg D 1 Fl(BHE S F042042) LA

i DT OEERLERT —FO%E (TR ) NOEERLIZZEnD, BIHRE(LE Iz,
728, 150/75 mg/kg FED 1 B (B 5 F042042) [T B IREED B H 1TSS N/an T,

e 51RO FEREMECIE, 150/75 mg/kg BEOKEBEIEISLONLS EADEIEKICK BREE D=
EEAY.215Y (WAVIESY

i (B G548 T RE) FREREx PN SEH A5+ 2SD
BHEE 5 0O X EB B 4 20 1115 791-1438
KX EBEIEK 4 20 3068 1345-4791

*: 2011 4 4 A ~2013 £F 3 A IZ ML= OFE REBRO LA FREE (LA A AR 26 A

6) JRERZE (Table 23~Table 24, Appendix 23~Appendix 24)

Be 5 R P OBETIE, R E R 5 OB RS T DIROEIBESNR) 0T,

[ 8 AR DRETIEL, 150/75 mg/kg BED R EDKTRREEL LR L THBICHD L. REORAIZHEDS
EEBEZONDRBAT AREL TN T LAT L IVTLAFT L BIOERAT P EOF B
DR BB,

B 5 R R OIEAELMETIZ, 150/75 mg/kg BEDRENH RS LR CHERICEMNL ., REOH
MM EALEEZONDRLE, TN T LT RE, WVT AT AREBIOCERAA VREOH
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BB D BRHLNIZ,
15 B P DIEAZHLME Tl R E IR 5 DB AR DR OB TBES IR o7,

7) MR (Table 25~Table 26, Appendix 25~Appendix 26)
OrtEEh )

B G HRE T RO IECIL, R E R 5O EL e T 2Bl ESN 25T,

[l 18 HARTHE T REORE T, 150/75 mg/kg BFED~<h7U v Ml (F#) 43.1%) & MCV (B3 55.1 L) 23
SFPRREL LLERL O BICHML, MCHC (FEy 33.1 g/dL) A B T LIz, HEEKDO~< 7Y ME
BEG MCHC I\ iubBERT —F0O#iH (TRZR) RHOWITO TN OBREDE(LTH-
Fe B3 MCV IZ2WTHE, 5 #ild 4 FIRERT —Z0O#% EFRlo7, ZOMOHEBIZiT, $ERmER
B OB R R T HEGITFED DT,

T (E1E T ) ABREex PN St S5 +2SD
~~ k7Y ME 4 20 42.0 38.9-45.0
MCV 4 20 50.9 47.9-53.8
MCHC 4 20 34.7 32.9-36.5

*: 2011 4% 4 H ~2013 £ 3 B IZE L7~ 0FA 3BRDBEA BREE (A 5 A AK) 26 H

Ot

B 5 BRI T RO /3 it ClX, R E IR 5 OB B R T AR LITBESh e ol

e 5 HIRETHE T BE D FEASECEMETIZ, 150/75 mg/ke BED MCV (E5 54.6 fL) & MCH(19.2 pg) 23%+ R
BB L CHBICHEMNLZD, WPhbERT —4O#H (TR R) Nd2W b nic LR
EOELTHY, WRHE DRETRIROEHBI L, ZOMOE B IR E R 5 OREL R e
BHEACITFRD DIV oTz,

FEZBOME (B2 54 T HE) B YTV T ¥y £2SD
MCV 4 20 53.1 51.3-54.9
MCH 4 20 18.8 18.6-19.0

*: 2011 4F 4 H~2013 4 3 AICEEL 706 BROBEA S FREE (R 5 K 2
18 BRI T IO FEASERME T, 150/75 mg/kg BEOTEME(VIT 4y haL 7R 75 2F L B AS o FREE S

B U TR BICEREL 72, MR OE(LTIIRNWIENLEETIIRWEHIWT LT, £OMOE B ITH
BRWE RGO B R T HRTFED s T,
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8) Mk A=k F#% (Table 27~Table 28, Appendix 27~Appendix 28)
OHEEN)

B 5 WM& T RO BETIE, A& BIRED 50 mg/kg # (5 5.2 g/dL) BL TN 150/75 mg/ke #f (S
¥ 5.3 g/dL) TRIBBELHRL THRIVETL, ZhbDEIRWT b E R T — 4 OfiF( TR SR %
DTN TE-T,

e (& EA& T EF) FEREx T R3] S5+ 2SD
BERRE 4 20 5.7 5.4-5.9

*: 2011 4F 4 A ~2013 4F 3 AICFEML7=0F G RBROBA e B (A R A AK) 26 H

[ B T R ORETIL, SR ER 5O EL AR T BT e -1,
QB

B 5 HARIE T BEO 43 1l Ci, 150/75 mg/kg BED AST (F# 105 U/L) & ALP (¥ 242 U/L) A3
S RRIEC LB U CA BICHIL . CRLDEE TN E R T —ZOHH(TRSH)% EE -7,

Sy e (B -4 T BF) RS TR ¥ ) +25D
AST 4 20 84 64-104
ALP 4 20 160 149-171

*: 2011 45 4 H ~2013 45 3 A ICE L7~ a3 B S BREE (A 5 A AK) 2EH

B 5% TEOIEABMETIL. 150/75 mg/kg BEDORR=aL 25 m—/L (£ 81 mg/dL) & ALP (3
¥ 219 U/L) S5t BEBEL R CTHEICHEML, ZHDEIZE =T —4 (FREBB)EHBL ThHEW
B CH-oT,

FERHLME (5 548 T ) AR P TNEK R ) £2SD
Bav L ra—u 4 20 64 54-T73
ALP 4 20 156 84-229

*: 2011 4F 4 A~2013 4F 3 FICSEMEL 7G5 BRBR O SEAs TR (LA 5 K 248

[E118 HABHE T BF O FEAZELME T, 150/75 mg/kg RED ARV ERIEEE (245 16.0 pmol/L) H3xt FREEL Lk
BLTAERICEMUER, TRT —20FHE (TREBH) NTHY, BRWE DR E TRV HBLZ,

FEATHEC M (FI1E#& T F) RS WAV ¢ X SEH+2SD
R BA e ' 4 20 14.4 1.2-27.6

*: 2011 4F 4 H ~2013 4= 3 AZEHE L7 0F & 3 BROBLA S BREE (A 15 AK) 24E
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9)23EEE (Table 29~Table 30, Appendix 29~Appendix 30)
OrEE

TG HEM TR B L OEESRE TROBETIE, R ER 5 OREL R T2HRBEEROE(L
BRI 20T,
OB

B E IR T Rr D 3 CI, 150/75 mg/kg BHOBIE BBV HIEL L, FX BRI HELL
WL THEICHMLZZD, ZOMOBIERE IR ER 5O EBELRETHEMiBESn 20
7o

B 5 HIRME TR DOIERZBLME T, SR E KR GO EL TR TR EEEO T LITBRIN
MoT,

BB TR OIEREM T, BRI ER EOREL TR THHEEREOLITBEINR
MoTz,

10) FIMRFTR. (Table 31~Table 32, Appendix 31~Appendix 32)
QD FET- B

WHFEL LT 150/75 mg/kg BEOD 1 B (B35 M04046) DFIRRET RILLA T O@Y THB,

B IR B AR AR 008, DR G B BIRSE I EBIEL . B CIEm A IC R B 255R
DO, EDM, ATEORE L, IoFRElb, Bl L OWIIRO /N LB ST,

@D ¥ 54T R B

&5 42 HOB IR, R 7 1. 156 mg/ke B 12 fi, 50 mg/kg & 12 HlRLIW
150/75 mg/kg & 6 BIDFHIRFT RILLLT D@ ThH D,

KB RT3, FANCEBARED 15 me/ke B0 1 BIIERDBNA, REORT RIISHREED
1 Blch bz,

IR, AP OB EAIEAS 150/75 mg/kg BED 1 H1(EE S M04041) . BEAKBLIOAEED
BIED 150/75 mg/kg BED 1 ] (BB M04042) IZEIE S -83, Al A Gllidsd BBEED 1 4
(F#EF M01002) ICh Bl

FFIBCIE, AEBEDR 50 mg/ke BED 1 6 (B = M03025) (238D 577,

BT, BEEAS 50 mg/kg #ED 1 il (B#&E 5 M03029) IZ7B0 bz,

REIEECIE, A 150/75 mg/kg BED 2 PIICBIERS LT,

QHEDIIE RS

B8 15 BISHIRU7--ERY, S IREE 5 B3 L 0% 150/75 mg/kg B 5 Bl TIE, L8O RE
HDEIERED 150/75 mg/kg BED 2 BliZBIER SN,

@D IET- B

WHIFET LIz 150/75 mg/ke BEDIELME 1 Bl (B#E S F04046) B L UIRATEME 4 Hl (T ES
F06060, F06061, F06062, F06063) DERET RIILL FOBEY THD,

21



ARERZEZ R-12-008

B ik, KEUE IR HE 2 6l (B E R F06060, F06062) IZA b4, 56 1 #l (% 5
F06062) iZRE e i fio TV Ve,

OIETIE, ABEBIENRE M 1§ (BME 5 F04046) BLOYEARRECME 3 41 (B & 5 F06060,
F06061, F06062) (2588 BTz,

BT, TR DB AL AR L OERRECMED 4 1 41 (B35 F04046., FO6061) 273
i,

I C ., W LA HEAZIEME 2 ] (Eh3E 5 FO6061, F06063) 123D HIT:,

Ml ik, N A B 1 BB E S F04046) B L OEACELME 2 41 (& 5 F06062,
F06063) (A5, 96 1 il (BiZE 5 F06062) 1Tk Elba o T,

Ha T, /N LA AR RS L OE R ERMED & 1 1 (Bh3E = F04046, FO6061) IZFBH BTz,
O it DIt 546 T R i 5l

WE 4 BOZRICHIBRUIZMEEMY, XTRREE 11 B, 15 mg/kg B 12 1, 50 mg/kg B 12 i, BI
150/75 mg/kg &t 11 BIOFRFT RIZLL FO@EYTH D,

FlE T, ABBIRTED 150/75 mg/kg D 1 BB B,

g CIE, BRRBIEmE OFEEIAS 15 me/ke BED 1 61 (EE S F02021) IZ5RDSNT-,

FaRcr, /NEEDS 150/75 mg/kg BED 1 4] (B3 5 F04040) 1238 BTz,

CIECid, EEIE S/ T EIs O B 150/75 mg/ke BED 2 HliCBIERST-,
@RS

REISHERSI 2D Toxt REED 1 4] (B E 5 F01011) OFIRRCIE, BFIIBESh 2027,
@Y7 T4 MO -4 T R B 1

&5 42 B OF BICHIBR U IEREME, T BREE 5 B3 0N 150/75 me/kg & 3 HlOFKRTIX, £
HEEITTEI O A A 150/75 mg/kg BED 2 FllCBIERSNT,
Oz S olEE k=31

B8 156 BICEIBR U= FEAHCME, <FREE 5 Bl OY 150/75 mg/kg B 3 BIDFIRTIL, &5 22~
24 B E, BRHOTENE DRERERLEE 150/75 mg/kg BED 1 41 (B&E BF06066) TLMED
WAL, o 1 61 (E%E S F06068) THIEDRIERES MBS,

11) BRI (Table 33~Table 34, Appendix 33~Appendix 34)

OHEDF LT
BT LI 150/75 mg/kg #ED 1 il (E#E -5 M04046) DR ERALMRT FILLL F OBV ThH S,
TR HCH FTYethv s m7 7D E L AR RS,
MRR CL, BE OFEEL ATk~ 0T 7 — PO R EE OB AR LT,
DB T, SEEILBEE I OFAED D EEB L OSBRI NI, TEERE(LThoT,
RTHBCIE, /B D TR B e BB D ZE R LSRR BTz,
B T, IR B ORI 6 KOS TRk 5 B DG BR BRI SR D D, I T EREE kst
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IRABFEAR D HIBEDS HE AL TV Ve,

RERAEY /B TlE, AR~ a7 77— 0 R B O IR 5T,

Pl T, ABEORELRFEELROONI M, PEEOBEAFRILE CERE ORIE A A5
iz,

g, R R DRI, 2R HRGENPEE BRI, g
TLAE % o T IR DER L2220 M 6 K ONBEBE L L IR A DR FE /0 & R LR S5R D DAL,

Bl i, FKF IO IR DB LA, TBRERE/ ThoT,

N =R, PEEOARILERENROLNI,

RIRE TiL, B, BERB L OB SR CPSEIHEERENE O E N AL,
@D T 54 T R R 1

G TRFHIRFEIDOG, BT 7ot BB LN 150/75 mg/kg #ED 5 HliZ DV TR IR
REZEML , SOICHERYE OB RSN O, B BB L OKBEIZ OV TL, 16 BLW
50 mg/kg FED 5 FUZ DWW THIREMMARE L EML 72, TOM, HREHCEEPROLNE/EIC
DV THHEBRERE L ER L, FEMAMKETRIL. LLTOBYTHS,

HERIR Ti, 150/75 mg/kg BEIZ ISV TRITMEDIARAEREAS 1 61, AR 2 flcRDHONT-
W, R E R GO ELRE T AELITRO LNk oT,

DT, D EROZEME/RRME(LDS 15 me/keg BED 3 FIF LN 50 mg/kg BED 2 BlIZFRDHENIZAH, W
THHRBME CIKEERE (L THoT,

JCrE, [RBTECI<BEDB(LAD 150/75 mg/kg BED 1 FHIFRDONZDHTH Tz,

I T, 150/75 mg/kg BEZIWNTPANRE BRI FHIROREIA{L DS 2 B, /NP ZEREDS 2 Bl Al
NI WS T RER LT, MBRBEL L THERBIUORBRE O ZE T eh ol TOM, ik
RRICATIROD 25 D3 A HiTz 50 mg/kg FED 1 4 (B35 M03025) 12, FHARIE B MO TR O BE 151L
EZERI{EHE B A LN, WTNBIKREDELTH-oT,

PRI, S<REEREE OB ALY 150/75 mg/kg BED 1 FlicRBDONIZ,

BT, IRB ORIE T RIS SEBENOIRE DY/ EREFHED 50 mg/kg BERB LN 150/75 mg/ke #E
D% 3 FNZRD LIV, T, JRE ORI L OREIE T R BRI B2 S £ TOE)
WNZRBDOIL, TORRED 50 mg/kg UL OB TxHREEE LU THEICHEMU, Zofth, xIEEE

T2 TOE G CH IR AR OB E L . 50 mg/kg LA EDOEEOMERE B L UOFREE A5
PRI L CREICHEML,
BB G, FIRIFICREBROOLN 50 mg/kg BED 1 F (EHHE S M03029) IZH A RSN,
Mg CIL, B EROELIME MK R L W 150/75 mg/kg BEOEFNIFRDOLNTZA, %
DFREEIZHER O ZEITRD T,

BHCIE, BT IR B HIRE O A MRS S B R A S D2 TOR ERICRBD LN,
ZOREBIOMEEICHERMOZETRD LN eh ol E2, MBI SBRENBIEE DY Sk E
15 3L U 50 mg/kg D 1 fil& 150/75 mg/kg BED 2 BITFRBOHILIAS, xTBREEL L THE B X

23



AR5 R-12-008

UREE D EIdeh 2Tz, ZOM, 150/75 mg/kg FEIZ IV CEALRME O Z <R B2 5 N LR 23
1 Bl RBEOTRELGIE AN 3 Fl, BIFEN 1 FlCRobi /i, SE OFEm I REEL
15 mg/kg DK 1 FlICBIERINT,

KB BT, FIRFRFICEE B AN BB LU 15 mg/kg DA 1 UTHETHRIEFEITROL
UM%, 150/75 mg/kg BECIRIERD BE T LIS TE, |

BISEAR TiE, BT <ERE DY BRIZIEA 150/75 me/kg BED 2 FUIFRDLIEM, XREED
2 b AN ELTHT,

KERE T, 150/75 mg/kg BED 5 B (EH) 2BV TR, RERBI OB BRI R EE O ER
HWE OILEHTRO DIV, HERBLURRE LT RBEL LR U CHEIZHEMNLZ, 50 mg/kg LA T OFE
IZBWTIE, RIS R I ES ol
DI B

B8 15 BIZHIBRUZRHREER LU 150/75 mg/kg BED 5 FIZDOUWTIE, 5T RO TR B TH
BRWE DEENRIBEINZUIE, B BIEBLIOKRBEIC DWW TOREEBFERELFZMmLU7-, HEA
BETRZ, LT 0@ THD,

DB CIE, O DL/ BRHE(LAS 150/75 mg/kg BED 2 BlFERD DN, StRREED 1 HllcbBDS
NWIZRFEME CT<BERE ThoT,

H T R E ORI TRk T B DV BREEFED 150/75 meg/kg BED 1 i ;mh&bf‘oﬂto Z 1,
R B D FEFEANAR 33 JOVKERE T #R I IFBRERIZ A 150/75 mg/kg BED R TOEMMIZRD HILIZA, *F
REO2HICHLROLNEDRE I BEEL D22 o7, FT=, 150/75 mg/kg BED 4 T
FRBATRRIRHAAR O MRRE ANH3 <R /- TR IS A D=0 | RTEREED 1 Bl AR OFT IR
o,

g, BT <EREOFHEEMERME D 150/75 me/kg BED 4 FIRDLNZN, FRERBK
UMEEE IO BB L 1D o T, DM, VBV SERIEEAS 150/75 mg/kg BED 2 FIIZRD LN,

KERE T, BBRWE R 5O EBITFZ DIV oT,

@D LB

150/75 mg/kg FEDFE LB, REME 1 B (B E S F04046) BLUIERECHE 4 4] (B1E 5
F06060, F06061, F06062, F06063) {22V N TR EARMR =R E 2 FhE L7, R ERAELRRIT RiL, LA T i
D TH5,

THEEVASETIE, Z<BREDERHIEAEME 1 Fl WHK~ouT 77— OBEHOITHEED
HMASIERRECME 2 Bllc b,

FORIR T, SRR BB S TEACEME 1 fFlicA bz,

Bl BEEE R R D SRS ST | 135 K OSSR 2 I b,

O, SRE LB CEAMED D BRI OEER 5 fl(@p)icBash, TnROZTE
HE 1 51 (BYHE B F04046) 35 L UEZZELME 3 51 (Bh# 35 F06060. F06061, F06062) DFREE 13 % &
FITEE CTh o7~ (Photo 1),
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Gl BB HR BE A i h ERIB I 2SR 2CHOME 1 i, PR ME CIOEREE 2B (AR 2N FE AT T
1 B, Fi, MBIRICIR MM T <EREL 2R MAR ASFEACHME 2 pllcBlEsii,

HEIECId, IR DA MR A (LAY 5 Il (R IZFRD DI, Wb I EREE S/ 3R E 0 28
LTItz O, £ HMETHEEDEIEAIEEME 1 IR DI,

BT BB ORI L OREIRE TRUIC S SBRED O P EEOLFBEEIREL 5 Fl(EFIRHL
o, SHICHERBLHE 2 BRI T LRSS B ILE 2 18D P& E DM R L UMESE (Photo
2) DAL,

B RAREY B CIE, SR D ZEMR A 1 FlIRLOFEREME 3 #illc, BEDOF R kvrn
77— VM FEREEME 1 Bl A bz,

R CIE B EIIT P EE O B MBEOZERE I AHME 1 BRI K OGEASEME 3 B, SR F T
EE DFRMBEDS - M3 FEATEME 3 I, \E F P EEORAEIILED 5 6 (&) IO <ERE
DRESMELLAS 5 Bl (&) 12 b7z,

BT, R R U R A E IR E F R S E OO K/NRE /% RR /55844 (Photo 3)
B4 BICBES M, BREF/ TIPS E ORI Z R U E AL RS S 2 6l SR EihEE
ol Z<BENDPEE O RE MRS LUELE (Photo 4) A325E0LME 1 Fli X OIERHELME 3 51, Hh
ERUTAL R AR DR EE 72 ZE I A ME DS AT 1 iR BTz,

R Tl Z<EREEARFUIRFFRIIA O MBS 2 BEME 1 B3 K OFERBLME 2 BICFRd b,

IPELCIL, BASHIRAROD Z < EE R N3 JEASELME 1 FIZER® STz,

FETIE, HEOERZEMENIEREM 3 5, SLEILE L Lo i O M s L UMM JE ATk
3 iR BIE,

BT REIE R O RGBS AT ERE 1 A FRD BTz,

N —RTIE, PEEOERILE R M IEELME 4 FlICEEO LI,

KERECi, B, R, BEmIC T SERED D P& CIHE W E O thag A FEASHLME 4 Fiic
BT,

O % WD G- T Rl iR 5]

"WE 4 BOBRICHIRRLMEBIDOSS , BMLET 73 BRI O 150/75 mg/kg BEDOF 5 Bz
DWTREBHMPRELEML, SOICHEBRME O EPTRRINT O, B Bigk L OKEEIC
DUNVTIE, 16 BEU 50 mg/kg #ED 5 HHUI DWW THIRERALFERELR EEL 7=, T OM, SRR
HRRBDONIZBEIC DWW THIR AR A S L, WEAEET L. LTO®mYTH5,

TEATIE, T EBED 150/75 mg/kg BED 1 BIlZFRH BN,

ETHRTE.REMBEOTEEZERBIOMECEZMEEEITb Al
150/75 mg/kg FED 1 FITRD OIS, ZOMOEMIZE FTHROREIIRDOIIRD -T2,

BRI T, % R 7 03kt BRBE S & UY 150/75 mg/kg BED S 2 HlicAbiiz,

Bl i, SIRRRIC R E N AL 150/75 me/kg BED 1 i (BE = F04040) (2 4 fE D ZEREA
BlEgshi,
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DI, BhARE ISR EE /K BESS 150/75 mg/kg BEOD 1 FliCBlEENT,

FFliEcid. PRARSE BRI 2 <EREEZR AT HIBR DR KA 160/75 mg/kg BED 1 FlICBIEINT=A, Xt
FRHED 1 Pl BEINTE L Th T, Eio, [REIEDEEFED 150/75 me/ke FED 1 FlICBEEINT
B, TKBERZLTH T, ZOM, HIREHCRE R AL 15 mg/kg HO 1 fl (BIYES
F02021) 128\ CIRBYED i 2 O BERRIE A~ =T D5 A by, FAIRIE B M (28 B e R o BE b

bELERINT,

BT, IRBE ORI ORI TRRIC BB EAXTRED 3 L 15,50 BIW
150/75 mg/kg BED K 5 il (2B IZROLIV, EOFRRETL 50 mg/ke UL EOFECxHRBELLLRLTHE
WZHEIIU Tz, F72, BERBIC BRI O AR 15 me/kg PA_EDOBETHBH, 50 mg/kg BEDHE
ERBIURREN T REEL LB CREICHMN U7z, 201, RS ORIE TRRICZ SEREE/2) L SERDE
FEDS 150/75 mg/kg BED 1 FlIZgEH BN,

Mg CIk, HHREEL 150/75 mg/kg BEORHIIG G ARITELTIINE MBS BIEI NN, ZDORE
B D ZI T2 0T,

BB CIL, BB DRI SRR A3kt R A B oA BTSN HERBIOREIZEITR
maote, Fio, GUBE LB & TR E O RME 2R L OEIE LR AL IR O Z <EREE 2R e hiaR o3
150/75 mg/kg BED 1 BT, BB E/ I IREE OFLEILE A 15, 50 LT 150/75 mg/kg FEDE
1 FlCBlE STz, £ DM, 50 mg/kg BED 1 BNCIFEENMEZ R U EEREALR D HIT=D,
R F LI E LTI RD -T2,

KEEE T, B, RERBLIOBRBICIEENSTEEOFEEEME DO ILE D
150/75 mg/kg BED 5 Fl (&F) IcHbiL, HE BELORRELLEL THEICHEMUZD,
50 mg/kg LA T DEECRIRDOEAGITRO b EH 0Tz,

OV TTA MNEOE ST RS

FEAZHRME D $e 544 T BEEIR B S BREE 5 1808 150/75 me/ke BE 3 BHlOFHEMERERT RIZLL T O
) THD,

FURIRCIE. BT M RRESS 150/75 mg/kg BED 1 FITHBILE,

PRI, S<EEF I EEDOF G~ 7 77— 150/75 mg/kg D 2 FlIZHLIVEA,
TEBREEREALIT A REED 1 fllobBlgEshTz,

T MRS S < EEZRIA RIS DD 150/75 mg/kg BED 1 BHIROLI,

JFFIE T, 150/75 mg/kg BEZ RV CRAARE BAMEIC S <EREE e FFHIE O BEAH (L8 1 51, Z<EREED /I
RIZERED 1 BlicBlEEShed, 2 OB EBLORE I REE L 21380 o7,

B Ci, B ORISR K USRI T R AFERERIRM (Photo 5) 3%t FREEIS KON 150/75 me/kg &
DEFNCRD BN, ZOREICEEOE I e o7z, Fio, B REIHENR R MAE o b 88 in
(Photo 6) 2% 150/75 mg/kg BED 3 HlICHBAL, TORRE I BEEL L CHEICHMLT,

AT, RHEREEE 150/75 mg/kg BEDOEBIICIB GG FIRE LBIME MANBESHIZR, TORE
IR D ZI T2 h T,
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g Cid, 150/75 mg/kg BED 2 HIC B OIFEEMRME NBESNN, T OREBIUEE
BRI T,

KRB CHL, B, B, B R E OB E R ICEDS 160/75 mg/kg #D 3 # (&
BN IRDHIL, XTREEE L THE IS S OB EANE BITH L 7= (Photo 7),

@Y TI7A MNP RIE B EB

[E118 156 FIZEIRR U7 FEASHELME . ST BRRED 5 B3 KUY 160/75 mg/kg FED 3 BT OV TIE, & 5-#
TREDOH R G TR E DR BN RRINT-LIE, B BB IOE I W UREAREREL
EheL7-,

DT, FIRREFS DD BE S AL 150/75 mg/kg BED 1 Fl (B EF06066) ([ UEALME
THREDLHOBHEABESNN, RBEOZDMOBMI R EIIALNRN-T,

B Ci, IR ORI J OSSR TR AR ERIR M 23 ot BB F8 KT 160/75 mg/kg BEDRHIT
OO, FOREICHERBOZE I b 0Tz, iz, BRI M AR O MAIEE A 150/75 mg/ke
D 3 B (&6 I2ABNTZA, ZORERIUSEE T BRI L CHREEIT h T,

BT, 150/75 mg/kg BEICIWTRE DAFHEMERME S 1 4], REE DOFRAS 1 1, BRETE R
HEIIBE OB ILED 2 FICBESN=D, TNOOHERBLURREIC LR CREZE

ROOIRIDT,

KERE TI, R E R 5 ORBITRObNeh ol

2. A5ERET]
DB B L ORI HE (Table 35~Table 36, Appendix 35~Appendix 36)

BEBRIBRIC 50 mg/kg BED 1 FITHERHIOREPBIESNIN, FIRORERBICIEIREIT
WL 1006 TH T, TOMDBEDZRER, GHIRE, SHITITHEL M OFHFRIFEE H . [
JEBRSE A DA RHER H £TO BERBIUEDRICEYE LI RIEHOEBIHBRMER SO EL
AT DT DORD T,

2) HERBIOYEIEHRE  (Table 37, Appendix 37)
THIRBIRE B SO E R ISR E 5 5- O BT O o7,

3) i L OWH B IRAE  (Table 37, Appendix 37)
SRR ERIX, W OBL BEF ThHoT, Tz, WT OB OB IREIZ OV TH, BFEITFRD
Bhtﬁﬁ)of:o

4) TR, FREBIOEFKZE (Table 37, Appendix 37)
150/75 mg/kg BED BRI RBEE LLBL CTHEICHMUZD, BEEBLOSERRICHERDE
BEOREBIIFZOLNRoT,
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3. HAR
1)4:7F (Table 37, Appendix 37)

PEVR SR, MR RHL, S, ARMPESR, HAE HE 0 HBLOWHE 4 ADMBIUS AR
AEFRIERMER S OEBIIRDONEh o, o HE 0 AICERDARFHITBRINS
Ntz

2){KE (Table 38, Appendix 38)

E 0 BICHELHAREEICT, MBSO B ER 5O EL TR THEITRD IR
Motz

WE 4 FHICRIELCHAREE T, 50 mg/kg #EOMEOEEA R L THEIZHEML
DS, R E R GO EZRRTHEITRD N2 o7,

3) i 4 128122 (Table 39~Table 40, Appendix 39)

HAERO— IR TIE, R ER 5 OREEL TR T AEMILA bR T, BT ROHF
BRI, 15 mg/kg BOKE 1 Bl FZEBIOEHILARDO L2, EOMOIE T RIZEFE LR
LT IHE 4 HOEFROFRICBOTH, ARFEBLONIHEFE DR FIIBEINRI T,

EE

MEHES > bOAZELHET (2 BRI L OSTER LI b Z2bONCHETIIARRE IR T %A ®UCEF 42 AR,
MECIEIRME 2@ CRAESMET 4 REOIWCT7v{bIvVBE_FNuAsZR A5 L., MEES Y MIx
THREREBEERBIOEIENE., 5N AEREERBIOCHFEROEFTICRIETEEIIOWT
BEtLT,

1. RiEHREG=EE

#5525 BETIZ 150 mg/kg 8 5-L7z/E 1 1, M 3 BIATETL ., BREE% 75 mg/kg (AR LTIZLA
RElZhiE 2 BIDSSET LT, B EBREDTDD T AR FRERE 5 R-12-007) 2BV TS 300 mg/keg
BEOMEHERFINRE 4~7 AOBIZFETLTHDIEND, KRBRICHALN-FH I, BB RS
LBEELEZONT,

T B OFRR TILLIRIC B BIESFRO O, DIROFREEBRFRE CIXOEAMEITLH O LM
BLOEEPHERINTHBIEDD, B ERFELTIRKEE 2D, 728, 15 BLD 50 mg/kg B
DEFHUCRD NI OB/ BRI, WTHLRBREETIKBERE( ThHoZ .
150/75 mg/kg BEOAEFH TIXRIEROE(LD RO LIV TNRNZEDDL, ZTNOLDE(LITT Y MBI~
DA CHBICHDILD BARF AL DVEHIBR LT,

FETEM CIT, DAHLASMC, IRBEHIE TR, BREEBSLOTEHERE IO EM R LUEEEN 2
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B, ENODEALBIOKIRE TIX, SFEEEDHONITFEEEMEOILERTD LN, ZhbD
ik, 7ot TNy AOFHE? CELILTRY, FkOMFICIOVRBLLIZb o LHRENS, 0
fth, ~N—F —ROGFILF B E DT HALNTD, ETFFTIIFERH LN TN ELTHDTD
Enh, — RO BT IR LD FTREME S @O EHEER SN,

AEFFNTBNTh, 150/75 mg/kg BETIIRIRE OB, BRER. BEmIC AW E OILE D
FH O, FFEOHEREITEIE O BEABESIL, KIRERBIOEIEICALIZZEIT, e T w1l
FESNTEBILIZ AN DRV DS EIE DL DEHEE SN, 50 mg/kg LA FORETIZZNSDE
fLidBlEsn ol

FRERE T, 150/75 mg/kg BEDIEAZEMETIR EAMEML , [REBOHEIMEIBLEEZONDHE,
TR AATRE, WV AT REBIOERAT LV REOBD BH LN, B0 EEZEL
FREHBFRECRESADLNL QeI END, HBRYE ORIMESLOBK BRI 72 7T HE
HERE 2 HND,

MIEAE(LFRE T, 50 mg/kg UL EDOBOHEIHREBREDIKT. 150/75 mg/kg BEO/IRHEC
AST & ALP @ EF-| &51Z 150/75 mg/kg BEDIEZEMEITKo L 2T 00— )L & ALP D _EF 3B, £
NODMER, BRT —F LR LU CLRLY 2B EE R U, £FFIOESHLWVITEBOEERLO
AR RAE CEELZALB I OFT ADBFED LIV TS, KERE ORBEMBRFERAE T, &
WEMWEORED 150/75 mg/kg BEIZROOILTEY, HTHITLMHDEMEL L OERSROILD
TNBTEND, FHRWE R 5 BB LI LD FTRE IS E TERY,

B 54T RO B ORR MR RAE T, 50 mg/kg LL_EDOEHTITHR B ORI A L USKE I
TR BEERIR B L B TR REI AR AR ORI M AN B S, BRRO B IIE Y ILRD S
NTODTEDNOWERME IR 51D BHEA~DRELE 2 5D, L1, ZIHDOFT IR REICE
WTHDBRERDPDBEIN TWAHIEND, R E ORIEMHESE L0 BEEICL Ao S basEiRIh
TebDEHEESND,

2. BHEOMEIENE

[EEBEFORRETIE 150/75 mg/ke FEOHEZBWTRENPBA L., MK FHBAE TIIEREOIE
D MCV [Z2WTE, 5 Bl 4 A RT —2OFiH%E LE>7, % EH M P ORREBIOMILIKRY
BRAETIEREBBOLILTNRNIEND, HBRYWE DR EI RS, Fo, [EE R I
150/75 mg/kg FEDMERMETHEERD HBH LIV, TIHDO K ERLRER S NBEENT-ZE00, HBRWE

DEEIFEHE T BB L CREINDIENREINT, LoL2ns, BEESEFAOREARS
R TIL, IR BRI KRR DA AT RLICBR B M AR DI Einh, DD BT H G/ T
BRITEEONICEIE Db D LRSI, 723, FIEBEFOMREMEBTHMAE TIL 150/75 me/ke
DO 1 FRTOFHOBHEALDBBD O, CEAMETHREREDRE CHHTENLIEBRYE D EL
EZz o, BEHMPICHE RSN OO EITEL N, FO%OBEMREICL > THRIELICE
TLIb D EHEES N,
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[FE B 2R P OIEATHCME CTid, FLIRDY 150/75 me/kg BED 2 PHIBEINTZN, RO R E D4y
WRE A TRIETAELITRO SN TN ENE, BRI EICEIALD LA LT,

3. AmEFAFEME

PER ., R, IR, IR, AR, SR, WE R, BN EREBIOER
IR E 5 O EBRD LN ehoTl e b, 75 mg/kg TTORRIL, BB OETHREIIZE
BERIFSRNEDEE 2 DILD,

HAROATME, HEEBIOHA RKEICHEBRYE R 5 OREL RETLEITFROLILT, 5B
CRHAVVIEFROEIR T, R ER S ICER LB X DR FITFRO LN -T2 eh
b, 75 mg/kg ETCOMAEL. AR OREFITHEL KIFIRVEEZ LN,

\\

4. HEFMWE ,

50 mg/kg LA_EDFEDMERMEZ I3V VT E ORI IS J OIS T /&I AT B BRI S 58 SRR
HHRAR DHARIEIN DS ZBD DN T Z LD, MEHEBIIZ K92 gt B (NOAEL) 13 15 mg/kg/day &H
Wraiiz,

150/75 mg/kg BEDBEM 2O ONCH A I AR AR A SR T OO LN -T2 80
b, ATHRAEFIEIC T2 EE M 2T 75 mg/kg/day &S,

ZE XK

1) HBEEYBRER, AEE, W EGEER B ERERGEE 5, IR EY ), #AEEE, K
5L (1991) pp. 58-76.

2) NTP Toxicology and Carcinogenesis Studies of Sodium Fluoride (CAS No. 7681-49-4) in F344/N
Rats and B6C3F1 Mice (Drinking Water Studies). Natl Toxicol Program Tech Rep Ser. 393: 1-
448 (1990)

3) 1EREEF, ST, AHE, FHRERE: Bo7yBEGDRE) BB 2o VEE S
T b B gl L DR IRBY2 O NP ERAA R 2RO 28, R AR A HERE 43: 72 -82 (2001)

4)  Aoba T, Fejerskov O. Dental fluorosis: chemistry and biology. Crit Rev Oral Biol Med. 13: 155~
170 (2002)
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Photo 1 Diffused myocardial degeneration and necrosis with mineralization were observed in dead

female of the 150/75 mg/kg group (animal no. F06061).

Photo 2 Degeneration and necrosis in the submucosa and smooth muscle with mineralization were

observed in dead female of the 150/75 mg/kg group (animal no. F06062).
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Photo 3 Anisonucleosis, nuclear atypia and increased mitosis in the basophilic collecting ducts were

observed in dead femalel of the 150/75 mg/kg group (animal no. F06062).

Photo 4 Degeneration and necrosis of the renal tubules with mineralization were observed in dead

female of the 150/75 mg/kg group (animal no. F06060).
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Photo 5 Infiltration of eosinophilic cells in the lamina muscularis mucosa and submucosa of the glandular

stomach was observed in a female of the 150/75 mg/kg group (animal no. F06064).

Photo 6 Dendritic-like cells in the mucosa at the limiting ridge were increased in a female of the

150/75 mg/kg group (animal no. F06064).
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Photo 7 Basophilic deposits in the fumer were observed in a female of the 150/75 mg/kg group (animal

no. F06065)
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Annex A

SIGMA -ALDH’CH ’ . sigma-aldrich.com

3050 Spruce Street, Saint Louis, MO 63103, USA
Website: www.sigmaaldrich.com

Email USA: techserv@sial.com

QOutside USA: eurtechserv@sial.com

Product Neme: Certificate of Analysis

Sodium fluorophesphate - 95%

Product Number: 344443 O

Lot Number: MKBJ1508V 1

Brand: ALDRICH Nao —P— O Na

CAS Number: 10163-15-2 I

MDL Number: MFCD00014248 F

Formula: FNa203F

Formula Weight: 143.95 g/mol

Quality Release Date: 30 SEP 2011

Test Specification Result
Appearance (Color) White White
Appearance (Form) Powder Powder

X-Ray Diffraction
Titration by HCL

Conforms to Structure
94.0 - 106.0 %

Conforms
97.3 %

I =neger
Quality Control
Milwaukee, Wisconsin US

Sigma-Aldrich warrants, that at the time of the quality release or subsequent retest date this product conformed to the information
contained in this publication. The current Specification sheet may be available at Sigma-Aldrich.com. For further inquiries, please contact
Technical Service. Purchaser must determine the suitability of the product for its particular use. See reverse side of invoice or packing
slip vor additional terms and conditions of sale.

Version Number: 1 Page 1 of 1
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Annex B-1
SOP/CHE/001
LR sE 2010448230
| #BEs | R-12-008 |
aERBRER
WEBRME : 7ok) BTN UA SEEUER B : 20124811828
vy h&%S . MKBJ1508V BIEAEA B : 20124811528

#® & BREHAK

AR | NERE | EHHTEERE B AR o0&
HptE ) (B) © B/AX100 B/C X 100
(mg/mL) (mg/mL) (mg/mL) (%) (%) %)
1 3.00 3.045 . 3.051 101.5 101.7 99.8
2 3.041 101.4 99.7
3 3.067 102.2 100.5
4 10.0 10.30 10.26 103.0 102.6 100.4
5 10.22 102.2 99.6
6 10.26 102.6 100.0
7 30.0 30.92 31.16 103.1 103.9 99.2
8 31.27 104.2 100.4
9 31.29 104.3 100.4
EEOHMEHE FEIRRE)
THEENFRENEE D90.0~110.0%, Tz, FHIEEDIRLOEBZEILENFEHED0.0~
110.0%LA N &5,
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Annex B-2
SOP/CHE/001
BHBLE 2010424823
| #BEs | R- 12 - 008 |
EERBER
BWRYE . 7oV B F YA ERBUEEA B : 20124E11H30H
oy hES : MKBJ1508V HIEEAB ;20125811 530R
" % . BRESHBK
WA | WERE |PORERE| BE | peag | H5OF
- |s#pEe| @ (B) (©) B/AX 100 aa B/C X 100
(mg/mL) (mg/mL) (mg/mL) (%) (%) (%)
10 15.0 14.98 14.92 99.9 99.5 100.4
11 14.91 99.4 99.9
12 14.88 99.2 99.7

& BN THRRE DI0.0~110.0%, Tz, FREEDIXLOERENENEEDI0.0~
110.0%L LT3,
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Annex C

1. #EYEREAOZEHEORIES
O fEAEE
7Y IR G EE (FTIR-8300) B RERT
BT KT (LA230S) PRI A
©® BIESHF
BIEFHE BT AEERITE
B E LB 4000~400 cm*
©® BPIEHE
WERE1~2 mgxlh, ORI THREL . ZIUTHRARILART VA RIEADY YT A (B
YEFT)0.10~0.20 g& %, BREROENIICERL, E-oNICET VIR 2%, SERIRALERIC
AN TIERSET B, R LU TR RAEI VT AEERIZ 845,

2. BEBREPOBERVMESENEE

O HE
BHEUK(BARZERT, LT K - /ANREEK
AR ik B BT L RE)

©® fFERsES
BT K (R200D) PRI R
A eI T 74— AT 5 (1CS-2000) BRI AFRIA

@ BEFIERDOFH
R ERI0 megZ I EY, KICHEMEL CIEMEIZS0 mLEL . FZYEFIR (#9200 peg/mL) &35, &
OEHERRL, 18X 0.5 mLEIEFEIZEY, KEMX TENZFNIEMEIZ20, 1058 XT0 mLEL ., Z=EHE
AR ($910, 203857030 pg/mL. FiEEn=1) ZR/T+5,

@ FBHEEROTER :
BEREDL mLEERIZED, K TEEARL, BEHAK (1920 pg/ml) 23545, BRI,
B EBIEDOEBHSn=3 TRl 13,

® REROERBIVERERETHEBRDERECED
HENAR BL OEERRE A4 7u<brT77 (IC) XV ET 5, BEERKIIn=3THEEL. 55
NizV U BAA L DY — 7 HFEESFORBMBEL RIS, REBREER TS, RBHAKIL, Hn=1TH
EL, BoNi=IBAA L DY — I EIEID, FEORERE AW T, REHFRF OSFEEEZRD D,
IpIC, HRGEHEZ R TRERETOSFREZEBL, ANBEICHTIEE (EE. 9 BIUOE
BIEREDOEMEITHIE5>X (%) 2B HT 5,
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ABAE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 1-1. General conditions of male rats

Group ‘Number of males Days of
and general conditions 1 2 3 4 5 6 7 8 9 10 il 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Posl Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: waler for injection) Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

General appearance, No abnormality 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 92 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12§12
Behavior, Decreaseinlocomotoractivity ¢ 0 0 06 0 © o0 o0 ¢ o o0 o0 0 0 0 0 ¢ 0 0 o0 ¢ ¢ 0o 0 0 ¢ 0 0 © 0 0 0 0 0 0 O O O O O O 0 O O O O 0 0 O O

General appearance, Emaciation o 00 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 O 0 O o 06 0 06 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 O O
Skin, Crust formation o o ¢ 0o o 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ ¢ 0 O O O O O O O o 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O
General appearance, Death o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 ¢ 9 0 0 0 ¢ 0 0 0 O 0 0 0 0 0 0 0 0 O 0 O
SF 15 mg/ky Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 02 12 52 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 1t o111t
Behavior, Decrease in locomotoracivity 0 0 0 ¢ ¢ o0 ¢ ¢ o0 0 0 0 0 0 0 0 0 0 0 O0 0 O 0 O 0 0 0 O o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O
General appearance, Emaciation ¢ o 0o 0 0 0 00 00 0 0 0 o0 090 0 0 0 0 06 0 0 0 0 0 0 0 o 0 0 o 06 06 0 0 ¢ 0 0 0 0 0 0 ¢ 0 O 0 ©0 0 O
Skin, Crust formation ¢ o0 o0 06 0o 0 0 0 0 0 0 0 0 0 0 0 O O O O O O 0 0 O O 0 O o 0 0 0 0 0 0 0 © 0 0 0 0 0 06 0 0 O I 1 1 1
General appearance, Death ¢ 0 06 0o 0 0o 0 0O 0 06 0 0 0 0 0 O O O 6 O©O O ©0 0 O 0O O O O ¢ 0 0 0 ¢ 0 o 0 0 0 0 0 0 0 0 0 0 O O O 0 O
SF 50 mg/kg ‘Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12
Behavior, Decrease in locomotoractivity ¢ ¢ 0 ¢ o0 o0 ¢ 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 0 O
General appearance, Emaciation ¢ 0 0 0 6 06 0 0 0 0 0 0 0 0 0 0 0 O O O 0 O 0 0 O 0 0 O o ¢ ¢ 0 0 0 0 0 0 0 0 O 0 O 0 0 O O 0 O O O
Skin, Crust formation o 0 0 0 0 0 06 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O0 0 0 00 0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
General appearance, Death o 0 0 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 O 0 0 O 0 0 O o ¢ ¢ ¢ 0 0 0 0 0 0 0 0 06 0 0 0 O 0 O 0 O O
SF 150/75 mg/kg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 12 12 11 i1 11 11 11 10 10 110 10 10 10§t 1 11 1mo1m1mnn
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 1 1o o111 11 ke o oo o1
Behavior, Decrease in locomotoractivity ¢ ¢ 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 ¢ 0 0 0 ¢ 0 0 0 0 0 O 1 06 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 O
General appearance, Emaciation o ¢ ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 06 0 0 0 0 0 O ¢ ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 O O
Skin, Crust formation o ¢ 0 0 0 0 0 0 0 00 0 0 0 0 00 0 0 0 O0C 0 O 0 0 0 0 O ¢ 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 0 O© ¢ O O O
General appearance, Death 0 0 0 60 0 0 0 0 0 0 0 0O 0 0 0 0 O 0 0 0O O 0 O 0 0O ¢ 0 © I 0 0 0 0o 0 0 0 0o 0 0 0 0 0 0 0 O O 0 O 0 O

Number of males
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HBRE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 1-1(continued). General conditions of male rats

Group Number of males Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: water for injection) Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
Skin, Crust formation ¢ 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0 0O o0 O O O O 0 O O O O O ¢ 0 0 0 0 0 O
SF 15 mg/kg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 11 11 f1 11 11 11 11 11 11 11 11 11 11 11 11 It 11 11 11 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Skin, Crust formation i1 »r 1 1t 11 1 1 1t 11 11 1 1 1 1 1 1 O O O O O O O O o 0o o0 0 O 0 O
SF 50 mg/kg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Skin, Crust formation o 0 0 0o 0 0 0 0 O ¢ 0 6 0 0 0 0 ¢ 0 0 O O 0 0 O O 0 0 O 6o 0 0 0 0 0 O
SF 150/75 mg/kg Number of males 1Imo1m1m tromno1no1noono1o1o1ro1o1rotro1r o1 fro1o1ro11r o111 o111 o1rotro1o1mmo1ro11oio1o11 6
General appearance, No abnormality 11 11 11 11 11 11 {1 11 11 11 11 11 11 11 & 11 11 11 11 11 11 11 11 1y 11 1t 11 11 11 11 11 11 11 11 6
Skin, Crust formation o 0 o 6 0 0 0 0 0 06 0 0 0 O 0 0 O 0 0 0 o0 0 0 O 0 O O O 00 0 0 0 0 0

Number of males

40
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 1-2. General conditions of male rats at the recovery period

Group Number of males Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: water for injection) Number of males 5 s 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 S 5 5§ § 5 5 5 5 5 5 5 5 5
Mouth, Loss of teeth 0 0 0 0 0 0o 0 O 0 0 O 0 0 0 0
SF 150/75 mg/kg Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 S 5 S5 S 5 S 5 S5 5 5 5 5 5 4
Mouth, Loss of teeth o 0 0 0 0 O O O O O O 0 0 O 1

Number of males

41
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 2-1. General conditions of female rats

Group Number of females Days of
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for injection) Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 9 7 7 s 5 1 1 1 1 1 1 1 1 1 1 1 1 1 1
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 §2 12 42 12 12 {2 12 12 12 12 9 9 7 7 5 5 1 1 1 1 ¢t 1 t 1 1 1 1 1 1t 1}
SF 15 mg/kg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 § 8 6 6 4 4 1 L 1 1t 1 1 t 1 1 1 1 1 1 1
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12-12 12 12 12 12 2 12 12 12 12 &8 8§ 6 6 4 4 1 { + 1 1 1 1 1 1 1 1 1 1 1
SF 50 mgkg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 2 12 12 12 12 9 9 5 s 2 2 ¢ o0 O O O O ¢ O O O O O O O
General appearance, Noabnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 9 5 5 2 2 ¢ ¢ ¢ 0 ¢ 0 O 0 O 0 O O O O
SF 150/75 mgke Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 2 2 ¢ ¢ 0 O O © ¢ O 0 O © O O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 2 2 ¢ ¢ ¢ O ¢ O O O O 0 O O O O

Number of females

42
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 2-1(continued). General conditions of female rats

Group Number of females Days of
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 4 45 46 47 48 49 50
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for injection) Number of females | A [ A NN RS IS A R R R A A A e A D T e T e B B A S S A T | T+ 1+ 1 1 1 1111111 1 111 1 11
General appearance, Noabnormality 1 1 1t 1 1 1 1 1 1 1 1 1 © 1 1 ¢+ 1 © 1 1 1 1 1 L 1 t 1 L e e e e e e e D R O T T T A D S G B |
SF 15 mg/ke Number of females i 11 1 1 1 0 06 0 0 00 000000 00 O0OOO6COOOOCOC OO O0OTO0CO0CO®TOO0OO0OO0OTO0OUO0OTO0COC O GO0 00 0 00
General appearance, Noabnormality 1t 1 t 1 1 0 ¢ 0 0 0 ¢ 0 0 0 06 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 06 0 0 0 0 ¢ 0 0 O

Number of females

43



HErE 5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 2-1(continued). General conditions of female rats

Group Number of females Days of administration
and general conditions 51 52 53
Pre Post Pre Post Pre
Control (vehicle: water for injection) Number of females 1 1 1 1 1

General appearance, No abnormality 1 1 1 1 1

Number of females

44
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 2-2. General conditions of female rats, satellite group

Group Number of females Days of ad
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pie Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for injection) Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Skin, Reddening of the auricle ¢ 0 0 06 0 0 0 0 0 0 0 0 0O 0 0 0 0 0 0 0 0 0 0 0 6 06 0 0 0 00 0 0 0 0 ¢ 0 00 0 00 0 0 ¢ 0 0 0 0 O
Fur, Hair, Coat, Pilocrection ¢ 0 ¢ ¢ 0 0 0 0 0 0 6 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ ¢ 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 ¢ 0 ¢ 0 0 O
Eye, Eycball, Bulbi, Globc, Incomplete eyelidopening ¢ ¢ ¢ ¢ ¢ 0 ¢ ¢ ¢ 0 ¢ ¢ ¢ 0 0 ¢ ¢ ¢ 0 ¢ ¢ ¢ 0 0 0 ¢ 0 ¢ 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 ¢ 0 0 0 0 0 O
General appearance, Emaciation ¢ 0 0 0 6 0 0 0 0 0 06 00 0 O OO OO0 OGO OO OO0 00 ¢ 0 O0O0C OO0 C¢C OO0 0 0 0 0 0 0 0 ¢ 06 0 0 0 0 O
Eye, Eycball, Bulbi, Globe, Reddish tear ¢ 0 0 0 06 6 0O 0 00 0 000 OO O0OCOOCOCOCO OO O O0OO0OUOCTO®G OCOCOC O O C¢C 0 0 0 0 0 0 0 0 0 0 06 0 0 0 0 O
Excretion, Decrease in amount of feces o 0 0 00 0 ¢ 0 0 ¢ 0 0 06 ¢ 0 0 0 0 O0C 06 0 0O 0 0 0 0 00 00 O0C 6 0 ¢ 0 0 0 0 0 0 00 0 0O 0 0 0 0 O
General appearance, Death o 0 0 0 06 06 0 0 0 ¢ 0 0 0 0 0 0 0O 0 O0C 0 0 O 0 0 0 0006 ¢ 0 0 ¢ 0 0 0 0 0 0 0 0 00 0 006 0 0 0 0 O
Posture, Body position, Prone position o 0 0 0 ¢ 06 0 0 0 ¢ 0 0 0 0 0 0 0 00O O OO0 0 0O O0 0 06 ¢ 0 ¢ 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O
Nose, Smudge of perinasal arca ¢ 0 0 0 0 0 00 0 0 0 0 0 0 ¢ 0 00 OO0 O O0OCO0COCO0OC O OO OCCOC OO OO OO0 OO O O OCOCCOC O 0 0 0 0 0 0
Fur, Hair, Coat, Soiled fur 6 ¢ 0 0 0 ¢ 06 0 ¢ 0 0 0 0 ¢ 0 0 0 O0C O OO 0O 0 O0CO OO0 O0C O O¢C ¢ 0 0 O0C 6 0 0 0 0 0 0 0 O0C 0 0 0 0 0 0 0
Skin, Cyanosis o ¢ 0 06 0 06 06 6 00 0 0 0 ¢ 0 0¢ 000 O0 0 0O0O0CODO0OOO OCOOCOCOTOOCCOCOOOCOOCOOOTOCO0O OO OC O O
Posture, Body position, Crouching position ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O O O O 0 0 0 00 000 060 0 0 0 0 00 00 020 00 000 0 0 0 0 0
Nervous system, Convulsion ¢ ¢ 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 O0O0 O©C OO0 OO0 OO OO0 O OO0 0 0 0 0 0 0 0 0 0 0
Body temperature, Hypothermia ¢ o 0o 0 0 0 0 0 0 0 0 0 0 0 06 0 0 0 0o 0 0 0 0 0 o0 o000 OOCO®O0OO0OOCOO OO O OO O O O 0 0 0 0 0 0
SF 150/75 mg/kg Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 IO 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 8 8 &8 8 8 8 7
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 8 8 8 8 7 6 6 6 5 7 7
Skin, Reddening of the auricle ¢ 0 0 06 0 0 0 0 0 0 6 0 0 0 0 0 0 06 0 0 ¢ 0 0 0 O 0 0 O ¢ o 0 0 0 0 0 0 0 0 o0 1 1 1 ¢ o 1 t 2 2 0 0
Fur, Hair, Coat, Pilocrection ¢ 0 ¢ 06 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 O ¢ ¢ 0 0 0 0 0 0 0 0 O 1 ¢ ¢ ¢ 1 0 O 1 2 0 O
Eye, Eyeball, Bulbi, Globe, Incomplete eyelidopening ¢ ¢ ¢ 0 0 o0 o0 o 0 ¢ ¢ 0o 0 ¢ 0 0 0 ¢ 0 0 ¢ ¢ 06 ¢ ¢ 0 0 ¢ o0 ¢ ¢ 0 0 0 0 0 0 0 0 1! ¢ ¢ ¢ 1 1 1 0 0 0 0
General appearance, Emaciation ¢ ¢ ¢ 0 0 6 0 0 0 0 ¢ ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 6 O 0 0 0 0 0 0 0 0 2 1 1 0 0 0 0 1 1 0 O
Eye, Eycball, Bulbi, Globe, Reddish tear ¢ ¢ ¢ 0 0 06 06 0 0 0 0 0 00O 0O0O0CO0OOCTCOCTOCTCOC O OO O O O OCO0C O COGCOO0CO0OCOGCOCOCOC OO OO O O 0 0 0 O
Excretion, Decrease in amount of feces ¢ ¢ ¢ ¢ 0 06 06 0 0 0 0 0 0 0 0 00 0 O0O0CO0COCOCOCOOCCOC OO O OO OOCOOOCTCOCCOCCOCOC OO OC 0 0 0 2 2 0 O
General appearance, Death o 0 ¢ 0 0 0 0 06 00 0 0 OO0 O0O0ODOCOCOOO0CTO0OCOOCOC O O O O0CO0OCOCOOCOCCOCCOCCOCOC 1 O 1 0 0 0 0 0 1 0
Posture, Body position, Prone position o o0 06 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O o 0 0 0 ¢ 0 0 0 0 0 0 1 1 1 & 0 0 0 0 O 0 O
Nose, Smudge of perinasal arca o 0 0 06 0 0 0 0 0 0 0 ¢ 0 0000000 00O O0COCOCO0OO0O OO0OO0OO0OO0COOCOCCOCTOCO O OO O O 21 0 0 0 0
Fur, Hair, Coat, Soiled fur o 0 0 6 0 0 0 06 0 0 0 ¢ 0 90 0 0 000 0 0 O0O0O0COCOCO0O O OO0OOOOCOOCOCOCOCO O OC OO0 O O 0 O O 0 O
Skin, Cyanosis . o 0 06 6 0 0 0 0 0 0 0 0 0 0 000 OO0 OCO0O0OOOCOCOO0O O OO O OCOUOCOCOCOCOC 1 0 0 0 O0 0 00 0 0 0
Posture, Body position, Crouching position ¢ 0 ¢ 06 0 0 0 0 0 0 6 0 0 00O OO0 0 00O 0 0 0 006 0 0 0 000 ¢CO0 O0O0COCOCOCCO0COCO0OOC O 1 0 0 0 0 0 0
Nervous system, Convulsion 6 0 ¢ 0 0 0 0 0 0 0 0 0 0 0O OO0 OO0 OCCO0 O0CCO0C O O¢CC O O 0 0 ¢ 0 ¢ 0 00 0 O0CO0 1 0 0 0 ¢ 0 0 0 0 0 0
Body temperature, Hypothermia ¢ 0 ¢ 0 0 0 0 0 0 0 0 00 o0 O 900 00 OO0 O0 0 0 ¢ 0 0 0O 000 0 0 0 O0 0 0 0 0 0 0 0 0 ¢ 0 0 0 1 0 0
Number of females

45



HEE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 2-2(continued). General conditions of female rats, satellite group

Group Number of females Days of admini
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: water for injection) Number of females 10 10 10 10 10 10 106 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Eye, Eyeball, Bulbi, Globe, Reddish tear ¢ 0 o o 0 0 0 ¢ 0 0 0 0 0 0 0 0 O O O O O O 0 O O O O O 0o 0 0 0 0 0 O
Eye, Eyeball, Bulbi, Globe, Incomplete eyelidopening ¢ 0 0 0 o0 0 ¢ ¢ o 0 0 0 0 0 0 0 0 0 0 0 O 0 0 0 0 0 0 O o 0 0 0 0 0 O
Fur, Hair, Coat, Soiled fur ¢ 0 0 0 06 0 ¢ ¢ 0 0 0 0 0 0 0 O O 0 O O O 6 0 0 0 0 0 O o 0 0 0 0 0 O
Fur, Hair, Coat, Piloerection ¢ 0 0 0 06 0 0 0 0 0 o0 O 0 0 0 O 0 O O O O O O O O O O0 O 0o 0 0 0 0 0 O
General appearance, Death ¢ 0 0 06 0 0 0 0 0 0 0 0 0 0 0 0 O O O O O 0 0 O O O O0 O 0 0 0 0 0 0 O
Posture, Body position, Prone position ¢ o o0 o 0o 0 0 0 0 0 0 0 0 O O O o 0 O O O 0 O O O 0 O o o 0 0 0 0 0 O
SF 150/75 mg/kg Number of females T 7 7 7 7 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 3
General appearance, No abnormality 7 7 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 5 5 5 5 5 5 3
Eye, Eyeball, Bulbi, Globe, Reddish tear ¢ 0 0 0 0 0 0 ©0 0 0 0 0 0 0 0 O O O O O O O 0 O O O O O 1 1 1 1 1 1 0
Eye, Eyeball, Bulbi, Globe, Incomplete eyelidopening ¢ 0 1 1 o 0 ¢ 0 0 0 0 ¢ 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 O
Fur, Hair, Coat, Soiled fur ¢ 0 1 1 0 0 0 0 o0 0 0 0 0 0 0 0 0 O O O O 0 O O O O 0 O 0o 0 0 0 0 0 O
Fur, Hair, Coat, Piloerection ¢ 0 1 1 0 0 0 0 o0 0 0 0 0 0 0 0 0 O O O O 0 O O O 0 0 O 0 0 0 0 0 0 O
General appearance, Death o 0 ¢ o 1 o0 0 0 0o 0 0 0 0 O O O 0 0 O O O 0 O O O 0 0 0O o 0 0 0 0 0 O
Posture, Body position, Prone position o 0 ¢ tr o0 0 0 0 0o 0 0 0 O O O 0O 0 0 O O O 0 O O O O O O o 0 0 0 0 0 O

Number of females -

46



HERE 5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 2-3. General conditions of female rats at the recovery period

Group Number of females Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: water for injectio Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Eye, Eyeball, Bulbi, Globe, Reddishtea 6 0 0 0 ¢ 0 0 0 O0 0 O0 0 0 O 0
SF 150/75 mg/kg Number of females 33 3 3 3 3 3 3 3 3 3 3 3 3 3
General appearance, No abnormality 2 2 2 3 2 2 2 2 3 2 2 3 3 2 3
Eye, Eyeball, Bulbi, Globe, Reddishtea 1 1 1 0 1 1 1 1 0 1 1 0 0 1 0

Number of females

47
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Ex3% 2. R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 3. General conditions in dams during pregnancy

Group Number of dams Days of pregnancy

and general conditions 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 i6 17 18 19 20 21 22
Pre Post Pre Post Pre Post Pre Post Pre Post Pro Post Pre Post Prc Post Prc Post Prc Post Pro Post Pre Post Pre Post Pro Post Pro Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control (vehicle: water for injection) Number of dams D' U T A A U S A 1 A U A U U T T U A T GV T T T U U U U A N D § B D )
General appearance, No abnormality DD U U O N A & U R T U A 1 T A U U A U A 1 T (T T A T N T U U U0 A U U U S D A Y
Fur, Hair, Coat, Piloerection o o 0 0o 0 06 o0 0 0 0 o0 0 0 06 0 00O O0O0O0OUOQCOOCOTOCOOODOOOOOOOCOOTOCDCOCOCO OO O O
Excretion, Decrease inamountoffeces ¢ ¢ ¢ 0 ¢ 0 0 0 © o0 © o0 0 0 0 ¢ 0 o0 o0 o o o o O o 0 0 O 0 0 0 O 0 o0 6 0 0 0 ¢ 0 0 O 0 O 0

SF 15 mg/kg Number of dams 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5
Fur, Hair, Coat, Pilocrection o ¢ 0 0 0 0 0 0 0 0 90 00 00 00O OOO®O®OCOOOCOOCDOOOOOZO®OTOO OO O6GCOCOCOOCO0O 0O 0
Excretion, Decrease inamountoffeces ¢ 0 0 0 0 0 o0 0 o ¢ 0o 0 0 ¢ 0 0 0 0 0 0 ¢ ¢ 0 0 0 0 ¢ 0 0O O O 0 06 0 O O O O 0 O O 0 O 0 O

SF 50 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12712 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 5
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5
Fur, Hair, Coat, Piloercction o 0 0 0 0 00 0 0 090 00900 O0O0O0OSOOOOO®OODDODOCOTOCOOOOOCOTOC O O OO0OTOCTOCOO0O 0O O
Excretion, Decrease inamountoffecces 0 ¢ 0 0 ¢ 6 0 0 ¢ o0 o0 0 0 ¢ 0 0o 0 O 0 0 0 O 0 O 0 ¢ 0 O O O O 0O ¢ 0O O O O ¢ O G O O O O 0

SF 150/75 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 ' S O A S S S A § N § O 1t 11 o1 mnomnmononn 11 3
Gencral appearance, No abnormality 12 12 12 12 12 12 12 12 11 11 11 1 b 111111 w1 uon 1iomn 11 11 i nninn 11 3
Fur, Hair, Coat, Piloerection o ¢ 0 0 0 0 0 0 1 1 1 1 1 1 0 6o 0 0 0 0o 0o 0 0 0 ¢ 0 0 0 0 0 06 00 00 00 0 0 0 0 0 0
Excretion, Decrease inamountoffeces 0 ¢ o0 0 o0 ¢ o o0 ¢ o 1 I + 1 0 0 0 0 0 0 0 ¢ 0 O 0 ¢ 0 O 0 O O 0O ¢ 0o O O O O O O O O O 0 O

Pre: Before ad Post: after ad:
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 4. General conditions in dams during lactation

Group Number of dams
and general conditions

Days of lactation

0

1

2

3

4

5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Control (vehicle: water for injection) Number of dams 6 6 11 11 11 11 11 11 11 11 11
General appearance, No abnormality 6 6 11 11 11 11 11 11 11 11 11
Behavior, Decrease in locomotor activity 0 0 0 0 0 0 0 0 0 0 0
SF 15 mg/kg Number of dams 9 10 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 9 10 12 12 12 12 12 12 12 12 12
Behavior, Decrease in locomotor activity 0 0 0 0 0 0 0 0 0 0 0
SF 50 mg/kg Number of dams 7 7 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 7 7 12 12 12 12 12 12 12 12 12
Behavior, Decrease in locomotor activity 0 0 0 0 0 0 0 0 0 0 0
SF 150/75 mg/kg Number of dams 7 7 1 11 11 11 11 11 11 11 1
General appearance, No abnormality 7 7 10 10 11 11 11 11 i1 11 11
Behavior, Decrease in locomotor activity 0 0 1 1 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
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RERE 5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 5. Detailed clinical observations of male rats

Initial number

Findings Group of Pre-treatment Days oftreatment Days of recovery
animals ' 8 15 24 30 36 42 7 14

[Behavior while removing Control (vehicle: water for injection) 12 0? 0 1 0 0 1 0 0 ®) 0 )
from cage] SF 15 mg/kg 12 0 0 0 0 0 0 0
Hard SF 50 mg/kg 12 0 0 1 0 0 0 0

SF 150/75 mg/kg 12 0 0 0o an o an o (A o (ay o Ay o 5 0 &

[Lacrimation] Control (vehicle: water for injection) 12 0@ 0 0 0 0 0 0 0 ) 0 ®)
Slight SF 15 mg/kg 12 0 0 0 0 0 0 0
SF 50 mg/kg 12 0 0 0 0 0 0 0

SF 150/75 mg/kg 12 0 0 o (dn o (an o an o dnyn o 1Ay 0o B 0 (B

[Vocalization] Control (vehicle: water for injection) 12 0? 0 0 0 0 0 0 0 ®) 0 )
Heard SF 15 mg/kg 12 0 0 0 0 0 0 0
SF 50 mg/kg 12 0 0 4 0 0 0 0

SF 150/75 mg/kg 12 0 0 ¢ ({dan o (an o A o 1y o 1Ay o B o0 ©®

[Touch response] Control (vehicle: water for injection) 12 0? 0 0 0 0 1 0 0 ®) 0 )
Sensitive SF 15mg/kg 12 0 0 0 0 0 0 0
SF 50 mg/kg 12 0 0 1 0 0 0 0

SF 150/75 mg/kg 12 0 0 o ({dn o (anp o an 1t an o {n o & 0 (B

[Urination] Control (vehicle: water for injection) 12 3 b 1 4 1 1 2 1 206 1 ®
(frequency/30sec) SF 15 mg/kg 12 1 3 4 1 1 2 2
SF 50 mg/kg 12 2 0 3 0 0 2 1

SF 150/75 mg/kg 12 7 0 3 an o an 1 4 1 2 @1y 1 5) 1 [©)]

[Defecation] Control (vehicle: water for injection) 12 1 b 1 0 0 2 0 0 0 ®) 0 ®)
(frequency/30sec) SF 15 mg/kg 12 0 2 4 0 0 0 ]
SF 50 mg/kg 12 1 0 1 0 0 1 0

SF 150/75 mg/kg 12 4 0 o an o @ o (A o (n o 1An o G 0 (5

* Values represent number of animals with the findings.
® Values represent total score of each group.
Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

Initial number The lactation

Findings Group of Pre-treatment Days of treatment period
animals 8 15 24 30 36

[Behavior while removing Control (vehicle: water for injection) 12 0 a 0 0 0 0 0 0 (D
from cage] SF 15 mg/kg 12 0 0 0 0 0 0 0
Hard SF 50 mg/kg 12 0 0 0 0 0 0 0

SF 150/75 mg/kg 12 0 0 0 0o (dn o (aH o an 0 an

[Lacrimation] Control (vehicle: water for injection) 12 0 0 0 0 0 0 0 An
Slight SF 15 mg/kg 12 0 0 0 0 0 0 0
SF 50 mg/kg 12 0 0 0 0 0 0 0

SF 150/75 mg/kg 12 0 0 0 0 (11 o0 (1) 0 (11 0 (1n

[Vocalization] Control (vehicle: water for injection) 12 0 0 0 0 0 0 0 n
Heard SF 15 mg/kg 12 1] 0 0 1] 0 0 0
SF 50 mg/kg 12 0 0 0 0 0 0 0

SF 150/75 mg/kg 12 0 0 0 0 (11 o (11 o0 (11 0 (1

[Touch response] Control (vehicle: water for injection) 12 0 0 0 0 0 0 0 an
Sensitive SF 15 mg/kg 12 0 0 0 0 0 0 0
SF 50 mg/kg 12 0 0 0 0 0 0 0

SF 150/75 mg/kg 12 0 0 0 0o (an o0 (11 o an 0 an

{Urination] Control (vehicle: water for injection) 12 2 1 1 2 1 0 2 1)
(frequency/30scc) SF 15 mg/kg 12 0 2 1 1 2 1 0
SF 50 mg/kg 12 0 0 0 0 0 1 2

SF 150/75 mg/kg 12 1 0 0 2 (1 1 (an 1t Ay 2 (1D

[Defecation] Control (vehicle: water for injection) 12 1 0 0 1 i) 1 1 1y
(frequency/30sec) SF 15 mg/kg 12 0 0 0 0 0 0 0
SF 50 mg/kg 12 0 0 0 0 0 0 0

SF 150/75 mg/kg 12 0 0 0 1 (an 1 dn o 1n 0o an

* Values represent number of animals with the findings.
® Values represent total score of each group.
Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 6-2. Detailed clinical observations of female rats, satellite group

Initial number

Findings Group of Pre-treatment Days of treatment Days of recovery
animals 8 15 24 30 36 42 7 14
[Behavior while removing  Control (vehicle: water for injection) 10 0t 0 0 0 0 0 0 0o G o0 &
from cage]
Hard
SF 150/75 mg/kg 10 0 0o @M 0 B 0 ©®Y 0 (@© o (3 0 3
[Lacrimation] Control (vehicle: water for injection) 10 0 0 0 0 0 0 B o0
Slight
SF 150/75 mg/kg 10 0 0 (M 0 (6 0 (@ 0 (@© o3 1 @3
[Vocalization] Control (vehicle: water for injection) 10 0 0 0 0 0 0o 5 0 ¥
Heard
SF 150/75 mg/kg 10 0 0 (M 0 (6 0 (B 0 (6 0o & o @3
[Touch response] Control (vehicle: water for injection) 10 0 0 0 0 0 0 (5 0 (%
Sensitive
SF 150/75 mg/kg 10 0 0 (M 0 (B 0 ® 0 (@© o 3 0 ®
[Urination] Control (vehicle: water for injection) 10 0 0 0 0 0 ({6 ‘ [N )]
(frequency/30sec)
SF 150/75 mg/kg 10 0 oM 0 ® 1 ® 1 (© 0o 3 o0 O
[Defecation] Control (vehicle: water for injection) 10 0 0 0 0 0 0o G 0 ©®
(frequency/30scc)
SF 150/75 mg/kg 10 0 0o M 0 (6 0 6 0 (6 0o 3 o0 @3

* Values represent number of animals with the findings.
b

Values represent total score of each group.
Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 7-1. Body weights of male rats

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of males 12 12 12 12
Days of administration
1 3749 £+ 152 3714 £ 18.0 3706 = 145 3744 + 134
4 3841 = 193 381.2 + 18.6 3822 = 16.9 3813 + 173
7 4005 = 223 3952 + 192 3948 = 18.0 3924 + 203
14 4248 += 249 417.6 = 263 416.1 = 203 4108 = 33.8
21 4422 = 290 4372 £ 24.8 4372 + 229 4394 = 24.1 (11
28 456.8 = 322 4543 + 27.7 4545 + 27.0 4568 = 278 an
35 4732 + 347 4717 £ 312 4746 + 30.7 4808 = 269 11
42 483.1 + 343 4797 £ 35.0 4867 + 314 487.0 = 347 (11)

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Table 7-2. Body weights of male rats at the recovery period

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of males 5 5
Days of recovery
1 4827 + 324 4922 + 476
7 4989 + 308 5072 = 475
14 5122 + 30.6 4894 = 374
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 8-1. Body weights of female rats

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Number of females 11 12 12 12

Days of administration
1 2373 + 105 2358 £ 11.9 230.7 £ 115 2333 £ 147
4 2409 = 114 2403 £ 123 237.1 £ 117 2422 + 140
7 246.1 = 11.8 245.0 £ 11.7 2432 £ 166 2449 = 14.0
14 2566 = 172 255.7 + 16.5 2514 £ 16.1 2536 £ 154

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).

Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 8-2. Body weights of female rats, satellite group

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of females 10 10
Days of administration
1 236.5 + 104 2339 £ 120
4 2424 £ 10.5 2400 £ 99
7 2504 = 11.9 2448 + 10.8
14 258.9 £ 13.1 2552 £ 112
21 2647 £ 15.0 256.0 £ 26.8 ©®)
28 271.0 £ 16.7 265.8 £ 16.0 ©)
35 2777 = 183 2737 + 169 ©)
42 2799 + 178 273.8 £ 145 ©6)

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).

Figures in parentheses indicate number of females.
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HERE = R-12-008
Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Table 8-3. Body weights of female rats at the recovery period

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of females 5 3
Days of recovery
1 2848 + 21.2 288.1 = 15.5
7 2953 = 26.1 292.0 + 16.7
14 2937 + 257 2771 £ 1.7
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 9. Body weights of dams during pregnancy

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of dams 11 12 12 11
Days of pregnancy
0 263.4 £ 18.2 265.5 = 19.8 2574 = 16.7 260.9 + 18.8
7 296.8 £ 15.5 298.5 + 22.5 295.8 = 20.5 2943 + 14.7
14 3334 + 205 332.6 + 23.6 3339 % 264 3322 £ 155
20 417.5 +£ 248 4143 £ 23.2 417.4 + 30.6 413.6 = 18.9

Each value shows mean + S.D. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 10. Body weights of dams during lactation

AERE 5 R-12-008

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of dams 11 12 12 ' 11
Days of lactation
0 311.3 £ 20.0 312.0 £ 28.0 324.0 + 26.5 309.7 £ 15.2
325.8 £ 20.9 327.1 £ 19.1 327.6 £ 21.0 317.0 + 184
Each value shows mean = S.D. (g).

Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 11-1. Food consumption of male rats

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of males 12 12 12 12
Days of administration
1 308 =+ 28 300 £ 22 298 £ 45 276 £ 2.6
7 270 + 29 257 = 3.0 274 = 24 261 £ 25
14 265 = 2.7 246 = 2.7 267 £ 3.0 240 £ 72
29 264 + 2.1 276 = 29 27.0 £ 25 290 + 24 (11
35 299 + 29 304 £ 238 312 £ 29 303 + 23 (an
41 29.0 £+ 22 287 + 3.3 289 = 29 277 + 3.5 (11)

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Figures in parentheses indicate number of males.
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AR E 5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 11-2. Food consumption of male rats at the recovery period

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of males 5 5

Days of recovery
6 304 £ 23 284 + 5.0
12 304 + 23 283 = 1.8
Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 12-1. Food consumption of female rats

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of females 12 12 12 12
Days of administration
1 202 £ 23 20.0 £ 3.0 19.0 = 3.4 18.6 £ 3.6
7 196 + 2.7 194 £ 36 194 = 27 19.1 £ 2.1
14 189 + 3.1 19.5 £ 30 203 £ 35 204 £ 2.1

Each value shows mean (g) = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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RERE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 12-2. Food consumption of female rats, satellite group

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of females 10 10
Days of administration
1 206 = 2.1 183 = 2.9
7 193 = 26 191 £ 23
14 197 + 29 19.1 £ 3.1
21 21.0 = 26 196 £ 3.8 8)
29 198 + 58 192 £ 45 6)
35 210 + 22 197 £ 23 6)
41 184 + 3.7 184 £ 1.5 6)

Each value shows mean (g) £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 12-3. Food consumption of female rats at the recovery period

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of females 5 3

Days of recovery
6 23.1 £ 3.1 212 £ 33
12 203 £ 4.6 185 = 1.6

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 13. Food consumption in dams during pregnancy

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of dams 11 12 12 11
Days of pregnancy
0 212+ 1.8 224 £ 2.6 200+ 24 216 £ 23
7 256 £ 22 262 + 39 275+ 37 262+ 3.0
14 272 = 2.1 260+ 43 292+ 3.1 281+ 29
20 239 £ 25 248 £ 5.1 26.1 £ 32 234 £ 4.2

Each value shows mean + S.D. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 14. Food consumption in dams during lactation

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of dams 11 12 12 11
Days of lactation

3 432 +£44 433 £ 6.4 432 £4.0 41.1 £9.5
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 15. Functional findings of male rats at the last week of the dosing period

Group Cotrol (vehicle: water for injection) SF (15 mg/kg) SF (50 mg/kg) SF (150/75 mg/kg)
Male
Number of animals 5 5 5 5
Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 . 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 16. Functional findings of female rats at the last week of the dosing period

Group Cotrol (vehicle: water for injection) SF (15 mg/kg) SF (50 mg/kg) SF (150/75 mg/kg)

Female, dam

Number of animals 5 5 5 5

Righting reflex 100 100 100 100
Visual placing 100 100 100 : 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Female, satelite group

Number of animals 5 ‘ 5

Righting reflex 100 100
Visual placing 100 100
Pupillary reflex 100 100
Startle reaction 100 100
Preyer's reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 - 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 17. Assessment of grip strength of male rats at the last week of the dosing period

AERE 5 R-12-008

Group Control (vehicle: water for injection) SF (15 mg/kg) SF (50 mg/kg) SF(150/75 mg/kg)

Number of males 5 5 5 5
Forelimb 1.140 = 0.079 1.140 £ 0.085 1.126 = 0.040 1.132 =+ 0.066
Hindlimb 0.871 + 0.093 0.842 = 0.081 0.810 £ 0.076 0.899 + 0.032

Each value shows mean (kg) +S.D.
Significantly different from the control group (*: P<0.05, **: P<(.01).

69



HERZE B R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 18. Assessment of grip strength of female rats at the last week of the dosing period

Group Control (vehicle: water for injection) SF (15 mg/kg) SF (50 mg/kg) SF (150/75 mg/kg)

Number of females 5 5 5 5
Forelimb 1.118 = 0.127 1.049 + 0.050 1.117 £ 0.087 1.142 £ 0.103
Hindlimb 0.749 = 0.048 0.736 = 0.118 0.699 = 0.060 0.655 + 0.126

Each value shows mean (kg) £S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 19. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

Group Control (vehicle: water for injection) SF (150/75 mg/kg)

Number of females 5 . 5
Forelimb 1.117 + 0.042 1.158 = 0.082
Hindlimb 0.770 £ 0.093 0.782 = 0.090

Each value shows mean (kg) £S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 20. Motor activity of male rats at the last week of the dosing period

Group , Control (vehicle: water foriinjection) SF (15 mg/kg) SF (50 mg/kg) SF (150/75 mg/kg)
Number of males 5 5 5 5
Ambulation (counts) |
5min 1177 + 137 1179 + 180 1080 = 167 1219 £ 347
10min 1155 + 160 1119 + 174 1030 = 162 1048 + 394
15min 1040 = 173 1055 + 225 826 = 176 827 £ 405
20min 751 £ 286 828 + 458 741 £ 262 585 = 332
Total 4123 = 664 4180 = 947 3677 + 598 3678 + 1385
Rearing (counts)
Smin 38 + 3 38 £ 11 38 % 7 33 =+ 8
10min 29 =+ 7 29 9 30 % 9 19 =+ 5
15min 29 + 10 27 + 9 21 = 9 14 + 6
20min 16 + 10 23 £ 18 21 % 7 8 + 6
Total 112 + 21 118 + 42 109 + 19 74 + 14

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 21. Motor activity of female rats at the last week of the dosing period

Group Ccontrol (vehicle: water for injection) SF (15 mg/kg) SF (50 mg/kg) SF (150/75 mg/kg)
Number of females 5 5 5 5
Ambulation (counts)
Smin 913 + 141 1103 = 55 1108 £ 71 1249 + 249 *
10min ' 516 + 242 808 + 120 928 + 117 887 + 390
15min 406 = 148 477 £ 197 616 = 314 721 £ 267
20min 331 + 185 405 + 81 634 + 178 559 £ 360
Total 2166 = 542 2794 + 227 3286 + 530 * 3415 + 1038 *
Rearing (counts)
5min 25 + 9 29 + 3 30 4 30 + 6
10min 14 £ 12 12 =+ 3 18 + 5 14 £ 10
15min 7 £ 8 5 5 7 £ 6 10 = 5
20min 3 % 5 6 = 4 8 =+ 5 5 £ 7
Total 49 = 34 51 % 5 62 % 5 58 + 20

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 22. Motor activity of female rats at the last week of the dosing period, satellite group

Group Control (vehicle: water for injection)  SF (150/75 mg/kg)
Number of females 5 5
Ambulation (counts)
Smin 1133 = 115 1160 = 95
10min 1014 = 277 1096 + 131
15min 868 + 248 1032 = 163
20min 913 + 226 899 + 451
Total 3928 + 779 4187 = 734
Rearing (counts)
Smin 34 £ 13 36 = 4
10min 32 £+ 20 32 =+ 5
15min 25 £ 20 31 % 6
20min 29 = 22 27 £ 18
Total 121 £+ 66 ' 127 £ 20

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 23-1. Urinalysis in male rats

Quality”
Number — - T .
Group of males Color Turbidity pH Protein Glucose Ketone Bilirubin ~ Occult blood Urobilinogen
Light yellow - 60 65 70 15 + + 2+ - - + + - - + +
Control (vehicle: water for injection) 5 5 5 0 0 3 2 1 3 1 5 2 3 0 5 5 5 0
SF (15 mg/kg) 5 5 5 1 1 3 0 1 4 0 5 1 3 1 5 5 4 1
SF (50 mg/kg) 5 5 5 3 2 0 0 0 5 0 5 1 3 1 5 5 4 1
SF (150/75 mg/kg) 5 5 5 0 5 0 0 0 5 0 5 1 4 0 5 5 3 2
Urinary sediments” N N
Urine Specific Electrolyte, densit Electrol 1
Group Number Redblood ~ Whie . .~ Epithelial oo ity e ‘(’H’g /L';“S‘ Y e r°(yt:§5’ %;‘f;r")" ume
of males cells blood cells o Tystals cells & 4 4
- - - - + ~ + (mL/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 5 5 1 4 5 0 18.3 1.054 89.9 172.5 111.1 1.49 2.96 1.83
+7.1 +0.016 £33.0 £37.3 +41.2 £0.32 +0.39 +0.24
SF (15 mg/kg) 5 5 5 5 1 4 5 0 15.3 1.060 1163 169.6 128.0 1.71 2.52 1.89
+4.8 +0.011 £19.8 +28.0 +24.5 +0.28 +0.57 +0.38
SF (50 mg/kg) 5 5 5 5 4 1 5 0 18.5 1.056 89.4 156.1 107.6 1.60 2.78 1.93
4,7 +0.012 £22.5 +29.6 +20.1 +0.38 +0.33 +0.29
SF (150/75 mg/kg) 5 5 5 5 1 4 4 1 18.8 1.051 114.6 163.7 93.5 2.08 3.01 1.71
+4.2 +0.012 +44.0 +35.8 +45.0 0.66 +0.59 +0.77

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative

Protein, +: 10=and <30 mg/dL; +: 30 =and <100 mg/dL; 2+: 100=and <300 mg/dL
Glucose, -: negative

Ketone, -: negative; +: 5=and <10 mg/dL; +: 10=and <40 mg/dL; 2+: 40=and <80 mg/dL
Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0=and<4.0 mg/dL; 2+: 4.0=and <8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 23-2. Urinalysis in male rats of the recovery period

Quality”
Number — , T o
Group of males Color Turbidity pH Protein Glucose  Ketone Bilirubin ~ Occult blood Urobilinogen
Light yellow - 65 7.0 75 80 85 + 2+ - + + - + + + 2+
Ccontrol (vehicle: water for injection) 5 5 5 1 1 2 0 1 4 1 5 3 2 5 1 3 2 0
SF (150/75 mg/kg) 5 5 5 1 3 1 0 0 3 2 5 2 3 S 0 0o 4 1
Urinary sediments® Urine Speci . b) b)
pecific Electrolyte, d ElL \ 1
Group Number  Red blood White Casts  Crystals Epithelial volume” avityb) " ?ff}l,;;q/ L§HSIW ecuog’nt; %;T;f‘;o o
ofmales  cells  blood cells y cells & ¢
- - - & + - * (mL/24hr) Na K Cl Na K Cl
Ccontrol (vehicle: water for injection) 5 5 5 S 4 1 5 0 15.7 1.065 119.7 232.7 140.8 1.85 3.61 2.17
+1.9 +0.010 +25.9 +28.6 +324 +0.27 +0.23 +0.31
SF (150/75 mg/kg) 5 5 5 5 4 1 5 0 10.2%* 1.066 96.7 203.6 80.6 * 0.98%* 2.08%* 0.86%*
+2.7 £0.010 £19.3 +20.5 +30.4 +0.30 +0.60 +0.51

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative

Protein, +; 10=and <30 mg/dL; +: 30 =and<100 mg/dL; 2+: 100 =and <300 mg/dL
Glucose, -: negative

Ketone, -: negative; +:: 5=<and < 10 mg/dL; +: 10=and <40 mg/dL; 2+: 40=<and <80 mg/dL
Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0 =and<4.0 mg/dL; 2+: 4.0=and<8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean = S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 24-1. Urinalysis in female rats, satellite group

Number Quality”
Group of Color Turbidity pH Protein Glucose Ketone Bilirubin  Occult blood  Urobilinogen
females Tightyellow - + 55 60 65 70 - &£ + 2 - -+ + - - £+
Control (vehicle: water for injection) 5 5 5 0 0 1 1 3 3 1 1 0 5 4 0 1 5 5 4 1
SF (150/75 mg/kg) 5 S 4 1 1 3 1 0 3 1 0 1 5 4 1 0 5 5 5 0
Urinary sediments” Socifs 0 N
Number K . Urine pecific Electrolyte, density Electrolyte, gross volume
Group of Redblood  White blood Casts  Crystals Epithelial volume” gravityb) (mEq/L) (mEq/24 hr)
females cells cells cells
- - - - + - % (mL/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 5 5 1 5 0 9.6 1.060 100.7 176.1 109.5 0.94 1.70 1.05
+3.3 +0.007 +23.6 +13.9 +20.8 +0.28 +0.54 +0.37
SF (150/75 mg/kg) 5 5 5 5 5 0 3 2 14.5 * 1.041 * 59.5%* 1238 * 54.1* 0.86 1.79 0.78
+£2.7 +0.012 +11.6 +34.8 +37.6 +0.24 +0.57 +0.57

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative +: slight

Protein, -: negative; +: 10=and <30 mg/dL; +: 30=and <100 mg/dL
Glucose, -: negative

Ketone, -: negative; +;: 5<and <10 mg/dL; +: 10=and <40 mg/dL
Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0 <and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean + S.D.

77
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 24-2. Urinalysis in female rats of the recovery period

) Number Quality”
Group of Color Turbidity pH Protein Glucose Ketone Bilirubin  Occult blood Urobilinogen
females  Tight yellow - 65 70 75 -+ + - T - - £+ 2+
Control (vehicle: water for injection) 5 5 5 3 1 1 2 0 3 2 1 2 5 5 3 1 1
SF (150/75 mg/kg) 3 3 3 2 10 1 2 0 3 0 0 3 3 i 2 0
Urinary sediments® , .
Number - . Urine Specific Electrolyte, density” Electrolyte, gross volume®
Group of Red blood White Casts  Crystals Epithelial volume® gravityb) (mEg/L) (mEq/24 br)
cells blood cells cells
females
- - . = - (mL/24hr) Na K Cl Na K cl
Control (vehicle: water for injection) 5 5 5 5 3 2 5 11.2 1.056 102.7 193.0 117.8 1.07 2.08 1.25
+5.6 +0.018 +35.1 +50.2 +44.5 +0.38 +0.83 +0.50
SF (150/75 mg/ke) 3 3 3 3 1 2 3 13.3 1.050 90.2 172.9 89.6 1.16 2.23 1.22
+6.4 +0.015 +20.1 +43.8 +27.5 +0.53 +1.11 +0.65

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, -: negative; +: 10=and <30 mg/dL; +: 30=and <100 mg/dL; 2+: 100 =and <300 mg/dL
Glucose, -: negative

Ketone, -: negative; +: 5=and <10 mg/dL; +: 10=and <40 mg/dL
Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0 =and<4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean + S.D.
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HERE B R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 25-1. Hematological findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) SF (15 mg/kg) SF (50 mg/kg) SF (150/75 mg/kg)

Number of males 5 5 5 5
RBC (x10*/uL) 833 £ 46 . 840 = 59 814 £ 31 816 + 47
Hemoglobin (g/dL) 153 £ 0.6 152 £ 1.0 153 = 03 150 £ 0.6
Hematocrit (%) 432 =+ 1.8 431 £ 2.1 439 £ 20 433 + 1.6
MCV (fL) 518 + 14 514 £+ 1.7 540 £ 42 531 + 1.8
MCH (pg) 184 £ 0.5 181 + 0.2 188 = 09 185 = 0.5
MCHC (g/dL) 355 + 04 352 £ 1.0 349 £ 1.0 348 £ 06
Platelet (x10%/pL) 1140 = 11.1 1075 + 11.8 1058 = 11.0 121.5 + 11.2
PT (sec) | 201 £ 63 204 £ 3.0 213 £ 2.7 189 = 44
APTT (sec) 268 + 3.1 273 £ 1.1 281 £ 22 256 £ 3.6
WBC (x10%/uL) 752 + 189 62.1 £ 11.0 73.1 = 18.1 96.0 + 28.1

Differental leukocyte count (%)

Neutrophil 224 £ 26 246 + 115 211 £ 7.2 208 £ 7.9
Eosinophil 19 + 05 1.5 £ 0.5 16 £ 03 1.8 £ 0.5
Basophil 00 £ 00 00 £ 00 00 £ 00 00 = 0.0
Monocyte 47 £ 13 35 £ 09 36 £ 1.2 36 £ 0.7
Lymphocyte 709 £ 3.0 704 £ 12.0 73.7 £ 64 73.7 £ 8.2
Reticulocyte count (%) 324 £ 0.81 292 + 0.63 309 £ 049 340 £ 1.02

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE 5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 25-2. Hematological findings of male rats at the end of the recovery period

Group Control (vehicle: water for injection) SF (150/75 mg/kg)

Number of males 5 5
RBC (x10*uL) 775 £ 30 782 = 14
Hemoglobin (g/dL) 140 = 03 143 + 0.2
Hematocrit (%) 409 £ 12 43.1 £ 0.7 **
MCYV (fL) 528 £ 09 551 = 16 *
MCH (pg) 181 + 0.6 183 £ 05
MCHC (g/dL) 342 = 07 331 £ 03 *
Platelet (x10*/uL) 928 = 189 973 + 111
PT (sec) 162 £ 23 190 £ 39
APTT (sec) 246 + 32 279 = 28
WBC (x10%/uL) 956 + 24.4 756 = 94

Differental leukocyte count (%)

Neutrophil 145 £ 29 160 = 6.8
Eosinophil 19 £ 04 1.5 £+ 04
Basophil 00 £ 0.1 0.0 £ 00
Monocyte 39 = 04 34 £ 08
Lymphocyte 797 £ 3.1 790 £ 7.7
Reticulocyte count (%) 361 £ 093 262 = 037

Each value shows meanS.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 26-1. Hematological findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) SF (15 mg/kg) SF (50 mg/kg) SF (150/75 mg/kg)

Number of females 5 5 5 5
RBC (x10*/uL) 657 £+ 85 699 = 46 677 = 31 687 £ 60
Hemoglobin (g/dL) 134 = 14 134 = 0.8 133 £ 06 132 = 09
Hematocrit (%) 404 = 32 403 = 1.6 | 402 = 1.7 399 £ 23
MCV (L) 61.8 = 4.1 578 £ 2.7 595 = 23 581 £ 25
MCH (pg) 205 = 09 192 £ 1.0 19.7 £ 0.7 192 £ 0.5
MCHC (g/dL) S 332 £ 09 332 £ 07 331 £ 03 331 £ 06
Platelet (x10%/uL) 1282 = 209 111.8 = 130 1234 = 273 1157 £ 173
PT (sec) 128 £ 03 126 £ 0.6 129 = 02 122 £ 07
APTT (sec) 202 = 19 191 =+ 1.1 204 + 09 199 + 14
WBC (x10%/pL) 87.1 = 203 103.1 = 309 82.7 £ 37.1 927 = 255

Differental leukocyte count (%)

Neutrophil 24.6>:|: 84 254 £ 92 263 = 14.1 342 £ 167
Eosinophil 07 £ 05 1.0 £ 05 09 £ 05 13 £ 04
Basophil 00 £ 0.0 00 = 0.1 0.0 £ 00 00 = 0.0
Monocyte 39 £ 04 40 = 1.1 40 = 038 40 £ 0.7
Lymphocyte 70.8 = 9.1 69.5 £ 10.1 688 £ 142 605 = 172
Reticulocyte count (%) 11.08 £ 545 6.96 = 0.89 735 £ 213 6.55 = 1.20

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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FABRE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 26-2. Hematological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) SF (150/75 mg/kg)

Number of females 5 3
RBC (x10*uL) 785 = 22 759 + 48
Hemoglobin (g/dL) 148 £+ 04 145 = 09
Hematocrit (%) 418 £ 13 414 £ 23
MCV (fL) 532 = 0.7 546 £ 06 *
MCH (pg) 188 = 0.2 192 £ 0.2 *
MCHC (g/dL) 354 = 0.6 _ 351 £ 03
Platelet (x10%/uL) 1059 = 10.6 1148 + 243
PT (sec) 115 =+ 04 1.7 £ 04
APTT (sec) 19.1 £ 1.1 19.1 = 34
WBC (x10*/uL) 714 = 275 68.7 = 13.2

Differental leukocyte count (%)

Neutrophil 123 = 38 69 £ 22
Eosinophil 13 £ 06 19 £ 04
Basophil 00 £ 0.0 00 = 0.1
Monocyte 24 = 04 25 £ 09
Lymphocyte 84.0 = 3.6 88.6 + 32
Reticulocyte count (%) 3.03 £ 046 292 = 0.26

Each value shows meantS.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 26-3. Hematological findings of female rats at the end of the recovery period

Group Control (vehicle: water for injectio) SF (150/75 mg/kg)

Number of females 5 3
RBC (x10%/uL) 747 = 65 747 £ 111
Hemoglobin (g/dL) 140 = 1.1 140 £ 20
Hematocrit (%) 414 = 29 41.0 = 27
MCV (fL) 555 £ 15 554 £ 52
MCH (pg) 18.7 £ 0.3 188 + 0.7
MCHC (g/dL) 337 £ 07 341 £ 27
Platelet (x10*/uL) 89.8 £ 63 688 £ 0.0
PT (sec) 121 =+ 0.3 119 + 04
APTT (sec) 226 £ 20 19.1 £ 05 *
WBC (x10%/uL) 383 = 109 484 + 55

Differental leukocyte count (%)

Neutrophil 18.1 = 56 171 £+ 24
Eosinophil 27 £ 07 21 = 09
Basophil 0.0 £ 0.0 0.0 £ 0.0
Monocyte 42 £ 1.1 33 £ 07
Lymphocyte 750 £ 68 775 + 2.1
Reticulocyte count (%) 3.03 £ 046 238 £ 032

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 27-1. Biochemical findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of males 5 5 5 5
Total protein g/dL 56 £ 02 54 £ 0.2 52 =02 *% 53 £ 03 *
Albumin g/dL 3.6 = 0.1 34 + 01 34 £ 0.1 35 £ 0.2
A/G 1.72 + 0.15 1.79 + 03 2.01 + 0.18 203 + 02
Glucose mg/dL 131 £ 5 121 + 11 124 + 11 135 = 17
Total cholesterol mg/dL 47 £ 10 45 = 11 49 + 15 45 + 11
Triglyceride mg/dL 26 + 4 23 £ 6 30 £ 18 32 + 23
Phospholipid mg/dL 79 + 12 77 + 11 81 + 16 77 + 18
AST U/L 62 = 7 72 £ 5 71 + 12 70 = 16
ALT U/L 28 = 4 34 + 5 32 £ 10 34 + 6
v-GTP U/L 00 0+£0 0 +0 00
LDH U/L 189 + 131 80 + 30 123 + 54 188 + 131
Bile acid umol/L 10.3 + 43 113 + 5.8 92 £ 5.0 105 £ 5.3
BUN mg/dL 18 = 1 20 £ 3 18 + 1 18 = 3
Creatinine mg/dL 05 £ 0.1 05 =0 05 = 0.1 05 + 0.1
Total bilirubin mg/dL 005 £ 0 0.05 + 0.01 0.07 £ 0.02 0.07 + 0.01
ALP U/L 322 + 63 325 + 54 386 & 87 345 + 68
Inorganic phosphorus ~ mg/dL 6 £ 02 58 + 0.6 65 + 1 62 + 04
Ca mg/dL 95 + 02 9.1 + 0.2 91 + 03 93 + 03
Na mEqg/L 1434 + 0.8 143.8 £ 04 1439 = 0.5 1436 + 0.8
K mEqg/L 408 £ 0.24 395 + 0.25 4.05 + 0.32 3.89 + 022
+ + + +

cl mEq/L 107.4

Each value shows mean + S.D.

0.9 107.8 1.2 107.4 1.3 108 14

Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 27-2. Biochemical findings of male rats at the end of the recovery period

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of males 5 5
Total protein g/dL 55 £ 0.2 55 £ 02
Albumin g/dL 36 + 0.1 3.5 +£ 0.1
A/G 192 + 0.14 1.82 + 0.12
Glucose mg/dL 138 + 10 164 =+ 25
Total cholesterol mg/dL 61 + 19 48 + 10
Triglyceride mg/dL 23 + 13 23 + 8
Phospholipid mg/dL 89 + 20 78 + 10
AST U/L 69 + 12 66 + 6
ALT U/L 31 = 7 26 + 4
y-GTP U/L 00 0 +£0
LDH U/L 143 = 87 198 + 64
Bile acid pmol/L 240 + 20.3 121 +£ 3.7
BUN mg/dL 15 £ 0 15 + 2
Creatinine mg/dL 05 + 0.1 05 £0
Total bilirubin mg/dL 0.07 £ 0.01 0.06 = 0.01
ALP U/L 289 + 62 302 + 45
Inorganic phosphorus mg/dL 58 = 0.8 65 £ 0.5
Ca mg/dL 93 + 0.3 93 + 02
Na mEq/L 143 + 0.8 144 + 1
K mEq/L 3.69 + 0.21 3.73 + 0.21
Cl mEq/L 1064 £ 1.3 1072 £ 1

Each value shows mean = S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 28-1. Biochemical findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of females 5 5 5 5

Total protein g/dL 58 £ 0.2 57 £ 03 56 £ 0.2 59 £ 03
Albumin g/dL 39 £ 02 39 + 0.2 38 £ 0 4 +£ 02
A/G 2.08 + 0.21 221 £ 0.14 207 £ 0.21 22 + 0.16
Glucose mg/dL 119 = 12 120 += 7 110 + 16 114 + 10
Total cholesterol mg/dL 50 = 10 44 + 14 49 + 8 55 £ 13
Triglyceride mg/dL 24 + 7 26 + 22 25 £ 12 22 £ 6
Phospholipid mg/dL 97 + 18 91 + 21 101 + 13 111 + 20
AST U/L 76 + 11 90 + 13 76 £ 9 105 + 29 *
ALT U/L 40 £ 5 41 £ 6 41 £ 10 45 + 11
v-GTP U/L 0+0 00 00 00
LDH U/L 124 £ 121 103 + 62 89 + 53 143 + 102
Bile acid pmol/L 147 = 7.6 143 + 5.4 19.1 £ 145 14.1 + 32
BUN mg/dL 18 = 3 18 + 2 18 £ 2 19 +3
Creatinine mg/dL 0.6 * 0.1 0.6 = 0.1 06 =0 0.6 £ 0.1
Total bilirubin mg/dL 0.08 = 0.02 0.07 + 0.02 0.07 + 0.02 0.07 + 0.01
ALP U/L 166 = 11 195 + 104 178 + 22 242 + 35 *
Inorganic phosphorus mg/dL 65 = 0.7 68 = 04 73 £ 1.1 75 + 13
Ca mg/dL 95 £ 03 95 + 03 95 £ 03 9.7 £ 02
Na mEq/L 1414 £ 0.7 140.5 + 1.4 141.1 + 0.6 1422 + 1.7
K mEq/L 3.96 + 0.12 37 £ 03 427 + 085 371 £ 0.29
Cl mEqg/L 107.6 = 1.7 106.7 + 1.9 1074 + 09 107.9 + 0.7

Each value shows mean = S.D.
Figures in parentheses indicate number of females.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE B R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 28-2. Biochemical findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of females 5 3

Total protein g/dL 63 = 04 59 £ 07
Albumin g/dL 44 = 04 4 £ 05
A/G 2.21 £ 0.28 2.1 £ 0.07
Glucose mg/dL 121 = 20 126 + 31
Total cholesterol mg/dL 66 = 8 81 = 6 *
Triglyceride mg/dL 15 9 16 + 10
Phospholipid mg/dL 123 + 17 138 £ 11
AST U/L 76 + 18 78 + 13
ALT U/L 29 + 16 28 & 2
y-GTP U/L 00 0£0
LDH U/L 115 = 46 238 + 252
Bile acid pmol/L 164 + 5.3 10.0 £ 1.1
BUN mg/dL 19 + 3 17 £ 1
Creatinine mg/dL 0.7 £ 0 0.7 + 0.1
Total bilirubin mg/dL 0.09 + 0.02 0.08 £ 0.01
ALP U/L 155 + 31 219 + 36 *
Inorganic phosphorus mg/dL 5.1 £ 0.7 63 £ 19
Ca mg/dL 9.6 + 04 9.6 £ 0.9
Na mEq/L 142.5 = 0.9 142.1 = 0.7

K mEq/L 391 + 0.35 5.63 = 3.24
Cl mEqg/L 106.9 + 1.0 105.8 + 2.0

Each value shows mean = S.D.
Figures in parentheses indicate number of females.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 28-3. Biochemical findings of female rats at the end of the recovery period

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of females 5 3
Total protein g/dL 58 £ 04 59 + 0.1
Albumin g/dL 4 +£03 39 £ 0.2
A/G 229 + 0.12 1.97 £ 0.28
Glucose mg/dL 133 £ 6 119 = 19
Total cholesterol mg/dL 60 + 7 71 £ 15
Triglyceride mg/dL 15 = 8 : 17 =
Phospholipid mg/dL 110 £ 11 121 + 18
AST U/L 60 + 8 57 £ 0
ALT U/L 23 = 7 18 =+ 3
v-GTP U/L 0+0 00
LDH U/L 68 + 20 80 =+ 40
Bile acid pmol/L 93 + 20 16.0 + 5.3 *
BUN mg/dL 16 + 2 18 & 2
Creatinine mg/dL 0.7 = 0.1 0.6 + 0.2
Total bilirubin mg/dL 0.07 = 0.01 0.08 + 0.01
ALP U/L 151 + 40 150 + 26
Inorganic phosphorus mg/dL 4 £ 05 5+ 09
Ca mg/dL 9.1 + 04 92 + 04
Na mEq/L 1429 + 0.7 143.8 + 0.7
K mEg/L 364 £ 04 3.62 + 0.09
+ +

Cl mEqg/L 106.9
Each value shows mean + S.D.

Figures in parentheses indicate number of females.

Significantly different from the control group (*: P<0.05, **: P<0.01).

1.6 108.5 1.7
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 29-1. Organ weights of male rats at the end of the dosing period

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of males 7 12 12 6
Body weight [T3) 4533 = 365 4492 = 331 4557 £ 302 4519 + 202
Brain (mg) 19754 & 737 1983.8 + 864 19793 £ 672 19829 + 510
(mg/g) 4381 = 0388 4435 = 0322 4357 £ 0260 4395 + 0227
Thymus (mg) 3113 = 677 2910 £  59.0 2900 =  65.1 2797 £ 505
(mg/g) 0.693 + 0.184 0.645 + 0.104 0.638 = 0149 0619 + 0.114
Heart (mg) 13402 = 1089 13551 & 1158 14005 + 107.3 1342.8 + 1992
(mg/g) 2963 = 0215 3.020 £ 0.197 3.074 + 0137 2966 + 0371
Liver (mg) 121379 & 8962 111596 + 11318 115714 + 1279.1 115256 + 11587
(mg/g) 26815 = 1396 24816 + 1230 * 25347 + 1443 25466 + 1716
Kidney (R) (mg)  1566.7 £ 635 15134 * 1380 1589.4 + 1339 15147 = 159.0
(mg/g) 3475 % 0305 3382 + 0350 3491 0217 3351 + 0302
Kidney (L) (mg) 15768 +  84.0 14964 + 1542 15745 = 1620 15296 + 119.7
(mg/g) 3.495 & 0297 3342 £ 0359 3457 + 0.286 3388 = 0.267
Kidneys (mg) 31436 = 1429 3009.7 # 2822 31639 + 2922 30443 + 2714
(mg/g) 6970 + 0.594 6724 £ 0.689 6948 + 0492 6.738 + 0.544
Spleen (mg) 7754 £ 1057 7521 £ 100.1 7899 + 1314 8003 + 1031
(mg/g) 1713 & 0214 1.675 = 0.186 1732 £ 0253 1767 & 0.174
Testis (R) (mg) 16572 x 107.5 16151 +  86.0 16112 + 142.6 1600.7 =  89.5
(mg/g) 3678 + 0.401 3.616 + 0354 3.547 0351 3.545 + 0203
Testis (L) (mg) 16450 = 1012 16220 + 940 1628.1 = 169.1 1573.1 = 974
(mg/g) 3.656 = 0450 3.633 £ 0389 3.582 + 0.387 3483 + 0204
Testes (mg) 33022 + 2034 32371 % 1757 32393 = 3095 31737 £ 1844
(my/g) 7334 = 0.846 7249 & 0.738 7128 = 0732 7028 £ 0401
Epididymis (R) (mg) 658.5 +  84.l 6114 = 404 6437 £ 457 5925 & 347
(mg/g) 1455 = 0.155 1367 = 0.116 1417 £ 0.127 1313 & 0084
Epididymis (L) (mg) 6356 = 248 6064 + 361 6349 + 431 5948 + 291
(mg/g) 1409 = 0.106 1357 £ 0.136 1399 + 0.134 1318 £ 0076
Epididymides (mg) 12942 £ 1009 12178 £ 710 12785 + 840 11873 = 627
(mg/g) 2.863 % 0.223 2724 £ 0244 2816 + 0254 2630 + 0158
Prostate, ventral (mg) 644.7 £ 1047 609.6 £ 1324 648.1 + 13238 5970 + 137.0
(mg/g) 1.419 £ 0.168 1.361 = 0289 1427 £ 0307 1322 = 0309
Seminal vesicles (mg)  1698.6 + 2676 1809.1 + 2533 1883.6 & 2207 15325 + 1617
(mg/g) 3752 £ 0.524 4.046 + 0.631 4152 x 0561 3408 = 0500
Thyroid gland (mg) 206 + 3.1 203 2.7 198 =+ 3.1 212 6.7
(mg/g) 0.046 + 0.007 0.045 £ 0.005 0.044 = 0008 0047 £ 0014

Each value shows mean % S.D.

Figures in parentheses indicate number of males.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 29-1(continued). Organ weights of male rats at the end of the dosing period

HERE 5 R-12-008

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Number of males 7 12 12 6

Body weight () 4533 =+ 36.5 4492 + 33.1 4557 =+ 30.2 4519 =+ 20.2

Adrenal gland (R) (mg) 28.9 % 4.4 275 =+ 4.8 274 = 29 267 =+ 4.9
(mg/g) 0.064 £ 0.006 0.061 = 0.009 0.061 = 0.008 0.059 = 0.009

Adrenal gland (L) (mg) 288 = 35 29.1 =+ 4.7 286 =+ 3.0 295 = 6.1
(ng/g) 0.064 + 0.005 0.065 = 0.009 0.063 + 0.008 0.065 = 0.012

Adrenal glands (mg) 577 % 7.8 56.6 = 9.5 56.0 + 5.7 562 % 10.9
(mng/g) 0.127 = 0.011 0.126 + 0.018 0.123 + 0.015 0.124 = 0.020

Each value shows mean + S.D.

Figures in parentheses indicate number of males.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 29-2. Organ weights of male rats at the end of the recovery period

Group Control (vehicle: water for inj SF 150/75 mg/kg
Number of males 5 5
Body weight @® 479.5 = 334 4752 + 428
Brain (mg) 20564 & 725 20487 = 1084
(mg/g) 4303 & 0.290 4326 = 0.241
Thymus (mg) 2872 &£ 6Ll 2539 88.7
(mg/g) 0.605 = 0.152 0532 = 0.169
Heart (mg) 14485 = 353 13948 & 1216
(mg/g) 3.030 + 0.187 2939 = 0.159
Liver (mg) 11818.0 = 11363 117172 £ 1409.2
(mglg)  24.668 + 2.076 24.624 + 1484
Kidney (R) (mg) 1501.2 & 1137 15033 = 1424
(mg/g) 3131 £ 0.078 3173 & 0.290
Kidney (L) (mg) 15393 + 1338 15074 + 147.6
(mg/g) 3211 £ 0.193 3.180 = 0.273
Kidneys (mg) 30406 + 2354 30107 = 2744
(mg/g) 6342 + 0245 6353 = 0.526
Spleen (mg) 788.7 + 1032 8292 + 1288
(mg/g) 1657 £ 0.295 1.748 = 0.238
Testis (R) (mg) 16712 + 1722 15751 = 2306
(mg/g) 3.514 £ 0563 3349 & 0.662
Testis (L) {mg) 16922 = 1303 15503 + 2404
(mg/g) 3554 £ 0479 3300 £ 0.696
Testes (mg) 33634 + 3017 31253 £ 4685
(mg/g) 7.069 + 1.041 6.650 £ 1.354
Epididymis (R) (mg) 6573 = 717 6053 £ 729
(mg/g) 1382 = 0223 1287 + 0226
Epididymis (L) (mg) 6462 = 615 6211 £  69.1
(mg/g) 1.356 = 0.193 1323 + 0.245
Epididymides (mg) 1303.5 + 1302 12263 = 1400
(mg/g) 2738 = 0412 2610 = 0468
Prostate, ventral (mg) 529.1 = 1555 673.7 = 1045
(mg/g) L2t & 0387 1.429 = 0.257
Seminal vesicles (mg) 16144 + 2724 16303 + 1280
(mg/g) 3355 £ 0378 3468 £ 0.544
Thyroid gland (mg) 20.7 £ 1.4 194 2.0
(mg/g) 0.044 £ 0.005 0.041 &  0.006

Each value shows mean + 8.D.

Figures in parentheses indicate number of males.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 29-2(continued). Organ weights of male rats at the end of the recovery period

Group Control (vehicle: water for injection) SF 150/75 mg/kg

Number of males 5 5

Body weight (€3] 479.5 = 334 4752 = 42.8

Adrenal gland (R) (mg) 264 + 2.0 278 + 2.0
(mg/g) 0.055 + 0.007 0.059 + 0.005

Adrenal gland (L) (mg) 272 % 2.0 283 « 1.7
(mg/g) 0.057 £+ 0.006 0.060 + 0.006

Adrenal glands (mg) 536 =+ 3.6 56.2 + 3.1
(mg/g) 0.112 + 0.013 0.119 + 0.010

Each value shows mean + S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 30-1. Organ weights of female rats at the end of the dosing period

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of females 11 12 12 11
Body weight ® 2882 % 174 2896 = 18.8 2986 = 22.1 2813 % 13.0
Brain (mg) 1877.6 % 47.6 18948 = 55.0 1862.8 = 45.5 1864.0 = 58.3
(mg/g) 6.536 = 0416 6.563 = 0367 6.268 = 0.467 6.639 £ 0357
Thymus (mg) 1937 = 472 2029 = 479 2042 = 58.2 1753 = 62.7
(mg/g) 0669 = 0.137 0.699 = 0.150 0.687 + 0.200 0619 £ 0214
Heart (mg) 9914 = 1028 959.2 + 71.9 966.5 = 58.0 964.0 + 118.0
(mg/g) 3434 = 0.180 3313 +  0.159 3245 = 0.201 3427 £ 0388
Liver (mg) 94013 + 668.8 94456 = 467.5 97115 = 9123 95763 + 7124
(mg/g) 32631 = 1.598 32692 = 1.853 32,625 & 3.448 34.022 = 1475
Kidney (R) (mg) 9842 =+ 86.4 10005 £  61.8 10254 = 98.5 1013.2 £ 940
(mg/g) 3419 = 0272 3463 £ 0.247 3440 = 0314 3.603 £ 0307
Kidney (L) (mg) 975.1 % 889 9919 *  63.5 1002.0 = 68.1 10085 * 82.9
(mg/g) 3382 £ 0219 3434 = 0248 3366 + 0.266 3588 + 0279
Kidneys (mg) 19593 + 1627 19924 = 120.6 20273 = 161.7 20217 = 1722
(mg/g) 6.800 + 0442 6897 * 0481 6807 = 0.557 7191 = 0567
Spleen (mg) 7086 = 151.7 7117 £ 124.6 686.6 =+ 89.6 671.0 = 85.3
(mg/g) 2460 = 0513 2467 & 0460 2310 = 0.335 2385 = 0269
Ovary (R) (mg) 534 % 8.5 494 = 60 537 = 100 510 £ 85
(mg/g) 0.185 = 0027 0171 = 0.025 0.181 = 0.036 0.182 = 0.033
Ovary (L) (mg) 481 = 8.1 531 = 97 493 + 7.1 517 + 48
(mg/g) 0.167 = 0024 0.185 = 0.041 0.166 += 0.027 0.184 = 0019
Ovaries (mg) 1015 = 12.9 1025 = 13.5 103.1 = 11.6 1027 = 8.9
(mg/g) 0352 = 0.036 0356 = 0.058 0347 = 0.048 0366 = 0.039
Uterus (mg) 6315 & 787 5948 = 133.7 6130 = 66.3 562.8 = 98.3
(mg/g) 2190 = 0232 2050 = 0415 2062 % 0.262 2002 = 0355
Thyroid gland (mg) 157 = 43 139 = 2.4 145 * 29 13.9 = 2.8
(mg/g) 0055 = 0015 0.048 £ 0.009 0049 + 0.011 0.049 = 0010
Adrenal gland (R) (mg) 354 + 4.4 358 + 6.4 370 = 24 399 + 3.9
(mg/g) 0.123 £ 0015 0.123 £ 0.020 0.125 = 0.010 0.142 £ 0014 *
Adrenal gland (L) (mg) 373 % 45 377 £ 5.0 38.0 =+ 3.1 400 + 3.6
{mg/g) 0.130 +° 0014 0.131 £ 0.020 0.128 = 0.016 0.142 £ 0014
Adrenal glands {mg) 727 8.6 735 % 112 750 = 4.6 799 + 7.2
(mg/) 0253 + 0028 0254 = 0.039 0253 £ 0.024 0285 + 0028 *

Each value shows mean * S.D.

Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 30-2. Organ weights of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of females S 3
Body weight (2 2595 % 16.1 2487 £ 147
Brain (mg) 18319 £ 410 18750 + 642
(mg/g) 7079 £ 0446 7549 £ 0332
Thymus (mg) 3112 £ 547 2672 £ 1307
(mg/g) 1196 = 0.173 1.098 = 0.608
Heart (mg) 849.4 = 64.6 7922 £ 3638
{mg/g) 3272 = 0119 3.187 = 0.094
Liver (mg) 66200 = 5866 71858 = 9252
(mg/g) 25534 +  2.040 28.836 + 2583
Kidney (R) (mg) 901.3 = 225 9343 * 1257
(mg/g) 3485 = 0250 3753 = 0410
Kidney (L) (mg) 875.5 + 223 9139 £ 940
(mg/g) 3386 + 0270 3678 = 0370
Kidneys (mg) 1776.7 = 434 1848.1 # 2163
(mg/g) 6871 = 0518 7431 % 0755
Spleen (mg) 5579 = 30.2 5370 = 95.2
(mg/g) 2.154 = 0.130 2150 = 0.268
Ovary (R) (mg) 436 % 9.9 535 * 34
(mg/g) 0.167 + 0.030 0216 = 0.025
Ovary (L) (mg) 452 % 8.1 453 = 96
(mg/g) 0.173 = 0.023 0.183 = 0.040
Ovaries (mg) 88.8 16.1 988 = 12.4
(mg/g) 0340 + 0042 0399 £ 0059
Uterus (mg) 567.1 % 1424 5482 £ 604
(mg/g) 2208 + 0657 2215 £ 0349
Thyroid gland (mg) 149 * 3.5 142 1.1
(mg/g) 0057 = 0010 0.057 % 0.005
Adrenal gland (R) (mg) 324 = 34 274 * 23
(mg/g) 0125 £ 0017 0.110 + 0012
Adrenal gland (L) (mg) 341 % 3.1 308 + 11
(mg/g) 0.132 £ 0017 0124 + 0.008
Adrenal glands (mg) 66.5 + 6.2 582 34
{mg/g) 0257 £ 0.033 0.235 = 0.020

Each value shows mean £ S.D,
Figures in parentheses indicate number of males.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 30-3. Organ weights of female rats at the end of the recovery period

Group Control (vehicle: water for injection) SF 150/75 mg/kg
Number of females 5 3
Body weight ) 2763 % 227 2655 £ 103
Brain (mg) 1821.8 = 60.1 1870.7 £ 470
(mg/g) 6.621 = 0447 7.051 £ 0.258
Thymus (mg) 2636 = 49.6 2092 £ 80.8
(mg/g) 0951 £+ 0.130 0793 = 0317
Heart (mg) 8983 & 96.4 962.7 + 1182
(mg/g) 3252 & 0237 3.628 = 0454
Liver (mg) 71647 + 693.8 6645.1 = 2169
(mg/g) 25915 x 0.898 25.035 = 0419
Kidney (R) (mg) 9470 + 65.6 8945 = 61.1
(mg/g) 3442 £+ 0.308 3367 = 0.112
Kidney (L) (mg) 9019 =+ 45.5 8718 = 331
(mg/g) 3278 = 0.266 3284 = 0.022
Kidneys (mg) 18489 = 1088 17663 &=  93.9
(mg/g) 6720 = 0.566 6650 + 0.124
Spleen (mg) 573.7 % 543 5217 % 67.8
(mg/g) 2.082 = 0.197 1983 = 0177
Ovary (R) (mg) 412 + 10.1 359 = 135
(mg/g) 0.170 + 0.028 0.134 = 0.046
Ovary (L) (mg) 465 8.5 381 = 9.6
(mg/g) 0.167 = 0.023 0.143 = 0.032
Qvaries (mg) 937 + 182 740 = 23.1
(mg/g) 0337 £ 0.049 0277 = 0.077
Uterus (mg) 525.1 = 36.9 641.7 + 3716
(mg/g) 1909 + 0.171 2388 + 1.292
Thyroid gland (mg) 208 + 8.1 16.1 =+ 1.3
(mg/g) 0.075 = 0.029 0.061 + 0.007
Adrenal gland (R) (mg) 353 & 59 278 = 38
(mg/g) 0.129 & 0.024 0.105 + 0.018
Adrenal gland (L) (mg) 375 = 7.8 299 5.6
(mg/g) 0.137 £ 0.032 0113 + 0.025
Adrenal glands (mg) 728 £ 13.7 576 % 9.4
(mg/g) 0265 £ 0.056 0218 + 0.043

Each value shows mean £+ S.D.

Figures in parentheses indicate number of males.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 31-1. Macroscopic findings of male rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Findings Grade - P - P - P - P
Epididymis

Nodule, yellowish white, caudal, unilateral 6 1 11 1 12 0 6 0
Kidney

Pale colored-area, unilateral 7 0 12 0 12 0 5 1

Whitish area, single/scattered, uni-/bilateral 6 1 12 0 12 0 5 1
Liver

Whitish area 7 0 12 0 11 1 6 0
Small intestine

Diverticulum, between the jejunum and ileum 7 0 12 0 11 1 6 0
Tooth

Discoloration, whitish, surface,

maxillary/mandibular incisor 7 0 12 0 12 0 4 2

Notes) - : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 31-2. Macroscopic findings of male rats at the end of the recovery period

Group Control (Vehicle) SF 150/75 mg/kg
Findings Grade - P - P
Tooth
Fracture, maxillary incisor 5 0 4 1
Loss, unilateral, maxillary incisor 5 0 4 1

Notes) - :No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 32-1. Macroscopic findings of female rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Findings Grade - P - P - P - P
Kidney

Whitish area, scattered, bilateral 11 0 12 0 12 0 10 1
Liver

Diaphragmatic nodule 11 0 11 1 12 0 11 0
Thymus

Small 11 0 12 0 12 0 10 1
Tooth

Discoloration, whitish, surface,

maxillary/mandibular incisor 11 0 12 0 12 0 9 2
Notes) -: No abnormal changes P : Non-graded change
Numerals represent the number of animals.

Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) SF 150/75 mg/kg
Findings Grade - P - P
Tooth
Discoloration, whitish, surface,
maxillary/mandibular incisor 5 0 1 2

Notes) - :No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 32-3. Macroscopic findings of female rats at the end of the recovery period

Group Control (Vehicle) SF 150/75 mg/kg
Findings Grade - P - P
Heart
Discoloration, pale colored 5 0 2 1
Tooth
Malocclusion 5 0 2 1

Notes) - :No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 33-1. Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE - &% + 2+ 3+ P NE - + + 2+ 3+ P NE
Brain 5 2 0 12 0 12 5 1
Spinal cord 5 2 0 12 0 12 5 1
Pituitary gland

Remnant, Rathke's pouch 3 2 2 0 0 12 0 0 12 5 0 1
Submandibular gland 5 2 0 12 0 12 5 1
Sublingual gland 5 2 0 12 0 12 5 1
Lymph node, submandibular . S 2 0 12 0 12 s 1
Thyroid gland

Ectopic thymic tissue 5 0 2 0 0 12 0 0 12 4 11

Ultimobranchial body 5 0 2 0 0 12 0 0 12 3 2 1
Parathyroid gland 5 2 0 12 0 12 5 1
Thymus 5 2 0 12 0 12 5 i
Heart

Degeneration/fibrosis, myocardial, focal 5 00 0 O 2 2 3 0 00 2 32 0 00 2 50 0 00 1
Trachea 5 2 0 12 0 12 5 1
Lung

Accumulation, foam cell, alveolus 4 1 0 0 0 2 0 0 0 0 O 12 0 0 0 0 O 12 50 0 0 0 1

Metaplasia, osseous, focal 5 00 0 O 2 0 0 0 0 0 12 0 0 0 0 O 12 4 1 0 0 0 1
Bronchus 5 2 0 12 0 12 5 1

Notes) - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

*P<0.05, *¥P<0.01 : Significantly different from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 33-1(continued). Histopathological findings of male rats at the end of the dosing period

S EATE B R-12-008

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Findings Grade - £ + 2+3+ P NE - £ + 2+3+ P NE - + + 2+ 3+ P NE - * + 2+ 3+ P NE
Liver

Fatty change, hepatocyte, periportal 23 0 00 2 000 00O 12 01000 11 32000 1

Foci/area, cellular alteration, vacuolated cell S 0000 2 00 00O 12 01000 11 50000 1

Microgranuloma 23000 2 00000 12 1 0000 11 32000 1
Pancreas

Hyperplasia, duct 50000 2 00000 12 00000 12 41000 1
Stomach

Accumulation, lymphocyte, submucosa, glandular stomach 50000 2 50000 7 22100 7 22100 1

Cellular infiltration, eosinophil,

lamina muscularis mucosa/submucosa, glandular stomach 0 4 1 0 0 2 01310 7 00050 T o 002 30 1 *

Dendritic-like cell, increased, limiting ridge, mucosa 41 0 00 2 1 2 00 7 01310 7*%# 0 0 5 0 0 1+ #
Duodenum 5 2 0 12 0 12 5 1
Jejunum 5 2 0 12 0 12 5 1
Ileum

Diverticulum 5 0 2 0 12 0 11 5 1
Cecum 5 2 0 12 0 12 5 1
Colon 5 2 0 12 0 12 5 1
Rectum 5 2 0 12 0 12 5 1
Lymph node, mesenteric 5 2 0 12 0 12 5 1
Spleen

Deposit, pigment, brown 00050 2 00000 12 00000 12 00050 1

Hematopoiesis, extramedullary 01 130 2 0 0 0 00O 12 000 00 12 04100 1

Notes) -: No abnormal changes *: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection

*P<(.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 33-1(continued). Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Findings Grade + 4+ 24+ 3+ P NE - + + 2+ 3+ P NE - +* 4+ 2+ 3+ P NE - + + 2+3+ P NE
Kidney

Basophilic tubule, cortex 1 4 0 00 2 32000 7 23000 7 23100

Cellular infiltration, lymphocyte, interstitial 50000 2 4 1 000 7 4 1000 7 4 1100

Cyst, medulla 4 2 4 1 7 5 7 6

Dilatation, lumen, distal tubule 50000 2 50000 7 50000 7 51000

Mineralization, cortex 50000 2 50000 7 500 00 7 33000

Nephroblastoma 5 2 5 0 7 5 7 5
Urinary bladder 5 2 0 12 0 12 5 1
Adrenal gland

Vacuolation, cytoplasmic, zona fasciculata 4 1 0 0 0 2 0 00 00 12 000 00O 12 S0 000 1
Testis 5 2 0 12 0 12 5 1
Epididymis

Granuloma, spermatic, unilateral 4 2 0 111 0 12 5 1
Prostate

Cellular infiltration, lymphocyte, interstitial 32000 2 00000 12 00000 12 32000 1
Seminal vesicle 5 2 0 12 0 12 5 1
Coagulating gland 5 2 0 12 0 12 5 1
Eyeball 5 2 0 12 0 12 5 1
Harderian gland 5 2 0 12 0 12 5 1
Sciatic nerve 5 2 0 12 0 12 5 1
Skeletal muscle 5 2 0 12 0 12 5 1
Femur

Deposit, basophilic substance,

epiphysis/growth plate/metaphysis 50000 2 50000 7 50000 7 00050 1 % ##

Marrow, femur 5 2 0 12 0 12 5 1

Notes) - : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.
Vehicle: water for injection

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 33-2. Histopathological findings of male rats at the end of the recovery period

Group Control (Vehicle) SF 150/75 mg/kg

Findings Grade -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE
Brain 0 5 0 5
Spinal cord 0 5 0 5
Pituitary gland 0 5 0 5
Submandibular gland ' 0 5 0 5
Sublingual gland 0 5 0 5
Lymph node, submandibular 0 5 0 5
Thyroid gland 0 5 0 5
Parathyroid gland 0 5 0 5
Thymus 0 5 0 5
Heart
Degeneration/fibrosis, myocardial, focal 41 0 0 O 320 0 0

Trachea 0 5 0 5
Lung 0 5 0 5
Bronchus 0 5 0 5

Notes) - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 33-2(continued). Histopathological findings of male rats at the end of the recovery period

Group : Control (Vehicle) SF 150/75 mg/kg
Findings Grade - #+ + 2+ 3+ P NE - + + 2+ 3+ P NE
Liver 0 5 0 5
Pancreas 0 5 0 5
Stomach
Accumulation, lymphocyte, submucosa, glandular stomach 50000 4 1 0 0 O

Cellular infiltration, eosinophil,

lamina muscularis mucosa/submucosa, glandular stomach 0 4 1 0 0 05000

Dendritic-like cell, increased, limiting ridge, mucosa 4 01 0O 1 31 00
Duodenum 0 5 0 5
Jejunum 0 5 0 5
Ileum 0 5 0 5
Cecum 0 5 0 5
Colon 0 5 0 5
Rectum 0 5 0 5
Lymph node, mesenteric 0 5 0 5
Spleen 0 5 0 5

Notes) -:No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 33-2(continued). Histopathological findings of male rats at the end of the recovery period

Group Control (Vehicle) SF 150/75 mg/kg

Findings Grade - %+ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Kidney

Basophilic tubule, cortex 23 000 1 4 0 00

Cellular infiltration, lymphocyte, interstitial 50000 31100
Urinary bladder 0 5 0 5
Adrenal gland 0 5 0 5
Testis 0 5 0 5
Epididymis 0 5 0 5
Prostate 0 5 0 5
Seminal vesicle 0 5 0 5
Coagulating gland 0 5 0 5
Eyeball 0 5 0 5
Harderian gland 0 5 0 5
Sciatic nerve 0 5 0 5
Skeletal muscle 0 5 0 5
Femur 5 5
Marrow, femur 0 5 0 5

Notes) -:No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 34-1. Histopathological findings of female rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Findings Grade - + + 2+ 3+ P NE - & + 2+ 3+ P NE - £ + 2+ 3+ P NE -+ + 2+ 3+ P
Brain 5 6 0 12 0 12 5
Spinal cord 5 6 0 12 0 12 5
Pituitary gland

Remnant, Rathke's pouch 5 0 6 0 0 12 0 0 12 4 1
Submandibular gland 5 6 0 12 0 12 5
Sublingual gland

Atrophy, acinus, unilateral 50000 6 00 0 0O 12 000 0O 12 4 0 01 0

Cellular infiltration, mononuclear cell, interstitial, unilateral 5 0 0 0 0 6 0 0 0 0 O 12 00 0 0 0 12 4 01 0 0
Lymph node, submandibular 5 6 0 12 0 12 5
Thyroid gland

Ultimobranchial body 3 2 6 0 0 12 0 0 12 3 2
Parathyroid gland 5 6 0 12 0 12 5
Thymus

Atrophy 50 0 0 0 6 00 0 00 12 00 0 0O 12 4 0 0 1 0
Hea_rt

Edema, around an artery 500 00 6 50000 7 5 0000 7 4 01 00
Trachea 5 6 0 12 0 12 5
Lung 5 6 0 12 0 12 5
Bronchus 5 6 0 12 0 12 5

Notes) - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 34-1(continued). Histopathological findings of female rats at the end of the dosing period

HERE S R-12-008

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Findings Grade - + + 2+ 3+ P NE - £ + 2+ 3+ P NE -+ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Liver

Fatty change, hepatocyte, periportal 41000 6 00100 11 000000 12 41000 6

Hematopoiesis, extramedullary 41000 6 1 0000 11 00000 12 5 000 6

Necrosis, focal 50000 6 1 0000 11 00000 12 41000 6

Nodule, hepatodiaphragmatic, focal hemorrhage 5 0 6 0 11 0 12 5 6
Pancreas 5 6 0 12 0 12 5 6
Stomach ’

Accumulation, lymphocyte, submucosa, glandular stomach 50000 6 50000 7 50000 7 41 000 6

Cellular infiltration, eosinophil,

lamina muscularis mucosa/submucosa, glandular stomach 2 3 0 0 0 6 04100 -7 01310 7 * 01220 6 *

Dendritic-like cell, increased, limiting ridge, mucosa 50000 6 2 0 00 7 00410 7 =# 2 0 1 2 0 6
Duodenum 5 6 0 12 0 12 5 6
Jejunum 5 6 0 12 0 12 5 6
Tleum 5 6 0 12 0 12 5 6
Cecum 5 6 0 12 0 12 5 6
Colon 5 6 0 12 0 12 5 6
Rectum 5 6 0 12 0 12 5 6
Lymph node, mesenteric 5 6 0 12 0 12 5 6
Spleen

Deposit, pigment, brown 00 0 41 6 00000 12 00000 12 00050 6

Hematopoiesis, extramedullary 0 01 40 6 0 0 0 0 0 12 00 0 0 0 12 001 40 6

Notes) -:No abnormal changes =: Very slight +: Slight 2-+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection

*P<0.05, **¥P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 34-1(continued). Histopathological findings of female rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE - =+ + 2+ 3+ P NE -+ 4+ 2+ 3+ P NE
Kidney

Basophilic proximal tubule, straight 50000 6 50000 7 41000 7 50000 6

Basophilic tubule, cortex 4 1000 6 32000 7 32000 7 31010 6

Degeneration/necrosis, renal tubule, with mineralization 50000 6 50000 7 50000 7 401 00 6

Dilatation, lumen, distal tubule S 0000 6 50000 7 50000 7 4 1 0 0 O 6

Mineralization, cortico-medullary junction/medulla 50000 6 4 1000 7 41 000 7 4 1 0 00 6
Urinary bladder 5 6 0 12 0 12 5 6
Adrenal gland 5 6 0 12 0 12 5 6
Ovary 5 6 0 12 0 12 5 6
Uterus 5 6 0 12 0 12 5 6
Vagina 5 6 0 12 0 12 5 6
Eyeball 5 6 0 12 0 12 5 6
Harderian gland 5 6 0 12 0 12 5 6
Sciatic nerve 5 6 0 12 0 12 5 6
Skeletal muscle 5 6 0 12 0 12 5 6
Femur

Deposit, basophilic substance,

epiphysis/growth plate/metaphysis 5 0000 6 5000 0 7 50000 7 01 0 40 6 v

Marrow, femur
Hematopoiesis, increased 4 1. 0 00 6 0 0 0 00 12 00 000 12 5 00 00 6
Notes) -: No abnormal changes =+: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) SF 150/75 mg/kg

Findings Grade - + + 2+ 3+ P NE - £ + 2+ 3+ P NE
Brain 5 3
Spinal cord 5 3
Pituitary gland 5 3
Submandibular gland 5 3
Sublingual gland 5 3
Lymph node, submandibular 5 3
Thyroid gland

Ectopic thymic tissue 5 0 2

Ultimobranchial body 4 1 3
Parathyroid gland 4 1 3
Thymus

Tingible body macrophage, increased 41 000 1 010
Heart 5 3
Trachea 5 3
Lung

Accumulation, foam cell, alveolus 500 00 21 0 00
Bronchus 5 3

Notes) -: No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined .
Numerals represent the number of animals.

Vehicle: water for injection

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 34-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) SF 150/75 mg/kg
Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE
Liver
Fatty change, hepatocyte, periportal 50 0 00 21000
Microgranuloma 2 000 21 000
Necrosis, focal 4 1 0 0 0 3 0 0 0
Pancreas 5 3
Stomach
Cellular infiltration, eosinophil,
lamina muscularis mucosa/submucosa, glandular stomach 0 3 2 0 0 001 2 0
Dendritic-like cell, increased, limiting ridge, mucosa 4 1 0 0 O 00 2 10 **
Duodenum 5 3
Jejunum 5 3
Ileum 5 3
Cecum 5 3
Colon 5 3
Rectum 5 3
Lymph node, mesenteric 5 3
Spleen
Deposit, pigment, brown 00050 00 0 30
Hematopoiesis, extramedullary 05 0 00 0 3 0 0 O
Notes) -: No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 34-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group
Findings Grade

Control (Vehicle)

SF 150/75 mg/kg

- £ + 2+ 3+ P NE

+ + 2+ 3+ P NE

Kidney
Basophilic tubule, cortex

Urinary bladder
Adrenal gland
Ovary
Uterus
Vagina
Eyeball
Harderian gland
Sciatic nerve
Skeletal muscle
Femur
Deposit, basophilic substance,
epiphysis/growth plate/metaphysis

Marrow, femur

41000

50000

5

1

2 0 00

0 300

**’ #

Notes) -: No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 34-3. Histopathological findings of female rats at the end of the recovery period

Group Control (Vehicle) SF 150/75 mg/kg

Findings Grade - + + 2+ 3+ P NE -+ + 2+ 3+ P NE
Brain 0 5 0 3
Spinal cord 0 5 0 3
Pituitary gland 0 5 0 3
Submandibular gland 0 5 0 3
Sublingual gland 0 5 0 3
Lymph node, submandibular 0 5 0 3
Thyroid gland 0 5 0 3
Parathyroid gland 0 5 0 3
Thymus 0 5 0 3
Heart _

Fibrosis, myocardial, diffuse 0 0 0 0 O 5 0 0 01 0 2

Degeneration/fibrosis, myocardial, focal 01 0 0O 4 00 0 0 O 3
Trachea 0 5 0 3
Lung 0 5 0 3
Bronchus 0 5 0 3

Notes) -:No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE:Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 34-3(continued). Histopathological findings of female rats at the end of the recovery period,

Group Control (Vehicle) SF 150/75 mg/kg

Findings Grade -+ + 2+ 3+ P NE - = + 2+ 3+ P NE
Liver : 0 5 0 3
Pancreas 0 5 0 3
Stomach

Cellular infiltration, eosinophil,

lamina muscularis mucosa/submucosa, glandular stomach 0 4 1 0 0 03000

Dendritic-like cell, increased, limiting ridge, mucosa 4 1 0 00 02100
Duodenum 0 5 0 3
Jejunum 0 5 0 3
Ileum 0 5 0 3
Cecum 0 5 0 3
Colon 0 5 0 3
Rectum 0 5 0 3
Lymph node, mesenteric 0 5 0 3
Spleen 0 5 0 3

Notes) -:No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 34-3(continued). Histopathological findings of female rats at the end of the recovery period,

Findings

Control (Vehicle)

SF 150/75 mg/kg

+ + 2+ 3+ P NE

+ + 2+ 3+ P NE

Kidney

Basophilic tubule, cortex

Cyst, medulla

Mineralization, cortico-medullary junction/medulla

Urinary bladder
Adrenal gland
Ovary

Uterus

Vagina

Eyeball
Harderian gland
Sciatic nerve
Skeletal muscle
Femur

Marrow, femur

4
5
5

5

0

1 0 00

0 00O

5

Notes) -:No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 35. Results of observations about estrous cycle

Dose Control (vehicle: water for injection) SF (15 mg/kg) SF (50 mg/kg) SF (150/75 mg/kg)

Number of animals examined 12 12 12 12

Pre-treatment period

Number of animals showing type of cycle

4-day cycle 11 10 10 8
4-5-day cycle 1 2 1 2
5-day cycle 0 0 1 2
Mean length of estrous cycle in days; Mean+S.D. (N) 40 = 0.1 (12) 41 £ 02 (12) 41 £ 03 (12) 42 = 04 (12)

Treatment period

Number of animals showing each type of cycle

4-day cycle 11 11 8 8
4-5-day cycle 0 1 1 2
5-day cycle 1 0 2 2
irreguler cycle 0 0 1 0
Mean length of estrous cycle in days; Mean+S.D. (N) 41 £ 03 (12) 40 = 01 (12) 44 = 0.6 (12) 43 = 04 (12)
Frequency of animals that show abnormal estrous cycles after the treatment
0 /12 0 /12 1 /12 0 /12
Mean times of vaginal estrus during mating period; Mean+S.D. (N) 1.0 £ 00 (11) 1.0 £ 00 (12) 1.0 £ 0.0 (12) 1.0 £ 00 (i2)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 36. Results of observations about reproductive performance

Dose Control (vehicle: water for injection) SF (15 mg/kg) SF (50 mg/kg) SF (150/75 mg/kg)
Number of mated pairs [A] 12 12 12 12
Number of copulated pairs [B] 11 12 12 12
Copulation index [(B/A) X 100,%] 91.7 100.0 100.0 100.0
Number of fertile males [C] 11 12 12 11#
Fertility index [(C/B)X100,%] 100.0 100.0 100.0 100.0

Pairing days until copulation
;MeantS.D.(N) 26 + 13 (11

33 * 3.6 (12)

23 + 11 (12)

22 £ 0.7 (12)

#: One of paired females died on day 7 of pregnancy
Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 37. Observation of offspring (F)

* Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of dams 11 12 12 11
Gestation length (days)

Mean + S.D. per dam 219+ 03 222 % 04 220 % 0.0 219+ 05
Number of corpora lutea

Total 165 194 182 179

Mean + S.D. per dam 150+ 1.0 162 = 13 152+ 13 163+ 1.7
Number of implantation scars

Total 163 191 174 177

Mean + S.D. per dam 148 + 0.9 159+ 13 145+ 0.9 161 = 1.5 *
Implantation index (%) 989+ 25 98.5 = 2.7 96.0 =+ 6.4 99.0 £ 23
Delivery index (dams, %) ® 100.0 100.0 100.0 100.0
Number of offspring at birth

Total 161 177 168 169

Mean =+ S.D. per dam 146 = 1.1 148 = 1.8 140+ 1.0 154+ 1.6
Number of live offspring at birth

Male 79 78 78 74

Female 81 97 89 93

Total 160 175 167 167

Mean :: $.D. per dam 145+ 14 146 = 1.5 139+ 1.0 152+ 1.7
Sex ratio @

Mean + 8.D. per dam 049 = 0.13 0.45 £ 0.15 0.47 £ 0.13 0.44 £ 0.14
Number of dead offspring

Total 1 2 1 2

Mean : S.D. per dam 0.1+ 03 02+ 04 01+ 03 02+ 04
Delivery index (offspring) ¢

Mean% =+ 8.D. per dam 987 £ 2.9 927 £ 7.6 96.6 £ 4.6 955 £ 42
Birth index

Mean% + S.D. per dam 98.0 £ 49 917+ 73 96.1 £ 5.2 944 £ 6.1
Live birth index

Mean% + 8.D. per dam 99.2 £ 25 99.0 £ 2.2 994 £ 1.9 988 £ 28

Number of offspring on day 4

Male 76 77 77 72
Female 80 97 88 92
Sex ratio 9
Mean * S.D. per dam 048 + 0.14 045 = 0.15 047 £ 0.14 044 + 0.14
Viability index ®
Mean% £ S.D. per dam 975+ 3.4 995+ 1.8 98.9 = 2.7 98.1 £ 6.5
Number of external abnormalities 0 0 0 0
Mean% # §.D. per dam 0.0 00 00+ 0.0 00+ 00 0.0+ 0.0

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): (Number of implantation scars/Number of corpora lutea)x100.

b): (Number of dams with live offspring/number of pregnant dams)= 100,

c): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)»100.

€): (Number of live offspring at birth/number of implantation scars)»100.

f): (Number of live offspring at birth/number of offspring at birth)»100.

£): (Number of live offspring 4 days after birth/number of live offspring at birth)x100.
h): (Number of live offspring 21 days after birth/number of live offspring afer culling)»*100.
i): Number of external abnomalities in live offspring at birth.

Figures in parentheses indicate number of dams.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 38. Body weights of offspring (F;) before weaning

RERE S R-12-008

Group Control (vehicle: water for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Number of dams 11 12 12 11
Male
Days after birth
67 + 0.2 69 + 0.8 70 £ 03 6.4 + 03
105 = 0.6 11.1 + 13 113 + 0.7 98 + 14
Number of dams 11 12 12 11
Female
Days after birth
0 63 + 04 64 + 0.6 67 + 0.2 60 = 03
4 99 + 0.6 10.2 + 1.0 109 + 0.7 * 92 £ 13

Each value shows mean = S.D. per dam. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 39. General conditions in offspring (F;) before weaning

Group mg/kg  Number of offspring Days after birth
and general conditions 0 1 2 3 4
Control (vehicle: water for injection) Number of offspring 160 160 159 157 157
General appearance, No abnormality 160 159 157 157 156
General appearance, Death 1 2 1
SF 15 mg/kg Number of offspring 175 175 174 174 174
General appearance, No abnormality 175 174 174 174 174
General appearance, Death 1
SF 50 mg/kg Number of offspring 167 167 165 165 165
General appearance, No abnormality 167 164 165 165 165
General appearance, Death 3
SF 150/75 mg/kg Number of offspring 167 167 167 166 165
General appearance, No abnormality 167 167 166 165 164

General appearance, Death

1

1

1

Number of offspring
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Table 40. Morphological observations of offspring (F;)

Group Control (vehicle: wter for injection) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Dead pups
Number of dead pups 4 3 3 5
Number of missing pups 1 1 2 1
Number of dead pups examined 3 2 1 4
Number of dead pups with external changes 0 1 0 0
Anasarca and anal atresia
Number of dead pups with visceral changes 0 0 0 0
Live pups
Number of live pups examined (postnatal day 0) 160 175 167 167
Number of live pups with external changes 0 0 0 0
Number of live pups examined (postnatal day 4) 157 174 165 164
Number of live pups with external changes 0 0 0 0
Number of live pups with visceral changes 0 0 0 0

? including missing pups
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 1-1-1. General conditions of male rats

Control (vehicle: water for injection)

Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre_Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M01001 S . - . . . . . T T LT T T T T T e
M01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01004 S e e e oo oo oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - .
Mo1010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - N . - .
MoO1011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - . - - - - - - - -
MO01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - < - - - - - - - - - - - - - - - - - - - - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

a ¢ o0 o0 o0 o o0 0o o o o o0 0 0o O 0 0O O O 0 0 O O O O O O O o O 0 O O O 0 O O O O O © O O © 0 O O 0 O o0 0

b ¢ 0 0 o o o 0o o0 o o o0 0 0o O O O O O 0 O O 0 0 o O O o0 o 0 0 O 0 0 0 © O O 0o O O O O 0 O O 0 O o0 0 0

c ¢ o0 o0 o o 0 0 o0 0 0o o0 0 o0 0 0 O O O o0 0 O ©¢ 0 o0 O O 0 0o O 0 O O O 0 O O O O O O O O O O O O O O 0 O

d ¢ 0 o o ¢ 0 0 0 ¢ 0 0 0 0 0 0 O O 0 © 0o 0 o0 o O O O O o0 0 O O O 6 0 O O O O O O O O O O O O O O 0 O

PRI YY)

Pre: Before ation, Post: after
-: General appearance, No abnormality.
a: Behavior, Decrease in locomotor activity.
b: General appearance, Emaciation.

¢: Skin, Crust formation.

d: General appearance, Death,
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 1-1-1(continued). General conditions of male rats

Control (vehicle: water for injection)

Male No. Days of administration .
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - .
MO01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - -
MO1012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a o o0 o o o o o o0 o0 o o0 o0 o0 0 o0 o0 o0 o0 o0 o0 o0 o0 o0 o0 o0 o0 o0 O o0 O 0o o0 0 o0 o

~3

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Skin, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 1-1-2. General conditions of male rats

SF 15 mg/kg
Male No. Days of administration
1 2 3 4 S 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M02013 R . T T R T S N S L - - - - - e
M02014 T T T S T T ST ST S S - - - - - -
M02015 L T S S - - - - - -
M02016 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M02017 L T T P - - - - e e
M02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - c c c c
M02019 L e T N T T T S - - - - - -
M02020 S T L T T S S - - - - - -
M02022 L T T T P B
M02023 LT i T T
M02024 D T e T e S
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 I2 12 11 11 11 11
a o 0 0o o o o0 0 o o0 0 0 o0 0 0 0 0o o0 O O O O O o0 O 0 o0 0 0 0 0 0 o0 o0 0O O O 0 0 O O O O O O 0O OO O O 0 O
b o 0 o ¢ o o0 0 o0 o0 0 0 o0 0 0 0 0 0O 0 O O 0O O o0 O 0 O 0 0 0o 0O ¢ 0 0 0 O 0 0 0 0 O O O O O O O O O O O
c ¢ ¢ o o0 o 0 0 0 0 0 0 o 0 o0 O O O 0 O o0 o0 0 0 0 0 0 0 0 © O 06 0 0 0 O O 0O 0 O 0 O O© O O o0 O I 1 1 1
d o o0 ¢ o o o0 o 0 0 0o o0 o © 0 o o0 o o0 o0 o0 ©0 0o o 0 0 0 O 0 O 0o O ¢ O O O ©0 O O O O O 0 O O 0 0 o0 o0 O O
Pre: Before admini Post: after admini:

-: General appearance, No abnormality.

a: Behavior, Decrease in locomotor activity.
b: General appearance, Emaciation.

¢: Skin, Crust formation,

d: General appearance, Death.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 1-1-2(continued). General conditions of male rats

SF 15 mg/kg
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
MO02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - -
MO02018 a a a a a a a a a a a a a a a a a a a a - - - - - - - - - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 1 1 1 1 1 11 11 11 11 11 11 1 It i 1 11 11 11 11 1 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i1 06 0 0 0 0 0 0 O O 0 O O o0 O O

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Skin, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 1-1-3. General conditions of male rats

SF 50 mg/kg
Male No. Days of admini
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M03025 e S N S
M03026 e
M03027 e
M03028 e T S T S S SR S
M03029 T e N T T SR S
M03030 e
M03031 e
M03032 e N
M03033 T S S S
M03034 R T T T S R S T S S S e T S S
MO03035 T T T S S S SR S S
M03036 e T T

Number of males 1
1

[N
S
)
S

1)
[SH™)
SIS
NN
NN
NN
")

[S]

¥

—

~
NN
Y
")
NN
")
NN
NN
)
—
SIS
—
S

N
NN
NN
[*™)
(S
[

—

)
NN
NN
NN
YY)
")
-
S
NN
—_—
NN

a0 o
cc oo
coc oo
cc oo
coc oo
coocao
co oo
co oo
co oo
co oo
ceo oo
ceo oo
cooce
cocoe
co oo
coc oo
oo oo
coc oo
co oo
cc oo
co oo
co oo
co oo
co oo
coc oo
cocoo
cococe
cocoo
cococo
ceo oo
coceoe
coc oo
cooo
cooo
cooco

Qrmin P

Pre: Before ion, Post: after ation
-: General appearance, No abnormality.

a: Behavior, Decrease in locomotor activity.

b: General appearance, Emaciation.

c: Skin, Crust formation.

d: General appearance, Death.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 1-1-3(continued). General conditions of male rats

SF 50 mg/kg
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
MO03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - B -
M03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - -
MO03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a o o0 o0 o o o0 o0 o0 o o0 o0 0 o0 0 0 0 O o0 0 O 0O O O O o0 O O 0O O O O o0 0 O O

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Skin, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 1-1-4. General conditions of male rats

SF 150/75 mg/kg

Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M04037 D T ..
M04038 - - - - - N - - - S - - - - - - - L - e - - - - - - - - - - - - - - - - - -
M04039 - - - - - e - - - S L - - - - - L T - - - - - - - - - - - - - - - - - - - -
M04040 e —.——...,
M04041 e ...
M04042 ...
M04043 e ...
M04044 ...
M04045 - - - - - N - - - S T - - - - - - - - - - - - - - - - - - - - - - - - - - - . - -
M04046 - - - - - B T - - - S - - - - - - - - - - abd
M04047 C e e oo oo oo oo oo o e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M04048 e e —.—..—
Numberofmaless 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 11 11 11 it 11 1 1 1 11 1 1 1 1 111 1o1oar 11
- 12 12 12 12 12 12 12 12 12 12 122 12 12 12 122 {2 12 {2 12 12 12 12 12 12 12 12 12 2 1 1 i 1 it 1w 1 o1 1 11111 ofr otro1ro1o 1111
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 ) 0 0 0 0 0 [ 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 o 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0
c 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
d ) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 1 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
-t General appearance, No abnormality.

a: Behavior, Decrease in locomotor activity.

b: General appearance, Emaciation.

c: Skin, Crust formation.

d: General appearance, Death.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 1-1-4(continued). General conditions of male rats

SF 150/75 mg/kg
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M04037 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04038 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO04039 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04040 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04041 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04042 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04043 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04044 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04045 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04047 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04048 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of males 11 t1 11 11 11 11 11 11 1t 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1 11 11 1t 11 11 11 11 11 6
- 1 t1r 11 11 11 1r 1 1r 1 11 11 1 1 1 11 1 11 11 11 11 1 11 1 11 11 11 11 11 11111 11 11 11
a o o o0 o o0 o0 0 o0 o0 o0 o0 o0 o0 o0 o0 o0 0 0 O 0 o0 O o0 O 0o O O o 0o o O O o0 O o

(=2

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Skin, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 1-2-1. General conditions of male rats at the recovery period

Control (vehicle: water for injection)
Male No. Days of recovery

MO01008 - - - - - - - - - - - - - - -
MO01009 - - - - - - - - - - - - - - -
M01010 - - - - - - - - - - - - . - -
MO01011 - - - - - - - - - - - - - - -
MO01012 - - - - - - - - - - - - - - -

Number of males 5 5 5 5 5 S 5 5 5 5 5 5 5 5 5

a ¢ o o o0 o0 0 0 0 O O O0 O o0 O O

Wi
W
W
wn
W
W
W
W
(%}
W
w
w
wn
W
w

-: General appearance, No abnormality.
a: Mouth, Loss of teeth.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 1-2-2. General conditions of male rats at the recovery period

SF 150/75 mg/kg
Male No. Days of recovery

M04043 - - - - - -
M04044 - - ..o Lo
M04045 - - - .o L e
M04047 - - - .. ... .o oo
M04048 - e e oo oo oo

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 4
a 0 0 0 0 o0 6 0 o O O O 0 0 o 1

-: General appearance, No abnormality.
a: Mouth, Loss of teeth.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 2-1-1. General conditions of female rats

Confrol (vehicle: water for injection)

Female No. Days of administration
1 2 3 4 s [3 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO1001 - - - - - - - - - - - - - - - - - - - - - - - - N N N R R R . . B N N N
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - . . . .
F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . . .
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . -
F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - . .
F01009 - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - -
F01010 - - - - - - - - - - - - - . - - - - - - - - - - - - - - - -
F01011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

FOI012 - = o ..o oo Lo oo oo e e e e e e e e e e e e e e

Number of females 12 12 12 12 2 12 2 2 12 12 12 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 12 12 12 9 9 7 7 5 5 1 1 1 1 1 1 1 1 1 1 1 1 1 1
- 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 9 9 7 7 5 5 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Pre: Before administration, Post: after
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 2-1-1(continued) . General conditions of female rats

Control (vehicle: water for injection)

Female No. Days of admini:
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 4 4 45 46 47 48 49 50
Pre_Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

FO1011

Number of females 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 11 1 i i 1 1 1 1 1 1 o1 1 1 1 1 1 1 t 1 1 1 1 1 1
- 1 1 1 1 1 1 1 1 1 1 1 1 ! 1 1 1 1 1 1 1 1 1 1 1 11 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

PR

Pre: Before Post: after admini
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 2-1-1 (continued) . General conditions of female rats

Control (vehicle: water for injection)

Female No. Days of administration
51 52 53
Pre Post Pre Post Pre
F01011 - - - - -

Number of females 1 1 1 1 1
- 1 1 1 1 1

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 2-1-2. General conditions of female rats

SF 15 mg/kg
Female No, Days of .
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO2013 - - - - - - - - -eY,,Y - MWW e —e—e————e—e———————Y
F02014 e e e e e e e e e e e e e e e e e e e e e e
F02015 e e e e e oL e e e e e e s e
F02016 e
F02017 e e e e e oL e e e e e e e e e s
F02018 T ..
F02019 e
F02020 ..
3111
F02022 L e e oo e o e e e e e e e e e e e
F02023 L e e e e e e e e e e e e e
F02024 e e e e e e o e e e e e e e e e e e e e e e e e e e e e e e e

Numberoffemales 12 12 12 12" 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 6 6 4 4 1 1 1 1 1 1 1 1 1 1 1 1 1 1
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 6 6 4 4 1 1 1 1 1 1 1 1 1 1 i 1 1 1

Pre: Before administration, Post: after
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 2-1-2(continued) . General conditions of female rats

SF 15 mg/kg
Female No. Days of admini
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02021 - - - - - -
Number of females 1 1 1 1 1 ! 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0
- 1 1 1 1 1 1 0 0 0 0 0 0 0 ¢ o 0 0 0 0 ¢ 0 0 0 o 0 0 6 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before Post: after admini
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 2-1-3. General conditions of female rats

SF 50 mp/kg
Female No. Days of
1 2 3 4 5 6 7 8 9 10 1] 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

Numberoffemales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 9 s 5 2 2 0 0 [ 0 0 0
1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 129 9 5 5 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 [

Pre; Before inistration, Post: after
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 2-1-4. General conditions of female rats

SF 150/75 mp/kg
Female No, Days of
1 2 3 4 E 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO4037 - - - - . - . . . ..o oo oo T e e
FO4038 - - - = . e e e e e e oo oo e o e e e e e e e
F04039 - - - -
F04040 .
F04041 -
F04042 -
F04043
F04044
F04045
F04046
F04047
F04043

Number of females 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 2 2 0 0 0 0 0 0 0 0 0 0
- 2 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 2 2 0 0 0 0 0 0 0 0 0 0 (U] o 0

=Y
=Y
=3
=Y

Pre: Before inistration, Post: afier
-: General appearance, No abnormality.
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Appendix 2-2-1. General conditions of female rats, satellite group

10
10

10
10

10
10

10
10

10
10

0
10

1

Pre Post Prc Post Pre Post Pre Post Pre Post

10
10

Control {vehicle: water for injection)
Female No.
F05049
F05050
F05051
F05052
F05053
F05054
F05055
F05056
F05057
F05058

Number of females

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administrat

&= -

-

139

Post: after

¢: Eye, Eycball, Bulbi, Globe, Incomplete eyelid opening.

d: General appearance, Emaciation.
1: Posture, Body position, Crouching position.

m: Nervous system, Convulsion.

h: Posture, Body position, Prone position.
it Nose, Smudge of perinasal area.

f: Excretion, Decrease in amount of feces.
Jj: Fur, Hair, Coat, Soiled fur.

¢: Eye, Eycball, Bulbi, Globe, Reddish tear.
£: General appearance, Death.

-: General appearance, No abnormality.

a: Skin, Reddening of the auricle,
b: Fur, Hair, Coat, Pilocrection,
n: Body temperature, Hypothermia.

Pre: Before
k: Skin, Cyanosis.




HERE 5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 2-2-1(continued). General conditions of female rats, satellite group

Control (vehicle: water for injection)
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre

F05049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05051 - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05052 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
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Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.

a: Eye, Eyeball, Bulbi, Globe, Reddish tear.

b: Eye, Eyeball, Bulbi, Globe, Incomplete eyelid opening.
¢: Fur, Hair, Coat, Soiled fur.

d: Fur, Hair, Coat, Piloerection.

e: General appearance, Death.

f: Posture, Body position, Prone position.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 2-2-2. General conditions of female rats, satellite group

SF 150/75 mg/kg

Female No. Days of
1 2 3 4 5 6 7 8 9 10 1l 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre  Post  Pre Post Pre Post Pre Post Pre Post  Pre Post

F06059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F06060 e e oo oo e o e e e e e e e e e e e e e e e e e e e e e e e e e e e - - - -+ ai a abdf abdfn g

F06061 S e e e e e e oo s e .o oo adh adboadh g

F06062 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F06063 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - bedkm g

F06064 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

FO6065 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - b - -

FO6066 F e e ... - - - - bel i oo af af - -

F06067 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of females 10 10 10 10 10 10 10 10 10 {0 0 10 10 0 © 10 © 0 110 0 6 100 10 10 1 10 10 16 10 10 0 10 10 10 10 10 10 10 10 10 10 9 9 8 8 8 8 8 8 7
- 0w 10 10 10 0 0 W t0 10 W0 0 10 10 (0 10 10 10 0 10 (0 {0 10 10 10 10 10 10 10 10 16 10 0 10 10 10 10 10 10 10 8 8 8 8 7 6 6 6 5 7 7
a 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 o 0 0 0 4] 0 0 0 0 0 0 0 o 0 0 0 0 0 o [ 0 0 0 0 o 1 1 1 0 0 1 1 2 2 0 [
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 1] 0 0 0 0 0 0 o o o 0 0 0 0 o 0 0 [ o 0 1 0 0 0 1 0 0 1 2 0 0
c 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 [ 0 [ 0 0 0 0 0 0 0 [ 0 1] 1 0 0 0 1 1 1 0 0 0 0
d 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 4] o 0 0 0 0 0 0 0 0 0 0 [ [ 0 0 0 [ 0 0 0 0 0 0 0 2 1 1 0 0 0 0 1 1 0 0
3 0 ] 0 0 0 0 0 0 0 0 0 o 0 0 0 o 0 0 0 0 0 0 0 0 0 o [ 0 0 0 0 0 0 0 0 [V 0 0 1] 0 0 0 0 o 90 0 0 0 o
f 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o o 0 0 0 0 0 0 0 0 0 1] 0 1] 1] 0 0 0 0 0 0 [ 0 0 4] 0 0 0 0 o 0 2 2 0 o
£ 0 ) 0 0 0 0 0 0 0 0 0 0 0 0 ] [ 0 0 0 0 0 0 0 0 [ 0 0 [ 0 0 0 0 0 0 [ 0 0 o 1 0 1 0 0 0 0 0 1 o
h 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 1] o 0 0 0 0 0 [ 0 0 [ 0 0 o 0 0 0 0 0 0 [ 0 0 1 1 1 0 o [ 0 0 0 o
i 0 o 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 1] 0 0 4] 0 0 0 0 0 0 L] 0 0 [ 0 0 0 0 2 1 0 0 0 o
] 0 Y 0 o 0 0 0 0 0 0 0 0 0 0 4] ¢ 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0o ¢ 0 0 1] 0 0 0 0 [N 0 0 0 [
k 0 o 0 0 0 0 0 0 0 0 0 0 0 0 [ o 0 0 0 0 0 [ 0 0 1] 0 0 1] 0 0 ] 0 0 0 0 [ 0 0 1 0 0 0 o 0 0 [ 0 0 0
1 0 o 0 0 0 0 0 [ 0 0 0 o 0 0 4] o 0 0 [ 0 0 [ 0 0 1] 0 0 0 0 0 [ 0 0 0 0 o 0 0 0 0 0 0 1 0 0 [} 0 0 0
m 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 ] 0 0 0 0 0 [ 0 o 0
n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Pre; Before administration, Post: after inistrati

-: General appearance, No abnonnality,

a: Skin, Reddening of the auricle.

b: Fur, Hair, Coat, Piloerection.

c: Eye, Eyeball, Bulbi, Globe, Incomplete eyelid opening.
d: General appearance, Emaciation.

e: Eye, Eyeball, Bulbi, Globe, Reddish tear.

f: Excretion, Decrease in amount of feces.

#: General appearance, Death,

h: Posture, Body position, Prone position.

i: Nose, Smudge of perinasal area.

j: Fur, Hair, Coat, Soiled fur.

k: Skin, Cyanosis.

1: Posture, Body position, Crouching pesition.
m: Nervous system, Convulsion.

n: Body temperature, Hypothermia.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 2-2-2(continued). General conditions of female rats, satellite group

SF 150/75 mg/kg

Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F06059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06062 - - bed bedf e
F06064 - - - - S e e e e e oL o e e e e e e e e e e e e e e e e e e
F06065 - - - - S oo oo oo oo oo e e e e e e e e e e e e e e e e e e
F06066 - - - - .
F06067 - - - - - - - - - - - - - - - - - - - - - - - - - - - - a a a a a a
F06068 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 7 7 7 7 7 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 3
- 7 7 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 3 6 6 6 6 6 6 5 5 5 5 5 5 3
a 0 0 0 0 0 [} 0 (] 0 0 0 0 0 [} 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 0
b 0 0 1 1 0 [} 0 0 0 0 0 0 0 0 0 0 0 0 1} 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
c 0 0 1 1 0 ] 0 0 0 0 0 0 0 ] 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
d 0 0 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
e 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
f 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.

a: Eye, Eyeball, Bulbi, Globe, Reddish tear.

b: Eye, Eyeball, Bulbi, Globe, Incomplete eyelid opening.
c: Fur, Hair, Coat, Soiled fur.

d: Fur, Hair, Coat, Piloerection.

e: General appearance, Death.

f: Posture, Body position, Prone position.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 2-3-1. General conditions of female rats at the recovery period

Control (vehicle: water for injection)
Female No. Days of recovery

F05054 - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - -
F05056 - - - - - - - - - - - - - - -
F05057 - - - - - - - - - - - - - - -

F05058 - - - -

Number of females 5
- 5
a 0

S W
S oW
S W
S W
S W
S L
O W W

-: General appearance, No abnormality.
a: Eye, Eyeball, Bulbi, Globe, Reddish tear.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 2-3-2. General conditions of female rats at the recovery period

SF 150/75 mg/kg

Female No. Days of recovery

F06066 - - - - - - - - - - - - - R R
F06067 a a a - a a a a - a a - - - -
F06068 - - - - - - - - - - - - R a .
Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
- 2 2 2 3 2 2 2 2 3 2 2 3 32 3

a 1 1 1 0 1 1 1 1 0 1 1 0 0 1 0

-: General appearance, No abnormality.
a: Eye, Eyeball, Bulbi, Globe, Reddish tear.

144



FAERE 5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 3-1. General conditions in dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Prc_Post Prc _Post Prc Post Prc_Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post

F01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Fo1002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - -

F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Fo1010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - -

F01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of dams nm o oo on oo oo oo omonmoononono oo ono oo oo o1 o n un n n N1 I4 4
- monno1noounon 1o o1 omonmo1io1nonomomnononoworonnononnonwwo oo oo ononon o n o non o mnounouonotouo1 4 4
a 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 1] ) ) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 [ [ [} 0 0 0 0 0 0
c 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ [ 0 0 0 0 0 0 0
d 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0
e 0 0 ] 0 0 [ 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0
f 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 ) 0 0 0 0 0
g 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
>: Excluded from analysis (not pregnant)
Pre: Before admini Post: after

-+ General appearance, No abnormality.

a: Fur, Hair, Coat, Pilocrection.

b: Excretion, Decrease in amount of feces.

¢: Mouth, Perioral smudge.

d: Eye, Eyeball, Bulbi, Globe, Incomplete eyelid opening.
¢: Posture, Body position, Crouching position.

f: General appearance, Emaciation.

g: General appearance, Death.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy

SF 15 mg/kg
Dam No. Days of pregnancy Days of p
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Prc _Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre_ Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02013 N TS
F02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Fo2019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02020 E e o ...
FO2021 C e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of dams 1212 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 4
- 1212 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 1z 12 12 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 52 12 12 12 12 5 4
a 0 0 0 0 0 0 0 0 0 0 0 [ [ [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 4] 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 4 0 0 0 0 0 0 0 0 0 0 0
c 0 0 0 0 0 0 0 0 0 0 0 [ 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
d 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 1] 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
¢ 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 1] 0 0 0 0 4 0 0 0 0 0 0 ) 0 0 0 0
f 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 ) 0 0 0
g 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
>; Excluded from analysis {not pregnant)
Pre: Before inistration, Post: afier

- General appearance, No abnormality.

a: Fur, Hair, Coat, Pilocrection.

b: Excretion, Decrease in amount of feces.

¢: Mouth, Perioral smudge.

d: Eye, Eyeball, Bulbi, Globe, Incomplete cyclid opening.
e: Posture, Body position, Crouching position,

{: General appearance, Emaciation.

g: General appearance, Death.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 3-3. General conditions in dams during pregnancy

SF 50 mg/kg
Dam No. Days of p Days of pregnancy
0 1 2 3 4 b 6 7 8 9 10 13 12 13 14 15 16 17 18 19 20 21 22
Prc_Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO03025 - - - - - - - . L L T T T T T T e T e e e e T e e e
F03026 e e e e o e e e e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03028 T T
F03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1212 12 12 12 12 12 12 12 12 12 12 5 5
a 0 [ 0 [ 0 0 0 0 0 [ 0 0 [} 0 0 4] 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ [ 0 0 4] 0 o [} 0 0 0
b 0 0 0 0 0 0 0 0 [} 0 0 0 [ 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 [ 0 0 0 0 0 o 0 0 1] 0 0 0 [ 0 [
c 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 [ 0 0 0 4 [ [ ]
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0
e 0 0 [ 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 [ ¢ 0
f 0 0 [ 0 0 0 0 1] 0 0 [ 0 0 0 0 0 0 o 0 0 0 0 [ 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 [ [V
£ [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [
>: Excluded from analysis (not pregnant)
Pre: Before inistration, Post: after admini:

-: General appearance, No abnormality.

a: Fur, Hair, Coat, Piloerection.

b: Excretion, Decrease in amount of feces.

c: Mouth, Perioral smudge.

d: Eye, Eyeball, Bulbi, Globe, Incomplete cyclid opening.
¢: Posture, Body position, Crouching position.

{: General appearance, Emaciation,

g: General appearance, Death,
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 3-4. General conditions in dams during pregnancy

SF 150/75 mg/kg

Dam No. Days of Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Prc_Post Prc Post Pre Post Prc Post Prc  Post Prc Post Pre Post Prc _Post Pr¢ Post Prc Post Pre Post Prc Post Prc Post Pre Post Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post

F04040 - - . e e - - - - - - S

F04041 - - - e e - - - - - - - - . - - e e

F04042 - e e e e - - - - - - S e e e e o e e e e e e e e e e e e e e e e

F04043 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F04044 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F04045 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F04046 - - - - - - - - ad a abec abee abef abedef g

F04047 - e e - - - - - - - - . - ... - e e e e e e e e e e e

F04048 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of dams 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 it 111 nm 11 1 n i 1n mn n u 11 m 1n 1 1 mno1I 11 n 1 n 3 3

- 12 12 12 12 12 12 12 12 11 11 11 11 11 11 DD U U RN S § S & U D R § N | /'S (RN & U D A S SRS D U § NS U S A O | L S O B e B O e e 2 e L S | e S L e | 3 3.
a 0 0 0 0 0 ] 0 0 1 1 1 1 1 1 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 ) 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 ] 0 1 1 1 1 0 0 0 0 0 0 ] ] ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
< 0 0 0 0 0 ] 0 0 0 0 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o
d 0 0 0 0 0 0 0 0 1 0 0 0 Y 1 0 0 0 0 0 0 ] ¢ 0 0 0 0 0 0 0 0 0 o 0 0 0 ] 0 0 0 0 0 ] 0 0 0 o
3 0 0 0 ¢ 0 0 0 0 0 0 0 1 0 i 0 0 0 0 0 0 ] 0 ] 0 0 0 0 0 ] 0 0 0 0 0 0 ] 0 0 0 o 0 0 0 0 0 0
f 0 0 0 0 0 0 0 0 0 0 0 0 1 i 0 0 0 0 0 0 ] 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 [ 0 L) 0 0 0 0
g 0 0 0 0 0 1) 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

>: Excluded from analysis (not pregnant)

Pre: Before admini Post: after

-: General appearance, No abnormality.

a: Fur, Hair, Coat, Piloercction.

b: Excretion, Decrease in amount of feces.

: Mouth, Perioral smudge.

d: Eye, Eyeball, Bulbi, Globe, Incomplete eyelid opening.
¢: Posture, Body position, Crouching position.

f: General appearance, Emaciation.

g: General appearance, Death.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 4-1. General conditions in dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre

F01001 # # - - - - - - - - -
F01002 # # - - - - - - - - -
F01003 - - - - - - - - - - -
F01004 - - - - - - - - - - -
F01005 - - - - - - - - - - -
F01006 - - - - - - - - - - -
F01007 # # - - - - - - - - -
F01008 - - - - - - - - - - -
F01009 # # - - - - - - - - .
F01010 - - - - - - - - - -
F01012 # # - - - - - - - - -
Number of dams 6 6 11 11 11 11 11 11 11 11 11
- 6 6 11 11 11 11 11 11 11 11 11
a 0 0 0 0 0 0 0 0 0 0 0

#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Behavior, Decrease in locomotor activity.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 4-2. General conditions in dams during lactation

SF 15 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02013 - - - - - - - - - - -
F02014 - - - - - - - - - - -
F02015 - - - - - - - - - - -
F02016 # # - - - - - - - - -
F02017 - - - - - - - - - - -
F02018 - - - - - - - - - - -
F02019 # # - - - - - - - - -
F02020 - - - - - - - - - - -
F02021 - - - - - - - - - - -
F02022 - - - - - - - - - - .
F02023 # # - - - - - - - - -
F02024 - - - - - - - - - - -
Number of dams 9 0o 12 12 12 12 12 12 12 12 12
- 9 0o 12 12 12 12 12 12 12 12 12
a 0 0 0 0 0 0 0 0 0 0 0

#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Behavior, Decrease in locomotor activity.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 4-3. General conditions in dams during lactation

SF 50 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F03025 # # - - - - - - - - -
F03026 # # - - - - - - - - -
F03027 # # - - - - - - - - -
F03028 - - - - - - - - - - -
F03029 - - - - - - - - - - -
F03030 - - - - - - - - - - -
F03031 - - - - - - - - - - -
F03032 # # - - - - - - - - -
F03033 - - - - - - - - - - -
F03034 # # - - - - - - - - -
F03035 - - - - - - - - - -
F03036 - - - - - - - - - - -
Number of dams 7 7 12 12 12 12 12 12 12 12 12
- 7 7 12 12 12 12 12 12 12 12 12
a 0 0 0 0 0 0 0 0 0 0 0

#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Behavior, Decrease in locomotor activity.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 4-4. General conditions in dams during lactation

SF 150/75 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04037 - - - - - - - - - - -
F04038 # # - - - - - - - - -
F04039 - - - - - - - - - - -
F04040 - - a a - - - - - - -
F04041 - - - - - - - - - - -
F04042 - - - - - - - - - - -
F04043 - -
F04044 # #
F04045 # # - - - - - - - - -
F04047 # #
F04048 - - - - - - - - - - -
Number of dams 7 7 m 1 1 1r 111 1111 n
- 7 7 0 10 11 11 11 11 11 11 1n
a 0 0 1 1 0 0 0 0 0 0 0
#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Behavior, Decrease in locomotor activity.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 5-1. Detailed clinical observations of male rats

Control (vehicle: water for injection)

Observations made while handling Open-field observations

Male No. Behavior while removing from cage Lacrimation Vocalization Touch response

PreaT8b TI15 T24 T30 T36 T42 R7°Ri4 Pre T8 TI5 T24 T30 T36 T42 R7 R14 Pre T8 TI5 T24 T30 T36 T42 R7 R14 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4

MO01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01002 2 2 3 2 2 3 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2
MO01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 3:0 3:0 3:1 3:0 3:0 3:13:03:030 30303030 30 3:03:0 3030 3:03:0303:0 3030 3:0 3030 3:03:03:0 303031 30 3:0 3:0
™ (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5 (12) (12) (12) (12) (12) (12) (12) (5) (%)

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Behavior while removing from cage [ 2, normal; 3, hard]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 5-1(continued). Detailed clinical observations of male rats

Control (vehicle: water for injection)

Open-field observations

Male No. Urination Defecation

PreaTSb T15 T24 T30 T36 T42 R7° Rl4 Pre T8 TI15 T24 T30 T36 T42 R7 Rl4
MO01001 0O 0 0 0 o O O 0o 1 0 0 0 0 O
M01002 o 0 0 0 o0 0 O 0o 06 0 0 0 0 O
MO01003 0o 0 0 0 0 1 0 o 0 0o 0 0 o0 O
M01004 0 0 0 0o O 0 O 0O 0 0 0 0 0 O
MO01005 0 0 0 0 O O O 0 0 0O O 0 0 o0
MO01006 0 0 1 0 O o0 o© 0 0 0 O 0 0 ©
MO01007 31 2 1 O 0 O 1 0 0 0 2 0 o0
MO01008 o o0 t o0 1 1 1 2 1 o 0 0 0 0o O O o0 O
MO01009 0O 0 0 0 O O o0 0 O o 0 0 O O o0 0 0 O
MO01010 o 0 0 0 o0 O 0 o0 o0 0o 0 0 o O 0 0 O O
MO1011 o 0 0 o0 o0 O O o0 O o 0 0 0 0 0 0 O0 O
MO01012 o 0 0 O o0 O o0 o0 O o 0 0 0 O o0 0 O O
Total 31 4 1 1 2 1 2 1 1 1.0 0 2 0 0 0 O
N) (12) (12) (12) (12) (12) (12) (12) (5) ) (12) (12) (12) (12) (12) (12) (12) (&) 5)

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 5-2. Detailed clinical observations of male rats

SF 15 mg/kg

Observations made while handling Open-field observations

Male No. Behavior while removing from cage Lacrimation Vocalization Touch response

PreaT8b TIS T24 T30 T36 T42 R7° RI14 Pre T8 TI5 T24 T30 T36 T42 R7 R14 Pre T8 TI5 T24 T30 T36 T42 R7 R4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4

M02013
M02014
MO02015
MO02016
MO02017
MO02018
M02019
M02020
M02021
M02022
M02023
M02024

RN R RN N RN N DN
PR NN R DN RN NN NN
DN NN RN NDNDND NN
D NN D DN DD DD NN NN
DR RN DN NN NN NN
N RN NP NN NN DD
RN DN RN NN R NN
RN NN NN NN NN NN
NN N D DD NN DD NN DD
BN NN NN DD NN DN
RN NN RN DD DD NN NN
NN DN DN R DN DD DD DD NN
RN RN N RN DN R NN NN
R R DN DD NN DN
RN RN N NN DD NN DN
NN NN NNDNRNNDND DN
DR N NN N NN NN NN
WD NN NNRNNNDNDN
WA N DN NN DNNDNN
DR RN DN NN R NN NN
DRRRN N RN NDR NN DD
WV RN N NN NN DNND NN
NN D DR DD DN NN
NN N DN DR DD NN
DN NN N DD N NN N
DN RN N PN N NDNDND NN
DR RN NN DD NN
DN RN N DN NN NDND NN

Total score 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:03:03:0 3:0 30 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0
™) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Behavior while removing from cage [ 2, normal; 3, hard]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 5-2(continued). Detailed clinical observations of male rats

SF 15 mg/kg

Open-field observations
Male No. Urination Defecation

Pre® T8 ° T15 T24 T30 T36 T42 Pre T8 TI15 T24 T30 T36 T42
M02013 o o 0 o0 1 1 1 0o 0 1 0o 0 o0 O
MO02014 0o 0 0 0 0 0 o0 0O 06 0 0 0 O0 O
M02015 0o 0 o0 1 o0 0 O o 0 0o 0o 0 O0 O
MO02016 0o 0 0 0 0 0 O 0 0 0 0 0 0 O
MO02017 1 0 0 0 0 1 1 0O 0 0 0 0 O0 O
MO02018 6 1 2 0 0 0 O o 1 3 0 0 o0 O
MO02019 0o 0 0 0 0 0 O 0O 0 0o 0o 0 O o0
M02020 0O 0 0 o0 o0 0 O 0O 0 0 0 O O0 O
M02021 0O 0 0 O o0 0 O 0O 0 0 0o 0 o0 O
M02022 o 2 2 0 0 0 O 0o 1 0o 0o O O O
MO02023 0O 0 0 O o0 0 O 0o 0 0 0o 0 O0 O
M02024 0o 0 0 0 0 0 O o 06 0 0o 0 0 o0
Total score 1 3 4 1 1 2 2 0O 2 4 0 0 0 O
N) (12) (12) 12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

2 pre-treatment; b day 8 of treatment
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

156



AERE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 5-3. Detailed clinical observations of male rats

SF 50 mg/kg

Observations made while handling Open-field observations
Male No. Behavior while removing from cage Lacrimation Vocalization Touch response

Pre” T8b TIS T24 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RIl4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 RIl4
M03025 2 2 2 2 2 2 2 22 2 2 2 2 2 2 3 2 2 2 2 2 2 22 2 2
MO03026 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03027 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03028 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 3 2 2 2 2
M03029 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2
M03030 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03031 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03032 2 2 3 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 02 2 2 2 2
M03033 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2
MO03034 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03035 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03036 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2 2 2
Total score 30 30 31 30 30 30 30 3:0 30 30 30 30 30 30 30 30 34 30 30 30 30 30 30 31 30 30 30 3:0
™) (12) (12) (12) (12) (12) (12) (12) (12 (12 (1) (12) (12) (12) (12) (12) (1) (1) (12) (12) (12) (12) (12) (1) (12) (12) (12) (12) (12)

@ pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Behavior while removing fromcage [ 2, normal; 3, hard]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 5-3(continued). Detailed clinical observations of male rats

SF 50 mg/kg

Open-field observations
Male No. Urination Defecation

PreaTSb T15 T24 T30 T36 T42 Pre T8 TI15 T24 T30 T36 T42
M03025 06 0 0 0 0 0 O o 0 0 0 0 o0 o0
M03026 6 0 o 0 O 0 O 0 0 0 0 0 0 O
M03027 0 0 0o 0 o0 0 O O 0 0o 0 0 o0 O
MO03028 0o 0 0 0 o0 0 O o 0 0 0 0 0 o0
MO03029 0o 0 0 0 0 0 O o 0 0 0 0 o0 o0
M03030 6o 0 0 0o 0 0 O 0o 0 0 0 0 o0 o0
M03031 0O 0 o0 o0 o0 0 O 0o 06 0 0 0 o0 o0
MO03032 0 0 3 0 o0 1 O 0 0 1 0 o0 1 0
M03033 0O 0 0o o0 O 0 O 0 0 0 0 0 0 0
MO03034 1 06 0o 6 0 0 © o 0 0 0 0 0 O
MO03035 0 0 o o0 o0 1 1 o 0 0 0 0 0 o0
M03036 1 o0 0o 0 o0 0 o0 1 o 0 0 0 0 o0
Total score 2 0 3 0 0 2 1 1 0 1 0 0 1 o0
™) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

: pre-treatment; b day 8 of treatment
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 5-4. Detailed clinical observations of male rats

SF 150/75 mg/kg
Observations made while handling Open-field observations
Male No. Behavior while removing from cage Lacrimation Vocalization Touch response

PreaTSb T15 T24 T30 T36 T42 R7° RI4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pre T8 T15 T24 T30 T36 T42 R7 Rl4

M04037 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04038 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04039 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04040 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04041 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04042 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04043 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2
M04044 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2
M04045 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04046 2 2 Died onday 15 of treatment 2 2 Diedonday 15 of treatment 2 2 Died on day 15 of treatment 2 2 Diedonday 15 of treatment
M04047 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04048 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total score 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:03:0 3:03:03:03:0 303:030 30303030 3:03:0 3:0 3030 3:0303:03:03:0 31 3:03:0 3:0
™) (12) (12) (1D () A (1Y A Gy ) (12 (12) A A A A AD ) G) (12) 12) AH A AD A ALY G) ¢ (12) (12) AH A A AD AD (5) 6)

2 pre-treatment; b day 8 of treatment; ° day 7 of recovery
Behavior while removing from cage [ 2, normal; 3, hard]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 5-4(continued). Detailed clinical observations of male rats

SF 150/75 mg/kg

Open-field observations

Male No. Urination

Defecation

Pre * T8 ° T15 T24 T30 T36 T42 R7° R14

Pre T8 TI15 T24 T30 T36 T42 R7 Rl4

MO04037 0O 0o 0 0 0 0 O O 0 o o0 o0 o0 O

MO04038 2 0 1 0 1 0 o0 3 0 0 0 O 0 ©O

MO04039 o o o o 0 1 1 6o 0 0 0 o0 o0 O

M04040 0o 0o 0o o 0 0 O o 0 0 0 o0 0 O

MO04041 0o 0o 0o o 0 0 1 o 0 0 o0 O 0 O

M04042 o o 1 0 0 0 O 6o 0 0 o0 0 0 O

M04043 1 0 0 0 0O 0O 0O 0 © 0O 0 0 0o o0 o0 O

MO04044 2 0 1 o o0 1 o o o0 0 0 0 0 O

M04045 0o 0o 0o 0 0 o0 O o 0 0 0 0 0 O

M04046 0 0 Died onday 15 of treatment 0 0 Diedon day 15 of treatment
Mo04047 o 0o o0 o0 o0 1 0 1 1 o 06 0 0 0 O 0 0 O
M04048 2 0 0 0 0 1 0 0 O 1 06 0 0 O O 0 0 ©
Total score 7 0 3 0 1 4 2 1 1 4 0 0 O O O 0 o0 O
™) (12) (12) (11) (A1) (11) (A1) A1) 5) ) (12) (12) (11) A A1) (A1) A S) )

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 6-1-1. Detailed clinical observations of female rats

Control (vehicle: water for injection)

Observations made while handling Open-field observations
Female No.  Behavior while removing from cage Lacrimation Vocalization Touch response

Pre® T8 T15 T24 T30 T36 T42 T49 L° Pre” T8 T15 T24 T30 T36 T42 T49 L° Pre T8 ” T15 T24 T30 T36 T42 T49 L° Pre® T8> T15 T24 T30 T36 T42 T49 L°

F01001
F01002
F01003
F01004
F01005
F01006
F01007
F01008
F01009
F01010
F01011
F01012

N R NN NN NN NN
DR N NN N NNDNNDNN
N RN NN N NN DD NN
DR N NN NN NDNDNDDNN
NN NN RN NN NN
NN NN NDNDNDNDNDNDNDN

[SERSEISEME RIS e
DN NN NN NN DN
BN NN NN NN NN
NN N NN NN NN
DR NN N NN NN
(AN SRR IS AR S A S S A S S
R NN NN NN R NN

NN NN NN NN NN
NN N NN NN NN
BN N NN NN NN NDNDN
BN NN NN NN
RN NN NN DNDNNDNDN
DR R NN RN NN
BB RN NN NN NN N

RN NN D NN NN
DR N NN NN DNNDDNN
DR N NN NN DN DNNDNN
NN NN NN DNDNDND NN
NN NN NN NDNNDDNN
NN NN NN DNDNNDNDN
NN NN DN NN DNNDNN

NN NN NN NN

Total score  3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:03:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0
™) (12) (12) (12) (12) (12) (12) (1) (1) (AD (12) (12) (12) (12) (12) (12) (1) (1) (11) (12) (12) (12) (12) (12) (12) (1) (1) (A1) (12) (12) (12) (12) (12) (12) (1) (1) (D

2 pre-treatment; b day 8 of treatment; © day 7 of recovery
Behavior while removing from cage [ 2, normal; 3, hard)]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 6-1-1(continued). Detailed clinical observations of female rats

Control (vehicle: water for injection)

Open-field observations
Female No. Urination Defecation

PreaTSb T15 T24 T30 T36 T42 T49 L° Pre T8 TI15 T24 T30 T36 T42 T49 L

F01001
F01002
F01003
F01004
F01005
F01006
F01007
F01008
F01009
F01010
Fo1011
F01012

S O O O = O O O O O O =
OO OO O OO O O O o -
S O OO OO OO OO0 O
O O O O O O O O O o oOoN
S O O O O O OO OO O
OO O O O O O O O O o ©

S O O O O O O O = o
O O OO OO OO OO O =
S OO0 O OO0 O O o o o o
O O O O OO O O O o o o
O OO O OO O OO0 o O
O OO O OO0 O o o o o
S O O O O O O O O O O M

O O OO O O OO O =

Total score 2 1 1 2 1 06 0 0 2 1 0 0 1 0 1 0 0 1
™) (12) (12) (12) (12) (12) (12) (1) (1) (A1) (12) (12) (12) (12) (12) (12) (1) (1) A

b . .
¢ pre-treatment; day § of treatment; © Jactation period

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 6-1-2. Detailed clinical observations of female rats

SF 15 mg/kg
Observations made while handling Open-field observations

Female No.  Behavior while removing from cage Lacrimation Vocalization Touch response

Pre® T8 T15 T24 T30 T36 T42 T49 L° Pre” T8 ° T15 T24 T30 T36 T42 T49 L° Pre® T8 TI5 T24 T30 T36 T42 T49 L°  Pre” T8° T1S T24 T30 T36 T42 T49 L°

F02013
F02014
F02015
F02016
F02017
F02018
F02019
F02020
F02021
F02022
F02023
F02024

[
RN NN NN NN NN DN

RN NN ND N NN
DN NN NN N NDNNDNDN
DN NN NN NN NN NN
NN NN NN NN DNDND NN
NN N NN DNND NN
BRI N NN NN NN
NN NN NNDN NN
NN N NN DN DNDDND NN
NN NN NN RN DN
NN N NN DNDDNDDNDDNDNDNDDN
NN NNDNDDNDDNDNDNND NN
DN RN NN NN NNNDN
DR DN RN NN NDND NN
BN NN DD DNDDNDNDNDND NN
RN RN DN NN NDNDN DN
DR N NN DN DNDND DN NN
BN RN DR RN NDNDNDN
BN NN DN NNNNNDDN
DR R RN NN NN NN
NN D NN DR NN N NN
NN NNDNDNDNNDNDDNDNDN
NN NN DNDDNDDNDNDNDDND NN
BNNNNDNDDNDRNNDNDDNDNDN
(NS T S T S T S T S T O N N N S T S R ST S S
NN N NN DN DD NN
NN NN DN NDN DN
DR NN DD DNDNNNDNDNDN

Total score  3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:03:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0
™) (12) (12) (12) (12) (12) (12) (1) (0) (12) (12) (12) (12) (12) (12) (12) () (O) (12) (12) (12) (12) (12) (12) (12) (1) Oy (12) (12) (12) (12) (12) (12) (12) (1} (O (12)

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Behavior while removing from cage [ 2, normal; 3, hard]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 6-1-2(continued). Detailed clinical observations of female rats

SF 15 mg/kg
Open-field observations
Female No. Urination Defecation

PreaTSb T15 T24 T30 T36 T42 T49 L° Pre T8 TI15 T24 T30 T36 T42 T49 L

F02013
F02014
F02015
F02016
F02017
F02018
F02019
F02020
F02021
F02022
F02023
F02024

O O O O O O O O O O OO
O O O N O O O O© O O O O
O O O O O O O O O O O =
O O O = O O O O O O O O
[ e 2 2 R - R o R o R e I e R
S O = O O O O O O O O O
S OO O O O O O o o o O
S O O O O O © O O o O O
O O O O O O O O o o OO
O O O O O O O O O O OO
O OO O OO0 O O O O o O
O O O O O O O O O O O
O OO O OO0 O O O O o O
O O O O O O O O o O o o

Total score 0 2 1 1 2 1 1 0 0 0 0 0 0 0 0 0 0 0
N) (12) (12) (12) (12) (12) (12) (1) (O) (12) (12) (12) (12) (12) (12) (12) (1) (O) (12)

b . .
2 pre-treatment; ~ day 8 of treatment; ¢ lactation period

Urination [ frequency/30sec |
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 6-1-3. Detailed clinical observations of female rats

SF 50 mg/kg

Observations made while handling Open-field observations
Female No.  Behavior while removing from cage Lacrimation Vocalization Touch response

Pre® T8® T15 T24 T30 T36 T42 T49 L° Pre® T8 ° T15 T24 T30 T36 T42 T49 L° Pre® T8" T15 T24 T30 T36 T42 T49 L° Pre® T8" TIS T24 T30 T36 T42 T49 L°
F03025 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03026 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03027 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03028 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03029 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03030 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03031 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03032 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03033 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03034 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03035 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03036 2 2 2 2 2 2. 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score  3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:03:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0
™) (12) (12) (12) (12) (12) (12) (0) (0) (12) (12) (12) (12) (12) (12) (12) (0) (0) (12) (12) (12) (12) (12) (12) (12) (O) (0) (12) (12) (12) (12) (12) (12) (12) () (© (12)

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Behavior while removing from cage [ 2, normal; 3, hard]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 6-1-3(continued). Detailed clinical observations of female rats

SF 50 mg/kg
Open-field observations
Female No. Urination Defecation

PreaTSb T15 T24 T30 T36 T42 T49 L° Pre T8 T15 T24 T30 T36 T42 T49 L

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

OO O O OO O O O O O O
OO O OO O O O O o O O
(=R el ol =l =l =2 = 2 = 2 =2 = i i o
O O O O O O O O O O O O
[ el BNl = 2 = B = I 2 = 2K == R o i
O O O = O 0 O O O O O O
O O O O OO OO O == O
SO OO0 OO0 O O o C o O
O O O OO O O O o O o o o
OO O O O O O oo O O o O
SO O O O O O O O o O o
O O O O O O O O o O o0
O O OO O O OO O O OO
O O O O O O OO O O O O

Totalscore 0 0 0 0 0 1 0 0 2 6 o o 0 o0 O O o0 O
™) (12) (12) 12) (12) (12) 12) O © 12 (12) (12) (12) (12) (12) (12) (O) (0) (12)

b . .
2 pre-treatment;  day 8 of treatment; ® lactation period

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium ﬂuorophosphaté by oral administration in rats

Appendix 6-1-4. Detailed clinical observations of female rats

SF 150/75 mg/kg

KB B R-12-008

Observations made while handling

Open-field observations

Female No.  Behavior while removing from cage Lacrimation Vocalization Touch response

Pre® T8 TI5 T24 T30 T36 T42 T49 L° Pre* T8 TIS T24 T30 T36 T42 T49 L° Pre® T8® T15 T24 T30 T36 T42 Tdo L° Pre® T8 ® TI5 T24 T30 T36 T42 T49 L°
F04037 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04038 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04039 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04040 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04041 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04042 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04043 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04044 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04045 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04046 2 2 2 # Diedonday 26 of trreatment 2 2 2 # Diedonday 26 of trreatment 2 2 2 # Diedonday26 of trreatment 2 2 2 # Diedonday 26 of trreatment
F04047 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04048 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

2 2 2

Total score  3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0
™) (12) (12) (12) a1 (A1) A1 0) © A (12) (12) (12) (11) (1) (A1) (0)

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0

© an

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0
(12) (12) (12) (11) (1) (A (O (©) (A1

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0
(12) (12) (12) (a1 A1) A © © a1

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Behavior while removing from cage [ 2, normal; 3, hard]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]

# Data was excluded due to moribund state

167



Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 6-1-4(continued). Detailed clinical observations of female rats

SF 150/75 mg/kg

Open-field observations

Female No. Urination

Defecation

PreaT8b T15 T24 T30 T36 T42 T49 L°

Pre T8 TI15 T24 T30 T36 T42 T49 L

F04037 0 0 0 0 o0 O 0 0o 0 o0 o0 0 O 0
F04038 0o 0 0 o0 0 O 0 0 o0 o0 0 0 O 0
F04039 0o 0 0 o0 o0 O 0 0o o0 o0 0 0 O 0
F04040 o 0o 0 0 0 o0 0 0o 0 0 0 0 O 0
F04041 0o 0o 0 0 0 O 0 o 0 0 0 0 O 0
F04042 0o 0 0 0 0 O 0 0O 0 0 0 o0 O 0
F04043 1 0o 0 2 1 O 0 o 0 o0 1 1 o0 0
F04044 0 0 0 0 o0 1 2 0o 0 0 o0 0 0 0
F04045 0o o0 0 0 0 O 0 0 0 0 0 0 o0 0
F04046 0 0 0 # Diedonday26 of trreatment 0 0 0 # Diedonday26 of trreatment
F04047 0O 0 0 0 o0 O 0 0o 0 0o 0 0 O 0
F04048 o 0 o0 0 0 O 0 0o o 0 o0 o0 O 0
Total score 1 0 0 2 1 1 2 0o 0 © 1 1 0 0
™) (12) (12) (12) (11) A1) (A1) (O (©) 1D (12) 12y 12y 1) a1y ay © © an

b . .
2 pre-treatment; = day 8 of treatment; ¢ Jactation period

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

# Data was excluded due to moribund state
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HERE B R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 6-2-1. Detailed clinical observations of female rats, satellite group

Control (vehicle: water for injection)

Observations made while handling Open-field observations

Female No. Behavior while removing from cage Lacrimation Vocalization Touch response
Pre® T8 ® T15 T24 T30 T36 T42 R7° R14 Pre T8 TI15 T24 T30 T36 T42 R7 Ri4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TI15 T24 T30 T36 T42 R7 Rl4

F05049 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2.2 2 2 2 2 2 2 2 2 2 2 2 2
F05050 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05051 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05052 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05053 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
F05054 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05055 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05056 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05057 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05058 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2
Total score 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0  3:0 3:0 3:0 3:23:0 3:0 3:0 3:0 3:0 30 3:03:03:03:0 30 30 30 30 30 30 30 30 303030 30 30
™ (10) (10) (10) (10) A0) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10} (10) (10) (10) (10) (10) (10) (5) (5)  (10) (10) (10) (10) (10) (10) (10} (5) (5)

? pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Behavior while removing from cage [ 2, normal; 3, hard]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 6-2-1(continued). Detailed clinical observations of female rats, satellite group

Control (vehicle: water for injection)

Open-field observations

Female No. Urination Defecation

Pre? T8b T15 T24 T30 T36 T42 R7° Rl4 Pre T8 TI15 T24 T30 T36 T42 R7 Rl4
F05049 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05050 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05051 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05052 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05053 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05054 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05055 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05056 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05057 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05058 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
™) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (5)

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 6-2-2. Detailed clinical observations of female rats, satellite group

SF 150/75 mg/kg

B E S R-12-008

Observations made while handling

Open-field observations

Female No. Behavior while removing from cage Lacrimation Vocalization Touch response

Pre® T8 ° TI5 T24 T30 T36 T42 R7° R14 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RIl4
F06059 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06060 2 2 2 # Diedonday?25 of treatment 2 2 2 # Diedonday25 of treatment 2 2 2 # Diedonday?25 of treatment 2 2 2 # Diedonday?25 of treatment
F06061 2 2 2 Died onday 25 of treatment 2 2 2 Diedonday 25 of treatment 2 2 2 Died onday 25 of treatment 2 2 2 Diedon day 25 of treatment
F06062 2 2 2 2 Diedonday28 of treatment 2 2 2 2 Diedon day28 of treatment 2 2 2 2 Diedonday28 of treatment 2 2 2 2 Diedonday 28 of treatment
F06063 2 2 2 Diedonday 2l of treatment 2 2 2 Diedonday 2] of treatment 2 2 2 Died onday?2l of treatment 2 2 2 Diedonday2l of treatment
F06064 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06065 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06066 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06067 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06068 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:1 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0
o) (10) (10) (10) () (®) & ©® @) 3 (10) (10) (10) (7) (6) ©) (&) 3) () (10) (10) (10) (7) (6) (6) (6 (3) (3) (10) (10) (10) (1) (6 (&) (6) () ()

: pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Behavior while removing from cage [ 2, normal; 3, hard]
Lacrimation [ 2, not observed; 3, slight]

Vocalization [2, unheard; 3, heard]

Touch response [ 2, normal; 3, sensitive]

# Data was excluded due to moribund state
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 6-2-2(continued). Detailed clinical observations of female rats, satellite group

SF 150/75 mg/kg

Open-field observations

Female No. Urination

Defecation

Pre® T8 TIS T24 T30 T36 T42 R7° Rl4

Pre T8 TI15 T24 T30 T36 T42 R7 Rl4
F06059 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06060 0 0 0 # Died on day 25 of treatment 0 0 0 # Died on day 25 of treatment
F06061 0 0 0 Died on day 25 of treatment 0 0 0 Died onday 25 of treatment
F06062 0 0 0 0 Died on day 28 of treatment 0 0 0 0 Died on day 28 of treatment
F06063 0 0 0 Died on day 21 of treatment 0 0 0 Died on day 21 of treatment
F06064 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06065 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06066 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
F06067 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06068 0 0 0 0 0 1 0 0 0 0 0 0 0 0
Total score 0 o0 o0 o0 o0 1 1 0 O 0o 0 o0 0 0 0 0 0 0
™) (10) a0y a9 M 6 © © & O 10y (10) (10) (M (® G ©6) G O

? pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Urination | frequency/30sec ]

Defecation [ frequency/30sec ]

# Data was excluded due to moribund state
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 7-1-1. Body weights of male rats

Control (vehicle: water for injection)

Male No. Days of administration
1 4 7 14 21 28 35 42
M01001 376.0 378.5 384.7 404.7 4244 439.2 463.9 470.8
M01002 398.9 415.9 437.2 458.0 489.1 502.5 527.1 538.5
MO01003 358.8 360.7 371.6 393.6 400.2 402.8 415.1 423.7
M01004 381.8 395.7 421.1 446.5 473.4 486.5 501.4 502.8
MO01005 400.0 412.4 425.8 458.8 476.2 494.8 521.2 522.6
MO01006 374.1 371.1 3824 401.8 417.6 431.7 452.8 461.2
M01007 359.5 372.8 3873 410.7 420.7 438.0 453.7 470.9
MO01008 3823 395.4 419.1 450.2 473.9 502.3 514.6 534.5
M01009 378.9 393.4 409.2 429.6 442.2 454.6 468.0 476.4
MO01010 3554 359.6 375.9 396.9 418.2 445.1 457.8 465.9
MO1011 376.5 390.3 410.5 439.9 441.6 449 4 452.1 464.1
MO01012 356.6 363.2 381.6 407.0 4293 434.8 450.1 465.7
Number of males 12 12 12 12 12 12 12 12
Mean 374.9 384.1 400.5 424.8 4422 456.8 473.2 483.1
S.D. 15.2 19.3 22.3 24.9 29.0 322 34.7 34.3
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 7-1-2. Body weights of male rats

SF 15 mg/kg

Male No. Days of administration
1 4 7 14 21 28 35 42
M02013 366.1 357.8 367.6 3724 407.6 425.0 447.8 423.7
M02014 377.0 383.7 396.0 412.0 420.7 422.6 439.2 439.6
M02015 380.4 396.6 418.0 457.9 471.8 485.7 495.7 509.3
M02016 367.0 379.6 391.2 419.0 4432 467.2 493.6 509.5
M02017 398.1 404.4 405.5 426.9 457.0 489.9 5154 526.2
M02018 396.4 409.4 425.8 454.0 471.5 483.9 500.7 509.1
MO02019 356.1 362.0 386.9 408.7 4153 431.1 4475 466.4
M02020 366.5 372.0 3853 414.8 439.4 451.7 469.1 470.2
M02021 334.5 350.9 358.6 370.8 390.4 405.3 406.4 424.0
M02022 386.2 3974 407.4 431.2 446.0 461.1 482.2 496.3
M02023 372.4 385.0 399.0 421.9 440.7 471.8 488.6 489.6
M02024 355.9 375.1 400.8 421.6 4429 456.7 474.7 493.0
Number of males 12 12 12 12 12 12 12 12
Mean 371.4 381.2 3952 417.6 4372 454.3 4717 479.7
S.D. 18.0 18.6 19.2 26.3 24.8 27.7 31.2 35.0
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 7-1-3. Body weights of male rats

SF 50 mg/kg

Male No. Days of administration
1 4 7 14 21 28 35 42
M03025 372.8 385.4 402.0 4245 4477 464.7 481.1 480.8
MO03026 379.1 394.7 411.2 421.0 4329 446.3 459.8 463.7
M03027 343.5 351.6 367.1 384.1 407.8 4255 4345 4525
M03028 383.6 398.2 404.2 4123 4355 4474 462.0 479.4
MO03029 392.1 405.6 416.2 4422 462.7 490.0 511.7 504.8
MO03030 373.0 384.7 3954 416.2 446.8 464.8 488.8 5134
MO03031 358.7 372.2 386.4 417.6 442.6 458.9 473.6 480.1
M03032 373.3 378.5 393.5 4174 426.9 439.1 460.9 471.8
M03033 383.9 395.8 415.8 450.0 477.1 500.5 530.6 549.6
M03034 348.5 351.6 357.1 377.8 3942 403.8 430.0 446.9
MO03035 374.4 384.8 396.1 421.6 451.1 474.1 507.0 529.8
MO03036 364.6 382.7 392.9 408.5 421.1 4384 4554 467.5
Number of males 12 12 12 12 12 12 12 12
Mean 370.6 382.2 394.8 416.1 4372 454.5 474.6 486.7
S.D. 14.5 16.9 18.0 20.3 22.9 27.0 30.7 314
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 7-1-4. Body weights of male rats

SF 150/75 mg/kg

Male No. Days of administration
1 4 7 14 21 28 35 42
M04037 375.6 393.1 402.7 4282 4554 4727 489.8 4872
M04038 383.2 379.4 401.7 4344 456.1 478.4 511.1 525.2
M04039 384.1 396.7 413.9 441.3 455.8 466.6 490.2 496.9
M04040 377.9 385.9 390.4 399.2 4262 440.9 464.2 469.9
M04041 373.1 380.7 390.2 426.2 4453 461.8 480.3 467.7
M04042 364.6 366.8 370.6 390.4 416.0 426.3 4554 450.1
M04043 399.0 414.4 423.6 453.4 4732 503.7 522.2 546.1
M04044 369.7 374.0 385.9 403.5 4324 4559 485.2 504.4
M04045 347.1 349.4 3515 367.8 3854 398.6 424.5 421.0

M04046 361.4 360.8 3725 3345

M04047 370.4 384.1 395.7 420.3 437.8 453.0 470.9 483.7
M04048 386.6 390.7 409.8 430.5 450.2 467.4 495.1 504.5
Number of males 12 12 12 12 11 11 11 11
Mean 374.4 381.3 3924 410.8 4394 456.8 480.8 487.0
S.D. 13.4 17.3 20.3 33.8 241 27.8 26.9 34.7
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 7-2-1. Body weights of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery
1 7 14
MO01008 539.3 552.6 565.8
MO01009 480.0 496.0 508.0
MO01010 468.1 479.4 496.1
MO01011 465.0 487.4 499.0
MO01012 461.1 479.3 491.9
Number of males 5 5 5
Mean 482.7 498.9 5122
S.D. 324 30.8 30.6
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 7-2-2. Body weights of male rats at the recovery period

SF 150/75 mg/kg

Male No. Days of recovery
1 7 14
M04043 547.6 560.5 536.8
M04044 502.3 513.7 497.7
M04045 417.9 432.0 4374
M04047 483.8 501.6 470.7
M04048 509.6 528.4 504.6
Number of males 5 5 5
Mean 492.2 507.2 489.4
S.D. 47.6 47.5 374
Significance NS NS NS
Statistical method TT T TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 8-1-1. Body weights of female rats

Control (vehicle: water for injection)

Female No. Days of administration
1 4 7 14 21 28 35 42 49
F01001 2433 245.8 244.4 261.3
F01002 237.6 246.2 252.1 253.2
F01003 230.2 241.8 243.5 246.1
F01004 227.1 232.1 242.9 250.1
F01005 2535 258.4 264.9 285.9
F01006 2455 241.7 255.7 269.9
F01007 2425 245.9 246.0 264.5
F01008 250.6 257.0 261.9 279.2
F01009 222.5 228.9 235.5 235.7
F01010 225.6 225.5 234.1 2434
F01011 218.8 221.1 218.9 239.6 266.1 272.8 2723 279.2 302.5
F01012 231.7 226.9 226.6 232.8
Number of females 11 11 11 11
Mean 2373 240.9 246.1 256.6
S.D. 10.5 11.4 11.8 17.2
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 8-1-2. Body weights of female rats

SF 15 mg/kg
Female No. Days of administration
1 4 7 14 21 28 35 42 49

F02013 256.3 253.7 258.6 279.5
F02014 236.4 237.9 248.7 253.0
F02015 236.0 245.5 248.9 256.3
F02016 239.2 242.6 255.6 271.1
F02017 220.1 219.8 225.8 224.8
F02018 225.6 238.0 247.5 257.5
F02019 251.6 265.3 259.6 277.0
F02020 228.5 230.3 230.8 251.4

F02021 251.4 250.7 253.9 266.2 294.0 305.7
F02022 222.7 229.8 234.1 233.1
F02023 232.3 239.5 244 4 254.5
F02024 229.5 231.0 231.6 244.5
Number of females 12 12 12 12
Mean 235.8 240.3 245.0 255.7
S.D. 11.9 12.3 1.7 16.5
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 8-1-3. Body weights of female rats

SF 50 mg/kg
Female No. Days of administration
1 4 7 14 21 28 35 42 49
F03025 219.1 232.8 245.4 253.1
F03026 227.6 234.2 239.0 243.9
F03027 217.6 225.9 230.0 233.2
F03028 2443 250.9 256.3 261.2
F03029 241.9 246.9 250.3 248.1
F03030 220.2 227.6 221.4 234.9
F03031 223.0 230.6 240.0 2493
F03032 233.7 232.9 234.5 244.5
F03033 230.8 233.7 246.6 258.6
F03034 239.7 239.7 258.1 260.4
F03035 251.3 264.9 278.1 292.6
F03036 218.6 225.5 218.5 236.7
Number of females 12 12 12 12
Mean 230.7 237.1 243.2 251.4
S.D. 11.5 11.7 16.6 16.1
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 8-1-4. Body weights of female rats

SF 150/75 mg/kg

Female No. Days of administration
1 4 7 14 21 28 35 42 49

F04037 225.4 243.8 253.7 262.3
F04038 254.2 265.2 261.0 276.8
F04039 222.9 226.7 230.4 2304
F04040 231.8 240.6 248.9 255.5
F04041 228.1 226.5 225.0 233.1
F04042 212.8 223.5 12223 231.5
F04043 257.8 259.1 264.1 270.3
F04044 222.3 235.6 241.7 251.2
F04045 226.0 243.7 252.1 256.4
F04046 231.5 233.9 236.4 250.8
F04047 230.4 247.2 244.8 255.9
F04048 256.1 261.0 258.1 269.3
Number of females 12 12 12 12
Mean 2333 242.2 244.9 253.6
S.D. 14.7 14.0 14.0 15.4
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 8-2-1. Body weights of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 4 7 14 21 28 35 42
F05049 244.0 2473 2573 261.9 270.9 282.1 286.8 284.1
F05050 232.1 2452 251.2 257.6 257.1 267.7 271.5 275.9
F05051 230.9 241.8 251.1 263.3 267.7 280.2 289.8 291.9
F05052 225.7 2334 238.4 247.0 252.4 259.8 268.1 264.8
F05053 227.6 2243 236.4 239.8 245.0 246.1 254.9 253.3
F05054 236.4 240.1 249.5 266.1 267.3 269.5 276.2 288.5
F05055 253.9 258.7 269.9 272.0 288.1 294.8 307.5 307.4
F05056 253.6 257.8 264.9 282.2 289.2 293.2 294.8 297.2
F05057 2313 235.8 233.2 2440 251.1 249.4 246.4 255.2
F05058 229.5 240.0 252.3 255.3 258.2 267.6 275.3 280.4
Number of females 10 10 10 10 10 10 10 10
Mean 236.5 2424 250.4 258.9 264.7 271.0 271.7 279.9
S.D. 10.4 10.5 11.9 13.1 15.0 16.7 18.3 17.8
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 8-2-2. Body weights of female rats, satellite group

SF 150/75 mg/kg

Female No. Days of administration
1 4 7 14 21 28 35 42
F06059 214.0 225.2 228.9 236.8 238.2 248.1 248.4 246.7
F06060 242.2 242.6 256.0 262.4 251.1
F06061 230.0 241.0 253.8 267.0 197.8
F06062 243.8 244.1 240.5 259.7 281.0
F06063 2123 226.9 229.8 236.3
F06064 239.1 243.2 248.0 265.8 278.3 274.1 272.3 271.5
F06065 239.7 247.6 2472 255.7 261.0 268.5 271.6 271.2
F06066 2354 2374 240.9 2514 255.6 253.3 294.9 280.9
F06067 2354 233.6 240.7 2523 255.7 258.8 265.2 277.2
F06068 2472 258.7 261.9 264.2 285.2 291.9 289.6 289.0
Number of females 10 10 10 10 9 6 6 6
Mean 233.9 240.0 244.8 255.2 256.0 265.8 273.7 273.8
S.D. 12.0 9.9 10.8 11.2 26.8 16.0 16.9 14.5
Significance NS NS NS NS NS NS NS NS
Statistical method TT T TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 8-3-1. Body weights of female rats at the recovery period

Control (vehicle: water for injection)

Female No. Days of recovery
1 7 14
F05054 287.0 300.8 297.2
F05055 309.5 327.7 332.5
F05056 293.1 306.2 286.9
F05057 251.6 258.0 261.0
F05058 282.9 283.8 290.9
Number of females 5 5 5
Mean 284.8 295.3 293.7
S.D. 21.2 26.1 25.7
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 8-3-2. Body weights of female rats at the recovery period

SF 150/75 mg/kg

Female No. Days of recovery
1 7 14
F06066 284.6 291.4 271.8
F06067 274.7 275.7 273.5
F06068 305.1 309.0 285.9
Number of females 3 3 3
Mean 288.1 292.0 277.1
S.D. 15.5 16.7 7.7
Significance NS NS NS
Statistical method TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 9-1. Body weights of dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy
0 7 14 20
F01001 270.1 303.6 351.8 433.1
F01002 262.9 298.7 332.9 418.1
F01003 253.0 283.8 309.7 394.1
F01004 247.0 275.1 300.7 381.1
F01005 286.6 3184 359.9 437.6
F01006 268.1 304.7 345.9 443.7
F01007 281.5 313.4 345.5 440.7
F01008 2933 316.2 357.6 451.7
F01009 241.1 282.2 317.9 394.7
F01010 2414 281.0 313.6 398.2
F01012 2522 288.2 3314 399.6
Number of dams 11 11 11 11
Mean 263.4 296.8 3334 417.5
S.D. 18.2 15.5 20.5 24.8

>: Excluded from analysts (not pregnant)
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 9-2. Body weights of dams during pregnancy

SF 15 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F02013 275.9 324.0 368.7 4573
F02014 255.0 302.8 339.8 421.0
F02015 260.4 288.4 319.8 413.0
F02016 278.9 306.6 350.3 435.0
F02017 233.2 259.2 292.7 368.2
F02018 265.4 295.4 3239 410.9
F02019 291.4 340.2 373.6 437.8
F02020 267.0 286.0 322.0 403.3
F02021 3023 3194 336.4 420.3
F02022 240.3 270.6 307.1 405.5
F02023 264.1 299.9 336.4 410.4
F02024 252.6 289.4 319.9 388.8
Number of dams 12 12 12 12
Mean 265.5 298.5 332.6 414.3
S.D. 19.8 22.5 23.6 23.2
Significance NS NS NS NS
Statistical method AN AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 9-3. Body weights of dams during pregnancy

SF 50 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F03025 267.3 303.9 342.7 444.8
F03026 249.5 280.5 313.2 3955
F03027 245.4 275.2 304.4 376.8
F03028 272.9 311.0 361.7 448.0
F03029 267.7 3175 369.7 450.7
F03030 239.2 274.4 306.5 378.6
F03031 249.9 286.1 321.0 411.0
F03032 251.2 297.6 3243 418.9
F03033 250.2 289.1 317.5 384.6
F03034 273.2 305.6 357.1 441.3
F03035 290.0 338.8 3774 460.2
F03036 2324 270.1 310.8 398.9
Number of dams 12 12 12 12
Mean 2574 295.8 333.9 417.4
S.D. 16.7 20.5 26.4 30.6
Significance NS NS NS NS
Statistical method AN AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 9-4. Body weights of dams during pregnancy

SF 150/75 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F04037 269.4 294.8 325.3 409.2
F04038 275.1 312.7 345.2 423.0
F04039 236.5 276.5 321.1 413.2
F04040 264.6 303.1 346.9 4373
F04041 238.4 276.0 310.6 396.7
F04042 2353 277.4 316.9 388.4
F04043 287.7 311.6 3574 441.4
F04044 2542 286.3 326.5 403.4
F04045 268.4 294.6 331.3 404.5

F04046 259.6

F04047 254.2 289.6 3215 394.2
F04048 285.9 314.9 351.0 438.8
Number of dams 11 11 11 11
Mean 260.9 294.3 3322 413.6
S.D. 18.8 14.7 15.5 18.9
Significance NS NS NS NS
Statistical method AN AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<(.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 10-1. Body weights of dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation
0 4
F01001 3335 342.7
F01002 2977 3213
F01003 287.0 304.0
F01004 294.2 295.0
F01005 336.3 354.8
F01006 3244 328.8
F01007 3244 323.1
F01008 320.6 363.5
F01009 287.9 317.1
F01010 288.7 309.3
F01012 329.8 324.5
Number of dams 11 11
Mean 3113 325.8
S.D. 20.0 20.9
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 10-2. Body weights of dams during lactation

SF 15 mg/kg
Dam No. Days of lactation
0 4
F02013 3213 346.0
F02014 324.6 339.4
F02015 303.3 3253
F02016 344.5 334.1
F02017 264.6 287.2
F02018 278.2 317.0
F02019 368.8 354.5
F02020 302.2 329.8
F02021 316.0 3454
F02022 3114 303.4
F02023 317.9 316.2
F02024 290.7 326.5
Number of dams 12 12
Mean 3120 3271
S.D. 28.0 19.1
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 10-3. Body weights of dams during lactation

SF 50 mg/kg
Dam No. Days of lactation
0 4
F03025 346.0 324.1
F03026 321.8 314.1
F03027 3004 307.8
F03028 341.0 340.6
F03029 341.1 347.2
F03030 297.2 307.3
F03031 300.6 322.9
F03032 313.1 322.1
F03033 299.2 310.0
F03034 3523 343.7
F03035 375.8 371.5
F03036 299.0 314.4
Number of dams 12 12
Mean 324.0 327.6
S.D. 26.5 21.0
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 10-4. Body weights of dams during lactation

SF 150/75 mg/kg

Dam No. Days of lactation
0 4
F04037 321.8 321.0
F04038 316.5 333.5
F04039 307.6 295.7
F04040 291.0 283.1
F04041 302.2 314.0
F04042 283.1 301.4
F04043 296 .4 321.8
F04044 3132 319.8
F04045 3285 333.5
F04047 317.0 315.6
F04048 329.9 347.8
Number of dams 11 11
Mean 309.7 317.0
S.D. 15.2 18.4
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<(.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 11-1-1. Food consumption of male rats

Control (vehicle: water for injection)

Male No. Days of administration
1 7 14 29 35 41
MO01001 29.6 28.6 27.1 30.1 33.6 31.0
MO01002 323 28.9 29.8 24.4 29.8 30.6
MO01003 28.4 23.9 24.8 23.4 28.2 242
M01004 30.1 30.3 25.7 27.4 32.7 27.0
MO01005 37.9 27.7 28.7 29.6 35.6 30.9
MO01006 30.5 23.4 22.7 25.8 27.6 30.8
MO01007 28.6 25.4 304 27.7 28.7 28.5
MO01008 31.7 32.2 274 25.7 30.8 31.6
M01009 30.0 26.8 27.2 26.7 27.7 29.8
MO01010 27.0 22.6 21.2 25.8 30.9 29.0
MO01011 30.2 25.6 26.1 24.1 27.7 27.3
MO01012 334 28.7 26.3 26.0 25.8 27.0
Number of males 12 12 12 12 12 12
Mean 30.8 27.0 26.5 26.4 29.9 29.0
S.D. 2.8 2.9 2.7 2.1 2.9 2.2
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 11-1-2. Food consumption of male rats

SF 15 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M02013 30.6 21.0 23.5 24.0 28.8 24.0
M02014 29.6 25.1 21.6 24.7 27.2 27.3
MO02015 29.9 27.4 26.1 29.7 29.3 31.1
MO02016 32.1 27.9 24.7 31.8 304 30.8
M02017 32.6 26.8 25.7 334 35.9 34.0
M02018 31.9 26.9 26.0 28.0 27.2 27.4
MO02019 30.0 23.9 24.9 25.1 28.6 28.3
M02020 29.2 27.8 23.6 25.8 33.7 26.9
M02021 27.0 19.2 20.9 26.5 28.7 26.1
M02022 33.0 29.4 30.3 28.0 29.4 32.9
M02023 27.4 27.7 26.8 28.6 32.5 24.3
MO02024 26.3 25.6 21.2 25.7 33.2 31.0
Number of males 12 12 12 12 12 12
Mean 30.0 25.7 24.6 27.6 30.4 28.7
S.D. 2.2 3.0 2.7 2.9 2.8 3.3
Significance NS NS NS NS NS NS
Statistical method AN AN KW AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 11-1-3. Food consumption of male rats

SF 50 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M03025 29.9 25.8 25.8 27.7 313 28.2
M03026 30.5 27.6 26.4 24.9 32.6 28.8
M03027 20.8 24.6 24.9 26.0 30.0 29.0
M03028 28.3 24.6 21.5 234 27.7 28.9
M03029 36.6 28.4 29.2 29.9 32.6 31.7
MO03030 29.6 25.4 25.9 27.6 324 28.4
MO03031 28.5 27.2 24.8 23.0 26.9 244
M03032 339 30.2 29.5 28.9 29.2 28.2
M03033 35.6 30.3 33.0 30.2 37.2 35.4
M03034 26.6 249 26.5 25.6 32.0 29.4
MO03035 25.0 28.8 28.4 29.9 34.0 29.7
M03036 31.8 31.1 24.4 27.4 28.6 24.4
Number of males 12 12 12 12 12 12
Mean 29.8 274 26.7 27.0 31.2 28.9
S.D. 4.5 2.4 3.0 2.5 2.9 2.9
Significance NS NS NS NS NS NS
Statistical method AN AN KW AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 11-1-4. Food consumption of male rats

SF 150/75 mg/kg

Male No. _ Days of administration
1 7 14 29 35 41
M04037 29.3 26.1 26.6 277 30.6 26.3
M04038 25.1 26.4 28.5 31.6 31.3 27.5
M04039 30.7 27.7 28.4 33.0 30.2 30.1
M04040 314 23.9 229 30.5 32.1 29.2
MO04041 26.7 28.8 29.3 31.5 32.0 25.0
M04042 24.6 22.9 24.8 28.6 27.5 20.4
M04043 30.7 30.8 26.6 25.4 34.1 32.7
M04044 27.1 27.2 243 28.6 30.3 31.4
M04045 23.9 22.8 22.7 27.6 25.9 24.3
MO04046 24.6 23.6 22
M04047 28.9 28.1 27.5 28.5 30.6 28.2
M04048 27.7 25.2 24.4 26.2 28.5 29.5
Number of males 12 12 12 11 11 11
Mean 27.6 26.1 24.0 29.0 30.3 27.7
S.D. 2.6 2.5 7.2 2.4 2.3 3.5
Significance NS NS NS NS NS NS
Statistical method AN AN KW AN AN AN
Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 11-2-1. Food consumption of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery
6 12
M01008 32.9 30.4
MO01009 315 329
MO01010 27.1 30.2
MO01011 314 26.7
M01012 28.9 31.7
Number of males 5 5
Mean 30.4 30.4
S.D. 2.3 2.3

199



Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 11-2-2. Food consumption of male rats at the recovery period

SF 150/75 mg/kg

Male No. Days of recovery
6 12
M04043 32.0 30.9
M04044 25.8 279
M04045 20.8 25.8
M04047 30.9 28.0
M04048 32.6 28.7
Number of males 5 5
Mean 284 283
S.D. 5.0 1.8
Significance NS NS
Statistical method TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 12-1-1. Food consumption of female rats

Control (vehicle: water for injection)

Female No. Days of administration
1 7 14 29 35 41 48
F01001 21.1 20.3 20.1
F01002 17.8 20.7 22.5
F01003 21.3 17.4 19.7
F01004 223 223 22.4
F01005 21.6 22.4 22.5
F01006 22.7 14.9 19.7
F01007 20.9 20.8 14.1
F01008 22.8 23.5 16.6
F01009 15.6 19.6 20.2
F01010 20.5 16.0 19.3
F01011 18.5 19.6 16.6 21.8 22,5 234 274
F01012 17.3 17.4 13.2
Number of females 12 12 12
Mean 20.2 19.6 18.9
S.D. 2.3 2.7 3.1
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 12-1-2. Food consumption of female rats

SF 15 mg/kg
Female No. Days of administration
1 7 14 29 35 41 48
F02013 23.6 14.7 23.8
F02014 19.3 15.7 19.0
F02015 24.0 23.3 23.7
F02016 21.5 18.7 20.8
F02017 18.8 12.9 16.8
F02018 20.9 20.2 23.2
F02019 20.4 24.5 16.9
F02020 20.0 18.4 17.6
F02021 22.0 233 14.8
F02022 16.8 20.5 19.2
F02023 13.0 20.7 20.8
F02024 194 19.3 17.1
Number of females 12 12 12
Mean 20.0 19.4 19.5
S.D. 3.0 3.6 3.0
Significance NS NS NS
Statistical method AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 12-1-3. Food consumption of female rats

SF 50 mg/kg
Female No. Days of administration
1 7 14 29 35 41 48
F03025 21.9 20.3 222
F03026 18.1 17.1 18.7
F03027 20.0 20.1 17.4
F03028 15.0 20.5 18.9
F03029 16.4 18.9 16.0
F03030 14.7 20.4 20.1
F03031 21.0 18.5 23.6
F03032 20.6 19.4 16.2
F03033 21.4 14.0 19.9
F03034 22.0 19.0 21.9
F03035 24.0 25.7 28.5
F03036 13.4 18.8 20.1
Number of females 12 12 12
Mean 19.0 19.4 20.3
S.D. 34 2.7 3.5
Significance NS NS NS
Statistical method AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

203

AERE 5 R-12-008



Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 12-1-4. Food consumption of female rats

SF 150/75 mg/kg

Female No. Days of administration
1 7 14 29 35 41 48

F04037 20.3 17.1 18.8
F04038 17.9 21.5 225
F04039 12.9 19.6 17.9
F04040 19.7 18.1 20.2
F04041 14.9 14.2 20.0
F04042 19.3 17.9 19.6
F04043 22.9 20.5 24.8
F04044 20.1 18.4 21.3
F04045 18.9 21.1 224
F04046 18.5 18.8 17.4
F04047 12.9 20.7 19.5
F04048 24.8 21.2 20.7
Number of females 12 12 12
Mean 18.6 19.1 20.4
S.D. 3.6 2.1 2.1
Significance NS NS NS
Statistical method AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 12-2-1. Food consumption of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 7 14 21 29 35 41
F05049 17.5 20.9 18.8 17.6 17.6 20.6 15.1
F05050 20.0 20.7 24.2 20.0 21.6 21.7 18.5
F05051 21.6 20.5 23.5 21.9 20.8 22.1 19.8
F05052 17.1 18.1 16.8 20.3 19.1 21.8 14.0
F05053 22.0 14.4 20.6 21.1 21.5 16.5 12.5
F05054 21.3 15.1 18.9 23.3 21.0 18.3 22.6
F05055 222 19.5 20.3 21.5 13.0 239 17.0
F05056 21.8 22.3 16.0 25.8 10.6 20.6 20.7
F05057 18.8 20.3 16.2 16.8 325 20.6 20.1
F05058 23.5 20.8 22.0 21.7 20.6 23.6 23.5
Number of females 10 10 10 10 10 10 10
Mean 20.6 19.3 19.7 21.0 19.8 21.0 18.4
S.D. 2.1 2.6 2.9 2.6 5.8 2.2 3.7
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 12-2-2. Food consumption of female rats, satellite group

SF 150/75 mg/kg

Female No. Days of administration
1 7 14 21 29 35 41
F06059 19.8 21.8 18.7 20.7 14.0 21.2 17.3
F06060 19.4 15.7 19.8 18.3
F06061 18.6 20.3 234
F06062 18.9 19.8 16.1 234
F06063 20.3 18.6 18.4
F06064 20.9 18.6 13.1 21.7 20.1 16.8 19.0
F06065 13.7 15.4 20.8 20.0 17.9 18.7 17.4
F06066 20.0 19.3 17.1 11.9 25.5 21.2 16.5
F06067 18.8 18.8 20.5 235 229 17.5 20.6
F06068 12.1 22.5 23.0 173 15.0 22.6 19.3
Number of females 10 10 10 8 6 6 6
Mean 18.3 19.1 19.1 19.6 19.2 19.7 18.4
S.D. 2.9 2.3 3.1 3.8 4.5 2.3 1.5
Significance NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 12-3-1. Food consumption of female rats at the recovery period

Control (vehicle: water for injection)

Female No. Days of recovery
6 12
F05054 254 23.6
F05055 25.6 21.6
F05056 25.0 18.0
F05057 20.8 13.5
F05058 18.8 24.9
Number of females 5 5
Mean 23.1 20.3
S.D. 3.1 4.6
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 12-3-2. Food consumption of female rats at the recovery period

SF 150/75 mg/kg

Female No. Days of recovery
6 12
F06066 19.2 16.7
F06067 194 18.8
F06068 25.0 19.9
Number of females 3 3
Mean 21.2 18.5
S.D. 3.3 1.6
Significance NS NS
Statistical method TT T

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 13-1. Food consumption in dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy
0 7 14 20
F01001 21.6 28.6 274 24.3
F01002 21.2 24.7 26.2 20.4
F01003 233 22.4 24.1 22.2
F01004 18.7 21.9 24.6 25.4
F01005 22.0 27.6 29.7 27.5
F01006 20.5 25.1 31.1 28.1
F01007 24.4 28.0 28.1 24.5
F01008 22.6 25.3 27.3 23.3
F01009 19.9 24.7 25.6 20.5
F01010 20.6 27.2 28.9 22.9
F01012 18.8 26.5 26.6 23.9
Number of dams 11 11 11 11
Mean 21.2 25.6 27.2 23.9
S.D. 1.8 2.2 2.1 2.5

>: Excluded from analysis (not pregnant)
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 13-2. Food consumption in dams during pregnancy

SF 15 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F02013 24.0 283 32.1 31.8
F02014 21.0 26.0 28.0 30.6
F02015 23.0 24.8 28.6 29.7
F02016 23.6 27.1 28.8 26.6
F02017 19.2 234 22.0 23.1
F02018 22.2 24.1 23.6 16.3
F02019 28.4 36.5 30.3 19.4
F02020 21.9 25.5 27.7 28.4
F02021 21.2 222 22.8 26.5
F02022 20.1 235 24.0 18.0
F02023 19.5 29.8 27.6 25.6
F02024 25.1 23.4 16.8 21.1
Number of dams 12 12 12 12
Mean 224 26.2 26.0 24.8
S.D. 2.6 3.9 4.3 5.1
Significance NS NS NS NS
Statistical method AN AN AN AN

>: Excluded from analysis (not pregnant)
Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 13-3. Food consumption in dams during pregnancy

SF 50 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F03025 23.9 253 29.6 24.6
F03026 17.8 19.6 25.6 25.6
F03027 17.4 25.9 24.8 19.9
F03028 18.8 31.7 293 26.4
F03029 234 324 326 22.7
F03030 19.1 28.0 26.7 28.9
F03031 22.7 26.5 29.0 30.2
F03032 20.4 25.0 29.5 24.6
F03033 20.2 27.1 25.7 26.4
F03034 19.8 314 306 25.7
F03035 19.6 31.3 326 31.8
F03036 16.3 25.2 34.7 26.5
Number of dams 12 12 12 12
Mean 20.0 27.5 292 26.1
S.D. 2.4 3.7 3.1 3.2
Significance NS NS NS NS
Statistical method AN AN AN AN

>: Excluded from analysis (not pregnant)
Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 13-4. Food consumption in dams during pregnancy

SF 150/75 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F04037 19.6 228 249 284
F04038 23.4 235 263 243
F04039 17.1 26.8 250 19.5
F04040 225 273 339 16.0
F04041 226 259 282 251
F04042 224 295  31.0 19.9
F04043 20.3 260 274 201
F04044 232 276 267 241
F04045 25.1 239 256 241

F04046 19.7 > >

F04047 194 226  28.1 303
F04048 222 324 315 258
Number of dams 11 11 11 11
Mean 21.6 26.2 28.1 234
S.D. 2.3 3.0 2.9 42
Significance NS NS NS NS
Statistical method AN AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 14-1. Food consumption in dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation
3
F01001 41.5
F01002 46.8
F01003 41.5
F01004 443
F01005 43.3
F01006 37.1
F01007 42.1
F01008 54.3
F01009 40.1
F01010 40.9
F01012 43.0
Number of dams 11
Mean 43.2
S.D. 4.4
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 14-2. Food consumption in dams during lactation

SF 15 mg/kg
Dam No. Days of lactation
3
F02013 359
F02014 39.3
F02015 44.9
F02016 38.5
F02017 37.5
F02018 53.1
F02019 38.2
F02020 55.2
F02021 43.2
F02022 45.0
F02023 39.0
F02024 49.2
Number of dams 12
Mean 433
S.D. 6.4
Significance NS
Statistical method KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 14-3. Food consumption in dams during lactation

SF 50 mg/kg
Dam No. Days of lactation
3
F03025 41.3
F03026 43.2
F03027 43.6
F03028 38.0
F03029 40.5
F03030 41.7
F03031 48.8
F03032 50.3
F03033 37.1
F03034 42.0
F03035 46.7
F03036 45.0
Number of dams 12
Mean 43.2
S.D. 4.0
Significance NS
Statistical method KW

Significantly different from the control group (*: P<0.05, **: P<(.01).
NS: Not significantly different from the control group.
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 14-4. Food consumption in dams during lactation

SF 150/75 mg/kg

Dam No. Days of lactation
3
F04037 41.7
F04038 46.4
F04039 384
F04040 19.2
F04041 46.5
F04042 40.4
F04043 30.1
F04044 49.2
F04045 48.4
F04047 39.6
F04048 51.9
Number of dams 11
Mean 41.1
S.D. 9.5
Significance NS
Statistical method KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 15-1. Functional findings of male rats at the end of the dosing period

Cotrol (vehicle: water for injection)

Male
Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M01001 2 2 2 2 + + +
M01002 2 2 2 2 + + +
MO01003 2 2 2 2 + + +
MO01004 2 2 2 2 + + +
MO01005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +:5

2 or +, normal

SF (15 mg/kg)

Male
Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M02013 2 2 2 2 + + +
M02014 2 2 2 2 + + +
MO02015 2 2 2 2 + + +
M02016 2 2 2 2 + + +
M02017 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 15-2. Functional findings of male rats at the end of the dosing period

SF (50 mg/kg)

Male
Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M03025 2 2 2 2 + + +
M03026 2 2 2 2 + + +
M03027 2 2 2 2 + + +
M03028 2 2 2 2 + + +
MO03029 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +:5

2 or +, normal

SF (150/75 mg/kg)

Male
Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
MO04037 2 2 2 2 + + +
MO04038 2 2 2 2 + + +
M04039 2 2 2 2 + + +
MO04040 2 2 2 2 + + +
M04041 2 2 2 2 + + +
Total 2:5 ' 2:5 2:5 2:5 +:5 +5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 16-1. Functional findings of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F01003 2 2 2 2 + + +
F01004 2 2 2 2 + + +
F01005 2 2 2 2 + + +
F01006 2 2 2 2 + + +
F01010 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +5
2 or +, normal
SF (15 mg/kg)
Female, dam
Female No. Righting reflex Visual placing Pupiliary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F02013 2 2 2 2 + + +
F02014 2 2 2 2 + + +
F02015 2 2 2 2 + + +
"F02016 2 2 2 2 + + +
F02017 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 16-2. Functional findings of female rats at the end of the dosing period

SF (50 mg/kg)

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F03025 2 2 2 2 + + +
F03026 2 2 2 2 + + +
F03030 2 2 2 2 + + +
F03033 2 2 2 2 + + +
F03036 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +5

2 or +, normal

SF (150/75 mg/kg)

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F04037 2 2 2 2 + + +
F04038 2 2 2 2 + + +
F04041 2 2 2 2 + + +
F04042 2 2 2 2 + + +
F04047 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +:5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 16-3. Functional findings of female rats , satellite group

Control (vehicle: water for injection)
Female, satelite group

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F05049 2 2 2 2 + + +
F05050 2 2 2 2 + + +
F05051 2 2 2 2 + + +
F05052 2 2 2 2 + + +
F05053 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +5

2 or +, normal

SF (150/75 mg/kg)
Female, satelite group

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F06059 2 2 2 2 + + +
F06064 2 2 2 2 + + +
F06065 2 2 2 2 + + +
F06066 2 2 2 2 + + +
F06067 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 17. Assessment of grip strength of male rats

Control (vehicle: water for injection)

Male No. Administration period
Forelimb Hindlimb
(kg) (kg)
MO01001 1.025 0.746
MO01002 1.247 0.847
M01003 1.137 0.944
MO01004 1.147 0.980
MO01005 1.142 0.839
Number of males 5 5
Mean 1.140 0.871
S.D. 0.079 0.093
SF (15 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(kg) (kg)
M02013 1.153 0.704
M02014 1.192 0.873
M02015 1.158 0.879
M02016 1.203 0.913
M02017 0.992 0.842
Number of males 5 5
Mean 1.140 0.842
S.D. 0.085 0.081

SF (50 mg/kg)
Male No. Administration period
Forelimb Hindlimb
kg) (kg)
M03025 1.192 0.892
- M03026 1.115 0.833
M03027 1.094 0.686
M03028 1.130 0.814
M03029 1.099 0.824
Number of males 5 5
Mean 1.126 0.810
S.D. 0.040 0.076
SF(150/75 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(kg) (kg)
M04037 1.106 0.923
M04038 1.050 0.921
M04039 1.110 0.846
M04040 1.171 0.895
M04041 1.222 0.910
Number of males 5 5
Mean 1.132 0.899
S.D. 0.066 0.032
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 18. Assessment of grip strength of female rats

Control (vehicle: water for injection) SF (50 mg/kg)
Female No. Administration period Female No. Administration period
Forelimb Hindlimb Forelimb Hindlimb
(kg) (kg) (kg) (kg)
F01003 1.003 0.724 F03025 1.186 0.747
F01004 1.249 0.751 F03026 1.082 0.607
F01005 0.991 0.784 F03030 1.017 0.672
F01006 1.251 0.683 F03033 1.228 0.748
F01010 1.098 0.803 F03036 1.070 0.721
Number of females 5 5 Number of females 5 5
Mean 1.118 0.749 Mean . 1.117 0.699
S.D. 0.127 0.048 S.D. 0.087 0.060
SF (15 mg/kg) ' SF (150/75 mg/kg)
Female No. Administration period Female No. Administration period
Forelimb Hindlimb Forelimb Hindlimb
(kg) (kg) (kg) (kg)
F02013 1.077 0.944 F04037 1.156 0.689
F02014 1.086 0.714 F04038 1.309 0.503
F02015 0.976 0.685 F04041 1.095 0.551
F02016 1.086 0.686 F04042 1.116 0.812
F02017 1.018 0.651 F04047 1.034 0.718
Number of females 5 5 Number of females 5 5
Mean 1.049 0.736 Mean 1.142 0.655
S.D. 0.050 0.118 S.D. 0.103 0.126
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 19. Assessment of grip strength of female rats, satellite group

Control (vehicle: water for injection)

Female No. Administration period
Forelimb Hindlimb
kg) (kg)
F05049 1.097 0.657
F05050 1.093 0.807
F05051 1.121 0.867
F05052 1.188 0.686
F05053 1.086 0.831
Number of females 5 5
Mean 1.117 0.770
S.D. 0.042 0.093

SF (150/75 mg/kg)
Female No. Administration period
Forelimb Hindlimb
(kg) (kg)
F06059 1.112 0.811
F06064 1.195 0.911
F06065 1.253 0.693
F06066 1.042 0.699
F06067 1.187 0.795
Number of females 5 5
Mean 1.158 0.782
S.D. 0.082 0.090
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 20-1. Motor activity of male rats

Control (vehicle: water for injection)

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M01001 1056 974 883 789 3702 37 22 36 10 105
MO01002 1134 1056 911 319 3420 40 27 28 9 104
MO01003 1075 1121 1094 893 4183 37 31 24 10 102
MO01004 1230 1246 999 669 4144 34 25 16 23 98
M01005 1389 1380 1311 1085 5165 40 39 40 30 149
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1177 1155 1040 751 4123 38 29 29 16 112
S.D. 137 160 173 286 664 3 7 10 10 21
SF (15 mg/kg)
Male No. Administration period

Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
MO02013 1100 875 694 54 2723 31 20 17 0 68
M02014 997 1089 1015 . 932 4033 31 30 30 36 127
MO02015 1439 1217 1286 1275 5217 58 40 40 43 181
M02016 1074 1072 1100 900 4146 35 21 28 9 93
MO02017 1285 1340 1180 978 4783 37 35 22 25 119
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1179 1119 1055 828 4180 38 29 27 23 118
S.D. 180 174 225 458 947 11 9 9 18 42
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 20-2. Motor activity of male rats

SF (50 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M03025 996 1205 697 667 3565 28 32 11 13 84
M03026 1174 1157 854 660 3845 35 25 12 25 97
M03027 824 793 720 382 2719 37 38 29 13 117
M03028 1205 984 1121 1002 4312 42 18 31 23 114
M03029 1200 1012 736 995 3943 46 38 21 29 134
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1080 1030 826 741 3677 38 30 21 21 109
S.D. 167 162 176 262 598 7 9 9 7 19
SF (150/75 mg/kg)
Male No. Administration period

Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
MO04037 1744 1719 1465 1103 6031 29 15 14 9 67
M04038 986 798 661 204 2649 26 15 16 1 58
M04039 1101 823 383 429 2736 41 18 6 3 68
M04040 1378 1084 707 559 3728 42 21 11 13 87
M04041 884 814 920 628 3246 28 26 23 13 90
Number of males 5 5 5. 5 5 5 5 5 5 5
Mean 1219 1048 827 585 3678 33 19 14 8 74
S.D. 347 394 405 332 1385 8 5 6 6 14
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 21-1. Motor activity of female rats

Ccontrol (vehicle: water for injection)

Female No. Administration period
Ambulation (counts) Rearing (counts)

S5min 10min 15min 20min Total S5min 10min’ 15min 20min Total
F01003 979 514 217 357 2067 22 6 0 0 28
F01004 973 550 623 401 2547 20 5 0 0 25
F01005 1054 890 451 465 2860 27 17 12 4 60
F01006 870 238 384 8 1500 16 7 5 0 28
F01010 689 388 354 424 1855 40 33 18 12 103
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 913 516 406 331 2166 25 14 7 3 49
S.D. 141 242 . 148 185 542 9 12 - 8 34
SF (15 mg/kg)
Female No. Administration period

Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F02013 1056 876 499 323 2754 27 9 13 4 53
F02014 1084 608 529 414 2635 29 10 4 2 45
F02015 1189 848 543 420 3000 31 10 0 9 50
F02016 1061 794 145 529 2529 24 12 0 11 47
F02017 1127 915 670 341 3053 32 17 7 3 59
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1103 808 477 405 2794 29 12 5 6 51
S.D. 55 120 197 81 227 3 3 5 4 5
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 21-2. Motor activity of female rats

SF (50 mg/kg)
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F03025 1050 1025 732 829 3636 30 12 6 6 54
F03026 1175 754 413 621 2963 34 18 15 68
F03030 1083 1012 867 444 3406 24 18 13 11 66
F03033 1042 863 171 477 2553 30 26 2 4 62
F03036 1192 986 896 800 3874 31 15 12 4 62
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1108 928 616 634 3286 30 18 7 8 62
S.D. 71 117 314 178 530 4 5 6 5 5
SF (150/75 mg/kg)
Female No. Administration period

Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F04037 904 901 599 916 3320 35 23 15 17 90
F04038 1258 650 400 325 2633 29 4 2 1 36
F04041 1399 609 771 231 3010 29 6 12 0 47
F04042 1553 1555 1127 984 5219 21 27 9 5 62
F04047 1129 718 708 340 2895 36 9 10 1 56
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1249 887 721 559 3415 30 14 10 5 58
S.D. 249 390 267 360 1038 6 10 5 7 20
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 22-1. Motor activity of female rats, satellite group

Control (vehicle: water for injection)

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F05049 1144 1064 942 817 3967 32 40 20 16 108
F05050 1037 1112 1085 1057 4291 25 30 54 32 141
F05051 1311 1395 - 1092 1217 5015 58 63 37 65 223
F05052 1024 687 680 834 3225 30 13 8 26 77
F05053 1151 810 540 639 3140 27 15 6 6 54
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1133 1014 868 913 3928 34 32 25 29 121
S.D. 115 277 248 226 779 13 20 20 22 66
SF (150/75 mg/kg)
Female No. Administration period

Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F06059 1226 1254 1179 1130 4789 38 30 28 17 113
F06064 1040 979 961 971 3951 33 24 32 37 126
F06065 1241 1214 1218 1335 5008 31 37 39 50 157
F06066 1076 1053 978 910 4017 35 35 34 29 133
F06067 1218 978 826 148 3170 42 35 23 4 104
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1160 1096 1032 899 4187 36 32 31 27 127
S.D. 95 131 163 451 734 4 5 6 18 20
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 23-1-1. Urinalysis in male rats

Control (vehicle: water for injection)

Quality Urinary sediments
Male No. ) Color Turbidity pH Protein  Glucose Ketone Bilirubin Occult Urobilinogen Red blood  White blood Casts  Crystals Epithelial
blood cells cells cells
MO0100t Light yellow - 7.0 2+ - * - - + - - - + -
MO01002 Light yellow - 7.0 + - + - - + - - - = -
MO01003 Light yellow - 7.5 + - - - - + - - - =+ -
MO01004 Light yellow - 7.0 + - - - - + - - - - -
M01005 Light yellow - 7.5 + - + - - + - - - £ -
. . Electrolyte, density Electrolyte, gross volume
Male No. UEEE /‘;‘fl‘l‘r’)ﬂe Specific (mEq/L) (mEg/24 hr)
gy G K Cl Na K cl
M01001 12.7 1.074 133.8 217.0 169.1 1.70 2.76 2.15
M01002 14.0 1.062 81.0 194.2 118.7 1.13 2.72 1.66
M01003 15.1 1.055 95.1 171.9 112.7 1.44 2.60 1.70
M01004 30.0 1.031 423 1179 § 54.0 1.27 3.54 1.62
MO01005 19.8 1.050 97.5 161.4 100.8 1.93 3.20 2.00
Number of males 5 5 5 5 5 5 5 5
Mean 18.3 1.054 89.9 172.5 111.1 1.49 2.96 1.83
+8.D. 7.1 0.016 33.0 37.3 41.2 0.32 0.39 0.24

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, -: negative

Protein, +: 10=and <30 mg/dL; +: 30=and < 100 mg/dL; 2+: 100 =and <300 mg/dL

Glucose, -: negative

Ketone, -: negative; +: 5=and <10 mg/dL; +: 10=and <40 mg/dL; 2-+: 40=and < 80 mg/dL

Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, =: normal; +: 2.0=and <4.0 mg/dL; 2+: 4.0=and <8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 23-1-2. Urinalysis in male rats

RERZE B R-12-008

SF (15 mg/kg)
Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
M02013 Light yellow - 6.0 + - + - - + - - - - -
M02014 Light yellow - 6.5 + - + - - + - - - + -
MO02015 Light yellow - 7.0 + - + - - * - - - * -
M02016 Light yellow - 7.0 + - - - - * - - - + -
MO02017 Light yellow - 7.0 + - + - - + - - - + -
Urine volume  Specific Electrolyte, density Electrolyt
Male No. (mL/24hr) eravity (mEq/L)
Na K Cl Na K Cl
M02013 11.0 1.070 134.9 164.7 158.4 1.48 1.81 1.74
M02014 113 1.070 128.6 2154§ 1387 1.45 2.43 1.57
M02015 154 1.055 127.5 148.4 100.8 1.96 229 1.55
M02016 228 1.044 90.0 146.2 105.0 2.05 3.33 2.39
M02017 159 1.063 100.5 173.4 137.2 1.60 2.76 2.18
Number of males 5 5 5 5 5 5 5 5
Mean 153 1.060 116.3 169.6 128.0 1.71 2.52 1.89
+S.D. 4.8 0.011 19.8 28.0 24.5 0.28 0.57 0.38

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative
Protein, +: 10=and <30 mg/dL; +: 30 =and < 100 mg/dL; 2+: 100=and <300 mg/dL

Glucose, -: negative

Ketone, -: negative; +: 5=and <10 mg/dL; +: 10=and <40 mg/dL; 2+: 40=<and < 80 mg/dL

Bilirubin, -: negative

Occult blood, -: negative
Urobilinogen, +: normal; +: 2.0=and <4.0 mg/dL; 2+: 4.0=and < 8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 23-1-3. Urinalysis in male rats

SF (50 mg/kg)

Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Occult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
MO03025 Light yellow - 6.0 + - + - - + - - - + -
M03026 Light yellow - 6.5 + - + - - + - - - - -
M03027 Light yellow - 6.0 + - + - - + - - - - -
M03028 Light yellow - 6.0 + - + - - + - - - - -
M03029 Light yellow - 6.5 + - - - - & - - - - -
Urine volume  Specific Electrolyte, density Electrolyt
Male No. (mL/24hr) eravity (mEq/L)
Na K Cl Na K Cl
M03025 19.8 1.049 57.5 128.5 94.8 1.14 2.54 1.88
M03026 16.5 1.057 90.1 157.2 99.8 1.49 2.59 1.65
M03027 174 1.056 92.6 163.4 106.7 1.61 2.84 1.86
MO03028 13.0 1.074 120.8 201.1§ 142.4 1.57 2.61 1.85
M03029 25.6 1.042 85.8 130.3 § 94.5 2.20 3.34 2.42
Number of males 5 5 5 5 5 5 5 5
Mean 18.5 1.056 89.4 156.1 107.6 1.60 2.78 1.93
+8.D. 4.7 0.012 22.5 29.6 20.1 0.38 0.33 0.29

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative
Protein, =: 10=and <30 mg/dL; +: 30 =and <100 mg/dL; 2+: 100 =and <300 mg/dL

Glucose, -: negative
Ketone, -: negative; +: 5=and <10 mg/dL; +: 10=and <40 mg/dL; 2+: 40=<and < 80 mg/dL
Bilirubin, -: negative

Occult blood, -: negative
Urobilinogen, +: normal; +: 2.0=and <4.0 mg/dL; 2+: 4.0=and <8.0 mg/dL
Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 23-1-4. Urinalysis in male rats

SF (150/75 mg/ke)

Quality . Urinary sediments
Male No. i itheli
ae e Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Redblood  White blood Casts  Crystals Epithelial

blood cells cells cells

MO04037 Light yellow - 6.5 + - + - - + - - - + -

M04038 Light yellow - 6.5 + - + - - + - - - + +

M04039 Light yellow - 6.5 + - + - - + - - - + -

M04040 Light yellow - 6.5 + - + - - + - - - & -

M04041 Light yellow - 6.5 + - - - - + - - - - -

Electrolyte, density Electrolyt

Urine volume  Specific

Male No. . (mEq/L)
(m/2dhr)  gravity — K cl Na K cl
M04037 15.9 1.059 152.7 194.9 1254 2.43 3.10 1.99
M04038 26.1 1.041 91.0 141.5 84.5 2.38 3.69 2.21
M04039 16.5 1.058 131.1 172.7 112.2 2.16 2.85 1.85
M04040 16.9 1.062 149.1 1959§ 1263 2.52 3.31 2.13
M04041 18.6 1.035 49.2 113.3 § 18.9 0.92 2.11 0.35

Number of males 5 5 5 5 5 5 5 5

Mean 18.8 1.051 1146 163.7 93.5 2.08 3.01 1.71
+S.D. 4.2 0.012 44.0 35.8 45.0 0.66 0.59 0.77

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative

Protein, +: 10=and <30 mg/dL; +: 30=and <100 mg/dL; 2+: 100=and <300 mg/dL
Glucose, -: negative

Ketone, -: negative; +: 5=and <10 mg/dL; +: 10=and <40 mg/dL; 2+: 40=and <80 mg/dL
Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0=and <4.0 mg/dL; 2+: 4.0=and < 8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 23-2-1. Urinalysis in male rats of the recovery period

Ccontrol (vehicle: water for injection)

Quality Urinary sediments
Male No. Color Tﬁrbidity pH Protein  Glucose  Ketone  Bilirubin Occult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
: blood cells cells cells
MO1008 Light yellow - 6.5 2+ - + - - + - - - + -
M01009 Light yellow - 7.5 + - + - - + - - - + -
MO01010 Light yellow - 8.5 + - £ - - + - - - £ -
MO01011 Light yellow - 7.0 + - + - + + - - - + -
M01012 Light yellow - 7.5 + - + - - + - - - + -
Urine volume ~ Specific Electrolyte, density Electrolyte, gross volume
Male No. . (mEqg/L) (mEqg/24 hr)
(mL/24hr) gravity
Na K Cl Na K Cl
MO01008 15.4 1.072 132.6 251.0§ 1587 2.04 3.87 244
MO01009 13.7 1.074 158.8 271.1§ 1877 2.18 3.71 257
MO01010 15.2 1.062 109.9 217.6§ 1247 1.67 3.31 1.90
MO01011 18.8 1.050 97.7 198.3§ 1054 1.84 3.73 1.98
M01012 15.3 1.065 99.5 225.5 127.7 1.52 3.45 1.95
Number of males 5 5 5 5 5 5 5 5
Mean 15.7 1.065 119.7 232.7 140.8 1.85 3.61 217
£S.D. 1.9 0.010 259 28.6 324 0.27 0.23 0.31

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, -: negative
Protein, +: 10=and <30 mg/dL; +: 30=and < 100 mg/dL; 2+: 100 =and <300 mg/dL
Glucose, -: negative

Ketone, -: negative; £: 5=and< 10 mg/dL; +: 10=and <40 mg/dL; 2+: 40 =and < 80 mg/dL

Bilirubin, -: negative
Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0=and <4.0 mg/dL; 2+: 4.0=and < 8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 23-2-2. Urinalysis in male rats of the recovery period

SF (150/75 mg/kg)

Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose  Ketone  Bilirubin Oceult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
M04043 Light yellow - 7.0 + - + - - + - - - + -
M04044 Light yellow - 7.0 + - + - - + - - - + -
M04045 Light yellow - 7.5 + - * - - + - - - + -
M04047 Light yellow - 7.0 2+ - + - - + - - - + -
MO04048 Light yellow - 6.5 2+ - + - - 2+ - - - * -
Malo No. Urine volume Speci. fic Electr((r)lll)étcel; Ijdl)ensny E]ectro(lr):ltls:l/gzr‘(:si?r ;/olume
(mL/24hr) gravity
Na K Cl Na K Cl
M04043 12.6 1.053 69.0 182.1 60.6 0.87 2.29 0.76
M04044 10.1 1.066 86.8 182.3 § 73.2 0.88 1.84 0.74
M04045 13.3 1.058 112.6 227.7§ 129.8 1.50 3.03 1.73
M04047 7.4 1.074 115.9 213.1§ 86.6 0.86 1.58 0.64
M04048 7.8 1.077 99.0 212.9 § 52.6 0.77 1.66 0.41
Number of males 5 5 5 5 5 5 5 5
Mean 10.2 ** 1.066 96.7 203.6 80.6 * 0.98 ** 2.08 ¥+ (.86 **
+S.D. 2.7 0.010 19.3 20.5 30.4 0.30 0.60 0.51

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative

Protein, +: 10=and <30 mg/dL; +: 30=and < 100 mg/dL; 2+: 100= and <300 mg/dL
Glucose, -: negative

Ketone, -: negative; +: 5=and< 10 mg/dL; +: 10=<and <40 mg/dL; 2+: 40 <and < 80 mg/dL
Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, &: normal; +: 2.0 =and <4.0 mg/dL; 2+: 4.0=and <8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; «: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 24-1-1. Urinalysis in female rats, satellite group

Control (vehicle: water for injection)

KB E = R-12-008

Quality . Urinary sediments
Female No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Occult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
F05049 Light yellow - 6.5 - - - - - + - - - - -
F05050 Light yellow - 6.0 + - + - - + - - - + -
F05051 Light yellow - 7.0 - - - - - + - - - + -
F05052 Light yellow - 7.0 + - - - - + - - - + -
F05053 Light yellow - 7.0 - - - - - + - - - + -
Urine volume Specific Electrolyte, density Electrolyte, gross volume
Female No. . (mEq/L) (mEq/24 hr)
(mL/24hr) gravity
Na K Cl Na K Cl
F05049 9.3 1.064 129.6 1953§ 1238 1.21 1.82 1.15
F05050 5.2 1.067 1114 1685§ 107.0 0.58 0.88 0.56
F05051 14.3 1.048 75.7 162.8 93.1 1.08 2.33 1.33
F05052 9.0 1.060 77.0 167.7 § 86.8 0.69 1.51 0.78
F05053 10.4 1.061 109.8 186.2§ 136.6 1.14 1.94 1.42
Number of females 5 5 5 5 5 5 5 5
Mean 9.6 1.060 100.7 176.1 109.5 0.94 1.70 1.05
+S.D. 3.3 0.007 23.6 13.9 20.8 0.28 0.54 0.37

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.

Turbidity, -: negative
Protein, -: negative; +: 10 <and <30 mg/dL; +: 30=and < 100 mg/dL

Glucose, -: negative

Ketone, -: negative; +: 5=and <10 mg/dL; +: 10=and <40 mg/dL

Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0= and <4.0 mg/dL
Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 24-1-2. Urinalysis in female rats, satellite group

HEBRE B R-12-008

SF (150/75 mg/kg)
Quality Urinary sediments
Female No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Occult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
F06059 Light yellow - 6.0 - - - - - + - - - - -
F06064 Light yellow - 6.5 + - - - - + - - - - -
F06065 Light yellow + 6.0 2+ - + - - + - - - - +
F06066 Light yellow - 55 - - - - - + - - - - -
F06067 Light yellow - 6.0 - - - - - + - - - - +
. . Electrolyte, density Electrolyte, gross volume
Female No. UE}‘}‘E /‘;Zt‘:;’e Sg‘;z:f‘y" (mEq/L) (mEq/24 hr)
Na K Cl Na K Cl
F06059 11.6 1.029 51.0 89.8 § 253 0.59 1.04 0.29
F06064 14.7 1.029 52.1 94.4 18.6 0.77 1.39 0.27
F06065 15.8 1.051 77.3 155.5§ 1038 1.22 2.46 1.64
F06066 18.1 1.039 51.7 113.9 39.1 0.94 2.06 0.71
F06067 12.1 1.055 65.2 1654 § 83.6 0.79 2.00 1.01
Number of females 5 5 5 5 5 5 5 5
Mean 145 * 1.041 * 59.5 %% 123.8 * 54.1* 0.86 1.79 0.78
+S.D. 2.7 0.012 11.6 34.8 37.6 0.24 0.57 0.57

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative +: slight
Protein, -: negative; +: 10=and <30 mg/dL; +: 30=and < 100 mg/dL

Glucose, -: negative

Ketone, -: negative; +: 5 =and <10 mg/dL; +: 10 =and <40 mg/dL

Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0=and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 24-2-1. Urinalysis in female rats of the recovery period

Control (vehicle: water for injection)

Quality ' Urinary sediments
Female No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Ocoult Urobilinogen Redblood  White blood Casts” Crystalsb) Epithelial
blood cells” cells” cells”
F05054 Light yellow - 6.5 + - + - - 2+ - - - + -
F05055 Light yellow - 7.5 - - - - - & - - - - -
F05056 Light yellow - 7.0 + - + - - + - - - + -
F05057 Light yellow - 6.5 + - + - - * - - - - -
F05058 Light yellow - 6.5 - - - - - + - - - - -
. . Electrolyte, densit; Electrolyte, gross volume
Female No. Urine volume Spem.ﬁc (msllitq/L) ¢ (1yntEq/ng4 hr)
(mL/24hr) gravity
Na K Cl Na K Cl
F05054 10.3 1.068 144.8 2402 § 148.0 1.49 247 1.52
F05055 20.6 1.040 69.0 1544 89.2 142 3.18 1.84
F05056 6.5 1.053 87.4 1436 § 78.2 0.57 0.93 0.51
F05057 72 1.079 1359 252.7§ 1810 098 1.82 1.30
F05058 11.6 1.039 76.6 174.0 § 92.6 0.89 2.02 1.07
Number of females 5 5 5 5 5 5 5 5
Mean 11.2 1.056 102.7 193.0 117.8 1.07 2.08 1.25
+S8.D. 5.6 0.018 35.1 50.2 44.5 0.38 0.83 0.50

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, -: negative

Protein, -: negative; +: 10=and <30 mg/dL; +: 30=and <100 mg/dL; 2+: 100=and <300 mg/dL

Glucose, -: negative

Ketone, -: negative; +: 5=and <10 mg/dL; +: 10=and <40 mg/dL

Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0 =and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 24-2-2. Urinalysis in female rats of the recovery period

SF (150/75 mg/kg)
Quality Urinary sediments
Female No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Redblood - White blood Casts” Crystalsb) Epithelial
blood cells” cells” cells”
F06066 Light yellow - 6.5 + - + - - + - - - - -
F06067 Light yellow - 6.5 + - + - - + - - - + -
F06068 Light yellow - 7.0 - - - - - + - - - * -
Female No. Urine volume Specific Electr((l)rll}ét;}f)ensxty Electro(lytmg;lgzs}fr ;/olume
(mL/24hr) gravity
Na K Cl Na K Cl
F06066 5.8 1.066 81.6 169.8 51.7 0.47 0.98 0.30
F06067 8.1 1.064 115.0 220.1 123.8 0.93 1.78 1.00
F06068 14.3 1.036 71.6 111.3 § 77.3 1.02 1.59 1.11
Number of females 5 5 5 5 5 5 5 5
Mean 133 1.050 90.2 172.9 89.6 1.16 2.23 1.22
+S.D. 6.4 0.015 20.1 43.8 27.5 0.53 1.11 0.65

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative
Protein, -: negative; =: 10=and < 30 mg/dL; +: 30=and <100 mg/dL; 2+: 100=and <300 mg/dL
Glucose, -: negative
Ketone, -: negative; +: 5=and <10 mg/dL; +: 10=and <40 mg/dL
Bilirubin, -: negative
. Occult blood, -: negative
Urobilinogen, +: normal; +: 2.0 =and <4.0 mg/dL
Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 25-1-1. Hematological findings of male rats at the end of the dosing period

Control (vehicle: water for injection)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%uL) (g/dL) (%) (fL) (rg) (g/dL) (x10%uL) (sec) (sec)
M01001 790 14.6 41.5 52.5 18.5 352 104.1 17.4 25.8
M01002 812 14.9 41.2 50.7 18.3 36.2 103.0 15.1 23.5
MO01003 805 15.4 43.2 53.7 19.1 35.6 115.9 14.3 24.5
M01004 855 15.7 44.5 52.0 184 353 130.1 25.4 29.7
MO01005 902 16.0 454 50.3 17.7 352 117.1 28.3 30.3
Number of males 5 5 5 5 5 5 5 5 5
Mean 833 15.3 432 51.8 184 355 114.0 20.1 26.8
S.D. 46 0.6 1.8 1.4 0.5 04 11.1 6.3 3.1
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) (%) (%) (%) (%) (%) (%)
MO01001 61.1 20.3 1.5 0.0 4.7 73.5 3.33
M01002 81.9 24.1 2.7 0.0 6.5 66.7 4.60
M01003 69.6 259 2.0 0.0 33 68.8 2.67
M01004 58.7 19.8 2.0 0.0 5.5 72.7 2.65
MO01005 104.9 22.0 1.5 0.0 3.5 73.0 2.95
Number of males 5 5 5 5 5 5 5
Mean 75.2 22.4 1.9 0.0 47 70.9 3.24
S.D. 18.9 2.6 0.5 0.0 1.3 3.0 0.81
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 25-1-2. Hematological findings of male rats at the end of the dosing period

SF (15 mg/kg)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%uL)  (g/dL) (%) (fL) (rg) (g/dL) (x10%/uL) (sec) (sec)
M02013 863 15.8 43.5 504 18.3 36.3 98.5 223 27.4
M02014 932 16.7 46.4 49.8 17.9 36.0 117.9 24.0 27.4
M02015 791 14.5 42.1 53.2 18.3 344 99.1 17.5 28.0
MO02016 801 14.5 42.7 53.3 18.1 34.0 99.3 213 28.2
M02017 811 14.4 40.8 50.3 17.8 353 122.6 17.1 25.4
Number of males 5 5 5 5 5 5 5 5 5
Mean 840 15.2 43.1 51.4 18.1 352 107.5 204 27.3
S.D. " 59 1.0 2.1 1.7 0.2 1.0 11.8 3.0 1.1
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/uL) (%) (%) (%) (%) (%) (%)
M02013 75.6 12.8 1.5 0.1 2.1 83.5 2.28
M02014 63.4 134 14 0.0 33 81.9 2.83
MO02015 65.5 39.1 1.2 0.0 3.7 56.0 2.54
M02016 45.1 26.4 1.1 0.0 4.7 67.8 3.00
M02017 60.7 31.5 2.3 0.0 3.6 62.6 3.94
Number of males 5 5 5 5 5 5 5
Mean 62.1 24.6 1.5 0.0 3.5 70.4 292
S.D. 11.0 11.5 0.5 0.0 0.9 12.0 0.63

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.

The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 25-1-3. Hematological findings of male rats at the end of the dosing period

SF (50 mg/kg)
Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10uL) (gL %) (fL) (Gg) (@) (x10%uL)  (sec) (scc)
MO03025 801 15.2 43.4 54.2 19.0 35.0 94.5 19.1 § 30.5
M03026 858 15.2 42.0 49.0 17.7 36.2 123.0 22.9 25.5
M03027 775 15.6 46.8 60.4 20.1 33.3 104.3 17.6 26.2
M03028 811 14.9 424 52.3 18.4 35.1 108.4 23.7 29.7
M03029 825 15.7 44.8 54.3 19.0 35.0 98.6 23.0 28.7
Number of males 5 5 5 5 5 5 5 5 5
Mean 814 15.3 43.9 54.0 18.8 349 105.8 21.3 28.1
S.D. 31 0.3 2.0 4.2 0.9 1.0 11.0 2.7 2.2
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%pL) (%) (%) %) (%) (%) (%)
M03025 104.4 11.6 1.7 0.0 34 83.3 2.95
M03026 71.8 20.2 1.7 0.0 5.4 72.7 2.51
MO03027 64.7 19.3 1.7 0.0 4.0 75.0 3.19
M03028 65.8 232 1.8 0.0 3.3 71.7 3.86
M03029 59.0 314 1.0 0.0 2.0 65.6 2.96
Number of males 5 5 5 5 5 5 5
Mean 73.1 21.1 1.6 0.0 3.6 73.7 3.09
S.D. 18.1 7.2 0.3 0.0 1.2 6.4 0.49

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.

The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 25-1-4. Hematological findings of male rats at the end of the dosing period

SF (150/75 mg/kg)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(<10"uL) _ (g/dL) %) (fL) G2 (L) (<10%MD)  (sed) (sec)
M04037 795 14.6 41.3 51.9 184 354 120.3 17.3 25.6
M04038 791 15.0 43.0 54.4 19.0 34.9 129.1 159 20.5
M04039 828 15.2 44,7 54.0 18.4 34.0 110.7 24.5 30.0
M04040 892 15.9 45.1 50.6 17.8 353 136.3 224 27.6
M04041 773 14.5 422 54.6 18.8 344 111.0 143 24.2
Number of males 5 5 5 5 5 5 5 5 5
Mean 816 15.0 433 53.1 18.5 34.8 121.5 18.9 25.6
S.D. 47 0.6 1.6 1.8 0.5 0.6 11.2 44 3.6
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/uL) (%) (%) (%) (%) (%) (%)
MO04037 130.1 7.6 1.3 0.0 33 87.8 2.41
MO04038 120.7 253 1.3 0.0 3.1 70.3 481
M04039 69.2 21.9 2.3 0.0 4.0 71.8 4.11
MO04040 71.4 212 2.2 0.0 4.6 72.0 2.94
M04041 88.5 28.2 1.9 0.1 3.1 66.7 2.72
Number of males 5 5 5 5 5 5 5
Mean 96.0 20.8 1.8 0.0 3.6 73.7 3.40
S.D. 28.1 7.9 0.5 0.0 0.7 8.2 1.02

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.

The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 25-2-1. Hematological findings of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(<10%pL)  (g/dL) (%) (fL) (pg) (gdL)  (x10°%uL) (sec) (sec)
MO01008 730 13.6 39.0 534 18.6 349 89.3 12.7 20.7
MO01009 779 14.5 41.5 53.3 18.6 349 87.8 17.7 25.1
MO1010 787 14.1 41.9 53.2 17.9 33.7 121.2 15.7 25.2
MO1011 768 13.9 40.5 52.7 18.1 343 69.0 16.0 22.7
MO1012 812 13.9 41.6 51.2 17.1 334 96.6 189 29.2
Number of males 5 5 5 5 5 5 5 5 5
Mean 775 14.0 40.9 52.8 18.1 34.2 928 16.2 24.6
S.D. 30 0.3 1.2 0.9 0.6 0.7 18.9 23 3.2
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/uL) (%) (%) (%) (%) (%) (%)
MO01008 97.1 15.8 2.0 0.0 3.6 78.6 4.96
MO01009 105.1 18.4 1.5 0.1 42 75.8 3.30
MO01010 122.2 12.3 1.5 0.1 3.6 82.5 3.93
MO1011 v 979 11.2 22 0.0 3.5 83.1 343
MO01012 55.8 14.9 2.3 0.0 4.5 783 242
Number of males 5 5 5 5 5 5 5
Mean 95.6 14.5 1.9 .0.0 3.9 79.7 3.61
S.D. 24.4 2.9 04 0.1 0.4 3.1 0.93

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.

The re-measured values were employed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 25-2-2. Hematological findings of male rats at the end of the recovery period

SF (150/75 mg/kg)
Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%uL) (g/dL) (%) (fL) (pg) (gdL) _ (<10%uL) (sec) (sec)
M04043 772 14.1 42.6 55.2 18.3 33.1 107.5 17.6 28.9
M04044 785 14.3 437 55.7 18.2 327 84.3 25.1 313 §
M04045 784 14.2 425 54.2 18.1 334 1020 17.7 27.6
M04047 767 14.6 44.0 57.4 19.0 33.2 86.5 19.9 27.9
M04048 804 14.2 428 53.2 17.7 332 106.3 14.6 23.7
Number of males 5 5 5 5 5 5 5 5 5
Mean 782 14.3 43,1 ok 55.1 * 18.3 331 * 97.3 19.0 27.9
S.D. 14 0.2 0.7 1.6 0.5 0.3 11.1 3.9 2.8
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10*/pL) (%) (%) (%) (%) (%) (%)
M04043 92.1 6.8 1.1 0.0 34 88.7 2.43
M04044 73.0 14.0 14 0.1 33 81.2 2.74
M04045 72.6 17.0 14 0.0 3.4 78.2 2.71
M04047 68.5 25.8 2.2 0.0 4.7 67.3 2.13
M04048 72.0 16.6 1.3 0.0 2.4 79.7 3.11
" Number of males 5 5 5 5 5 5 5
Mean 75.6 16.0 1.5 0.0 34 79.0 2.62
S.D. 9.4 6.8 04 0.0 0.8 79 0.37

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.

The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 26-1-1. Hematological findings of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%uL) (g/dL) (%) (fL) (pg) (g/dL) (x10*uL) (sec) (sec)
F01003 697 13.9 41.5 59.5 19.9 335 120.6 13.1 22.1
F01004 677 13.3 40.2 59.4 19.6 33.1 114.7 12.9 22.0
F01005 694 14.2 42.1 60.7 20.5 337 121.5 12.9 18.1
F01006 506 11.1 349 69.0 21.9 31.8 165.3 12.4 20.0
Fo1010 712 14.7 43.1 60.5 20.6 341 118.9 12.5 18.6
Number of females 5 5 5 5 5 5 5 5 5
Mean 657 13.4 40.4 61.8 20.5 332 128.2 12.8 20.2
S.D. 85 1.4 3.2 4.1 0.9 0.9 20.9 0.3 1.9
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/pL) (%) (%) (%) (%) (%) (%)
F01003 86.4 34.6 1.3 0.0 4.3 59.8 10.53
F01004 118.9 26.6 04 0.0 3.6 69.4 8.88
F01005 90.6 233 0.8 0.0 4.4 71.5 7.49
F01006 73.7 11.6 0.1 0.0 34 84.9 20.61
F01010 66.0 27.0 0.9 0.0 3.8 68.3 7.90
Number of females 5 5 5 5 5 5 5
Mean 87.1 24.6 0.7 0.0 3.9 70.8 11.08
S.D. 20.3 8.4 0.5 0.0 0.4 9.1 545
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 26-1-2. Hematological findings of female rats at the end of the dosing period

SF (15 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%uL) (g/dL) (%) (fL) (rg) (g/dL) (x10%uL) (sec) (sec)
F02013 730 13.4 40.1 54.9 18.4 334 107.7 13.0 18.8
F02014 680 13.8 40.9 60.1 20.3 33.7 121.6 124 20.6
F02015 759 14.5 42.8 56.4 19.1 339 97.2 11.7 18.2
F02016 643 13.0 394 61.3 20.2 33.0 128.7 12.5 18.2
F02017 684 124 38.5 56.3 18.1 322 104.0 13.4 19.9
Number of females 5 5 5 5 5 5 5 5 5
Mean 699 13.4 40.3 57.8 19.2 332 111.8 12.6 19.1
S.D. 46 0.8 1.6 2.7 1.0 0.7 13.0 0.6 1.1
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10*/uL) (%) (%) (%) (%) (%) (%)
F02013 71.4 29.7 1.8 0.0 59 62.6 5.45
F02014 83.3 18.2 0.8 0.1 3.1 71.8 7.53
F02015 146.4 343 0.8 0.1 4.0 60.8 7.39
F02016 123.3 13.2 04 0.0 34 83.0 7.59
F02017 91.2 315 1.2 0.0 38 63.5 6.83
Number of females 5 5 5 5 5 5 5
Mean 103.1 254 1.0 0.0 4.0 69.5 6.96
S.D. 30.9 9.2 0.5 0.1 1.1 10.1 0.89

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 26-1-3. Hematological findings of female rats at the end of the dosing period

SF (50 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(10%uL)  (g/dL) (%) (fL) (r2) (g/dl)  (x10%pL) (sec) (sec)

F03025 650 12.3 37.3 574 18.9 33.0 164.7 13.1 20.6
F03026 652 13.3 399 61.2 20.4 333 130.6 12.8 20.2
F03030 709 13.7 41.5 58.5 19.3 33.0 98.4 12.9 19.0
F03033 712 13.8 41.1 57.7 194 33.6 99.0 - 13.0 20.5
F03036 660 13.5 41.3 62.6 20.5 32.7 124.1 12.5 21.6
Number of females 5 5 5 5 5 5 5 5 5
Mean 677 13.3 40.2 59.5 19.7 331 1234 12.9 20.4
S.D. 31 0.6 1.7 2.3 0.7 0.3 27.3 0.2 0.9
Female No. WBC NEUT EOSI BASO MONO LYMPH . RET

(X10%uL) (%) (%) (%) (%) (%) (%)
F03025 144.6 17.9 0.9 0.0 3.0 78.2 7.71
F03026 87.0 343 1.0 0.0 3.8 60.9 6.87
F03030 51.9 17.2 1.7 0.0 5.0 76.1 6.75
F03033 71.5 14.9 0.6 0.0 3.4 81.1 4.78
F03036 58.5 47.4 0.5 0.0 4.6 47.5 10.63
Number of females 5 5 5 5 5 5 5
Mean 82.7 26.3 0.9 0.0 4.0 68.8 7.35
S.D. 37.1 14.1 0.5 0.0 0.8 14.2 2.13

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.

The re-measured values were employed as the data.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 26-1-4. Hematological findings of female rats at the end of the dosing period

SF (150/75 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT

(x10*uL) (g/dL) (%) (fL) (rg) (g/dL) (x10%uL) (sec) (sec)
F04037 612 11.9 37.0 60.5 19.4 322 108.4 11.8 20.1
F04038 669 12.8 38.0 56.8 19.1 33,7 121.8 12.5 19.2
F04041 776 14.3 42.7 55.0 184 33.5 123.5 11.2 17.8
F04042 672 13.4 40.8 60.7 19.9 32.8 107.8 12.8 21.4
F04047 708 13.6 40.8 57.6 19.2 333 117.1 12.5 21.0
Number of females 5 5 5 5 5 5 5 5 5
Mean 687 13.2 39.9 58.1 19.2 33.1 115.7 12.2 19.9
S.D. 60 0.9 2.3 2.5 0.5 0.6 7.3 0.7 1.4
Female No. WBC NEUT EOSI BASO MONO LYMPH RET

(x10/uL) (%) (%) (%) (%) (%) (%)
F04037 1174 51.9 1.7 0.0 3.7 427 7.54
F04038 76.3 133 1.0 0.0 42 81.5 6.25
F04041 110.2 384 1.2 0.1 4.8 55.5 5.39
F04042 103.0 46.9 1.7 0.0 4.1 473 5.52
F04047 56.4 20.6 0.9 0.0 3.0 75.5 8.05
Number of females 5 5 5 5 5 5 5
Mean 92.7 34.2 1.3 0.0 4.0 60.5 6.55
S.D. 255 16.7 04 0.0 0.7 17.2 1.20

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 26-2-1. Hematological findings of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(<10%uL)  (g/dL) (%) (fL) (Pg) (L)  (<10°L)  (sec) (sec)
F05049 816 154 435 53.3 18.9 35.4 101.8 11.1 18.4
F05050 775 14.7 41.0 52.9 19.0 359 112.2 11.5 20.7
F05051 767 14.5 40.3 52.5 18.9 36.0 119.1 11.6 19.7
F05052 766 14.4 41.6 54.3 18.8 34.6 1054 11.1 18.7
F05053 799 14.9 42.5 53.2 18.6 35.1 91.2 12.0 17.9
Number of females 5 5 5 5 5 5 5 5 5
Mean 785 14.8 41.8 53.2 18.8 354 105.9 11.5 19.1
S.D. 22 04 1.3 0.7 0.2 0.6 10.6 0.4 1.1
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/pL) (%) (%) (%) (%) (%) (%)
F05049 74.7 104 1.9 0.0 1.9 85.8 3.48
F05050 115.7 9.9 0.8 0.0 24 86.9 3.07
F05051 66.6 11.7 0.9 0.0 3.0 844 2.25
F05052 57.6 19.1 1.0 0.0 2.1 77.8 3.25
F05053 423 10.6 1.9 0.0 24 85.1 3.08
Number of females 5 5 5 5 5 5 5
Mean 71.4 12.3 1.3 0.0 24 84.0 3.03
S.D. 27.5 3.8 0.6 0.0 04 3.6 0.46
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 26-2-2. Hematological findings of female rats at the end of the dosing period, satellite group

SF (150/75 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/uL) (g/dL) (%) (fL) (rg) (g/dL) (<10%/uL) (sec) (sec)
F06059 801 15.2 432 53.9 19.0 35.2 99.5 11.6 16.9
F06064 706 13.5 38.9 55.1 19.1 34.7 102.1 114 17.5
F06065 770 14.9 422 54.8 19.4 353 142.8 12.1 23.0
Number of females 3 3 3 3 3 3 3 3 3
Mean 759 14.5 41.4 54.6 * 19.2 * 35.1 114.8 11.7 19.1
S.D. 48 0.9 2.3 0.6 0.2 0.3 243 04 34
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/pL) (%) (%) (%) (%) (%) (%)
F06059 55.0 7.2 2.4 0.0 2.4 88.0 3.14
F06064 81.4 4.6 1.7 0.0 1.6 92.1 2.63
F06065 69.6 9.0 1.7 0.1 34 85.8 3.00
Number of females 3 3 3 3 3 3 3
Mean 68.7 6.9 1.9 0.0 2.5 88.6 2.92
S.D. 13.2 2.2 04 0.1 0.9 3.2 0.26

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 26-3-1. Hematological findings of female rats at the end of the recovery period

Control (vehicle: water for injectio)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%uL) (g/dL) (%) (fL) (rg) (g/dl)  (x10%uL) (sec) (sec)
F05054 819 15.2 44.8 54.7 18.6 339 97.4 12.1 25.8
F05055 787 14.6 42.1 53.5 18.6 347 89.0 12.1 21.0
F05056 769 14.3 433 56.3 18.6 33.0 93.3 12.3 23.4
F05057 668 12.8 38.4 57.5 19.2 333 89.0 12.4 20.9
F05058 691 12.9 384 55.6 18.7 336 80.5 11.6 22.0
Number of females 5 5 5 5 5 5 5 5 5
Mean 747 14.0 41.4 55.5 18.7 337 89.8 12.1 22.6
S.D. 65 1.1 29 1.5 0.3 0.7 6.3 0.3 2.0
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/pL) (%) (%) (%) (%) (%) (%)
F05054 394 20.3 3.8 0.0 5.6 70.3 3.64
F05055 53.3 20.4 2.3 0.0 3.6 73.7 3.17
F05056 429 9.1 2.3 0.0 2.8 85.8 2.40
F05057 304 17.2 2.3 0.0 39 76.6 2.83
F05058 253 23.7 2.8 0.0 5.1 68.4 3.11
Number of females 5 5 5 5 5 5 5
Mean 383 18.1 2.7 0.0 42 75.0 3.03
S.D. 10.9 5.6 0.7 0.0 1.1 6.8 0.46
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 26-3-2. Hematological findings of female rats at the end of the recovery period

SF (150/75 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%uL) (g/dL) (%) (fL) (pg) (gdl)  (x10%pL) (sec) (sec)
F06066 690 13.5 41.3 59.9 19.6 32.7 68.8 11.7 19.6
F06067 875 16.2 43.6 49.8 18.5 372 # 11.6 19.1
F06068 675 12.4 38.2 56.6 18.4 325 68.8 12.3 18.6
Number of females 3 3 3 3 3 3 2 3 3
Mean 747 14.0 41.0 55.4 18.8 34.1 68.8 11.9 19.1 *
S.D. 111 2.0 2.7 52 0.7 2.7 0.0 0.4 0.5
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/uL) (%) (%) (%) (%) (%) (%)
F06066 51.3 16.0 2.3 0.0 3.7 78.0 2.33
F06067 51.8 15.4 2.9 0.0 2.5 79.2 2.08
F06068 42.0 19.8 12 0.0 3.8 75.2 2.72
Number of females 3 3 3 3 3 3 3
Mean 484 17.1 2.1 0.0 3.3 77.5 2.38
S.D. 5.5 2.4 0.9 0.0 0.7 2.1 0.32

# The data was not avaiavle because the first and second measurements were out of the control value
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 27-1-1. Biochemical findings of male rats at the end of the dosing period

Control (vehicle: water for injection)

HERE 2 R-12-008

Total . Total . . .. . . .. Total
Male No. prgt:in Albumin A/G Glucose cholzsi:erol Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine biligubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L pmol/L mg/dL mg/dL mg/dL U/L
M01001 5.8 3.6 1.64 140 30 22 61 65 32 0 163 15.6 18 0.6 0.05 316
M01002 57 35 1.59 126 49 29 83 72 33 0 344 9.7 17 0.5 0.05 380
MO01003 5.3 34 1.79 128 51 26 86 53 26 0 66 5.5 18 0.4 0.05 235
MO1004 5.6 37 1.95 130 57 30 91 57 25 0 306 135 20 0.5 0.05 386
MO1005 58 36 1.64 133 49 23 76 61 25 0 65 7.0 19 0.6 0.05 293
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mcan 5.6 36 1.72 131 47 26 79 62 28 0 189 10.3 18 0.5 0.05 322
S.D. 0.2 0.1 0.15 5 10 4 12 7 4 0 131 4.3 1 0.1 0 63
Control (vehicle: water for injection)
Male No. Inorganic Ca Na K cl
phosphorus
mg/dL mg/dL mEg/L mEq/L mEq/L
M01001 64 - 9.3 142.1 432 105.9
M01002 6.0 9.4 144.2 3.97 108.4
M01003 6.1 9.2 143.2 4.20 107.4
M01004 5.9 9.7 143.4 4.18 107.9
M01005 5.8 9.7 143.9 3.7 107.3
Number of males 5 5 5 5 5
Mean 6.0 9.5 143.4 4.08 107.4
S.D. 0.2 0.2 0.8 0.24 0.9
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 27-1-2. Biochemical findings of male rats at the end of the dosing period

SF 15 mg/kg
Toal - bumin AG Gloose . " Trgivceride Phospholipid  AST ALT +-GTP IDH  Bileacd  BUN  Creatinine O\ ALP
Male No. protein cholesterol bilirubin
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L UL pmol/L mg/dL mg/dL mg/dL U/L
M02013 53 34 1.79 132 51 16 82 72 32 0 123 8.9 18 0.5 0.06 266
M02014 52 3.6 225 132 36 19 68 74 41 0 93 20.5 20 0.5 0.06 299
M02015 5.6 33 143 106 59 24 91 67 31 0 82 5.2 24 0.5 0.05 384
M02016 54 34 1.70 119 33 24 63 79 36 0 44 12.8 20 0.6 0.05 380
M02017 53 3.4 1.79 118 46 32 30 69 30 0 60 9.3 16 0.5 0.05 294
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 54 34 1.79 121 45 23 77 72 34 0 80 11.3 20 0.5 0.05 325
S.D. 0.2 0.1 0.30 11 11 6 11 5 5 0 30 5.8 3 -0 0.01 54
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN AN AN KW AN AN AN AN KW AN AN AN AN AN
SF 15 mg/kg
Inorganic
Male No. phospghorus Ca Na K cl
mg/dL mg/dL mEq/L mEq/L mEq/L
M02013 50 8.8 144.2 3.73 109.7
M02014 6.2 9.2 144.0 4.13 107.7
M02015 6.0 9.1 143.7 3.7 107.1
M02016 6.5 9.3 143.2 4.29 106.6
M02017 53 9.2 143.9 391 108.1
Number of males 5 5 5 5 5
Mean 58 9.1 143.8 395 107.8
S.D. 0.6 0.2 0.4 0.25 1.2
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 27-1-3. Biochemical findings of male rats at the end of the dosing period

SF 50 mg/kg
Total . Total . . . R - Total
Male No. protein Albumin A/G Glucose cholesterol Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L UL UL U/L umol/L mg/dL mg/dL mg/dL U/L
M03025 53 35 1.94 124 74 20 101 90 50 0 114 12.9 16 0.6 0.11 511
M03026 52 34 1.89 121 39 18 67 69 28 0 175 16 19 0.5 0.06 297
M03027 5.0 35 233 141 52 59 96 56 23 0 93 6.6 17 0.4 0.06 359
M03028 5.0 33 1.94 111 41 38 74 67 31 0 54 5.6 19 0.4 0.07 328
M03029 53 35 1.94 121 37 17 67 72 29 0 181 4.8 18 0.5 0.05 434
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 52 34 2.01 124 49 30 81 71 32 0 123 9.2 18 0.5 0.07 386
S.D. 0.2 0.1 0.18 11 15 18 16 12 10 0 54 5.0 1 0.1 0.02 87
Significance ** NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN AN AN KW AN AN AN AN KW AN AN AN AN AN
SF 50 mg/kg
Inorganic
Male No. phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
M03025 7.7 92 143.4 4.38 106.0
M03026 55 9.1 143.3 4.27 106.9
M03027 7.6 8.7 1442 4.13 109.4
M03028 6.2 9.4 144.0 3.83 107.2
M03029 5.7 9.3 144.6 3.62 107.5
Number of males 5 5 5 5 5
Mean 6.5 9.1 143.9 4.05 107.4
S.D. 1 0.3 0.5 0.32 1.3
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 27-1-4. Biochemical findings of male rats at the end of the dosing period

SF 150/75 mg/kg

HEBRE S R-12-008

Total . Total . . . o - Total
Male No. protein Albumin A/G Glucose cholesterol Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L UL UL pmol/L mg/dL mg/dL mg/dL UL
M04037 52 34 1.89 148 45 28 75 58 28 0 181 123 19 0.6 0.08 403
M04038 5.8 3.8 1.90 146 41 20 69 62 30 0 398 6.4 17 0.6 0.07 286
M04039 52 3.6 225 106 45 19 78 9 40 0 178 17.9 16 0.5 0.06 430
M04040 52 3.6 225 138 63 72 107 73 40 0 146 11.5 23 0.5 0.07 319
M04041 4.9 32 1.88 139 33 19 58 61 32 0 39 4.6 15 04 0.05 285
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.3 35 2.03 135 45 32 77 70 34 0 188 10.5 18 0.5 0.07 345
S.D. 0.3 0.2 0.20 17 11 23 18 16 6 0 131 5.3 3 0.1 0.01 68
Significance * NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN AN AN KW AN AN AN AN KW AN AN AN AN AN
SF 150/75 mg/kg
Inorganic
Male No. phosphorus Ca Na K cl
mg/dL mg/dL mEg/L mEq/L mEq/L
M04037 6.0 9.1 142.9 4.05 108.4
M04038 6.1 9.8 1437 3.93 106.2
M04039 6.4 9.4 143.6 4.09 107.3
M04040 5.7 9.2 143.0 3.85 108.3
M04041 6.8 9.1 1449 3.54 109.9
Number of males 5 5 5 5 5
Mean 6.2 9.3 143.6 3.89 108
S.D. 0.4 0.3 0.8 0.22 14
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 27-2-1. Biochemical findings of male rats at the end of the recovery period

Control (vehicle: water for injection)
Total Total Total

Male No. . Albumin AIG Glucose Triglyceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine e ALP
protein cholesterol bilirubin

g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL U/L UL U/L umol/L mg/dL mg/dL mg/dL U/L
M01008 55 3.6 1.89 133 59 16 87 85 37 0 270 27.1 15 0.6 0.08 277
M01009 53 3.6 2.12 125 38 21 66 74 39 0 109 10.0 15 0.5 0.07 301
M01010 5.9 38 1.81 143 87 46 120 52 24 0 67 13.0 15 0.5 0.06 212
M01011 5.6 3.6 1.80 151 72 17 94 72 27 0 195 58.3 15 0.6 0.08 271
M01012 54 3.6 2.00 138 48 15 78 64 28 0 74 11.7 14 0.5 0.05 384
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.5 3.6 1.92 138 61 23 89 69 31 0 143 24.0 15 0.5 0.07 289
SD. 0.2 0.1 0.14 10 19 13 20 12 7 0 87 20.3 0 0.1 0.01 62

Control (vehicle: water for injection)

Inorganic
Male No. phospghorus Ca Na K a
mg/dL mg/dL mEq/L mEq/L mEq/L

M01008 6.8 9.1 143.2 3.58 106.0
M01009 6.4 93 141.7 3.93 106.2
M01010 5.7 9.8 143.0 3.54 105.2
MO01011 5.3 92 143.6 3.90 106.0
M01012 49 9.2 143.6 3.50 108.6
Number of males 5 5 5 5 5
Mean 5.8 9.3 143 3.69 106.4
S.D. 0.8 0.3 0.8 0.21 1.3
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 27-2-2. Biochemical findings of male rats at the end of the recovery period

SF 150/75 mg/kg
Tt bumin A Glucose . " Thoivceride Phospholipid  AST ALT -GTP IDH  Bileacid  BUN  Creatinine O ALP
Male No. protein cholesterol bilirubin
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL U/L U/L UL pmol/L mg/dL mg/dL mg/dL U/L
M04043 5.5 3.6 1.89 150 61 21 92 73 28 0 235 174 15 0.5 0.07 255
M04044 5.2 33 1.74 201 37 36 68 71 31 0 252 12.1 16 0.5 0.05 373
M04045 5.5 35 1.75 134 50 21 75 66 28 0 118 13.5 18 06 0.05 276
M04047 5.7 3.6 1.71 166 54 21 83 65 23 0 246 83 15 0.5 0.06 289
MO04048 5.4 3.6 2.00 167 40 16 71 57 20 0 139 9.0 12 0.5 0.06 315
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.5 3.5 182 164 48 23 78 66 26 0 198 12.1 15 0.5 0.06 302
S.D. 0.2 0.1 0.12 25 10 8 10 6 4 0 64 3.7 2 0 0.01 45
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method T TT TT TT TT TT T TT TT TT TT AW AW TT TT TT
SF 150/75 mg/kg
Inorganic
Male No. phospghorus Ca Na Kk Cl
mg/dL mg/dL mEq/L mEg/L mEg/L
M04043 6.1 9.4 1434 3.66 106.6
M04044 7.0 8.9 1435 3.67 106.2
M04045 7.0 9.2 142.8 4.10 106.9
M04047 6.0 9.4 145.0 3.62 108.0
M04048 6.3 9.5 145.1 3.59 108.5
Number of males 5 5 5 5 5
Mean 6.5 9.3 144.0 3.73 107.2
S.D. 0.5 0.2 1.0 0.21 1.0
Significance NS NS NS NS NS
Statistical method TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 28-1-1. Biochemical findings of female rats at the end of the dosing period

Control (vehicle: water for injection)
Total Total Total

F . Albumin AG " Glucose Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine e . ALP
emale No. protein cholesterol bilirubin
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L UL UL UL pmol/L mg/dL mg/dL mg/dL UL
F01003 6.1 4.0 1.90 138 42 28 88 72 40 0 47 15.8 19 0.5 0.09 166
F01004 5.9 4.1 228 103 67 34 125 87 44 0 320 17.9 16 0.6 0.10 162
F01005 5.5 3.7 2.06 118 46 19 88 72 44 0 48 9.0 15 0.5 0.06 165
F01006 5.7 3.7 1.85 117 44 21 81 86 41 0 164 5.7 15 0.6 0.07 153
Fo1010 5.6 3.9 229 118 49 16 102 62 31 0 40 25.1 23 0.6 0.07 183
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S 5
Mean 5.8 3.9 2.08 119 50 24 97 76 40 0 124 14.7 18 0.6 0.08 166
S.D. 0.2 0.2 0.21 12 10 7 18 11 5 0 121 7.6 3 0.1 0.02 11

Control (vehicle: water for injection)

Inorganic

Female No. phosphorus Ca Na K a
mg/dL mg/dL mEq/L mEq/L mEq/L

F01003 7.0 9.3 141.4 4,14 105.3
F01004 6.6 9.7 142.0 3.82 109.3
F01005 53 9.1 140.2 3.96 106.8
F01006 6.6 9.8 141.9 3.90 109.2
Fo1010 7.0 9.5 141.3 3.96 107.2
Number of females 5 5 5 5 5
Mean 6.5 9.5 1414 3.96 107.6

S.D. 0.7 0.3 0.7 0.12 1.7
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 28-1-2. Biochemical findings of female rats at the end of the dosing period

ABRE 5 R-12-008

SF 15 mg/kg
Tol  bumin AG Glcose . '™ Triglyceride Phospholipid  AST ALT ¥-GTP IDH  Bilead  BUN  Creatinine 0% ALP
Female No. protein cholesterol bilirubin
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL U/L U/L UL pmol/L mg/dL mg/dL mg/dL U/L
F02013 5.4 3.7 2.18 117 32 14 70 83 35 0 43 17.9 16 0.5 0.07 163
F02014 6.1 4.2 221 123 65 16 116 80 37 0 182 7.9 19 0.7 0.05 134
F02015 5.7 39 2.17 131 49 65 110 78 41 0 52 20.9 16 0.5 0.10 166
F02016 5.5 3.9 2.44 113 34 17 73 105 45 0 86 15.0 20 0.5 0.07 134
F02017 5.8 3.9 2.05 118 39 19 84 102 49 0 152 10.0 17 0.6 0.05 380
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.7 3.9 221 120 44 26 91 90 41 0 103 14.3 18 0.6 0.07 195
S.D. 0.3 0.2 0.14 7 14 22 21 13 6 0 62 5.4 2 0.1 0.02 104
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN DU AN AN AN KW AN AN AN DT
SF 15 mg/kg
Inorganic
Female No. phospghorus Ca Na K a
mg/dL mg/dL mEq/L mEq/L mEq/L
F02013 6.6 9.3 140.6 3.59 107.5
F02014 6.2 10.0 139.0 422 104.9
F02015 72 9.3 140.1 3.64 104.8
F02016 6.6 9.4 140.1 3.46 106.8
F02017 72 9.4 142.9 3.58 109.4
Number of females 5 5 5 5 5
Mean 6.8 9.5 140.5 3.70 106.7
S.D. 0.4 0.3 1.4 0.30 19
Significance NS NS NS NS NS
Statistical method AN AN AN KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 28-1-3. Biochemical findings of female rats at the end of the dosing period

SF 50 mg/kg
Total - oumin A/G Glucoss . 7@ Tyisivceride Phospholipid  AST ALT -GTP LDH  Bileaid  BUN  Creatinine . 0% ALP
Female No. protein cholesterol bilirubin
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL U/L U/L UL pumol/L mg/dL mg/dL mg/dL U/L
F03025 6.0 38 1.73 120 49 33 105 74 41 0 105 20.6 16 0.6 0.05 182
F03026 5.6 38 2.11 118 55 42 117 67 36 0 37 10.8 17 0.5 0.06 140
F03030 53 37 231 117 36 23 83 80 34 0 75 8.7 22 0.6 0.07 179
F03033 5.6 38 2.11 112 48 18 95 70 35 0 55 11.6 19 0.6 0.09 192
F03036 5.6 3.8 2.11 82 56 11 107 89 57 0 172 43.6 18 0.6 0.06 196
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.6 38 207 110 49 25 101 76 41 0 89 19.1 18 0.6 0.07 178
S.D. 0.2 0 0.21 16 8 12 13 9 10 0 53 14.5 2 0 0.02 22
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN DU AN AN AN KwW AN AN AN DT
SF 50 mg/kg
Inorganic
Female No. phospghorus Ca Na k c
mg/dL mg/dL mEgq/L mEq/L mEq/L
F03025 72 94 140.9 4.05 106.1
F03026 6.2 95 140.3 4.11 107.7
F03030 74 94 141.7 355 108.6
F03033 6.6 9.1 140.9 3.88 107.2
F03036 9.0 9.9 141.8 5.74 1074
Number of females 5 5 5 5 5
Mean 73 9.5 141.1 4.27 107.4
S.D. 1.1 0.3 0.6 0.85 0.9
Significance NS NS NS NS NS
Statistical method AN AN AN KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 28-1-4. Biochemical findings of female rats at the end of the dosing period

SF 150/75 mg/kg
Total . Total . . . S - Total
Female No. protcin Albumin A/G Glucose cholesterol Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL UL U/L UL pmol/L mg/dL mg/dL mg/dL UL
F04037 6.1 42 221 116 78 27 142 140 52 0 302 15.1 19 0.7 0.07 217
F04038 5.5 3.7 2.06 1 46 24 95 73 30 0 103 159 22 0.6 0.07 266
F04041 59 4.2 247 126 53 28 116 78 38 0 54 13.1 20 0.6 0.06 285
F04042 6.2 42 2.10 99 50 16 110 m 48 0 186 174 22 0.7 0.06 243
F04047 5.7 39 2.17 120 46 17 94 124 57 0 71 9.2 14 0.5 0.07 199
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 59 4.0 220 114 55 22 11t 105 45 0 143 14.1 19 0.6 0.07 242
S.D. 0.3 0.2 0.16 10 13 6 20 29 11 0 102 32 3 0.1 0.01 35
Significance NS NS NS NS NS NS NS . * NS NS NS NS NS NS NS *
Statistical method AN AN AN AN AN AN AN DU AN AN AN KW AN AN AN DT
SF 150/75 mg/kg
Female No. Inorganic Ca Na K Cl
phosphorus
mg/dL mg/dL mEq/L mEg/L mEq/L
F04037 6.3 9.7 139.6 3.94 106.8
F04038 7.8 9.5 142.0 4.08 108.3
F04041 7.5 9.7 142.0 3.68 107.8
F04042 9.5 100 144.4 3.46 108.6
F04047 6.3 9.6 142.8 341 108.1
Number of females 5 5 5 5 5
Mean 7.5 9.7 142.2 3.7 107.9
S.D. 1.3 0.2 1.7 0.29 0.7
Significance NS NS NS NS NS
Statistical method AN AN AN KW AN

Significantly different from the control group (*: P<0.05, ¥*: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (onc-way layout).
DT: Analysis by Dunnett type mean rank test.

263



Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 28-2-1. Biochemical findings of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

ABRE S R-12-008

Female No. Toal  bumin AG Gloose % Trigiyceride Phospholipid  AST ALT 1-GTP IDH  Bilead  BUN  Creatinine % ALP
protein cholesterol bilirubin
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L pmol/L mg/dL mg/dL mg/dL U/L
F05049 57 3.8 2.00 102 60 11 101 69 19 0 64 8.0 19 0.7 0.07 176
F05050 6.6 45 2.14 132 70 15 130 106 57 0 107 222 24 0.7 0.09 190
F05051 6.7 4.8 253 104 62 12 130 71 28 0 189 18.8 18 0.7 0.11 114
F05052 6.6 4.7 247 149 78 30 143 60 2 0 100 15.5 17 0.7 0.08 135
F05053 6.1 4.0 1.90 116 62 7 109 72 21 0 114 17.7 17 0.7 0.11 160
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.3 44 221 121 66 15 123 76 29 0 115 164 19 0.7 0.09 155
SD. 04 04 028 20 8 9 17 18 16 0 46 53 3 0.02 31
Control (vehicle: water for injection)
Inorganic
Female No. phosphorus Ca Na K a
mg/dL mg/dL mEq/L mEq/L mEq/L
F05049 5.5 9.0 142.8 3.74 108.4
F05050 6.2 9.9 141.3 3.82 106.1
F05051 5.0 9.9 142.6 4.02 106.2
F05052 43 9.6 141.9 3.51 106.5
F05053 47 9.5 143.7 445 107.5
Number of females 5 5 5 5 5
Mean 5.1 9.6 142.5 391 106.9
S.D. 0.7 04 0.9 035 1.0
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 28-2-2. Biochemical findings of female rats at the end of the dosing period, satellite group

SF 150/75 mg/kg .
Tl abumin  AG Gleose ™ Triglyceride Phospholipid  AST ALT -GTP IDH  Bileacid  BUN  Creanine 0% ALP
Female No. protein cholesterol &7 SPIOYP ! bilirubin
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L UL UL U/L pmol/L mg/dL mg/dL mg/dL U/L
F06059 54 3.7 2.18 117 74 15 126 73 29 0 106 9.6 16 0.7 0.09 178
F06064 5.5 37 2.06 160 85 26 141 68 26 0 79 9.2 18 0.7 0.08 248
F06065 6.7 45 2.05 100 83 7 147 92 30 0 529 113 16 0.6 0.07 230
Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Mean 59 4.0 2.10 126 81 16 138 78 28 0 238 10.0 17 0.7 0.08 219
SD. - 0.7 0.5 0.07 31 6 10 11 13 2 0 252 1.1 1 0.1 0.01 36
Significance NS NS NS NS * NS NS NS NS NS NS NS NS NS NS *
Statistical method TT TT T TT TT TT TT TT AW TT AW T TT TT T TT
SF 150/75 mg/kg
Female No. Inorganic Ca Na K Cl
phosphorus
mg/dL mg/dL mEq/L mEqg/L mEq/L
F06059 5.4 9.3 142.9 347 108.0
F06064 5.0 8.9 141.7 4.07 105.3
F06065 8.5 10.6 141.8 9.36 § 104.0
Number of females 3 3 3 3 3
Mean 6.3 9.6 142.1 5.63 105.8
S.D. 1.9 0.9 0.7 3.24 2.0
Significance NS NS NS NS NS
Statistical method TT TT TT AW TT

§, The re-measurement was carried out because the difference between two
measured values exceeded the permissible limit. The re-measured values were
Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 28-3-1. Biochemical findings of female rats at the end of the recovery period

Control (vehicle: water for injection)

. . Total R . .. . - Total
Femalc No. Total protein ~ Albumin AIG Glucose cholesterol Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L UL umol/L mg/dL mg/dL mg/dL UL
F05054 5.9 41 228 126 64 12 113 55 19 0 9% 10.5 16 0.6 0.06 141
F05055 6.1 43 239 135 60 27 116 60 19 0 63 109 13 0.6 0.08 160
F05056 59 41 228 140 61 17 109 51 17 0 80 5.8 14 0.8 0.06 102
F05057 5.1 3.6 240 134 48 9 92 73 34 0 55 9.2 17 0.6 0.08 211
F05058 59 49 211 128 65 9 120 60 24 0 47 9.9 18 0.8 0.06 139
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.8 4.0 229 133 60 15 110 60 23 0 68 93 16 0.7 0.07 151
S.D. 0.4 0.3 0.12 6 7 8 11 8 7 0 20 2.0 2 0.1 0.01 40
Control (vehicle: water for injection)
Inorganic
Female No. phosphorus Ca Na K a
mg/dL mg/dL mEg/L mEq/L mEq/L
F05054 49 9.5 141.8 3.80 107.5
F05055 3.6 9.4 143.1 327 107.1
F05056 3.6 8.9 143.2 343 106.6
F05057 4.2 8.5 143.8 426 108.9
F05058 39 9 142.7 342 104.4
Number of femalcs 5 5 5 5 5
Mean 4.0 9.1 1429 3.64 106.9
S.D. 0.5 0.4 0.7 0.4 1.6
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 28-3-2. Biochemical findings of female rats at the end of the recovery period

SF 150/75 mg/kg .
Female No. Total Albumin AG Glucose Total  iglyceride Phospholipid  AST ALT y-GTP LDH Bileaid  BUN  Creatinine O ALP
protein cholesterol bilirubin
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L UL U/L U/L pmol/L mg/dL mg/dL mg/dL UL
F06066 6.0 39 1.86 136 70 24 117 57 14 0 118 11.7 17 0.6 0.07 159
F06067 5.9 4.1 228 99 87 11 141 57 19 0 38 144 17 0.5 0.07 171
F06068 5.8 3.7 1.76 123 57 16 106 57 20 0 83 21.9 20 0.8 0.09 121
Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Mean 5.9 39 1.97 119 71 17 121 57 18 0 80 16.0 18 0.6 0.08 150
S.D. 0.1 0.2 0.28 19 15 7 Bt 0 3 0 40 5.3 2 0.2 0.01 26
Significance NS NS NS NS NS NS NS NS NS NS NS * NS NS NS NS
Statistical method TT T T AW TT TT TT TT TT T T TT TT TT TT TT
SF 150/75 mg/kg
Female No. Inorganic Ca Na K Cl
phosphorus
mg/dL mg/dL mEq/L mEq/L mEq/L
F06066 4.8 9.1 144.4 3.52 108.9
F06067 4.2 8.9 143.1 3.67 110.0
F06068 5.9 9.6 143.9 3.68 106.7
Number of females 3 3 3 3 3
Mean 5 9.2 143.8 3.62 108.5
S.D. 0.9 0.4 0.7 0.09 1.7
Significance NS NS NS NS NS
Statistical method TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-1. Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mgfg) (mg) (mg/g) (mg) (mg/g) (g) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M01001 440.6 1852.5 4.204 198.5 0.451 1439.5 3.267 11675.3 26.499 1562.2 3.546 1599.0 3.629 3161.2 7.175 704.3 1.599

MO01002 506.3 2026.2 4.002 319.8 0.632 1378.1 2.722 12998.9 25.674 1621.2 3.202 1652.8 3.264 32740 6.467 8713 1.721

M01003 400.2 1986.0 4,963 4249 1.062 1150.5 2875 10909.0 27.259 1534.9 3.835 1469.7 3.672 3004.6 7.508 648.7 1.621
MO01004 4704 2009.7 4272 3224 0.685 14842 3.155 12581.6 26.747 1611.9 3427 1585.2 3.370 3197.1 6.797 653.9 1.390
M01005 4875 19264 3.952 3243 0.665 1312.7 2.693 12750.7 26.155 1453.8 2982 1474.8 3.025 2928.6 6.007 8435 1.730
MO01006 436.4 19492 4.467 316.9 0.726 1295.7 2.969 12961.5 29.701 1545.7 3.542 1561.7 3.579 31074 7.121 904.7 2.073
M01007 432.0 2078.1 4810 2725 0.631 1320.5 3.057 11088.0 25.667 1637.4 3.790 1694.7 3.923 3332.1 7.713 801.1 1.854
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 453.3 19754 4,381 3113 0.693 1340.2 2963 12137.9 26.815 1566.7 3475 1576.8 3.495 3143.6 6.970 775.4 1.713
S.D. 36.5 73.7 0.388 67.7 0.184 108.9 0215 896.2 1.396 63.5 0.305 84.0 0.297 1429 0.594 105.7 0.214
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-1(continued). Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)
Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles Thyroid gland

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/z)

M01001 17522 3.977 17572 3.988 3509.4° 7.965 642.0 1.457 658.7 1.495 1300.7 2952 518.2 1.176 1393.0 3.162 230 0.052
M01002 1787.7 3.531 1696.0 3.350 3483.7 6.881 821.2 1.622 648.0 1.280 1469.2 2902 784.1 1.549 2216.9 4379 234 0.046
M01003 1688.5 4.219 1750.1 4373 3438.6 8.592 604.7 1.511 598.3 1.495 1203.0 3.006 638.8 1.596 1734.4 4334 20.7 0.052
MO01004 1518.6 3.228 1505.4 3.200 3024.0 6.429 618.4 1.315 620.7 1.320 1239.1 2,634 639.5 1.359 1465.4 3.115 153 0.033
MO01005 1530.8 3.140 1537.1 3.153 30679 6.293 603.3 1.238 633.6 1.300 1236.9 2.537 783.5 1.607 1713.5 3515 222 0.046
MO01006 1720.6 3.943 1678.4 3.846 33990 7.789 7239 1.659 669.6 1.534 1393.5 3.193 597.8 1.370 1607.8 3.684 219 0.050
M01007 1601.8 3.708 1590.8 3.682 3192.6 7.390 596.3 1.380 620.6 1.437 1216.9 2.817 550.7 1.275 1758.9 4.072 174 0.040
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mcan 1657.2 3.678 1645.0 3.656 33022 7.334 658.5 1.455 635.6 1.409 1294.2 2.863 6447 1.419 1698.6 3.752 206 0.046

S.D. 107.5 0.401 101.2 0.450 203.4 0.846 84.1 0.155 24.8 0.106 100.9 0.223 104.7 0.168 267.6 0.524 3.1 0.007
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-1(continued). Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)

Male No. Body Adrenal gland (R) Adrenal gland (L) Adrenal glands
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M01001 440.6 31.7 0.072 30.9 0.070 62.6 0.142
M01002 506.3 353 0.070 33.7 0.067 69.0 0.136
MO01003 400.2 224 0.056 23.5 0.059 459 0.115
M01004 470.4 27.6 0.059 29.4 0.063 57.0 0.121
MO01005 487.5 31.1 0.064 29.4 0.060 60.5 0.124
MO01006 436.4 29.3 0.067 29.8 0.068 59.1 0.135
M01007 432.0 24.6 0.057 24.9 0.058 49.5 0.115
Number of males 7 7 7 7 7 7 7
Mean 453.3 28.9 0.064 28.8 0.064 57.7 0.127
S.D. 36.5 4.4 0.006 3.5 0.005 7.8 0.011
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-2. Organ weights of male rats at the end of the dosing period

SF 15 mg/kg
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (ng) (mg/g) (mg) (ng/g) (mg) (mg/g) (ng) (ng/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M02013 400.7 1972.3 4,922 246.5 0.615 1293.4 3.228 9015.2 22499 1446.7 3.610 1462.2 3.649 2908.9 7.260 689.2 1.720
M02014 4129 1923.6 4.659 238.1 0.577 13813 3.345 9935.8 24.063 1370.0 3.318 1336.8 3238 2706.8 6.556 7341 1.778
M02015 481.5 2197.2 4.563 305.8 0.635 1456.6 3.025 12011.2 24.945 1604.8 3,333 14754 3.064 3080.2 6.397 669.6 1.391
M02016 471.0 2033.5 4317 3542 0.752 1532.7 3.254 11285.0 23.960 1430.8 3.038 15739 3342 3004.7 6.379 935.9 1.987
MO02017 493.7 2080.6 4.214 280.0 0.567 1360.6 2.756 12469.4 25.257 1389.6 2.815 1399.8 2.835 2789.4 5.650 785.0 1.590
M02018 476.1 1884.7 3.959 416.8 0.875 1466.6 3.080 12245.8 25.721 1547.9 3.251 1433.1 3.010 2981.0 6.261 8024 1.685
MO02019 432.9 1970.0 4.551 230.2 0.532 1268.9 2.931 9941.6 22.965 1265.6 2.924 1206.3 2787 2471.9 5710 588.9 1.360
M02020 444.8 1965.5 4419 254.1 0.571 1318.4 2.964 11118.2 24.996 1502.6 3.378 1525.6 3430 3028.2 6.808 842.8 1.895
M02021 391.0 1965.1 5.026 244.5 0.625 1100.2 2.814 10159.5 25.983 1571.6 4.019 1476.4 3.776 3048.0 7.795 609.7 1.559
M02022 457.7 1900.8 4.153 321.8 0.703 1367.1 2.987 11904.7 26.010 1613.4 3.525 1578.5 3.449 3191.9 6.974 829.5 1.812
M02023 465.8 1925.0 4.133 349.9 0.751 12713 2,729 11615.1 24.936 1679.1 3.605 1737.6 3.730 3416.7 7.335 765.8 1.644
M02024 461.7 1987.5 4305 249.9 0.541 14436 3.127 12213.3 26.453 1738.2 3.765 1750.8 3.792 3489.0 7.557 772.8 1.674
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 449.2 1983.8 4.435 291.0 0.645 1355.1 3.020 11159.6 24.816 1513.4 3.382 1496.4 3342 3009.7 6.724 752.1 1.675

S.D. 33.1 86.4 0322 59.0 0.104 115.8 0.197 1131.8 1.230 138.0 0.350 154.2 0.359 282.2 0.689 100.1 0.186
Significance NS NS NS NS NS NS NS NS * NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN DU AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity écreening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-2(continued). Organ weights of male rats at the end of the dosing period

SF 15 mg/kg
Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles Thyroid gland

(mg) (ng/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M02013 1702.7 4.249 17514 4371 3454.1 8.620 609.6 1.521 607.7 1.517 12173 3.038 627.2 1.565 2087.2 5.209 16.9 0.042
M02014 1598.0 3.870 1613.0 3.907 32110 7.777 585.0 1.417 611.5 1.481 1196.5 2.898 421.4 1.021 1547.6 3.748 224 0.054
M02015 1531.6 3.181 1502.9 3.121 3034.5 6.302 5978 1.242 559.6 1.162 1157.4 2404 884.0 1.836 1808.7 3.756 23.6 0.049
M02016 1593.0 3.382 1645.8 3.494 3238.8 6.876 646.6 1.373 620.0 1.316 1266.6 2.689 7574 1.608 2051.7 4.356 20.8 0.044
M02017 1736.9 3518 1711.1 3.466 3448.0 6.984 670.5 1.358 655.5 1.328 1326.0 2.686 479.7 0.972 1778.2 3.602 19.8 0.040
M02018 1668.3 3.504 1704.5 3.580 33728 7.084 565.4 1.188 600.4 1.261 1165.8 2.449 485.0 1.019 1509.4 3.170 242 0.051
M02019 1654.0 3.821 1644.8 3.799 3298.8 7.620 602.8 1.392 587.9 1.358 1190.7 2751 495.1 1.144 1800.9 . 4160 16.0 0.037
M02020 1445.3 3.249 1429.6 3214 2874.9 6.463 549.7 1.236 556.3 1.251 1106.0 2487 634.0 1.425 1436.4 3.229 193 0.043
M02021 1632.7 4.176 1665.4 4.259 3298.1 8.435 605.1 1.548 637.8 1.631 1242.9 3.179 659.4 1.686 1741.4 4.454 17.9 0.046
M02022 1637.2 3.577 1560.9 3.410 3198.1 6.987 615.3 1.344 560.9 1.225 1176.2 2.570 5973 1.305 1646.0 3.5%96 194 0.042
M02023 1501.6 3.224 1554.9 3.338 3056.5 6.562 5994 1.287 613.0 1.316 1212.4 2.603 568.2 1.220 2092.6 4.492 23.5 0.050
M02024 1680.0 3.639 1679.5 3.638 3359.5 7.276 689.5 1.493 665.7 1.442 1355.2 2.935 706.6 1.530 2209.0 4,784 193 0.042
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1615.1 3.616 1622.0 3.633 3237.1 7.249 611.4 1.367 606.4 1.357 1217.8 2.724 609.6 1.361 1809.1 4.046 20.3 0.045

S.D. 86.0 0.354 94.0 0.389 175.7 0.738 40.4 0.116 36.1 0.136 71.0 0.244 132.4 0.289 253.3 0.631 2.7 0.005
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN DU AN AN AN DU AN KW KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-2(continued). Organ weights of male rats at the end of the dosing period

SF 15 mg/kg
Male No. Body Adrenal gland (R) Adrenal gland (L) Adrenal glands

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

MO02013 400.7 22.6 0.056 25.6 0.064 48.2 0.120
MO02014 412.9 25.6 0.062 25.9 0.063 51.5 0.125
M02015 481.5 21.1 0.044 23.0 0.048 44.1 0.092
M02016 471.0 36.3 0.077 38.6 0.082 74.9 0.159
M02017 493.7 26.7 0.054 30.7 0.062 57.4 0.116
M02018 476.1 352 0.074 36.2 0.076 714 0.150
M02019 4329 28.5 0.066 29.5 0.068 58.0 0.134
M02020 444.8 26.6 0.060 26.8 0.060 534 0.120
M02021 391.0 23.6 0.060 25.6 0.065 492 0.126
M02022 457.7 24.9 0.054 25.8 0.056 50.7 0.111
MO02023 465.8 26.2 0.056 28.7 0.062 54.9 0.118
M02024 461.7 324 0.070 32.8 0.071 65.2 0.141
Number of males 12 12 12 12 12 12 12
Mean 4492 27.5 0.061 29.1 0.065 56.6 0.126

S.D. 33.1 4.8 0.009 4.7 0.009 9.5 0.018
Significance NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-3. Organ weights of male rats at the end of the dosing period

SF 50 mg/kg
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M03025 446.5 2077.6 4.653 296.7 0.665 1514.3 3.391 10714.9 23.998 1434.8 3.213 1440.3 3.226 2875.1 6.439 795.3 1.781
M03026 439.4 1951.3 4441 2432 0.553 1375.2 3.130 11068.1 25.189 1732.6 3.943 1785.2 4,063 3517.8 8.006 702.1 1.598
M03027 427.7 18174 4249 410.4 0.960 1336.7 3.125 11379.3 26.606 1557.9 3.643 1524.0 3.563 3081.9 7.206 829.5 1.939
MO03028 445.1 2031.1 4.563 368.5 0.828 1308.0 2.939 11716.4 26.323 1560.6 3.506 1594.9 3.583 3155.5 7.089 905.4 2034
MO03029 471.9 19943 4173 279.6 0.585 1497.2 3.133 12322.7 25.785 1554.7 3.253 1502.8 3.145 3057.5 6.398 869.8 1.820
MO03030 473.7 2010.9 4245 382.1 0.807 1462.4 3.087 13084.5 27.622 1687.7 3.563 1676.1 3.538 3363.8 7.101 1036.3 2.188
MO03031 455.3 1908.0 4,191 252.2 0.554 1286.5 2.826 10778.5 23.673 1499.2 3.293 1449.0 3.183 2948.2 6.475 6213 1.365
M03032 4422 1981.5 4481 224.6 0.508 1335.8 3.021 10593.8 23.957 - 1551.5 3.509 15127 3.421 3064.2 6.929 628.9 1422
MO03033 523.0 2003.4 3.831 305.5 0.584 1588.6 3.037 144272 27.585 19242 3.679 1955.3 3.739 3879.5 7418 931.9 1.782
MO03034 413.6 19514 4718 211.1 0.510 1292.8 3.126 10059.8 24,323 14747 3.566 15143 3.661 2989.0 7227 644.8 1.559
MO03035 488.3 20274 4,152 241.9 0.495 1512.0 3.096 12350.7 25293 1576.6 3.229 1564.0 3.203 31406 6.432 7223 1479
MO03036 4351 1996.8 4,589 263.6 0.606 1296.9 2.981 10360.5 23.812 1517.9 3.489 1375.9 3.162 2893.8 6.651 791.5 1.819
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 455.7 1979.3 4357 290.0 0.638 1400.5 3.074 11571.4 25.347 1589.4 3.491 1574.5 3.457 31639 6.948 789.9 1.732
S.D. 30.2 67.2 0.260 65.1 0.149 107.3 0.137 1279.1 1.443 1339 0.217 162.0 0.286 292.2 0.492 131.4 0.253
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN DU AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-3(continued). Organ weights of male rats at the end of the dosing period

SF 50 mg/kg
Male No. Testis (R) Testis (L) i Testes Epididymis (R} Epididymis (L) Epididymides Prostate, ventral Seminal vesicles Thyroid gland

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (ng/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M03025 1574.0 3525 1616.8 3.621 3190.8 7.146 606.8 1.359 610.8 1.368 12176 2.727 609.8 1,366 1914.6 4.288 26.3 0.059
M03026 1739.2 3.958 17643 4.015 3503.5 7973 675.3 1.537 6124 1.394 1287.7 2.931 703.6 1.601 1520.7 3461 17.5 0.040
MO03027 1378.8 3.224 1331.8 3.114 2710.6 6.338 592.9 1.386 593.1 1.387 1186.0 2,773 809.6 1.893 2020.0 4.723 24.1 0.056
M03028 1578.7 3.547 1581.6 3.553 3160.3 7.100 674.4 1.515 639.6 1.437 1314.0 2.952 886.2 1.991 21273 4.779 217 0.049
M03029 1493.7 3.126 1567.0 3.279 3060.7 6.404 606.3 1.269 588.6 1232 11949 2.500 486.3 1.018 1994.7 4.174 17.0 0.036
M03030 1768.2 3.733 1816.1 3.834 35843 7.567 659.6 1.392 667.6 1.409 13272 2.802 658.4 1.390 23047 4.865 211 0.045
M03031 1811.1 3.978 1896.5 4.165 3707.6 8.143 653.9 1.436 695.7 1.528 1349.6 2,964 759.2 1.667 1970.1 4327 17.2 0.038
M03032 1696.7 3.837 1732.6 3918 34293 7.755 636.4 1.439 6342 1.434 1270.6 2.873 5544 1.254 1718.6 3.886 158 0.036
M03033 1490.8 2.850 1519.5 2.905 30103 5.756 689.7 1319 648.1 1.239 1337.8 2,558 666.9 1.275 1691.0 3233 19.4 0.037
M03034 1575.8 3.810 1562.0 3777 3137.8 7.587 711.2 1.720 7157 1.730 1426.9 3.450 502.8 1.216 1884.8 4557 17.9 0.043
M03035 1770.6 3.626 1750.2 3.584 3520.8 7.210 664.5 1.361 639.9 1310 1304.4 2.671 683.1 1.399 1640.9 3.360 18.7 0.038
M03036 1456.4 3.347 1398.6 3214 2855.0 6.562 553.2 1.271 5725 1316 1125.7 2.587 457.2 1.051 1816.3 4.174 20.6 0.047
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1611.2 3.547 1628.1 3.582 32393 7.128 643.7 1.417 6349 1.399 1278.5 2.816 648.1 1.427 1883.6 4,152 19.8 0.044

S.D. 142.6 0.351 169.1 0.387 309.5 0.732 45.7 0.127 43.1 0.134 84.0 0.254 132.8 0.307 220.7 0.561 3.1 0.008
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS§ NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN DU AN AN AN DU AN KW KW

Significantly different from the control group (*: P<0.05, **:. P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-3(continued). Organ weights of male rats at the end of the dosing period

SF 50 mg/kg
Male No. Body Adrenal gland (R) Adrenal gland (L) Adrenal glands

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

MO03025 446.5 26.9 0.060 28.2 0.063 55.1 0.123
M03026 439.4 26.8 0.061 28.6 0.065 55.4 0.126
MO03027 427.7 29.0 0.068 28.9 0.068 57.9 0.135
M03028 445.1 27.0 0.061 27.7 0.062 54.7 0.123
MO03029 477.9 27.7 0.058 31.1 0.065 58.8 0.123
MO03030 473.7 27.9 0.059 30.8 0.065 58.7 0.124
MO03031 455.3 23.0 0.051 24.1 0.053 47.1 0.103
M03032 442.2 25.0 0.057 23.5 0.053 48.5 0.110
MO03033 523.0 253 0.048 26.3 0.050 51.6 0.099
M03034 413.6 26.2 0.063 28.7 0.069 54.9 0.133
MO03035 488.3 29.1 0.060 324 0.066 61.5 0.126
M03036 435.1 34.8 0.080 33.2 0.076 68.0 0.156
Number of males 12 12 12 12 12 12 12
Mean 455.7 274 0.061 28.6 0.063 56.0 0.123

S.D. 30.2 29 0.008 3.0 0.008 5.7 0.015
Significance NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 29-1-4. Organ weights of male rats at the end of the dosing period

SF 150/75 mg/kg

Male No. Body Brain Thymus Heart Liver Kidney (R} Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M04037 456.1 2046.9 4.488 292.5 0.641 12599 2.762 11341.2 24.866 1348.8 2.957 13553 2.971 2704.1 5.929 8154 1.788
M04038 4835 1914.9 3.960 2579 0.533 13774 2.849 13398.1 27.711 1619.0 3.349 1562.3 3.231 31813 6.580 966.7 1.999
M04039 464.9 2030.0 4.367 338.1 0.727 1721.0 3.702 11568.3 24.883 1763.7 3.794 1720.4 3.701 3484.1 7494 779.1 1.676
M04040 441.6 1989.5 4.505 2633 0.596 1299.2 2,942 12147.5 27.508 1452.8 3.290 1471.3 3.332 2924.1 6.622 829.8 1.879
M04041 436.3 1938.2 4.442 200.3 0.459 1246.9 2.858 10436.5 23.920 13673 3.134 1521.1 3.486 2888.4 6.620 650.9 1.492
MO04042 429.2 1977.8 4.608 3258 0.759 11526 2.685 10261.7 23.909 1536.7 3.580 1547.0 3.604 3083.7 7.185 759.8 1,770
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 451.9 1982.9 4.395 279.7 0.619 1342.8 2.966 11525.6 25.466 1514.7 3.351 1529.6 3.388 3044.3 6.738 800.3 1.767

S.D. 20.2 51.0 0.227 50.5 0.114 199.2 0.371 1158.7 ‘1.716 159.0 0.302 119.7 0.267 2714 0.544 103.1 0.174
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN DU AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-4(continued). Organ weights of male rats at the end of the dosing period

SF 150/75 mg/kg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles Thyroid gland

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M04037 1599.7 3.507 1584.5 3474 31842 6.981 540.4 1.185 560.3 1.228 1100.7 2413 441.0 0.967 1498.0 3.284 253 0.055
M04038 1584.1 3.276 1564.7 3.236 3148.8 6.513 612.8 1.267 599.0 1.239 1211.8 2.506 668.1 1.382 1381.7 2.858 14.6 0.030
M04039 17404 3.744 1707.3 3.672 3447.7 7416 635.7 1.367 640.3 1377 1276.0 2.745 559.0 1.202 1352.8 2910 322 0.069
M04040 1492.1 3.379 1492.5 3.380 2984.6 6.759 5773 1.307 593.0 1.343 -1170.3 2.650 7852 1.778 1583.7 3.586 14.7 0.033
M04041 1658.5 3.801 1647.4 3.776 3305.9 7.577 5745 1.317 567.2 1.300 1141.7 2617 677.0 1.552 1583.1 3.628 203 0.047
M04042 1529.2 3.563 14419 3.360 2971.1 6.922 614.5 1.432 608.8 1.418 12233 2.850 451.6 1.052 1795.9 4.184 199 0.046
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1600.7 3.545 1573.1 3.483 31737 7.028 592.5 1313 594.8 1.318 11873 2.630 597.0 1322 1532.5 3.408 212 0.047

S.D. 89.5 0.203 97.4 0.204 184.4 0.401 34.7 0.084 29.1 0.076 62.7 0.158 137.0 0.309 161.7 0.500 6.7 0.014
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN DU AN AN AN DU AN Kw KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variancc (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (onc-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-1-4(continued). Organ weights of male rats at the end of the dosing period

SF 150/75 mg/kg

Male No. Body Adrenal gland (R) Adrenal gland (L) Adrenal glands

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M04037 456.1 24.1 0.053 24.9 0.055 49.0 0.107
MO04038 483.5 36.4 0.075 40.7 0.084 77.1 0.159
M04039 464.9 25.6 0.055 27.7 0.060 53.3 0.115
M04040 441.6 23.5 0.053 23.4 0.053 46.9 0.106
M04041 436.3 23.6 0.054 30.1 0.069 53.7 0.123
M04042 429.2 27.1 0.063 30.0 0.070 57.1 0.133
Number of males 6 6 6 6 6 6 6
Mean 451.9 26.7 0.059 29.5 0.065 56.2 0.124

S.D. 20.2 4.9 0.009 6.1 0.012 10.9 0.020
Significance NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-2-1. Organ weights of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M01008 535.9 2035.8 3.799 266.8 0.498 1479.8 2.761 12931.6 24,131 1685.3 3.145 1661.4 3.100 3346.7 6.245 737.2 1.376
M01009 482.4 2142.5 4,441 1919 0.398 14129 2,929 11796.6 24.454 15335 3.179 1704.7 3.534 3238.2 6.713 681.6 1413
M01010 465.2 2096.7 4.507 3348 0.720 1434.1 3.083 12602.8 27.091 1409.4 3.030 14109 3.033 2820.3 6.063 730.8 1.571
M01011 462.2 2057.9 4452 300.8 0.651 1492.0 3.228 10000.2 21.636 1421.7 3.076 1470.9 3.182 2892.6 6.258 867.5 1.877
MO1012 451.8 1948.9 4314 341.7 0.756 14235 3.151 11759.0 26,027 1456.3 3223 1448.7 3.207 2905.0 6.430 926.3 2.050
Number of males 5 5 S 5 5 5 5 5 5 5 s 5 5 S 5 5 5
Mean 479.5 2056.4 4303 2872 0.605 1448.5 3.030 11818.0 24.668 1501.2 3.131 15393 3.211 3040.6 6.342 788.7 1.657

S.D. 334 72.5 0.290 61.1 0.152 353 0.187 1136.3 2.076 113.7 0.078 133.8 0.193 2354 0.245 103.2 0.295
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-2-1(continued). Organ weights of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles Thyroid gland

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M01008 1470.9 2.745 1549.8 2.892 3020.7 5.637 597.5 1.115 607.6 1.134 1205.1 2.249 365.7 0.682 2072.7 3.868 19.2 0.036
MO01009 15188 3.148 1584.3 3.284 3103.1 6.433 574.0 1.190 5911 1225 1165.1 2415 430.6 0.893 1465.7 3.038 217 0.045
MO01010 1698.5 3.651 1679.2 3.610 33777 7.261 658.6 1416 613.0 1318 1271.6 2.733 509.3 1.095 1536.7 3.303 19.5 0.042
Mo01011 1805.8 3.907 1799.8 3.894 3605.6 7.801 731.6 1.583 736.7 1.594 1468.3 3.177 569.4 1232 13723 2.969 225 0.049
M01012 1861.9 4.121 1848.0 4,090 3709.9 8.211 724.7 1.604 682.5 1.511 1407.2 3.115 770.5 1.705 1624.4 3.595 20.6 0.046
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1671.2 3514 1692.2 3.554 3363.4 7.069 6573 1.382 646.2 1.356 1303.5 2.738 529.1 1.121 1614.4 3.355 20.7 0.044

S.D. 172.2 0.563 130.3 0.479 3017 1.041 71.7 0.223 61.5 0.193 130.2 0.412 155.5 0.387 272.4 0.378 1.4 0.005
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-2-1(continued). Organ weights of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. Body Adrenal gland (R) Adrenal gland (L) Adrenal glands
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
MO01008 535.9 24.1 0.045 26.5 0.049 50.6 0.094
MO01009 482.4 25.7 0.053 27.0 0.056 52.7 0.109
MO01010 465.2 27.6 0.059 29.7 0.064 57.3 0.123
M01011 462.2 29.3 0.063 28.3 0.061 57.6 0.125
M01012 451.8 25.5 0.056 24.4 0.054 499 0.110
Number of males 5 5 5 5 5 5 5
Mean ) 479.5 26.4 0.055 27.2 0.057 53.6 0.112
S.D. 33.4 2.0 0.007 2.0 0.006 3.6 0.013
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-2-2. Organ weights of male rats at the end of the recovery period

SF 150/75 mg/kg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g)
M04043 522.9 2126.5 4.067 3222 0.616 1503.4 2.875 124316 23.774 1524.9 2916 1512.0 2.892 3036.9 5.808 768.7 1.470
M04044 483.4 1990.1 4.117 368.7 0.763 1462.3 3.025 13054.1 27.005 1650.5 3414 1738.7 3.597 3389.2 7.011 917.8 1.899
M04045 409.8 1910.3 4.662 217.7 0.531 12784 3.120 9621.1 23478 1305.2 3.185 1329.2 3.244 2634.4 6.429 740.8 1.808
M04047 461.7 2033.4 4.404 152.5 0.330 1247.8 2.703 10948.6 23.714 1616.1 3.500 1467.8 3.179 3083.9 6.679 708.8 1.535
M04048 498.3 21834 4.382 208.5 0.418 1482.1 2.974 125306 25.147 1419.8 2.849 1489.4 2.989 2909.2 5.838 1009.7 2.026
Number of males 5 5 5 5 5 5 5 5 N 5 5 5 5 5 5 5 5
Mean 4752 2048.7 4.326 253.9 0.532 1394.8 2.939 117172 24.624 1503.3 3.173 1507.4 3.180 3010.7 6.353 829.2 1.748
S.D. 42.8 108.4 0.241 88.7 0.169 121.6 0.159 1409.2 1.484 142.4 0.290 147.6 0.273 274.4 0.526 128.8 0.238
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT T TT TT AW TT TT TT TT AW TT TT TT T T T

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-2-2(continued). Organ weights of male rats at the end of the recovery period

SF 150/75 mg/kg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles Thyroid gland

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (meg/g) (mg) (mg/g) (mg) (me/g) (mg) (mg/g)

M04043 1461.5 2.795 1404.9 2.687 2866.4 5.482 5137 0.982 537.6 1,028 1051.3 2.011 584.0 1.117 1486.4 2.843 20.0 0.038
M04044 1236.6 2.558 1197.2 2477 2433.8 5.035 562.1 1.163 566.5 1,172 1128.6 2335 837.1 1.732 1671.5 3.458 19.8 0.041
M04045 1646.2 4.017 1676.0 4.090 33222 8.107 607.7 1.483 661.6 1,614 1269.3 3.097 628.9 1.535 1691.9 4.129 19.2 0.047
M04047 1827.2 3.958 1745.4 3.780 3572.6 7.738 704.9 1.527 706.9 1.531 1411.8 3.058 716.2 1.551 1789.5 3.876 218 0.047
M04048 1703.8 3419 1727.9 3.468 34317 6.887 637.9 1.280 632.8 1.270 1270.7 2.550 602.2 1209 1512.1 3.035 164 0.033
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Mean 1575.1 3.349 1550.3 3.300 31253 6.650 605.3 1.287 621.1 1323 1226.3 2,610 673.7 1429 1630.3 3.468 194 0.041

S.D. 230.6 0.662 240.4 0.696 468.5 1.354 72.9 0.226 69.1 0.245 140.0 0.468 104.5 0.257 128.0 0.544 20 0.006
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS Ns NS NS NS
Statistical method TT TT TT 1T TT TT TT TT TT TT TT TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 29-2-2(continued). Organ weights of male rats at the end of the recovery period

SF 150/75 mg/kg

Male No. Body Adrenal gland (R) Adrenal gland (L) Adrenal glands

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M04043 522.9 31.1 0.059 29.0 0.055 60.1 0.115
M04044 483.4 26.1 0.054 25.6 0.053 51.7 0.107
M04045 409.8 274 0.067 27.8 0.068 55.2 0.135
MO04047 461.7 264 0.057 29.6 0.064 56.0 0.121
MO04048 498.3 28.2 0.057 29.7 0.060 57.9 0.116
Number of males 5 5 5 5 5 5 5
Mean 475.2 27.8 0.059 28.3 0.060 56.2 0.119

S.D. 42.8 2.0 0.005 1.7 0.006 3.1 0.010
Significance NS NS NS NS NS NS NS
Statistical method TT T TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-1-1. Organ weights of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F01001 3035 1841.0 6.066 2128 0.701 1077.5 3.550 9505.4 31.319 853.0 2.811 997.7 3.287 1850.7 6.098 878.0 2.893
F01002 2756 1826.9 6.629 1425 0517 882.7 3.203 9039.5 32.799 990.4 3.594 930.6 3.377 1921.0 6.970 6744 2.447
F01003 276.7 1928.2 6.969 205.7 0.743 986.6 3.566 9413.0 34.019 10104 3.652 998.8 3.610 2009.2 7.261 606.4 2.192
F01004 267.8 1839.2 6.868 187.3 0.699 8754 3.269 8934.7 33.363 8427 3.147 789.1 2947 1631.8 6.093 806.3 3.011
F01005 313.6 1790.5 5.710 3153 1.005 10693 3410 9828.5 31.341 1095.3 3.493 1079.2 3441 21745 6.934 7122 2271
F01006 2913 1908.6 6.552 154.9 0.532 1014.6 3.483 10137.5 34.801 1034.1 3.550 917.5 3.150 1951.6 6.700 10325 3.544
F01007 2958 19054 6.442 1789 0.605 985.1 3.330 9304.8 31456 1008.2 3.408 1009.0 3411 2017.2 6.819 611.6 2.068
F01008 316.6 1932.6 6.104 199.5 0.630 12229 3.863 103284 32.623 1040.3 3.286 1077.0 3.402 21173 6.688 641.9 2.027
F01009 268.9 1863.6 6.930 1452 0.540 903.7 3.361 8025.0 29.844 930.8 3.462 945.5 3.516 1876.3 6.978 478.8 1.781
F01010 2748 1899.3 6.912 1844 0.671 927.8 3376 8891.2 32355 926.6 3372 906.5 3.299 1833.1 6.671 619.5 2254
F01012 285.7 1918.7 6.716 203.8 0.713 959.6 3.359 10006.5 35.025 1093.9 3.829 1075.3 3.764 2169.2 7.593 7335 2.567
Number of females 11 1 1 11 11 11 11 11 11 11 11 1 11 1 11 11 1
Mean 288.2 1877.6 6.536 193.7 0.669 991.4 3434 9401.3 32.631 984.2 3.419 975.1 3.382 1959.3 6.800 708.6 2.460
S.D. 174 47.6 0.416 47.2 0.137 102.8 0.180 668.8 1.598 86.4 0.272 88.9 0.219 162.7 0.442 151.7 0.513
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-1-1(continued). Organ weights of female rats at the end of the dosing period

Control (vehicle: water for injection)

HEREZ R-12-008

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R} Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F01001 51.7 0.170 46.3 0.153 98.0 0.323 709.2 2.337 115 0.038 27.0 0.089 322 0.106 59.2 0.195
F01002 455 0.165 452 0.164 90.7 0.329 706.3 2.563 12.7 0.046 37.8 0.137 37.7 0.137 755 0.274
F01003 51.4 0.186 46.3 0.167 97.7 0353 516.9 1.868 14.1 0.051 39.2 0.142 43.0 0.155 822 0.297
F01004 58.7 0.219 504 0.188 109.1 0.407 583.1 2.177 20.0 0.075 29.8 0.111 30.2 0.113 60.0 0.224
F01005 65.2 0.208 65.0 0.207 130.2 0.415 604.0 1.926 15.0 0.048 39.7 0.127 429 0.137 82.6 0.263
F01006 59.3 0.204 50.9 0.175 110.2 0.378 743.1 2.551 263 0.090 35.8 0.123 37.0 0.127 72.8 0.250
F01007 50.9 0.172 53.5 0.181 104.4 0.353 656.2 2.218 13.7 0.046 40.8 0.138 41.4 0.140 822 0.278
F01008 53.1 0.168 52.1 0.165 105.2 0.332 705.4 2.228 17.7 0.056 38.5 0.122 41.1 0.130 79.6 0.251
F01009 44.3 0.165 37.8 0.141 82.1 0.305 529.0 1.967 152 0.057 33.1 0.123 37.6 0.140 70.7 0.263
F01010 40.3 0.147 48.0 0.175 88.3 0.321 560.9 2.041 15.3 0.056 353 0.128 34.6 0.126 69.9 0.254
F01012 66.9 0.234 34.0 0.119 100.9 0.353 632.0 2212 11.3 0.040 32.9 0.115 32.6 0.114 65.5 0.229
Number of females 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 534 0.185 48.1 0.167 101.5 0.352 631.5 2.190 15.7 0.055 354 0.123 37.3 0.130 72.7 0.253
S.D. 8.5 0.027 8.1 0.024 12.9 0.036 78.7 0.232 4.3 0.015 4.4 0.015 4.5 0.014 8.6 0.028
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HERE 5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-1-2. Organ weights of female rats at the end of the dosing period

SF 15 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F02013 311.2 1971.1 6.334 226.4 0.728 987.9 3.174 9253.5 29.735 962.5 3.093 984.5 3.164 1947.0 6.256 712.9 2291
F02014 305.7 1964.6 6.427 1925 0.630 954.2 3.121 9818.6 32.118 1041.7 3.408 10103 3.305 2052.0 6.712 584.0 1.910
F02015 287.7 19443 6.758 242.3 0.842 1022.8 3.555 9859.4 34.270 1102.2 3.831 1069.4 3.717 2171.6 7.548 676.4 2.351
F02016 294.6 1816.1 6.165 256.8 0.872 1011.3 3433 9625.3 32,672 1049.0 3.561 998.0 3.388 2047.0 6.948 995.4 3.379
F02017 254.8 1817.7 7.134 134.0 0.526 823.5 3.232 9157.7 35.941 968.3 3.800 969.1 3.803 1937.4 7.604 608.6 2.389
F02018 280.5 1899.2 6.771 184.0 0.656 906.2 3231 9440.5 33.656 975.6 3478 914.3 3.260 1889.9 6.738 746.0 2.660
F02019 3248 1893.1 5.829 268.6 0.827 1080.7 3.327 10353.6 31.877 1018.4 3.135 1037.9 3.196 2056.3 6.331 727.2 2.239
F02020 286.8 1956.7 6.823 204.2 0.712 975.2 3.400 9605.9 33.493 1090.3 3.802 11272 3.930 22175 7.732 642.5 2.240
F02021 292.2 1898.0 6.496 106.4 0.364 1023.9 3.504 8566.4 29.317 994.4 3403 954.8 3.268 1949.2 6.671 519.5 1,778

F02022 266.3 1873.2 7.034 2234 0.839 931.5 3.498 9010.3 33.835 899.6 3.378 900.2 3.380 1799.8 6.759 841.9 3.161
F02023 287.0 1852.0 6.453 176.9 0.616 904.1 3.150 9553.5 33.287 975.9 3.400 973.9 3.393 1949.8 6.794 736.3 2.566
F02024 283.6 1851.8 6.530 219.7 0.775 888.7 3.134 91029 32.098 927.6 3.271 963.6 3.398 1891.2 6.669 750.2 2.645
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 289.6 1894.8 6.563 2029 0.699 959.2 3313 9445.6 32.692 1000.5 3.463 991.9 3434 1992.4 6.897 m.7 2,467

S.D. 18.8 55.0 0.367 47.9 0.150 71.9 0.159 467.5 1.853 61.8 0.247 63.5 0.248 120.6 0.481 124.6 0.460
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN Kw AN Kw AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-1-2(continued). Organ weights of female rats at the end of the dosing period

A ER%E 5 R-12-008

SF 15 mg/kg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F02013 48.7 0.156 51.0 0.164 99.7 0.320 596.0 1.915 129 0.041 31.9 0.103 349 0.112 66.8 0.215
F02014 46.6 0.152 47.8 0.156 94.4 0.309 671.5 2.197 11.7 0.038 30.3 0.099 30.6 0.100 60.9 0.199
F02015 48.8 0.170 50.6 0.176 99.4 0.345 538.7 1.872 18.1 0.063 44.4 0.154 45.9 0.160 90.3 0.314
F02016 50.5 0.171 512 0.174 101.7 0.345 953.2 3.236 16.6 0.056 36.6 0.124 374 0.127 74.0 0.251
F02017 43.6 0.171 69.3 0.272 1129 0.443 506.8 1.989 13.3 0.052 35.2 0.138 41.0 0.161 76.2 0.299
F02018 56.1 0.200 58.2 0.207 1143 0.407 451.8 1611 94 0.034 37.1 0.132 39.8 0.142 76.9 0.274
F02019 50.9 0.157 58.6 0.180 109.5 0.337 697.1 2.146 115 0.035 48.5 0.149 43.6 0.134 92.1 0.284
F02020 46.3 0.161 442 0.154 90.5 0.316 614.9 2.144 15.8 0.055 37.1 0.129 382 0.133 753 0.263
F02021 373 0.128 322 0.110 69.5 0.238 506.6 1.734 13.9 0.048 274 0.094 29.6 0.101 57.0 0.195
F02022 58.8 0.221 50.7 0.190 109.5 0411 555.9 2.087 13.1 0.049 275 0.103 335 0.126 61.0 0.229
F02023 56.9 0.198 633 - 0.221 1202 0419 510.0 1.777 15.8 0.055 40.3 0.140 415 0.145 81.8 0.285
F02024 48.1 0.170 60.2 0.212 1083 0.382 534.9 1.886 14.8 0.052 32.8 0.116 36.4 0.128 69.2 0.244
Number of females T2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 49.4 0.171 53.1 0.185 102.5 0.356 594.8 2.050 13.9 0.048 358 0.123 37.7 0.131 73.5 0.254

S.D. 6.0 0.025 9.7 0.041 13.5 0.058 133.7 0415 2.4 0.009 6.4 0.020 5.0 0.020 11.2 0.039
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN KW DU AN AN KW DU

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
DU: Analysis by Dunnett's test.
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RBRE R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-1-3. Organ weights of female rats at the end of the dosing period

SF 50 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e)
F03025 296.8 1819.0 6.129 347.2 1.170 978.7 3.298 9403.6 31.683 1126.4 3.795 1114.1 3.754 2240.5 7.549 728.0 2.453
F03026 289.0 1814.5 6.279 140.6 0.487 982.2 3.399 9296.4 32.167 878.9 3.041 946.1 3.274 1825.0 6.315 786.1 2.720
F03027 279.7 1882.6 6.731 1783 0.637 883.9 3.160 8651.5 30.931 965.1 3450 904.9 3.235 1870.0 6.686 639.6 2.287
F03028 3204 1928.8 6.020 190.7 0.595 961.1 3.000 9481.9 29.594 1187.1 3.705 1063.4 3.319 2250.5 7.024 543.8 1.697
F03029 3155 1854.4 5.878 174.7 0.554 951.2 3.015 9596.2 30.416 1015.4 3218 969.7 3.074 1985.1 6.292 589.5 1.868
F03030 272.6 1900.9 6.973 186.8 0.685 999.3 3.666 8395.9 30.799 904.5 3318 921.2 3.379 1825.7 6.697 706.4 2.591
F03031 296.9 1888.1 6.359 2741 0.923 916.4 3.087 9463.4 31.874 1038.2 3.497 1050.5 3.538 2088.7 7.035 741.2 2.496
F03032 288.7 1911.9 6.622 145.3 0.503 907.4 3.143 10038.6 34.772 1022.7 3.542 1002.2 3.471 20249 7.014 785.9 2.722
F03033 278.5 1779.8 6.391 200.5 0.720 966.7 3.471 9641.3 34,619 974.0 3497 985.5 3.539 1959.5 7.036 625.4 2.246
F03034 3129 1877.7 6.001 165.6 0.529 978.9 3.128 10213.7 32.642 942.7 3013 939.0 3.001 1881.7 6.014 591.3 1.890
F03035 3489 1819.6 5.215 2144 0.615 1115.6 3.197 10389.7 29.778 1099.9 3.152 1051.0 3.012 21509 6.165 823.0 2.359
F03036 283.4 1876.2 6.620 232.3 0.820 957.0 3377 11965.9 42223 11494 4.056 1076.1 3.797 2225.5 7.853 678.9 2.396
Number of females 12 12 12 12 12 12 12 12 12 12 12 V] 12 12 12 12 12
Mean 298.6 1862.8 6.268 204.2 0.687 966.5 3.245 9711.5 32.625 1025.4 3.440 1002.0 3.366 2027.3 6.807 686.6 2.310
S.D. 22.1 45.5 0.467 58.2 0.200 58.0 0.201 912.3 3.448 98.5 0.314 68.1 0.266 161.7 0.557 89.6 0.335
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN KW AN KwW AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-1-3(continued). Organ weights of female rats at the end of the dosing period

#HERE S R-12-008

SF 50 mg/kg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F03025 48.2 0.162 50.9 0.171 99.1 0.334 739.7 2492 1.7 0.039 39.1 0.132 41.8 0.141 80.9 0.273
F03026 65.0 0.225 46.2 0.160 111.2 0.385 554.7 1.919 15.2 0.053 38.2 0.132 39.0 0.135 77.2 0.267
F03027 52.1 0.186 56.9 0.203 109.0 0.390 6174 2.207 8.1 0.029 34.6 0.124 36.2 0.129 70.8 0.253
F03028 55.3 0.173 40.5 0.126 95.8 0.299 626.1 1.954 12.9 0.040 37.6 0.117 35.6 0.111 73.2 0.228
F03029 41.7 0.132 50.3 0.159 92.0 0.292 599.4 1.900 12.9 0.041 38.9 0.123 40.2 0.127 79.1 0.251
F03030 56.1 0.206 45.6 0.167 101.7 0.373 603.8 2215 174 0.064 314 0.115 36.6 0.134 68.0 0.249
F03031 42.6 0.143 429 0.144 85.5 0.288 498.2 1.678 12.7 0.043 35.7 0.120 35.5 0.120 71.2 0.240
F03032 44.9 0.156 54.4 0.188 99.3 0.344 675.0 2338 154 0.053 36.6 0.127 36.9 0.128 73.5 0.255
F03033 46.5 0.167 45.6 0.164 92.1 0.331 548.4 1.969 18.1 0.065 393 0.141 39.0 0.140 78.3 0.281
F03034 73.6 0.235 39.7 0.127 113.3 0.362 572.6 1.830 16.1 0.051 39.9 0.128 35.8 0.114 75.7 0.242
F03035 52.9 0.152 57.4 0.165 110.3 0.316 635.3 1.821 17.0 0.049 35.8 0.103 34.4 0.099 70.2 0.201
F03036 65.9 0.233 61.6 0.217 127.5 0.450 685.0 2417 16.4 0.058 374 0.132 44.9 0.158 823 0.290
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 53.7 0.181 493 0.166 103.1 0.347 613.0 2.062 14.5 0.049 37.0 0.125 38.0 0.128 75.0 0.253

S.D. 10.0 0.036 7.1 0.027 11.6 0.048 66.3 0.262 2.9 0.011 2.4 0.010 3.1 0.016 4.6 0.024
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN KW DU AN AN KW DU

Significantly different from the control group (*; P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.
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AER %5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 30-1-4. Organ weights of female rats at the end of the dosing period

SF 150/75 mg/kg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F04037 283.8 1888.7 6.655 258.3 0910 881.8 3.107 10088.2 35.547 886.4 3.123 882.7 3.110 1769.1 6.234 628.2 2.214
F04038 296.6 1870.6 6.307 164.7 0.555 850.0 2.866 9763.4 32.918 1056.1 3.561 10445 3.522 2100.6 7.082 757.7 2.555
F04039 2625 179%.5 6.855 93.6 0357 915.9 3.489 8450.8 32.194 908.0 3459 95%9.6 3.656 1867.6 7.115 600.0 2.286
F04040 259.7 1781.7 6.861 50.2 0.193 873.2 3.362 8635.8 33.253 1098.2 4229 1060.7 4.084 21589 8.313 640.1 2.465
F04041 280.2 1910.7 6.819 186.3 0.665 1178.5 4.206 9862.4 35.198 952.5 3.399 964.7 3.443 1917.2 6.842 662.4 2,364
F04042 265.1 1981.8 7.476 191.9 0.724 831.0 3,135 8751.3 33.011 867.4 3272 882.6 3.329 1750.0 6.601 619.3 2.336
F04043 2873 18619 6.481 1343 0.467 1120.8 3.901 9790.7 34,078 1127.5 3.924 1054.4 3.670 21819 7.595 784.4 2.730
F04044 2882 1845.6 6.404 224.0 0.777 1023.1 3.550 10467.0 36.319 1059.1 3.675 1108.5 3.846 2167.6 7.521 843.8 2,928
F04045 288.6 1792.6 6.211 242.1 0.839 963.5 3.339 9226.6 31.970 1020.9 3.537 954.1 3.306 1975.0 6.843 637.3 2.208
F04047 286.7 18864 6.580 207.5 0.724 891.9 31 9804.7 34.198 1054.2 3.677 10844 3.782 2138.6 7459 574.4 2.003
F04048 295.3 1884.0 6.380 175.9 0.596 1073.8 3.636 10498.5 35.552 1115.1 3.776 1097.2 3.716 2212.3 7492 633.3 2.145
Number of females 11 11 11 11 11 11 11 11 11 11 11 11 11 1 11 11 1
Mean 2813 1864.0 6.639 1753 0.619 964.0 3.427 9576.3 34.022 1013.2 3.603 1008.5 3.588 2021.7 7.191 671.0 2.385
S.D. 13.0 583 0.357 62.7 0214 118.0 0.388 712.4 1.475 94.0 0.307 82.9 0.279 172.2 0.567 85.3 0.269
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN KW AN KW AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-1-4(continued). Organ weights of female rats at the end of the dosing period

SF 150/75 mg/kg

AR E S R-12-008

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F04037 46.1 0.162 523 0.184 984 0.347 466.1 1.642 14.0 0.049 452 0.159 43.1 0.152 88.3 0311
F04038 47.6 0.160 55.4 0.187 103.0 0.347 710.9 2.397 15.6 0.053 35.1 0.118 34.9 0.118 70.0 0.236
F04039 46.0 0.175 46.2 0.176 922 0.351 5203 1.982 11.4 0.043 334 0.127 339 0.129 67.3 0.256
F04040 62.6 0.241 54.7 0.211 117.3 0.452 710.1 2.734 17.1 0.066 43.9 0.169 45.0 0.173 88.9 0.342
F04041 44.0 0.157 451 0.161 89.1 0.318 515.8 1.841 11.7 0.042 39.1 0.140 41.0 0.146 80.1 0.286
F04042 52.8 0.199 54.5 0.206 1073 0.405 383.7 1.447 13.2 0.050 37.4 0.141 37.5 0.141 74.9 0.283
F04043 384 0.134 59.4 0.207 97.8 0.340 613.9 2.137 12.1 0.042 39.4 0.137 438 0.152 83.2 0.290
F04044 68.1 0.236 46.1 0.160 1142 0.396 568.0 1.971 9.5 0.033 38.9 0.135 39.6 0.137 78.5 0272
F04045 54.5 0.189 56.1 0.194 110.6 0.383 605.8 2.099 12.5 0.043 40.8 0.141° 40.2 0.139 81.0 0.281
F04047 48.1 0.168 49.1 0.171 972 0.339 584.0 2.037 18.2 0.063 40.4 0.141 383 0.134 78.7 0.275
F04048 52.7 0.178 49.4 0.167 102.1 0.346 512.2 1.735 17.4 0.059 45.6 0.154 42.8 0.145 88.4 0.299
Number of females 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 51.0 0.182 51.7 0.184 102.7 0.366 562.8 2.002 13.9 0.049 39.9 0.142 40.0 0.142 79.9 0.285

S.D. 8.5 0.033 4.8 0.019 8.9 0.039 98.3 0.355 2.8 0.010 3.9 0.014 3.6 0.014 7.2 0.028
Significance NS NS NS NS NS NS NS NS NS NS NS * NS NS NS *
Statistical method AN AN AN AN AN AN AN AN AN AN KW DU AN AN Kw DU

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
DU: Analysis by Dunnett's test.

293



ABR B R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-2-1. Organ weights of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F05049 272.0 1799.0 6.614 284.6 1.046 892.7 3.282 6218.1 22.861 896.8 3297 857.6 3.153 1754.4 6.450 538.3 1.979
F05050 256.7 1791.3 6.978 308.6 1.202 791.6 3.084 6343.0 24.710 900.2 3.507 870.8 3392 1771.0 6.899 583.3 2272
F05051 279.3 1890.4 6.768 385.6 1.381 9414 3371 7412.7 26.540 886.3 3.173 860.3 3.080 1746.6 6253 582.3 2.085
F05052 249.5 1824.1 7.311 337.1 1.351 8102 3.247 7064.7 28.315 939.6 3.766 913.2 3.660 1852.8 7426 570.9 2.288
F05053 240.1 1854.7 7.725 240.0 1.000 811.0 3.378 6061.5 25.246 883.5 3.680 875.4 3.646 1758.9 7326 514.8 2.144
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 259.5 18319 7.079 3112 1.196 8494 3.272 6620.0 25.534 9013 3.485 8755 3.386 1776.7 6.871 557.9 2.154
S.D. 16.1 41.0 0.446 54.7 0.173 64.6 0.119 586.6 2.040 22.5 0.250 22.3 0.270 434 0.518 30.2 0.130
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-2-1(continued). Organ weights of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

B

B2 R-12-008

Female No. Ovary (R) Ovary (L) Qvaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F05049 54.5 0.200 53.6 0.197 108.1 0.397 473.1 1.739 14.3 0.053 28.6 0.105 29.0 0.107 576 0.212
F05050 36.7 0.143 48.6 0.189 85.3 0.332 672.2 2.619 13.8 0.054 37.0 0.144 375 0.146 745 0.290
F05051 51.8 0.185 50.5 0.181 102.3 0.366 501.1 1.794 20.4 0.073 322 0.115 344 0.123 66.6 0.238
F05052 43.9 0.176 350 0.140 789 0.316 4282 1.716 15.1 0.061 29.6 0.119 35.1 0.141 64.7 0.259
F05053 31.0 0.129 384 0.160 69.4 0.289 761.0 3.170 109 0.045 344 0.143 347 0.145 69.1 0.288
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 43.6 0.167 45.2 0.173 88.8 0.340 567.1 2.208 149 0.057 324 0.125 34.1 0.132 66.5 0.257
S.D. 9.9 0.030 8.1 0.023 16.1 0.042 142.4 0.657 35 0.010 3.4 0.017 3.1 0.017 6.2 0.033
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B R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-2-2. Organ weights of female rats at the end of the dosing period, satellite group

SF 150/75 mg/kg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) _(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F06059 2322 1836.5 7.909 414.6 1.786 751.4 3.236 6202.1 26.710 824.0 3.549 861.0 3.708 1685.0 7.257 4493 1.935
F06064 260.5 1949.1 7.482 165.2 0.634 802.0 3.079 7317.0 28.088 907.7 3484 858.2 3.294 1765.9 6.779 638.2 2450

F06065 253.5 1839.5 7.256 2219 0.875 823.1 3.247 8038.4 31.710 1071.1 4225 10224 4.033 2093.5 8.258 5235 2.065
Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Mean 248.7 1875.0 7.549 2672 1.098 792.2 3.187 7185.8 28.836 9343 3.753 913.9 3.678 1848.1 7.431 537.0 2.150

S.D. 14.7 64.2 0.332 130.7 0.608 36.8 0.094 925.2 2.583 125.7 0.410 94.0 0.370 216.3 0.755 95.2 0.268
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT AW TT TT T T AW T AW T AW TT T T

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-2-2(continued). Organ weights of female rats at the end of the dosing period, satellite group

SF 150/75 mg/kg

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F06059 55.6 0.239 439 0.189 99.5 0.429 602.2 2.593 14.0 0.060 28.2 0.121 30.7 0.132 58.9 0.254
F06064 49.6 0.190 36.5 0.140 86.1 0.331 5593 2.147 13.2 0.051 29.3 0.112 319 0.122 61.2 0.235
F06065 55.3 0.218 55.6 0.219 110.9 0.437 483.0 1.905 15.3 0.060 24.8 0.098 29.7 0.117 54.5 0.215
Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Mean 53.5 0.216 453 0.183 98.8 0.399 548.2 2215 142 0.057 274 0.110 30.8 0.124 58.2 0.235
S.D. 3.4 0.025 9.6 0.040 124 0.059 60.4 0.349 1.1 0.005 2.3 0.012 1.1 0.008 34 0.020
Signilicance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT T TT TT T TT TT TT TT 1T TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-3-1. Organ weights of female rats at the end of the recovery period

Control (vehicle: water for injection)
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) {mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F05054 279.9 1851.0 6.613 301.0 1.075 933.2 3.334 7547.0 26.963 879.6 3.143 884.2 3.159 1763.8 6.302 601.8 2.150
F05055 307.7 18832 6.120 331.0 1.076 963.4 3.131 7929.9 25772 1043.9 3.393 9714 3.157 2015.3 6.550 566.5 1.841
F05056 279.2 1750.6 6.270 216.7 0.776 1002.6 3.591 7066.6 25.310 892.8 3.198 846.5 3.032 17393 6.230 565.9 2.027
F05057 244.6 1764.2 7213 2325 0.951 794.9 3.250 6077.1 24.845 954.1 3.901 909.0 3.716 1863.1 7.617 493.6 2.018
F05058 269.9 1859.9 6.891 236.7 0.877 797.6 2.955 7202.8 26.687 964.6 3.574 898.2 3.328 1862.8 6.902 640.7 2374
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 276.3 1821.8 6.621 263.6 0.951 898.3 3252 7164.7 25.915 947.0 3.442 901.9 3278 1848.9 6.720 573.7 2.082
S.D. 22.7 60.1 0.447 49.6 0.130 96.4 0.237 693.8 0.898 65.6 0.308 45.5 0.266 108.8 0.566 54.3 0.197
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-3-1(continued). Organ weights of female rats at the end of the recovery period

ABREF R-12-008

Control (vehicle: water for injection)
Female No. QOvary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F05054 59.1 0211 53.4 0.191 112.5 0.402 469.0 1.676 352 0.126 36.8 0.131 395 0.141 76.3 0.273
F05055 53.8 0.175 50.7 0.165 104.5 0.340 572.8 1.862 16.2 0.053 314 0.102 319 0.104 63.3 0.206
F05056 45.0 0.161 513 0.184 96.3 0.345 5285 1.893 182 0.065 32.0 0.115 326 0.117 64.6 0.231
F05057 325 0.133 324 0.132 64.9 0.265 525.1 2.147 17.2 0.070 312 0.128 33.0 0.135 64.2 0.262
F05058 45.7 0.169 445 0.165 90.2 0.334 530.3 1.965 17.1 0.063 45.0 0.167 50.4 0.187 95.4 0.353
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 472 0.170 46.5 0.167 93.7 0.337 525.1 1.909 20.8 0.075 353 0.129 375 0.137 72.8 0.265

S.D. 10.1 0.028 8.5 0.023 18.2 0.049 369 0.171 8.1 0.029 5.9 0.024 7.8 0.032 13.7 0.056
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-3-2. Organ weights of female rats at the end of the recovery period

SF 150/75 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg)  (mglg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F06066 264.7 1820.4 6.877 287.8 1.087 1097.7 4.147 67384 25457 866.8 3.275 862.8 3.260 1729.6 6.534 513.5 1.940
F06067 255.6 1878.2 7.348 2133 0.835 877.6 3433 63972 25.028 852.1 3.334 844.1 3.302 1696.2 6.636 468.2 1.832
F06068 276.2 1913.5 6.928 126.4 0458 912.8 3.305 6799.7 24.619 964.5 3.492 908.5 3.289 1873.0 6.781 601.5 2.178
Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Mean 265.5 1870.7 7.051 209.2 0.793 962.7 3.628 6645.1 25.035 894.5 3.367 871.8 3.284 1766.3 6.650 527.7 1.983
S.D. 10.3 47.0 0.258 80.8 0317 118.2 0.454 216.9 0.419 61.1 0.112 33.1 0.022 93.9 0.124 67.8 0.177
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT T TT TT AW TT TT TT TT

Significantly different from the control group (*: P<0.05, **. P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test,
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 30-3-2(continued). Organ weights of female rats at the end of the recovery period

SF 150/75 mg/kg

AERE 5 R-12-008

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (ng/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F06066 258 0.097 30.1 0.114 55.9 0.211 411.9 1.556 158 0.060 249 0.094 25.7 0.097 50.6 0.191
F06067 30.6 0.120 355 0.139 66.1 0.259 442.8 1.732 17.5 0.068 321 0.126 36.2 0.142 68.3 0.267
F06068 51.2 0.185 48.8 0.177 100.0 0.362 1070.5 3.876 14.9 0.054 26.3 0.095 277 0.100 54.0 0.196
Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Mean 359 0.134 38.1 0.143 74.0 0.277 641.7 2.388 16.1 0.061 278 0.105 29.9 0.113 57.6 0.218

S.D. 135 0.046 9.6 0.032 23.1 0.077 371.6 1.292 1.3 0.007 3.8 0.018 5.6 0.025 9.4 0.043
Significance NS NS NS NS NS . NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT AW AW TT TT T TT TT T T T

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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HERE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 31-1. Macroscopic findings of male rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Animal No MOIMOIMO1MOIMO1I MO1MO1 M02M02M02M02 M02 M02 M02M02M02M02M02M02 M03M03MO3MO03MO3M03 M03 M0O3 MO3MO3MO3MO3 M04M04M04M04MO4MO4MO4
' 001 002 003 004 005 006 007 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 046

Fate D

Findings

Epididymis
Nodule, yellowish white,
caudal, unilateral - P - - - - - e -, - - - - .-

Glandular stomach
Dark reddish spot, mucosa,
scattered - - - - - .- BT T T T - - - - - - P

Heart
Whitish spot, scattered L e T - - - - - - P

Kidney
Enlargement, bilateral L L B T . - - - - - - P
Pale colored area, unilateral - e e e - . - - - ... e s S T T T T T - < - - P - -
Whitish area, single/scattered,
uni-/bilateral - P - - - - - LI T S L T S T - - - - - P -

Liver
Discoloration, dark colored A L e T S P L T T - - - - - - P
Whitish area L R B P - - - - - - - - - - - - - - - - - -

Lung
Discoloration, reddish - - - - e e - e e o e e e e e

Ileum
Diverticulum - - - - - - - R T - - - - P - - - - - - - - - - - .-

Spleen
Small T T T R PR - - - - - - P

Thymus
Small B T T T R R T - - - - - - P

Tooth
Discoloration, whitish, surface,
maxillary/mandibular incisor - - - - - - . - - - - - - - - - . - - R - - - - PP -

Notes) - : No abnormal changes P : Non-graded change
Vehicle: water for injection
Fate : blanks, Subjected to autopsy at the end of the dosing period; D, Died during the dosing period.
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HEAE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 31-2. Macroscopic findings of male rats at the end of the recovery period

Group Control (Vehicle) SF 150/75 mg/kg
Findings Animal No. MOIMOIMOIMOIMO1 M04M04M04M04MO4
008 009 010 011 012 043 044 045 047 048
Tooth
Fracture, maxillary incisor - - - - - - - - P -

Loss, unilateral,

maxillary incisor - - - - - - P - - -
Notes) - : No abnormal changes P : Non-graded change
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 32-1. Macroscopic findings of female rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg

Animal N FO1 FO1 FO1 FO1 FO1 FO1 FO1 FO1 FO1 FOl FO1 FO1 F02 FO2 FO2 F02 F02 F02 FO2 F02 FO2 F02 FO2 F02 F03 F03 F03 F03 F03 F03 F03 F03 FO3 F03 F03 FO3 F04 FO4 FO4 FO4 FO4 FO4 F04 F04 F04 F04 F04 F04
Findi i No. 001 002 003 004 005 006 007 008 009 010 011 012 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043 044 045 046 047 048
incings Fate NC DP
Heart
Whitish area, scattered e
Kidney
Discoloration, pale colored,

bilateral T e S
Whitish area, scattered, bilateral - - - - - - . - - < - - . . . o o o o o o o o o ..o .- ... ..o .o P - - e e e e
Liver
Diaphragmatic nodule e - - - - - - - <P - - - - - ..o o e - ..o
Spleen
Small T T T T T T T S R T T T - - - - - - - - - P - -
Thymus
Small L T e T S T T e N S T TSR S S - - - P - - - - - P - -
Tooth
Discoloration, whitish, surface,
maxillary/mandibular incisor - - - - - - - - - o - o - e - e e e e e === e e - = e = - - - o= P - P - - - - . L ..

Notes) - : No abnormal changes P : Non-graded change
Vehicle: water for injection
Fate : blanks, Subjected to autopsy on day 5 of lactation; NC, Not copulated; DP, Died during pregnancy.
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HERE S R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) SF 150/75 mg/kg
Animal No. FO5 FO5 FO5 FO5 FO5 F06 FO6 F06 F06 F06 F06 F06

049 050 051 052 053 059 060 061 062 063 064 065
Fate D D D D

Findings

Adrenal gland
Discoloration, dark colored,
bilateral - - - . - - - - P - - -
Enlargement, bilateral - - - - - - P - P - - -

Heart
Whitish area, scattered - - - - - - PP P - - -

Kidney
Discoloration, pale colored,
bilateral - - - - - - - P - - - -

Liver
Discoloration, dark colored - - - - - - - P - P . -

Spleen
Discoloration, pale colored - - - - - - - - P - - -
Small - - - - - - - - PP - -

Thymus
Small - - - - . - - P - - - -

Tooth
Discoloration, whitish, surface,
maxillary/mandibular incisor - - - - - P - - - - P -

Notes) -: No abnormal changes P : Non-graded change
Vehicle: water for injection
Fate : blanks, Subjected to autopsy at the end of the dosing period; D, Died during the dosing
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 32-3. Macroscopic findings of female rats at the end of the recovery period

Group Control (Vehicle)  SF 150/75 mg/kg
g . F05 F05 FO5 FO5 FO5 F06 F06 F06
Findings Animal No. 5} 5 056 057 055 066 067 068
Heart
Discoloration, pale colored - - - - - P - -
Tooth
Malocclusion - - - - - - - P

Notes) -:No abnormal changes P : Non-graded change
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 33-1. Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
Animal No. MO01 M01 MO1 M0O1 MO1 MOt MO1 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M04 M04 M04 M04 MO4 MO4 MO4
Findings : 001 002 003 004 005 006 007 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 046
Fate D
Brain NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Spinal cord NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Pituitary gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Remnant, Rathke's pouch - - P P - - . - - - -
Submandibular gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Sublingual gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node, submandibular NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Tingible body macrophage, increased - - e e - - - - 3+
Thyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Ectopic thymic tissue - - - . - - - P - - -
Ultimobranchial body - - - - - . P - P - -
Parathyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Thymus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy - - - - - - - - - - +
Tingible body macrophage, increased - - - - - - - - - - 2+
Heart NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Degt i i dial, diffuse, with mincralization - - - - - - - - - - - - - - - - - - - - +
Degencration/fibrosis, myocardial, focal L - - = % £ - - - % - - - - - -
Trachea NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lung NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Accumulation, foam cell, alveolus - % - - - - - - - - -
Metaplasia, osscous, focal - - - - - E - - - -
Bronchus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE

Notes) - :No abnormal changes : Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE:Not examined M: Missing A: Autolysis
Vehicle: water for injection
Fate : blanks, Subjected to autopsy at the end of the dosing period; D, Died during the dosing period.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 33-1(continued). Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) SF 15 mg/kg SF 50 mg/kg SF 150/75 mg/kg
MO01 M01 MO1 MO1 MOL MO1 MO1 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 MO03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M04 M04 M04 M04 M04 M04 M04

Findings Animal No. 001 002 003 004 005 006 007 013 014 015 016 017 OI8 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 046
Fate D
Liver NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Fatty change, hepatocyte, periportal T . + - - . -
Foci/area, cellular alteration, vacuolated cell - - - - - * - - - - - -
Microgranuloma x = £ - - - - -+ £ - -
Vacuolation, cytoplasmic, centrilobular, hepatocyte - - - - - - - - - - - +
Pancreas NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Hyperplasia, duct L £ - - - - -
Stomach NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
A lation, lymphocyte, sub , glandular stomach - - - - - - - - - - £ + = - - £ & -+ - -
Cellular infiltration, cosinophil,
lamina laris it glandular stomach = * * + % + ok o+ 2+ 4+ 2+ 24+ 2+ 2+ 2+ 2+ +  + 2+ 2+ 2+
Dendritic-like cell, increased, limiting ridge, mucosa - - - - + - = + 4+ + + o+ £ 2+ + + o+ o+ o+ EY
Duodenum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE A
Jejunum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE A
Tlcurn NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE A
Diverticulum - - - - - P - - - - -
Cecum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Colon NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Rectum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node, mesenteric NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Tingible body macrophage, increased - - - - - - - - - - 2+
Spleen NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy, white pulp e - - - . +
Deposit, pigment, brown 2+ 2+ 24+ 2+ 2+ 24+ 2+ 2+ 2+ 2+ 2+
Hematopoiesis, extramedulliary + 2+ 2+ o+ 2+ + + + * * +

Notes) -: No abnormal changes #: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not cxamincd M: Missing A: Autolysis
Vehicle: water for injection
Fate : blanks, Subjected to autopsy at the end of the dosing period; D, Died during the dosing period.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 33-1(continued). Histopathological findings of male rats at the end of the dosing period

RERE S R-12-008

Control (Vehicle)

SF 15 mgkg

SF 50 my/kg

SF 150/75 mgikg

MO01 MO01M01 MO1 MO1 MO1 MO1
002 003 004 005 006 007

001

MO02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02
013 014 015 016 017 018 019 020 021 022 023 024

M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03
025 026 027 028 029 030 031 032 033 034 035 036

MO04 M04 M04 M04 M04 M04 M04

037 038 039 040 041 042 046
D

Group
Animal No.
Findings Fate
Kidney

Basophilic collecting duct,
lcosis/atypia,

Basophilic tubule, cortex
Cellular infiltration, lymphocyte, interstitial
Cyst, medulla
Degeneration/necrosis, renal tubule, with mineralization
Dilatation, lumen, distal tubule
Mincralization, cortex
Nephroblastoma
Urinary bladder
Adrenal gland
Hypertrophy, zona fasciculata
Vacuolation, cytoplasmic, zona fasciculata
Testis
Epididymis
Granuloma, spermatic, unilateral

Prostate
Cellular infiltration, lymphocyte, interstitial

Seminal vesicle

Coagulating gland

Eyeball

Harderian gland

Hyperpigmentation

Sciatic nerve

Skeletal muscle

Femur
Deposit, basophilic substance,
cpiphysis/growth plate/metaphysis

Marrow, femur

VB

-

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE NE NE NE NE NE NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE NE NE NE NE NE NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE
NE
NE
NE
NE
NE
NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

+ ok
+

+
2+ 2+

£ -

+ -

- &
2+ 2+

2+

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

2+

2+

Notes) - : No abnormal changes + Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not cxamined M: Missing A: Autolysis

Vehicle: water for injection

Fate : blanks, Subjected to autopsy at the end of the dosing period; D, Died during the dosing period.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 33-2. Histopathological findings of male rats at the recovery period

Group Control (Vehicle) SF 150/75 mg/kg
Findings Animal No. MO01 MO01 M01 MOt MO1 M04 M04 M04 M04 M04
008 009 010 011 012 043 044 045 047 048
Brain NE NE NE NE NE NE NE NE NE NE
Spinal cord NE NE NE NE NE NE NE NE NE NE
Pituitary gland NE NE NE NE NE NE NE NE NE NE
Submandibular gland NE NE NE NE NE NE NE NE NE NE
Sublingual gland NE NE NE NE NE NE NE NE NE NE
Lymph node, submandibular- NE NE NE NE NE NE NE NE NE NE
Thyroid gland NE NE NE NE NE NE NE NE NE NE
Parathyroid gland NE NE NE NE NE NE NE NE NE NE
Thymus NE NE NE NE NE NE NE NE NE NE
Heart
Degeneration/fibrosis, myocardial, focal - - - - + - - -+
Trachea NE NE NE NE NE NE NE NE NE NE
. Lung NE NE NE NE NE NE NE NE NE NE
Bronchus NE NE NE NE NE NE NE NE NE NE

Notes) -:No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 33-2(continued). Histopathological findings of male rats at the recovery period

Group
Findings Animal No.
Liver
Pancreas
Stomach

Accumulation, lymphocyte, submucosa, glandular stomach
Cellular infiltration, eosinophil,
lamina muscularis mucosa/submucosa, glandular stomach

Dendritic-like cell, increased, limiting ridge, mucosa

Duodenum

Jejunum

Ileum

Cecum

Colon

Rectum

Lymph node, mesenteric

Spleen

Control (Vehicle) SF 150/75 mg/kg
MO01 M01 MO1 MO1 MO1 MO04 M04 M04 M04 M04
008 009 010 011 012 043 044 045 047 048
NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE

- - - - - - - - - +
+ + + + + + + + + +
- - - -+ + 4+ £ - %
NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE

Notes) -:No abnormal changes *: Very slight + : Slight 2+: Moderate 3-+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis

Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 33-2(continued). Histopathological findings of male rats at the recovery period

SF 150/75 mg/kg

M04 M04 M04 M04 M04
043 044 045 047 048

Group Control (Vehicle)
L . MO01 M01 M01 MO1 MO!
Animal No.
Findings tmat o 008 009 010 011 012
Kidney
Basophilic tubule, cortex + = - o+ -

Cellular infiltration, lymphocyte, interstitial - - - - -

Urinary bladder NE NE NE NE NE
Adrenal gland NE NE NE NE NE
Testis NE NE NE NE NE
Epididymis NE NE NE NE NE
Prostate NE NE NE NE NE
Seminal vesicle NE NE NE NE NE
Coagulating gland NE NE NE NE NE
Eyeball NE NE NE NE NE
Harderian gland NE NE NE NE NE
Sciatic nerve NE NE NE NE NE
Skeletal muscle NE NE NE NE NE
Femur

Marrow, femur NE NE NE NE NE

&

&
@ @ @ @ @8 @ 858 %8 8§ @ &

NE

NE

&

7 5 8 8 & &# &8 &8 &8 7 &
5 8 & &8 8 5 & & & 8§ &

NE

NE

NE

NE NE NE NE NE

Notes) -: No abnormal changes +: Very slight +: Slight 2+: Moderate 3-+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 34-1. Histopathological findings of female rats at the end of the dosing period

HERE S R-12-008

Group Controf (Vehicle) SF 15 my SF 50 mp/kg SF 150/75 mgrkg
Animal No. FC1 FO1 FO1 FOlI FOt FO1 FOi FO1 FO1 FO1 FOi FOl FO2 FO2 FO2 F02 F02 FO2 'FO2 F02 F02 F02 F02 F02 F03 F03 FO3 F03 FO3 FO3 FO3 FO3 FO3 FO3 FO3 FO3 F04 F04 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4
Findin i 001 002 003 004 005 006 007 008 009 010 011 012 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035_036 037 038 039 040 (41 042 043 044 (45 (46 047 048
= Fate NC DP
Brain NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Spinal cord NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Piwitary gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Remnant, Rathke's pouch - - . . P .
Submandibuhr gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Sublingual gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy, acinus, unilateral - - - - - . - - -
Cellular infiltration, mononuelear cell, interstitial, unilateral - - - - - - -+ - -
Lymph node, submandibular NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Thyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Ultimobranchial body - P P - P - - P -
Parathyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Thynus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy - - - - - - 24 . + -
Heart NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
D i i ial, diffuse, with - - - - - e e - - - - - - - - - - - 2+ -
Edema, around an artery - - - - - - - - - - - . - . . - + - . -
Trachea NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lung NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE.NE NE NE NE NE NE NE
Bronchus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE

Notes) - : No abnormal changes & Very slight + : Slight 2+: Moderate 3+: Marked

P :Non-graded change NE:Not cxamined M: Missing A: Autolysis

Vehick: water for injection

Fate : blanks, Subjected to autopsy on day 5 of lactation; NC, Not copulated; DP, Died during pregnancy.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 34-1(continued). Histopathological findings of female rats at the end of the dosing period

Group Control (Vehicle) SF 15 my/kg SF 50 mg/kg SF 150/75 mg/kg
FOI FOI FOI FOI FO1 FO1 FOI FOI FOI FOI FOI FOI  F02 FO2 FO2 FO2Z FO2 FO2 FO2 FO2 FO2 FO2 FO2 FO2  FO3 FO3 FO3 FO3 FO3 FO3 F03 FO3 FO3 FO3 FO3 FO3  FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4

54
&

Animal No.

Findings 001 002 003 004 005 006 007 008 009 010 011 012 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043 044 045 046 047 048
Fate NC Dp
Liver NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Change, basophilic, hepatocyte - .- - - - - - - - + -
Fatty change, hepatocyte, periportal - - - - + + - - - % - .
Hematopoiesis, cxtramedullary - - - & - - - - - - - -
Necross, focal - - - - - - - - . - - =
Nodule, h diaph ic, focal h s - - .- - P - - - - - -
Pancreas NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Stomach NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
A ion, lymph sut glandular stomach - - - - - L A - - - - - - % - -t
Cellular infiltration, cosinophil,
Jamina muscularis mucosa/submucosa, glandular stomach F I + £ £+ £ + % 2+ % + + + 2+ 2+ + o+ + o+
Dendritic-like cell, increased, limiting ridge, mucosa - - - . - + - -+ o+ 2+ + + + + -+ - 2+ - 2+
Duodenum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE A NE
Jejunum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE A NE
Heum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE A NE
Cecum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE A NE
Colon NE NE NE NE NE NE NBE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Rectum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node, mesenteric NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy - - - - - - - - - £ -
Spleen NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy, white pulp - - - - - - - - + -
Deposit, pigment, brown 2+ 2+ 2+ 3+ 2+ 2+ 2+ 24 24 2+ 2+
H, i dullary 24 2+ 2+ + 2+ 2+ 2+ + 2+ £ 2+

Notes) - : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Vehicle: water for injection
Fate : blanks, Subjected to autopsy on day 5 of lactation; NC, Not copulated; DP, Died during pregnancy.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 34-1(continued). Histopathological findings of female rats at the end of the dosing period

Group Control (Vchicle) SF 15 my/kg SF 50 mg/kg SF 150/75 mg/kg
FO1 FO1 FOl FO1 FO1 FO1 FO1 FOi FO1 FO1 FO1 FOlL F02 FO2 F02 FO2 F02 FO2 FO2 F02 F02 F02 F02 F02 FO3 F03 FO3 FO3 FO3 F03 FO3 FO3 FO3 FO3 F03 FO3 F04 F04 F04 F04 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4

imal No.
Findings Animal No 001 002 003 004 005 006 007 008 009 010 011 012 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043 044 045 046 047 048
Fate NC DP
Kidney NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Basophilic collecting duct,
i pia, nucl - - - - - - - - - - - - - - - - - - 2+ -
Basophilic proximal (ubule, straight - - - - L - - + - - - - - - -
Basophilic tubule, coriex - - k. - £ - o - - - . - + + .- T ..
Degencration, vacuolar, proximal tubule, convoluted - - - - - - - - - - - - - - - - - - - + -
Degencration/necrosis, renal tubule, with mineralization - - - - - - - - - - - - - - - - - + - E
Dilatation, lumen, distal tubule - - - - L - - - - - - - £ - -
Mineralizati - fullary juncti Tull L. . .. i - . . + _ _ . L. R
Urinary bladder NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Adrenal gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Hypertrophy, zona fasciculata - - - - - - - - + -
Ovary NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Uterus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Vagina NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Mucification, epithelium - - - - - - - - - + .
Eychall NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Harderian gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Sciatic nerve NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Skeletal muscle NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Femur NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Deposit, basophilic substance,
epiphysis/growth plate/metaphysis - .- - - - - . e . - - - - N 24 2+ 2+ 2+ . ox
Marrow, femur NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
I ais i i CL s . oL L. .
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

lon-graded change NE: Not cxamined M: Missing A: Autolysis
Vehicle: water for injection
Fate : blanks, Subjected to autopsy on day 5 of lactation; NC, Not copulated; DP, Died during pregnancy.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vchiclc) SF 150/75 mg/kg
Animal No. F05 F05 F05 FO5 FOS F06 F06 FO6 FO6 F06 F06 FO6
. : 049 050 051 052 053 059 060 061 062 063 064 065
Findings
Fate D D D D
Brain
Spinal cord

Pituitary gland

Submandibular gland

Sublingual gland

Lymph node, submandibular
Atrophy - - - e T
Tingible body macrophage, increased R - - -2+ - -

Thyroid gland
Ectopic thymic tissuc - - - - - P o- - - - . .
Ultimobranchial body P - - - - - - - - P - -

Parathyroid gland M

Thymus
Atrophy R B
Tingible body macrophage, increased £ - - - - S

Hcart
Degencration/necrosis, myocardial, diffuse, with mineralization - - - - - - 2+ 2F 3+ o - -

Trachea

Lung
Accumulation, foam cell, alveolus - - - - - -
Cellular infiltration, neutrophil, alveolar wall - - - - - -
Metaplasia, osseous, focal - - - e e
Thrombus, arteriole, focal - - - - - .

H o

H
'
H

Bronchus
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Vehicle: water for injection
Fate : blanks, Subjected to autopsy at the end of the dosing period; D, Died during the dosing period.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 34-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) SF 150/75 mg/kg
Animal No. F05 F05 FO5 FO5 F05 F06 FO6 FO6 F06 F06 FO6 F06
_ : 049 050 051 052 053 059 060 061 062 063 064 065
Findings
Fate D D D D
Liver
Change, basophilic, hepatocyte - - - - - B N T S
Fatty change, hepatocyle, periportal - - - - - £ - - - - .-
Microgranuloma £ = - - & £ - - - - .-
Necrosis, focal/multifocal - - x4 - F 2
Pancreas
Stomach
Cellular infiltration, eosinophil,
lamina Jari a/sut landul h + + £ = % 2+ £+ 4+ 2+ 2+ o+
Degeneration/necrosis, submucosa/smooth muscle,
with mineralization - - - - - - - 2+ 2+ - - -
Dendritic-like cell, increased, limiting ridge, mucosa - - - - + - - - -2+ 0+
Duodenum A A A A
Jejunum A A A A
Ileum A A A A
Cecum A A A
Colon A
Rectum A A
Lymph node, mesenteric
Atrophy I B S
Tingible body macrophage, increased - - - - - - - -+ . ..
Spleen
Atrophy, white pulp - - - .. - 24 o+ 2+ - -
Congestion, red pulp B .+ 2+ -+ - -
Deposit, pigment, brown 2+ 2+ 2+ 2+ 2+ 2+ 2+ + 2+ + 2+ 2+
He iesi dullary £ £ = = * + £ + + + =

Notes) -: No abnormal changes +: Very slight +: Slight 2+; Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Vehicle: water for injection
Fate : blanks, Subjected to autopsy at the end of the dosing period; D, Died during the dosing period.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 34-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) SF 150/75 mg/kg
FO5 FO5 FO5 FO5 F05 F06 FO6 F06 F06 F06 F06 F06

Animal No.
- mimat e 049 050 051 052 053 059 060 061 062 063 064 065
Findings

Fate D D D D
Kidney
Basophilic collecting duct,

anisonucleosis/atypia, nuclear/mitosis - - - - - - -+ 2+ 2+ - -
Basophilic proximal tubule, straight - - - e - - M - 4 - - -
Basophilic tubule, cortex - - . . O I -+ .
Degeneration/necrosis, renal tubule, with mineralization - - - - - - 24 4 2+ - - -
Urinary bladder
Adrenal gland
Hypertrophy, zona fasciculata - - - - - - - x % < - -
Ovary
Atretic follicle, increased number - - - - . .
Uterus
Degeneration, vacuolar, myometrium - - - - - .-+ 2%+ - -
Degeneration/necrosis, myometrium, with mineralization - - - - - -+ -+ o+ e .
Vagina
Eyeball
Harderian gland
Hyperpigmentation - - - - - -2+ 2+ 2+ 2+ - -
Sciatic nerve
Skeletal muscle
Femur
Deposit, basophilic substance,

epiphysis/growth plate/metaphysis - - - - - + & 2+ + o+ + +

Marrow, femur
Notes) - : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Vehicle: water for injection
Fate : blanks, Subjected to autopsy at the end of the dosing period; D, Died during the dosing period.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 34-3. Histopathological findings of female rats at the recovery period

Group Control (Vehicle) SF 150/75 mg/kg

Findings Animal No. F05 F05 FOS FO5 FO5 F06 F06 F06
054 055 056 057 058 066 067 068

Brain NE NE NE NE NE NE NE NE
Spinal cord NE NE NE NE NE NE NE NE
Pituitary gland NE NE NE NE NE NE NE NE
Submandibular gland NE NE NE NE NE NE NE NE
Sublingual gland NE NE NE NE NE NE NE NE
Lymph node, submandibular NE NE NE NE NE NE NE NE
Thyroid gland : NE NE NE NE NE NE NE NE
Parathyroid gland NE NE NE NE NE NE NE NE
Thymus NE NE NE NE NE NE NE NE

Heart

Fibrosis, myocardial, diffuse - - - - - T -
Degeneration/fibrosis, myocardial, focal + - - - - - - -
Trachea NE NE NE NE NE NE NE NE
Lung NE NE NE NE NE NE NE NE
Bronchus NE NE NE NE NE NE NE NE

Notes) - :No abnormal changes +; Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Vehicle: water for injection

319



REREF R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 34-3(continued). Histopathological findings of female rats at the recovery period

Group Control (Vehicle) SF 150/75 mg/kg
F05 FOS5 FO5 FOS5 FOS5 F06 F06 F06
Findi Animal No.
1neings fmar o 054 055 056 057 058 066 067 068
Liver ' NE NE NE NE NE NE NE NE
Pancreas NE NE NE NE NE NE NE NE
Stomach
Cellular infiltration, eosinophil,
lamina muscularis mucosa/submucosa, glandular stomach + + £ £ =+ £ & o+
Dendritic-like cell, increased, limiting ridge, mucosa - - - £ - + £ &£
Duodenum NE NE NE NE NE NE NE NE
Jejunum NE NE NE NE NE NE NE NE
Tleum NE NE NE NE NE NE NE NE
Cecum NE NE NE NE NE NE NE NE
Colon NE NE NE NE NE NE NE NE
Rectum NE NE NE NE NE NE NE NE
Lymph node, mesenteric NE NE NE NE NE NE NE NE
Spleen NE NE NE NE NE NE NE NE

Notes) -: No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 34-3(continued). Histopathological findings of female rats at the recovery period

Group Control (Vehicle) SF 150/75 mg/kg
. . FO5 F05 F05 FO5 FO5 F06 F06 F06
Findings Animal No.
054 055 056 057 058 066 067 068
Kidney
Basophilic tubule, cortex - - -+ - + - -
Cyst, medulla - - - - - P - -
Mineralization, cortico-medullary junction/medulla - - - - - + - %
Urinary bladder NE NE NE NE NE NE NE NE
Adrenal gland NE NE NE NE NE NE NE NE
Ovary NE NE NE NE NE NE NE NE
Uterus NE NE NE NE NE NE NE NE
Vagina NE NE NE NE NE NE NE NE
Eyeball NE NE NE NE NE NE NE NE
Harderian gland NE NE NE NE NE NE NE NE
Sciatic nerve NE NE NE NE NE NE NE NE
Skeletal muscle NE NE NE NE NE NE NE NE
Femur
Marrow, femur NE NE NE NE NE NE NE NE

Notes) -:No abnormal changes =+: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 35-1. Results of observations about estrous cycle

Control (vehicle: water for injection)

Pre-mating period Mating period
Animal Pre-treatment period Treatment period Times of vaginal
no. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) (days)
F01001 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDDPL 1
F01002 DDEDDPEDDPEDDD 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1
F01003 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 D PL 1
F01004 DEDDPEDDPEDDPE 4-day 4.0 DDDEDDDEDDDEDD 4-day 4.0 P PL 1
F01005 DDDPEDDDPEDDPE 4/5-day 4.5 DDDPEDDDPEDDDD 5-day 5.0 PL 1
F01006 EDDDEDDDEDDDED 4-day 4.0 DDEDDPEDDDEDDP 4-day 4.0 PL 1
F01007 DDDEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDDPL . 1
F01008 DDDEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL 1
F01009 DDEDDPEDDPEDD?P 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1
F01010 EDDDEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
FO1011 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD
F01012 DDDEDDPEDDDEDD 4-day 4.0 DEDDDEDDPEDDDE 4-day 4.0 DDPPL 1
Mean _ 4.0 4.1 1.0
SD. 0.1 0.3 0.0
) 12 (12) an

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 35-2. Results of observations about estrous cycle

RERE 5 R-12-008

SF (15 mg/kg)
Pre-mating period Mating period
Animal Pre-treatment period Treatment period Times of vaginal
no. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) (days)

F02013 EDDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F02014 EDDDEDDPEDDDED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F02015 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 D PL 1
F02016 EDDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F02017 DDDEDDPEEDDDED  4/5-day 4.5 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F02018 DEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 D PL 1
F02019 EEDDDEDDDEEDDD  4/5-day 4.5 EDDDEDDDPEDDPE 4/5-day 4.3 DDP PL 1
F02020 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL 1
F02021 DDDEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDDDDDDDDDDDDPL 1
F02022 DDEDDDEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 DPPL 1
F02023 DDEDDPEDDDEDDD 4-day 4.0 EDDDEDDPEDDPED 4-day 4.0 D P PL 1
F02024 DDDEDDPEDDDEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 D DDPL 1
Mean 4.1 4.0 1.0
S.D. 0.2 0.1 0.0

™) (12} (12) (12)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 35-3. Results of observations about estrous cycle

KB %= R-12-008

SF (50 mg/kg)
Pre-mating period Mating period
Animal Pre-treatment period Treatment period Times of vaginal
no. Stage Type Mean length Stage Type Mean length Stage estrus observed
' (days) (days)

F03025 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDDEDD 4-day 4.0 D PL 1
F03026 DEDDDEDDDEDDDE 4-day 4.0 DDDEDDPEDDDEDD 4-day 4.0 D PL 1
F03027 DEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEEDDDPE 5-day 5.0 DDDPL 1
F03028 DDEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 DPPL 1
F03029 DDEDDPEDDDEDDD 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 DPPL 1
F03030 DDDPEDDPEDDDPE 4/5-day 4.5 DDDDEDDDPEEDDP irreguler 6.0 PL 1
F03031 DEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F03032 DDDEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDDPL 1
F03033 EDDPEDDPEDDPED 4-day 4.0 DPEDDDEDDPEDDP 4-day 4.0 PL 1
F03034 PEDDDPEDDDDEDD 5-day 5.0 DPEDDDEEDDDEED 5-day 5.0 D DPL 1
F03035 PEDDPEDDDEDDPE 4-day 4.0 DDDEDDPEDDPEDD 4-day 4.0 P PL 1
F03036 DDEDDPEDDDEDDP 4-day 4.0 EDDDEDDDPEDDDD  4/5day 45 PL 1
Mean 4.1 44 1.0
S.D. 03 0.6 0.0

) (12 (12) (12)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 35-4. Results of observations about estrous cycle

BT B R-12-008

SF (150/75 mg/kg)
Pre-mating period Mating period
Animal Pre-treatment period Treatment period Times of vaginal
no. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) (days)

F04037 DEDDPEDDPEDDDE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F04038 EDDPEDDPEEDDPFP 4/5-day 4.5 EDDPEEDDPEEDDP 5-day 5.0 E PL 1
F04039 DDEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1
F04040 PEDDPEDDPEDDDE 4-day 4.0 DDDEDDDEDDPEDD 4-day 4.0 D PL 1
F04041 EDDDPEDDDEEDDD 5-day 5.0 EEDDDPEDDDEDDD  4/5-day 45 P PL 1
F04042 PEDDPEDDPEDDDE 4-day 4.0 DDDEDDDEDDDEDD 4-day 4.0 P PL 1
F04043 DEEDDDEEDDDEED 5-day 5.0 DDEDDDEEDDPEDD  4/5day 4.5 D PL 1
F04044 DEDDPEDDPEDDPE 4-day 4.0 DDDEDDPEDDDEDD 4-day 4.0 P PL 1
F04045 DEDDDEDDDEDDDE 4-day 4.0 DDDEDDPEDDDEDD 4-day 4.0 P PL 1
F04046 DDPEDDPEDDDEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL 1
F04047 EDDDEDDPEEDDPE 4/5-day 4.3 EDDDEEDDPEEDDP S-day 5.0 E PL 1
F04048 DDDEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL 1
Mean 4.2 43 1.0
S.D. 0.4 0.4 0.0

™) (12) (12) (12)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 36-1. Results of observations about reproductive performance

Control (vehicle: water for injection)

Male Female Pairing days
no. no. Copulation Conception until copulation
M01001 F01001 + + 4
MO01002 F01002 + + 3
M01003 F01003 + + 2
MO01004 F01004 + + 2
MO01005 F01005 + + 1
MO01006 F01006 + + 1
MO01007 F01007 + + 4
M01008 F01008 + + 4
MO01009 F01009 + + 3
MO01010 F01010 + + 1
Mo01011 F01011 + —
MO01012 F01012 + + 4

Total +:12,-:0 +:11,-:1

Mean 2.6

S.D. 1.3

™) (11)

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 36-2. Results of observations about reproductive performance

SF (15 mg/kg)
Male Female Pairing days
1no. no. Copulation Conception until copulation
MO02013 F02013 + + 1
M02014 F02014 + + 1
M02015 F02015 + + 2
MO02016 F02016 + + 1
MO02017 F02017 + + 1
M02018 F02018 + + 2
M02019 F02019 + + 4
M02020 F02020 + + 4
M02021 F02021 + + 14
M02022 F02022 + + 3
M02023 F02023 + + 3
M02024 F02024 + + 4

Total +:12, .0 +:12,-:0

Mean 33

S.D. 3.6

™) (12)

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 36-3. Results of observations about reproductive performance

SF (50 mg/kg)
Male Female Pairing days
no. no. Copulation Conception until copulation
MO03025 F03025 + + 2
M03026 F03026 + + 2
M03027 F03027 + + 4
MO03028 F03028 + + 3
MO03029 F03029 + + 3
M03030 F03030 + + 1
M03031 F03031 + + 2
M03032 F03032 + + 4
M03033 F03033 + + 1
MO03034 F03034 + + 3
MO03035 F03035 + + 2
MO03036 F03036 + + 1

Total +:12,-:0 +:12,-:0

Mean 23

S.D. 1.1

) (12)

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 36-4. Results of observations about reproductive performance

SF (150/75 mg/kg)
Male Female Pairing days
no. no. Copulation Conception until copulation
M04037 F04037 + + 2
M04038 F04038 + + 2
M04039 F04039 + + 3
Mo04040 F04040 + + 2
M04041 F04041 + + 2
M04042 F04042 + + 7
M04043 F04043 + + 2
M04044 F04044 + + 2
Mo04045 F04045 + + 2
M04037 F04046 + Died on day 7 of pregnanacy 1
MO04047 F04047 + + 2
M04048 F04048 + + 4

Total +:12,-:0 +:11,-:0

Mean 2.2

S.D. 0.7

N) (12)

+, confirmed

-, not confirmed
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AHERE 5 R-12-008

Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 37-1. Observation of offspring (F;)

Control (vehicle: water for injection)

Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring External

length corpora implan- tation  index Number of Sex Dead index index index 4 days Sex  Viability abnormalities
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F01001 21 16 15 93.8 + 15 11 4 15 073 0 100.0 100.0 100.0 11 4 073 100.0 0 0.0
F01002 22 16 16 100.0 + 16 11 5 16 0.69 0 100.0 100.0  100.0 11 4 073 93.8 0 0.0
F01003 22 15 15 100.0 + 15 8 7 15 053 0 100.0 1000 100.0 7 7 050 933 0 0.0
F01004 22 14 14 100.0 + 14 6 8 14 043 0 100.0 100.0  100.0 5 8 038 929 0 0.0
F01005 22 16 16 100.0 + 16 6 10 16 038 0 100.0 100.0 100.0 6 10 038 100.0 0 0.0
F01006 22 15 15 100.0 + 15 7 8 15 047 0 100.0 100.0  100.0 7 8 047 100.0 0 0.0
F01007 22 15 15 100.0 + 15 7 8 15 047 0 100.0 100.0 100.0 7 8 047 100.0 0 0.0
F01008 22 16 15 93.8 + 15 5 10 15 033 0 100.0 100.0 100.0 5 10 0.33 100.0 0 0.0
F01009 22 14 14 100.0 + 14 8 6 14 057 0 100.0 1000 100.0 7 6 054 929 0 0.0
FO1010 22 15 15 100.0 + 14 6 8 14 043 0 93.3 933  100.0 6 8 043 100.0 0 0.0
FO1012 22 13 13 100.0 + 12 4 7 it 036 1 9.3 846 917 4 7 036 100.0 0 0.0
Number of dams 11 11 11 11 TR 11 11 1t 11 11 11 11 11 11 11 11

Total 165 163 161 79 81 160 1 76 80 0
Mean 21.9 15.0 14.8 98.9 14.6 7.2 74 145 049 0.1 98.7 980  99.2 6.9 73 048 97.5 0.0
S.D. 0.3 1.0 0.9 25 1.1 2.2 1.9 1.4 013 0.3 2.9 4.9 2.5 2.3 20 0.14 34 0.0

% 100.0

+: Dams with live offspring, -: dams without live offspring.
a): Number of dams with live offspring.
b): Number of external abnormalities in live offspring at birth.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 37-2. Observation of offspring (F,)

FERZE 5 R-12-008

SF 15 mg/kg
Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead  index index index 4 days Sex Viability abnormalities ”
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%)  (Number) (%)
F02013 22 18 17 94.4 + 16 7 9 16 044 0 94.1 94.1 100.0 7 9 044 100.0 [} 0.0
F02014 22 17 17 100.0 + 14 8 6 14 057 0 824 82.4 100.0 8 6 057 100.0 0 0.0
F02015 22 16 15 93.8 + 15 8 7 15 053 0 100.0 100.0 100.0 8 7 053 100.0 0 0.0
F02016 22 16 16 100.0 + 16 7 9 16 044 0 100.0 100.0 100.0 7 9 044 100.0 0 0.0
F02017 22 16 15 93.8 + 15 4 11 15 027 0 100.0 100.0 100.0 4 11 027 100.0 0 0.0
F02018 22 18 18 100.0 + 18 9 8 17 053 1 100.0 94.4 944 9 8 053 100.0 0 0.0
F02019 22 15 15 100.0 + 13 3 10 13 023 0 86.7 86.7 100.0 3 10 023 100.0 0 0.0
F02020 23 15 15 100.0 + 13 4 9 13 031 0 86.7 86.7 100.0 4 9 031 100.0 0 0.0
F02021 22 14 14 100.0 + 14 7 7 14 050 0 100.0 100.0  100.0 7 7 050 100.0 0 0.0
F02022 22 18 18 100.0 + 17 5 11 16 031 1 94.4 88.9  94.1 4 11 027 93.8 0 0.0
F02023 22 16 16 100.0 + 14 7 7 14 050 0 87.5 87.5 100.0 7 7 050 100.0 0 0.0
F02024 23 15 15 100.0 + 12 9 3 12075 0 80.0 80.0 100.0 9 3 075 100.0 0 0.0
Number of dams 12 12 12 12 129 12 12 12 12 12 12 12 12 12 12 12

Total 194 191 177 78 97 175 2 77 97 0
Mean 22.2 16.2 159 98.5 14.8 6.5 8.1 146 045 0.2 92.7 91.7  99.0 6.4 8.1 045 99.5 0.0
S.D. 0.4 13 13 2.7 1.8 2.0 2.3 1.5 015 0.4 7.6 7.3 2.2 2.1 23 015 1.8 0.0

% 100.0

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN DU KW DU AN AN AN AN AN AN KW AN AN AN AN AN KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

+: Dams with live offspring, -: dams without live offspring.
a): Number of dams with live offspring.

b): Number of external abnormalities in live offspring at birth.
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats
Appendix 37-3. Observation of offspring (F1)

SF 50 mg/kg

Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring External

length corpora implan- tation  index Number of Sex Dead index index index 4 days Sex  Viability abnormalities
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%)  (Number) (%)
F03025 22 17 14 824 + 14 6 8 14 043 0 100.0  100.0 100.0 5 8 038 929 0 0.0
F03026 22 15 15 100.0 + ' 13 6 7 13 046 0 86.7 86.7 100.0 6 7 046 100.0 0 0.0
F03027 22 13 13 100.0 + 13 6 7 13 0.46 0 100.0 100.0 100.0 6 7 046 100.0 0 0.0
F03028 22 15 15 100.0 + 15 8 7 15 053 0 100.0 100.0 1000 8 6 057 933 0 0.0
F03029 22 15 15 100.0 + 15 6 9 15 040 0 100.0 100.0 1000 6 9 040 100.0 0 0.0
F03030 22 14 14 100.0 + 13 3 10 13 0.23 0 92.9 92.9 100.0 3 10 023 100.0 0 0.0
F03031 22 15 15 100.0 + 15 7 8 15 047 0 100.0 100.0 1000 7 8 047 100.0 0 0.0
F03032 22 15 15 100.0 + 15 5 10 15 033 0 100.0 100.0 1000 5 10 033 100.0 0 0.0
F03033 22 15 13 86.7 + 12 8 4 12 0.67 0 923 923 100.0 8 4 067 100.0 0 0.0
F03034 22 18 16 88.9 + 15 9 5 14 0.64 1 93.8 875 933 9 5 064 100.0 0 0.0
F03035 22 14 14 100.0 + 14 9 5 14 0.64 0 100.0 100.0 100.0 9 5 064 100.0 0 0.0
F03036 22 16 15 93.8 + 14 5 9 14 036 0 933 93.3 1000 5 9 036 100.0 0 0.0
Number of dams 12 12 12 12 12% R V) 12 12 12 12 12 12 12 12 12 12

Total 182 174 168 78 89 167 1 77 88 0
Mean 22.0 15.2 14.5 96.0 14.0 6.5 74 139 047 0.1 96.6 96.1 994 6.4 73 047 989 0.0
S.D. 0.0 1.3 0.9 6.4 1.0 1.8 2.0 1.0 013 0.3 4.6 5.2 1.9 1.8 20 014 2.7 0.0

% : 100.0

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN DU KwW DU AN AN AN AN AN AN KW AN AN AN AN AN KwW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring.

b): Number of external abnormalities in live offspring at birth.

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 37-4. Observation of offspring (F)

SF 150/75 mg/kg

Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring External

length  corpora implan- tation  index Number of Sex Dead index index index 4 days Sex  Viability abnormalities ”
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index
(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%)  (Number) (%)
F04037 22 15 15 100.0 + 15 5 10 15 033 0 100.0 1000 100.0 5 10 033 100.0 0 0.0
F04038 21 15 15 100.0 + 15 3 12 15 020 0 100.0 100.0  100.0 3 12020 100.0 0 0.0
F04039 22 18 18 100.0 + 17 10 7 17 0.59 0 94.4 944 100.0 10 7 059 100.0 0 0.0
F04040 22 15 15 100.0 + 14 9 5 14 0.64 0 93.3 933 100.0 7 4 064 78.6 0 0.0
F04041 22 15 15 100.0 + 13 4 8 12 033 1 86.7 800 923 4 8 033 100.0 0 0.0
F04042 22 15 15 100.0 + 14 6 8 14 043 0 93.3 933 100.0 6 8 043 100.0 0 0.0
F04043 23 19 19 100.0 + 18 10 8 18 0.56 0 94.7 94.7  100.0 10 8 056 100.0 0 0.0
F04044 22 19 18 94.7 + 17 8 8 16 050 1 94.4 889 941 8 8 050 100.0 0 0.0
F04045 22 16 16 100.0 + 16 6 10 16  0.38 0 100.0 100.0  100.0 6 10 038 100.0 0 0.0
F04046 Died on day 7 of pregnancy

F04047 21 15 15 100.0 + 14 8 6 14 057 0 93.3 933 100.0 8 6 057 100.0 0 0.0
F04048 22 17 16 94.1 + 16 5 11 16 031 0 100.0 1000 100.0 5 11 031 100.0 0 0.0
Number of dams 11 11 11 11 1n? 11 11 11 11 11 11 11 11 11 11 11

Total 179 177 169 74 93 167 2 72 92 0
Mean 21.9 16.3 16.1 99.0 154 6.7 85 152 044 0.2 95.5 944 9838 6.5 84 044 98.1 0.0
S.D. 0.5 1.7 1.5 23 1.6 24 2.1 1.7 0.14 0.4 42 6.1 2.8 23 23 014 6.5 0.0

% 100.0

Significance NS NS * NS * NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN DU KW DU AN AN AN AN AN AN KW AN AN AN AN AN Kw AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring.

b): Number of cxternal abnormalities in live offspring at birth.

Significantly different from control (vehicle: water for injection) (*: P<0.05).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 38-1. Body weights of offspring (F;) before weaning

Control (vehicle: water for injection)

Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F01001 64 (11) 103 (11) 57 @ 924 4
F01002 6.6 (11) 9.4 (11) 6.1 (5 9.1 @)
F01003 6.7 (8 103 (7) 67 (7 102 ()
F01004 6.7 (6) 111 (5 62 (8 105 (8)
F01005 63 (6) 9.8 (6) 59 (10) 8.9 (10)
F01006 6.7 (7)) 100 (7) 6.1 (8) 9.5 (8)
F01007 72 (7)) 109 (7) 68 (8 100 (8
F01008 69 (5 105 (5 6.6 (10) 102 (10)
F01009 65 () 106 61 (6) 102 (6)
F01010 6.8 (6) 105 (6) 64 (8) 99 (8
F01012 68 @ 117 4 66 (7) 111 D

Number of dams 11 11 11 11

Mean 6.7 10.5 6.3 9.9

S.D. 0.2 0.6 0.4 0.6

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 38-2. Body weights of offspring (F;) before weaning

SF 15 mg/kg
Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F02013 72 () 113 (D 65 (9 105 (9
F02014 69 (8) 11.1 (8) 66 (6) 108 (6)
F02015 63 (8) 103 (8) 58 (D) 9.7 (1)
F02016 70 (7 104 (7) 65 (9) 92 (9
F02017 59 @) 92 4 58 (11) 93 (11
- F02018 57 (9 94 (9 54 (8) 84 (8)
F02019 7.1 (3) 11.8 (3) 6.7 (10) 111 (10)
F02020 82 (4 139 69 9 15 9
F02021 69 (7 110 ) 64 (1) 104 ()
F02022 60 (5 107 &) 57 (11) 9.5 (11)
F02023 7.1 (7y 109 (7) 67 () 104 ()
F02024 79 (9 128 (9) 73 (3) 118 (3)

Number of dams 12 12 12 12

Mean 6.9 11.1 6.4 102

SD. 0.8 1.3 0.6 1.0

Significance NS NS NS NS

Statistical method DT DT DT DU

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 38-3. Body weights of offspring (F;) before weaning

SF 50 mg/kg
Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F03025 73 (6) 11.8 (5) 72 (8) 116 (8)
F03026 7.3 (6) 11.7 (6) 68 (7)) 109 ()
F03027 73 (6) 110 (6) 68 (7)) 106 (7)
F03028 74 (&) 124 (8) 69 (7) 116 (6)
F03029 70 (6) 115 (6) 67 (9 113 (9
F03030 69 (3) 102 (3 6.5 (10) 99 (10)
F03031 65 () 102 (O 64 (8 102 (8)
F03032 7.1 (5 105 (5 6.7 (10) 100 (10)
F03033 65 (8) 109 (8 64 (4) 109 &
F03034 68 (©® 113 (9 67 (5) 108 (5
F03035 67 (9 120 (9 64 (5 11.7 (5
F03036 70 (5) 116 (5 67 (9 11.7 9

Number of dams 12 12 12 12

Mean 7.0 11.3 6.7 10.9

S.D. 0.3 0.7 0.2 0.7

Significance NS NS NS *

Statistical method DT DT DT DU

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate by oral administration in rats

Appendix 38-4. Body weights of offspring (F;) before weaning

SF 150/75 mg/kg

Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F04037 62 (5 100 (5 6.2 (10) 9.7 (10)
F04038 64 (3) 99 (3) 59 (12) 94 (12)
F04039 6.0 (10) 9.8 (10) 53 (1) 81 (N
F04040 62 (9 64 (7) 59 (5 63 @
F04041 68 (4 112 &) 61 () 103 (8
F04042 70 (6) 11,6 (6) 65 (8) 11.0 (8
F04043 6.2 (10) 8.6 (10) 58 (8) 83 (8
F04044 65 (8) 106 (8) 63 (8 105 (8)
F04045 6.6 (6) 92 (6) 6.1 (10) 8.6 (10)
F04046 Died on day 7 of pregnancy
F04047 59 (8 9.7 (8) 57 (6) 92 (6)
F04048 66 (5 109 (5 6.1 (11) 10.0 (11)
Number of dams 11 11 11 11
Mean 6.4 9.8 6.0 9.2
S.D. 0.3 1.4 0.3 1.3
Significance NS NS NS NS
Statistical method DT DT DT DU

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate

by oral administration in rats

Appendix 39-1. General conditions in offspring (F;) before weaning

Control (vehicle: water for injection)

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F01001 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01002 Number of offspring 16 16 16 15 15
General appearance, No abnormality 16 16 15 15 15
General appearance, Death 0 O 1 0 0
F01003 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 14
General appearance, Death o 0 0 o0 1
F01004 Number of offspring 14 14 14 13 13
General appearance, No abnormality 14 14 13 13 13
General appearance, Death 0 0 1 0 0
F01005 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F01006 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01007 Number of offspring 15 15 15 15 15 .
General appearance, No abnormality 15 15 15 15 15
F01008 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01009 Number of offspring 14 14 13 13 13
General appearance, No abnormality 14 13 13 13 13
General appearance, Death 0 1 0 0 O
F01010 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01012 Number of offspring 11 11 11 11 11
General appearance, No abnormality 11 11 11 11 11
Number of offspring 160 160 159 157 157
General appearance, No abnormality 160 159 157 157 156

General appearance, Death
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Combined'repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate

by oral administration in rats

Appendix 39-2. General conditions in offspring (F,) before weaning

SF 15 mg/kg
Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F02013 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02014 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02015 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02016 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02017 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 IS
F02018 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F02019 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F02020 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F02021 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02022 Number of offspring 16 16 15 15 15
General appearance, No abnormality 16 15 15 15 15
General appearance, Death 0 1 0 0 0
F02023 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02024 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
Number of offspring 175 175 174 174 174
General appearance, No abnormality 175 174 174 174 174

General appearance, Death
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate

by oral administration in rats

Appendix 39-3. General conditions in offspring (F,) before weaning

SF 50 mg/kg
Dam No. Number of offspring Days after birth

and general conditions 0 1 2 3 4

F03025 Number of offspring 14 14 13 13 13
General appearance, No abnormality 14 12 13 13 13
General appearance, Death 0 2 0 0 0

F03026 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

F03027 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

F03028 Number of offspring 15 15 14 14 14
General appearance, No abnormality 15 14 14 14 14
General appearance, Death 0 1 0 0 0

F03029 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15

F03030 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

F03031 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15

F03032 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15

F03033 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12

F03034 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14

F03035 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14

F03036 Number of offspring 14 14 - 14 14 14
General appearance, No abnormality 14 14 14 14 14

Number of offspring 167 167 165 165 165

General appearance, No abnormality 167 164 165 165 165

General appearance, Death
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Combined repeat dose and reproductive/developmental toxicity screening test of sodium fluorophosphate

by oral administration in rats

Appendix 39-4. General conditions in offspring (F;) before weaning

SF 150/75 mg/kg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F04037 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F04038 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F04039 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F04040 Number of offspring 14 14 14 13 12
General appearance, No abnormality 14 14 13 12 11
General appearance, Death 0 0 1 1 1
F04041 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F04042 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F04043 Number of offspring 18 18 18 18 18
General appearance, No abnormality 18 18 18 18 18
F04044 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F04045 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F04047 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F04048 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
Number of offspring 167 167 167 166 165
General appearance, No abnormality 167 167 166 165 164

General appearance, Death
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