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1. Body weight changes of male rats dosed orally with triphosphoric acid, aluminium
salt (1:1) in the combined repeat dose and reproductive/developmental toxicity
screening test (SR00109)

2. Food consumption of male rats dosed orally with triphosphoric acid, aluminium
salt (1:1) in the combined repeat dose and reproductive/developmental toxicity
screening test (SR00109)

3. Body weight changes before gestation period of female rats dosed orally with
triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and
reproductive/ developmental toxicity screening test (SR00109)

4. Body weight changes during gestation period of female rats dosed orally with
triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and
reproductive/ developmental toxicity screening test (SR00109)

5. Body weight changes during lactation period of female rats dosed orally with
triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and
reproductive/ developmental toxicity screening test (SR0(109)

6. Food consumption before gestation period of female rats dosed orally with
triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and
reproductive/ developmental toxicity screening test (SR00109)

7. Food consumption during gestation period of female rats dosed orally with
triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and
reproductive/ developmental toxicity screening test (SR00109)

8. Food consumption during lactation period of female rats dosed orally with
triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and
reproductive/ developmental toxicity screening test (SR00109)

9. Body weight changes of pups in the combined repeat dose and reproductive/
developmental toxicity screening test of triphosphoric acid, aluminium salt
(1:1) in rats (SR00109)
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YUY LB TV =0 LED 0CHEBED. 1000 300 3 XX 1000 ng/ke % | BEEEMEE 10 KD
Crj:CD(SDIIGS 5 v MiT. M v MIH L TR REMME L ORE#EZFL5 46 B,
oy MO U TRXEN. XS JUERMAM,. Z5FIIME 4 D TOMMABOKS L, &
HEH~ORBEEICL B BEBWOLELS S URERORBEICRITTEE T >V THEH
L. UTos#EE®R T,

1. REZKEHHE

(D —MREE, E, BEE. RBE. ORFOURETIE. FBRSBHOME - DITERYEOE
23 onidh -7,

(2) MBALFAIBRETIE. 1000 ng/kg B EHOMIZOAREETLE LFH NV Y 7 LAOBENED S
iz,

(3) MM AT 300 ng/kg U EOROBRER TRESIUCKE LROERIS SN, FEAS
FHRRATRBERIIUFAEEOESE. R LA TR A Shic,

PDrol &ho, BT 300 mg/kg U EOBEH THRELIUBRLEAOERFNA SN, KT
it 1000 mg/kg BEBITBEREABITAN VY LOBENZD Shiz, Lid->T. RRBEH
FTZEFB MY VB, TAIZTLEOREES (NOEL) (3 T 100 ng/kg/day. #T 300
ng/kg/day EEZ S hito,

2. EMFELERNE

(DD EEEHRAETIE. HOEEAM., BEOTREE, ZHE, HERLIUHE 4 BRBERICE
BREREIEMIAEONEL -1,

(2) BBWOEEE. FARE. ERE, SR, GHERHS. HEROKE. HEIBOAFR
¥, HAER HE 4 BOETFRE. HERAFRICE, EREBEGBRYERSICI SR
BuEvohiih-7,

(3) MHAERO—FKRE, AELLIUHBRTE., EREHEIUBVERSICILIZBREAD SN
-t

UbkoZ o, HEHOERMEELUFAROREEDNTIIIDLT HEREHE HITHR
WEIZLZEBIZDoNA T, LEP->T AEABEHTKBIS MY VB, TV
DLEORERSIC L BBYOEREIIHT 2 ELERNEL B I UHEROREIHT 5 HE
HENCEL) iz d 1000 mg/kg/day EE X Shic,
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AREBII. 00D BB LFWEORARSREEOHLELT, MY Y VB THVI =T LED
0GR, 1000 300 35K 1000 mg/kg % 1 BE#ERES 10 IO Cri:COSDICS 7 v MIIKERND
BE LT, BEBY~ORERESICL B8, BEHPYOLME LTHEROREIRITTER
EWRETHEAMTEM L,

MEE LU HE
1. #BYHE
WEWEE. MUY B, 7T I =% AE(triphosphoric acid, aluminium salt (1:1).
B4 : K-Fresh 100P. CAS No. : 13939-25-8. o v F& 5 : BB - 94. 7% (P05 & LT
63- 4% @ﬁﬁ'fﬁ)\ *}%'ﬁj\:% : ]T\ ﬁ}%it A1H2P30]|} ¢ 2H20\ ﬁ}_j—"ﬁ 317- 94\ Eﬂf‘i

¥1200°C. HE 2.3, KICEBBAORBHEKTH B, M) Y VB, TV LEREETRIE
LIS, [EBARICAN. BT (SEHIMHE 2~6COicREL . #BYWEY 7N ELT, b
Loy MID0TH ] g 2FEM L, ABRBEROBHREFEIIRE L, ABRYO%BYE
DEEBIZIDNTIR, BREBWEEZRACTREETH S AHLEE D ST 2 T
2 U7z (Appendix 1-1~2),

2. XRYE

HNWVAB=ZF MO L(BERRAFHINVAD—ZF PV T L, vy bES 9318, AABE
BRARSHEBFEL, REK(BAERFTHEUK. oy FES 1AL Y7 v RERRLHI
BRLUABLUI0.5% AN A O0—ZF MY D LKEHKEAT0.5%CHC ) ENBYHESE LT
BEBLUOESHOFARICHEH LI,

0. 5%6CHC (T XL B AT AT WIEH (EHEH 2~8°CHicfRfF L. REHE 1 ARLIAIC
fER L,

3. BEROARE ITIEZSH
(1) BEROHAE
BEBIEICMNYY VB, THAIZTLREREL, LS THRE, IEORBELLSE LS
W BWEAROTRE L. R —F— 2B TaHRIEk, AROBICE-AIEIUTL
FREERAL. FEE7 Y - URNVTFRTIT -7, BRBEIHABEELNIELRESRICA
4 -
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BT (ERIEEE 2~8°CifREF L. A% | ARLUANCERICELTHoBREIZAW,
BARER RN & L,
(2) HEHDIFESH

BEIZHRIL - T 1 H X200 ng/nl OBEOREBKEFOR) ) LB, Ty AEOR
—¥E BIEERAREE 7T B OREWICOWTDBESW HERIC Lichi-> T Lic, £ DR
FUY VB, T T LRI ] B LT 200 ng/ol BRI DWW THRERE T TH—. 0l
BIMRE T HTEETH S Z & FE /- (Appendix 3-1-1~3-2-2),

BEHICAV A L ORAREREFOSBEORABKIZONT, PYY VR, Tz
DA DOBEE S LR ESEREITEOEED 100. 0~105. 7% TH b | HlE £HERN (85
~115% ) DEAE T % - 7= (Appendix 3-3-1 B LT 3-3-2),

(DBES AL

D ARZHEERR (P:1000 mg/L /KERABRA. e TR 2R BKFDOLHET K
HAEHITHERL. BEAELEMA THEEBRRZHER L. EATHRSIELEFT (UV-160A. #
A&ttt BHESER) THRLE(E& 405 nm)%ZHIE L,

BRMEHABK DO —EB L EMICERIR L. 35%KERLF b Y O LBHK. BEAK, I 5ITH
B(/DBEBAEMATHEERE Uiz, 2O 3500 MR/ THE.LOH 8%, EEEHRI
Us T5ZEEK. BBADER. REEEEMABOLEERME L,

Fro, REAKICHB(DBERENZ TEARE S L, COERBRKOBRRELZRAZE LI,

REBB IOBERIARTIE. #BRYWEARBOTRENS 3 EEHFER L. & 1 RIFARE,
WEEARE L, H—HRABRTR, #RYEREKO LEEIUTE»S% 3 BIEHERL.
& 1 MRARE. BREERIZE L,

B S L ORBBROBLED 5. AERAHK PO AIHP0,°20,0 BEL JUOHBRYER
BBROBEARD. GAEBLUEBREEEENL L, 4k, FAFE 85~115%. KBfF
HiESB LNzl L Ui,

SHFHAH P D ALHP,0,,-28,0 B (mg/nl)= (GUEHABKOBLE - BLD ./
(GEEE O FHRNE - BLX
B (0. 01 ng/mL) X B E{FHM
%1 BL : ERBEK OFEHRNAE
X2 BEER (P — AlHP;0,,+20,0)
317.95/(30.97x3) =3.422
WERE R OB (ng/nL) = REHEH P D AIHP,0,,° 20,0 B X FHRRH

3 T AR E
AEHER ORI E (L) x 5 8 O K B (L) /53 B B UE (nl) /4 B E 38
SRR & (L)
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CEEICY) (HBRYHERARIREFHE) /(BB ERARBRETRE) X100
REMFRH(%) = (HBRYWHARKRERERS) (RBRYHE AR ETFEE) <100
P LD, BASH LaMREBFRAFIIBNTT» 1,

"

i

4. BBAE
(1) A%

AR, BEF -V - UN-BREHERAE 2 ¥ —EED SPF Crj:CD(SDYI6S 5
vy AV, Sy MIIOBORBRTRERBOCONTHWAEMBETHY . XHERTOEA
BBRIBETHIIEHSZIORBEERE LG

IR % 46 PE% 2001 4 11 B 21 BiZ 8 B THA L, TAROBYOKERHIG. #T
243~278 g. WET 168~197 g THh - 7o

(2) ®fEB LUEIML

ZA% Bx OEBYICOOT 14 B, —BRBEEZ 1 8 1 E. 3SRk ERNE
% 3 EIERL, MIZOWTIREMEEEYTIZ 10 BEROBERBERESERL /2. REL I UFH
{LHEP. BB | flIcBE SN,

(3) Bt

BER L CBILARR TH. BRUBYWT. I OO TRERBIIEREOBD oL EY
o MERER 2 40 PLESR LT, 10 BERMTHEBRICH Uz, BES JUBMLEEREE R (585~ 8)
OFEEIZESIOT, BEESMEECIL D EBOFHERENY—IIRL XD ILHS T ET-
foo BAUROBMOKEREII. HT 359~409 g. T 210~252 g THH ., PHEREGE
384.1 g« W 228.1 @)D 20BLIRNTH - oo BIEM SANIEDITIHBRI SBA L7,

(4 BB LT — VOB

BE. BRI Y )V bRUTREICHEMN T, BoUBRRBENCBHESEAR
U, BEESBIZIT- 7o HERICDOWTIE, WE 0 H~4 HOMMHE 7 <)V bR THEHIICS
—VRMEERIESEEA L. BEENET- 72, @FY — V. BoUmENEIC_ST
LEIRNVERBRBSBLICHYESEBEEL. &7 — VOumiER U, BaUkid. #
FIZRGT LIS NINCHBRES. ARBESLUEBWESEHE L. &7 — VOTEITER
U7ze

(5) BymsE
D fHERE
LA E 22+ 3°COERIMER 22~25°C). TR 50 20% (2RI 46~62%). B&mE
B 10~15 8], /W59 FRBARFRY 12 BRI (8:00 AT 20: 00 #8547 O A LI OB ¥ e & 2 (304
SE)THE L, BMEEE0RESLCRERBARRL .,
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2) HEBMMBLIUHEERHE

7545y PREBHESMIK T — U (260F < 380D 180H, mm)iT. #&EL I BB
MERERIZ 2 VC, BEABEIE 1 UL, RIS MERER 1 P, FIRMIR SIS | BEMY. WEMK
PR IBEENE LT, Bk, ZRKIIMEYIZ DO TEER 17T BAHSOWE 4 BL TER
BEYMARE(RI7A 7L —7, BEF»—IZ - JN—HBRAEWEFER L, ¥—VF
S REZBIBA IR IE. 2O%F 2817 1 @558 U Ak, ZMiZE 2 mERaRESA
DObDETHLT, BER/KEBEOKIE S I3B 1 BIEE L/, BHAEENOERBLY
HREER. 1B 1 EEBL, BEMEESICEBL T, EXRBEEES LI TEREE
4 | AR TEEICERA U,

3 ER

AV L NVERTERKSHE, v REBHERAER CRF-1 2. SBEBEREHNT
HHRICERXE,

RBRIIEXELRITENOHI2FERESH 20 IMEYORREE. ALz D Y b
(010702, 010905, 011105 DERHI DT, HFHMEHOFITIIMHEA B RKERIHTE
Z—. EWEPREIAY T U VBB IERASHI TN ENT - /. STHE &F
BEEBIHRCEVREMETRMOBEEREFIRZ RN L/, HFOBE. WThoOIF
HIZbHAEEMEBR 2HERD o iih - 7o (Appendix 4-1-1~4-2-3),

4) fRFEK

FLRTkERE, BEMKEESHOTHERICERI®/, 72720 REBEERIZIZHRK
U7,

ARICEZEARITENOS 2EEMEOCHEEL . 2001 4 10 A 24 BB LTF 2002 4
1316 BICEARPE IR L T, BAEEBRIZHICE T Lz, SIEE & FFFEE%EE
I LA E LU EFT OEEREFEECHEN L7z, SWORE,. OTFhoHEBICLH
BHAMALBZ ZHEITED SN h - 72 (Appendix 5-1 X T 5-2),

(6) RBRFOHEK

AR O - EBHOEYWES % Table L IZRT,

MHES MUY B TV =7 LEO 1000 300 BLTF 1000 mg/kg BEBHE ST 0.5%
CMC D A& 54 B REB O 4 BAHE LT
(1) wBEHWEHORE

D #EBORE

| BEZ X MERER 3L SD RS w MCrj:CD(SD)ICSHT 0.5 %CNC I L2 b Y v
B, TV LEO 0. 1004 300 LK 1000 ng/kg %, 10 ol/kg OREFEBRTEOK
BEUETHRAROFER. VTHhOREHICLIUBRYHEHRSOREZIED WA -7, &
DIENS, FRBTOHMEE S 1000 ng/kg *RABICREL. TRABREIRBIC.

,7¥
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FAEBLTMEARIL 300 BLTF 100 ng/kg &L JHUTHIBE LT 0.5%CNC 21575
BAMZE ABERE LI,
2) #h
MUY VB, T ZULAENE MISEOMIIER SN AENAEZERE L. 0ECD HERE
HAKSA L Q2DIRE-T 1 B 1E BICOWTIRER 14 HitL D 46 AR, Bao>W
TIEAERAT 14 BB L OXRKILE CORENB. X S5ICKRBKIIFIIEIRMBHEL LU
WE 4 AXTOMMA. 9: 0005 12: 00 DMICE V7R AT 1 EEEHAICE RO
wE LT,
TEAEIT 10 nL/kg & L. SEEORERBEIREHIZRLAEVREH OEKEICES
WTEH L,
(8) #iZE. HIEH LHBRIHA
I. Bz ONT
D —iiREEER
I ONT, BERBEEERE 1 BELTREEL. #5 1 B2 o5 46 HOEHOD
HRBE T, lx OB OLESE, A8, TEHFIZDOT I HRE 4 EHE L,
2) EEHIE
EFIZONT, 5 1L 2, 5. 14 108 14, 2 0% T AEO®RER. BERTHE LU
B ICBEFR EMEXFECEILFU T X 1407 MP8-1. 71—y 7 1 ZASHIEZRHNT
HIE Lz,
KEHMBL LUCHRERMBLUTOFERIZLI 0B L,
BEHINE= (5 46 BHE)-(BE5 1 0 ®R)
ERME=(REHNE RS 1 HEE) X100
3 H\mHEAE
2N ONT, REHHB L UHBRA2BRE, FEAZALFAUBICEE L, SHIE
Hiz, BFREMRFECFILVF U TR 1407 WP8-1. A=Y 7 4 ABREH)ERANTE
F—VOKBERIEBAAELL., AREBRREZKEHHTHRL. FAEARO LEED
®1 AOEBEEE (g/rat/day) 2EH LI,
4) Ré#&
BEHRORMKERRS 43~44 BN, BRSSPI ODOTIERET TS » MG —
2 (KN-646 B-1 B, %R E HEEFDEZROTERR L. B IFHOERTO~O%., X
7o ¥ 21 BHOERTOB LUOOHBOREEIT - co Elc. BEPOKKELWE
Ufco BILZRIGBRER TH. BEL
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BREHBH IURBRE
OpH B (VT AT 4R, A ATV A7 400
@&A (Protein) ABEECVTIRT4 7030 N ALV A7 000)

@% (Glucose)

@4 h 4k (Ketone body)

®otY J—4 > (Urobilinogen)
EY L E 2 (Bilirubin)

@# M it (Occult blood)

® 38 (Color)

@k (Urinary sediments)

@R EUrine Volume)

@ E (Specific gravity)
OHEF DA E (Vater consumption)

ABEEQWT427099A0 N ATk A7 000
ABEECNT T4 007 N ATV X577 440
RERIEEE (IVTAAT49 920 N AV A7 040
ABMEEQ@VT1AT 409040 N Ak A7 0h0)
B (VT AAT 49 A. WALV 77 440)
WiREE

ik

HEBHE
JEdreteURKEREIrat1)27-8, 7977)
BRKEOERRIFICLS

5) M#EFHIRAE

#5 46 HOBAOHRRITH 16~ 19 KRELI Sy b2 —T VKB L. &8 5 6
ARSI TER U THREARBRA SERM L oo O~@IZ DO T EDTA2K(R/ P27 b IO
BEFME. FIVER_RRSH) TRE Lo m## 1ol 2 A, @B X T@IITDN T 3.8%
L UBF MY T LTOE LM 1~2 oL % 3000 rpn T 10 SHOELFHETHE SN
el Efn, BB, Bohcmls LU mMIIREETHE, BEL,

BREHE B XUBRERE

Dz 1 Bk %k (RBC)

@~ b7 Y v MMEWED)
ANES o Bl
@15 7 1 BR 72 55 (MCV)
GOFHRMERNE 7 o B 'EMCHD
®FFR MmN E 7 o v L 8 (NCHC)

(8 mEk¥ (Reticulocyte)
@ f/MEH (Platelet)
@ F M EE(VBC)

OBHImEE S (Differential count of

O7 o bo v ECEHED

@IEHALEL 53 bovk™ 7° 727 VB [ (APTT)

BAMPE(BBIMEBKGTEEER F-8200 Y24v)2)
BRIEIE (B BNMBKE B E F-820. v2470)
ST UARNES QY Vi

(B BhMmEkEH L& F-820. Va5

RBC, HifE& W EH

(H B MEREHEEEE F-820. YA 720

RBC, Hbf & HEH

(B BYMEREFEEEE F-820. VAL 020

Ht, EhfEL D EH

(B EREFEEEE F-8200 YAf2020

Brecher 3 (&itk)

BAEIE (BB HER 8 F-820. Yaxy07)
BRESE(HBmEREH$EEE F-820. YA4y)02)

¥BC)
May-Grinwald-Giemsa Hufa (Gik)

FOVRTTRF

(IR SEE B BAIEEE T KC-10A. N IR5-)
5Bk

(i % G B BB TV KC-104. N IR8-)
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HMEFICH 16~19 BREBEA LTy hET-T VB L. &8 5 PIAEIEAITEKL
THRBAENRE VRN Uz, OBLU@IZ D0 TIZMIE 1 wl 24 v #4920 BRro~/ %Y o+
MU LAY EFFL 5000 Bif, REEEEHEASH) TAEE. 3000 rpn T 10 5
DRELAWETHONICMEEEHOTRAE L, fROWRITOHLTIERZEAADRRE (&
X7 =y KBRS MK ETRE Uy 3000 E¥E/53T 10 4B O L5 8TH
ohcliEXRNTHRELL, B, Boh ML LCMERRERTE®, -20°CTHR

R L7,

REFEEB I UBRERE

DGOT IFCC ¥ (H By 7150 JE. HILRWERD
@6PT IFCC t( A BT EE 7150 6. HILRERTD
®@TFTINHAYVERART 75 —E(ALP) GSCC &

@y-GTP
® 7' )V 3 — Z(Glucose)
®aY v X535 —+¥(ChE)

@# a3V 25 o —I)(T-Cho)
®"V VIEECPL

®r V7 VEY FITE
OB Y IV E (T-Bil)
DRFEZERON)

@7 L7 F = (Crea)
®F bV 7 L(Na)
@AY L&)
®2a—(CD

®A Ny L(Ca)
@y > (IP)

®#EERATP)
O%E [ # (Protein fraction)

@A/C H(A/G ratio)

(EEHTEE 7150 B B LBIFERTD

Ly IN-3-AANFF-4-= a7 F
BREE(BBSEE 7150 . BZ8E5P
NFYV FF—Eik

(BB HTEE 7150 . HIZB/ERD

I TFIUNFAD) L EEE
(BB 3B 7150 . H I E4Em

BERE(HE2HTEE 7150 . B BERD
COD-DAOS ¥

(BB ¥ E 7150 B, B 84ER)
7)o — gk
(HESHEE 7150 B O LBER)
TSED I vk

(BB HTEE 7150 . B LBER)
JLV7—¥ AL KT /) —IViE

(A8 F#EE 7150 . O XB8ERD
Jaffé th( BB #TEE 7150 B B LEAERD
#IENEE( BB R 480 B, 1-2v07)
KIHEE(BERELES 480 B, 1-2/7)
BREBEERAN 15-CL-60. FEBEZE)
OCPC i (BEI A #TEEE TI50 . BALBMERD
Fiske-Subba Row i
(BEyHTEE 7150 B, B B{EMR

Eo by M
(BESHTER 7150 . Br8EmD
o — X7 7 — FMEEKKEIEL
(ZBEBEKKEIZE CTE-150. &t

YN O—RT 27— MNEBRKEE
(EEBELAXEZEE CTE-150. #E)
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) Fk
2FHIZDO0T, #5 46 BORBICEH®R Lo, BARLEE L. T— T I)UKET KM
. HOHES Y. 2GORT - ESENROCEZ L. UTOBE - M#% 10%
BRIV~ JRICEE - RFL. EMICOOTREABREIT -7 BE. BEBEXLT
N -BRETE Y N VBTREE-RELBRBIVUBREFE T 7 VB TERIER 70%
7 ) —=IVTHRELI,
R (KD RD . T, M, FRBOEBE/MEEED, 60, BT (EG). M.
OB, B KEK. 5. AE. BHIEBLUEE). PR, BE. +HB. 25, \
BORA TiREEE) . B, #B. BB, BB, [E. MGEEX s, BR(E
). BEBE. WEEA) BR MRZEH) . filE. BB XORER KAL), BED
FUN—F - (Eh). RERRIE UTHESE) . BEBLUKRBREE#HASD). F
BECERED) . BRI Y »oYEi. FIRY VoNE(ERD. B FRGEAR). ETRGER). T
BR(ER). ERG(HEER) . LEFMER)BICE LT DH LN Fl(No. 404)D
BEEB T P
8) BEEENT
2611220 T, HREICEFRX EMRFFER-180A. HiAEHH—- T N FTA1)%H
WTUTORBIZODWTERLZAE L, BB, EADETROHEREIIDOTIE. £A
B THIE U,
B OB B, B(LZG). B, AIB(EL). iR, $RGER) . BREEESR)
e DP/EOHMNEELHBRLYBICRELAELSHTORICEIVHETERLEL L
7<o
X ER=(GEER AKE) X100
9 RHMBEFIRA
EFIIONWTRS T 4 VABEBT L. N R Y Y - A D VR EEREER L,
1l LT A BOLAIIDHTER LI, GROER. #BYWERLGOXELELIONDE
kDA SN EREFR BRI >0 TE, hoRSBHOBMII > TH 205K L7, &
. HBREBICREFRROA SN 100 ng/kg #E5HD 1 Bl(No. 208)OHBIC ST HE
L7,

0. HEPIZONT
D —fIREER
2HIONT, BEMEEENSHEBEB T, HBMEIRAKRIZEBE L,
2) EHE
HERBAAHE ] B, RERIBAFRO B, 2BETd4WECBEEEL, &S
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SR0O0109

1. 22 54 7 104 14 BO®SH. HHR 0. 1. 3. 5. 7« 10 140 17 HLTF 20 H. WE 0.
| BLTLBOBRESHIEOCIIHE 4 BOFHEHKBR)IC. BFXEMKFEF NV FY TR
1407 MP8-1. A —VY 7 A4 ZHAELHZRAOTRE Lc, XEHEF L ORBERI
BERBEBEE OIS, HFEHROHMEH LR U BICHIE L.
FRESMEBEL L EESMRLLUTOHERITEVER L,
IEiRAIB SR ERNE = (85 4 BHRE) -5 ] B&E)
IR ERSINE = (Ek 20 B4E) — (Eik 0 B&E)
HE IR A ERINE = (HE 4 HAE) - (WA 0 HEE)
FEHINE=REHNE 5180, HIR0 RHB0IEHE 0 BRE) X100
3) EHEEAE
2O T REMRB LOH® B 2kEE. FEMER SR U BICHEERKRICERL
720
4) MmEFHRE
HERBEMSHL A ODNT, WH 4 BORAE (FE S Bz 16~18 K& L
Sy MeX—FIVKE L. BRI SR U7z, MRS BEAE. RERESIUKRE
Jr 3B & RIRRIC S L7,

5 Mm#ELFRIBRE
MmEFRE L R—F(HEREYER 5 DI DO TIERERBIRE D RM U 7o, M@ -
Mmigs A E. REFB S I UREFEZHEY S RRICEB LI

6) H
SHRAIEHEE 4 HOBH (48 S BT, Hik 25 B ¥ THRNFED o WSOl
26 BITHIB U7c. MAERZEBE L. 4RAIO 5 5 MiEFIRES LM FIRER I
DT ME, = — T VKB T CROFIE S E, £ 5 0RE - Mghs IRMICEE L,
UTORE - M#E 10% P HEERIL< ) VHICEE - REL, BE. BEBLUN
— ¥ —RETEY ¥V /B TEE - RIELI
BR(RB /MO FER, Maig. BURIR(EEUMEE S, £6). RIB(ER). BE.
. BOEABIAR. &, AE. BRIBHLUBRE). FE. BE. - 2HRB. =5, 1
BOS TAREED). BB B EB. B, )%, WEEXE£E80). Bl(E
). BEBE. SRE(ER). +EBESLCEE)., B, BESLU N —F—RER).
ERURAIE L THBEE). MBS ZIUKREE#EEZEL) . FREE. BEEY 9
fii. FTHRY /%1 (EA). HTRGER). & FRGER). BTRGER). BRHBHE
) AEHBEE B LUCRBRHNETEHM(ESEEEOBERELEFLIL LT, No. 351
DI - OB, B o ik LU No. 352 DEMEFER.
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SR001089

T FEEEE
2HITONT, FREFICHEEFRICU TORHFIIODOTERLRIE Lic, Wk, WHE 4
BORER (&S BICEHE LB OWTHISTAEEERL .
s CB. FPRE. BFR(EG). B, 8% (E6). MR, IREH)
HOFELARICHEOHNERELBEH LT,
8) MEBEHZEFMRE
HWOFHEEFEFRICER LI, SE. Fik 25 B E TRHHRO S Shiid - 7o 300 ng/kg £
E#oD 1 #No. S51D)OBM. HE. M. B O 5 J0REE. 2MERIET
L72300 mg/kg B 58D 1 H(No. 359)DIRE Lo NCHKRRFIZRE ORD 5172 100 ng/ke
BERO 1l (No. 256)DReF X UF 300 mg/kg B EHD 1 f(No. 352) DM & FLERIZDOL
THHEm LI,

B O AR JOFHAERORLEIZDNT
1D HREM%RE
HE2FIZD>N T, REFMEH 10 B2 S RBRILF TOME . F AW §AIC X 5 BIREHk
BAZIEHE L. AFHEME T CHEMBRE (RIEIMH. REWHIH. REPERHE. RE%
HE L URBERIE OHEEZTO. HEBOSEREEZ 4 55 6 HOMMBT 2 B L
DETHOEEFEEIHEL., EERFHERBEER L, SBEO—HNALNTNWES
PR—OHEERRD 3 BB e L TAONABEEAHA. BEWED 5 OERERK
IEHRTAU ML TALN L O EERE X CITEGEIEREE L EE EHEL .
2) WERED EFERER A
BE 14 B EI o, RIABRBAOIEMHEY | B 1(EEAMEHLE)T 14 HRZRE S
LTRBX R, KERORKRIZ. BAFCRZMECETF LCER, H20IEEZAT
BERORBFIEZINIBEEL. T B onicB2ikik0 B & Ui, HiRK
MLOHERE . AROFES SUOHBRIFICFENOEREOREEZRNSL Z &IZE - TiT-
7o B (Copulation index. %)E(ZR Lzl O/ B S ¥/ HHESOH) X100
LU EFertility index, %) LIS TR USRS OH) X100 £ LT
BH L,
3) e LU E KRR
FREAMEY IR RIS, SBRIREL. ER2l A0 5 25 BXTEADI
{EH3ME (9:000 13: 00 BLTF1T: 00)EE LIz, 9:00 it BB RELROPIZED
THEOTIKIRIRAATOLEDXBETL EICL - THMEBRTAEEZRL. ZOAXHE 0
A& L, WEO RIS, BRECAFERMBIUORTREARA . BWERE, HEROHS
BIUALZTBE L AFRESLURUAHOARIZHERS S Lic, REHoHid.
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SR0O0109

JIFTEAFEREOH ORI THE U, FHEOHEOEKBB I TERNOEKEOR S
PRI B Z CREER L7,

IR 2 E R0 0 GZRBCLE) OB 0 B(A R TH)ETOREE LTEH L,
HEEER (Gestation index. % )3 (4 H 2 BESL/ I PR EESR) X 100, HRE(Delivery
index, %3 (HHEWRE/FEREH) <100, FKZE(Inplantation index. %613 G5 KRB/
FAH) x 100, HAFELive birth index, %) (HEERAE BEL/ H 28 B X 100, WHH 4

H B E R (Nursing index. %)Z(WE 4 BICWERARFOHHE. A R B EME) X100 &
K UM H(Sex ratio) (S e pE g/ (EHIBE o + M BB RBO & L THEEI L7,
4) FrERO—RREBE L L OEFE

2HIIZONT. WEOALoWE4HETIH 1M, EFEBLURTZERL. — IR
BHEIUHARICODOTEEL,

BRBER) S P L RAEFER(Viability index, %)IZ(MHE 4 B DA RS HEER4 ]
BOX100 & LT I BHEALTHEE Uc, 72720, BBRH A NIITHARE S - o4 Rt
THELTH - 2,

5) 4 ROBERE

2P O0T, WHE 0. 1 L4 BIZEFX LIAF(LIBROR ED-2000M. tkA&tt B
BEFIDZROTEE®EIZ0. 1 ¢ £ TR L., ERICHENOFSEEL KD,

BEHEMEL S UMHEHMRLLTOHERICEIDEH L,

WHESMREESNE=(#F 4 BKE) - (HE 0 B4E)
HE R ER IR = (HERRAERME,WE 0 B4&E) X100
6) #rA WK DM

FECHNEFE RSB E P IZEI#R L whole body % 10% T E@EE /L~ ) VK TRESE - &
fFllco BHEHICOOTHE, WE 4 BICAAR(DEREZ L) 28RS, “RILEERA
HRICKXDREIEIE, 2H50HKF - MBEZARMNICEE L, BEIAD ohicEEgki.
Whole body % 10% s HEER/NL <Y L THEE - BREL,

5. #EETEMAE

HE, FEHMEL JOMNE, BHE. RREOEZEMHE REEL R ). MKFMKE
H(EMKESEEER ) MBLFNRE. SEOHGER S LM ER. EE RS HMERE.
R, BRI E L ORRE, MR, HEROER RIS SOTEC R, Sk, g
=, B, TREHE. E 4 B0EFRESIUHEREFROBBII DO THEOFHMEE
SOERRELEH L. HE®IC Bartlett OBREEZITO. FoEMEZ#ET LI, F48O
BEIE BB S ST TEBIT U AFH OB 4 (3 Kruskal -Yallis O#EETHN L/
—TLEESESTTOKRE. BEZEDVSH S NIEAE Dumett OREEEAOTHREOHE%:
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SR001089

1T -7z, Kruskal-Wallis BB O#HE. BEENH oN/2B-4 L Nann-Fhitney @ U-#EH:
ERAOHBEOHEEIT -1, W, EROHAR, i, iIERETRE X UHRERIKE
. 1 RREEEREA S L TAE L,

RBEOEMNIEL, REESIUCBHMKES OB, 4o FIDREBEHBENBREDS B
SRR ED T L — FR@ED o RIC DL T BB OMHM % Kruskal -Wallis TR T
B L. AEENA o241 Nann-Fhitney © U-BREHREBOTHRB & OB Z4T - 1o,

HEABOREORAR, KER, XK, HER, WE 4 BOMWER. 1 o NIWEMRZE
MBREDI S 1 RO/ L — KR o PRI 20 Tid, SRBX RELTO. 208
REEEVZDoNIBATH 2 ABX RETHREORE AT/, 2L, 2 B8 X R
FICARBE DB AT Fisher DEBEHEBREERE A,

B BB EORBREIIODWTIHAR KL% E L.

DA

1. BMORERSEM
(1) —#RRE
— R BEO R A Table 2. INDIVIDUAL DATA 1-1~1-4 12779,
100 5 £ TF 300 mg/kg BEBHCEITS SN - 7o h5 1000 ng/kg BEHTREZRSOR
B@E®BBE)ICESPROEEEORBOBESHLL 1 FNo. 400X S,

(DEEHRE
REHES % Figure 1. Table 3. INDIVIDUAL DATA 2-1~2-4 1277,
EREHESABRMMTORERDR . AEEMES IURERNRBIIHBR LI AR L THEE
ZEFvoNEh o7,

(DEHE
g% Figure 2. Table 4. INDIVIDUAL DATA 3-1~3-41Z77 .
100 35 £ TF 1000 mg/kg B SHITHRBLER L TARZRS ST - /208 300 mg/kg #¢
ERTHRES HITABENRESED ST

() Rt
FREZ DB EE %S Table 5. INDIVIDUAL DATA 4-1~4-4 1279,
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100 B L300 mg/kg BEHICHBBEEBELTHEELEMIA SN S - 7245 1000 ng/ke
RSB T ol ICHFBEETHEANED S,

(5) M FHIHEE
MEFHIRAE DA% Table 6. INDIVIDUAL DATA 5-1~5-8 {Z/R T,
FEREFR LDV TIORBEHEBICEOTOHBRH IUE L THEELRELERED o hiidh - 7,

(6) MM ALZEEIRE
MAEAFEIREDERAEE Table 7. INDIVIDUAL DATA 6-1~6-8 iZiR9
FHLBESOTHOREAR ICBO T bIBE & 8 LTEBUELRRY Shih -1,

(D%

TR D kA& % Table 8. INDIVIDUAL DATA 7-1~7-41i2/R7.

100 mg/kg B#EHTIE. 1 FNo. 20)iICHBOEE S LU RBOMHERABREIZED SN
7o

300 mg/kg WEHTIE. 1H(No. DICHRBICHR LKOEHIBEAKIZED SN,

1000 mg/kg B EBTH. 1 Fl(No. J0DITHERB IUHER EAOERIAAMIZASh, 161
(No. 40D)icE~IV=7 B LUEBO—FIERBOELEIEBH shi,

BE. FREBLICER LMEOFERIZY St/ No. 303 TiEsst@ME(No. 353)IZ I IRASERAL
L723, No. 401 TidtE(No. 451 )ITISIRIRDSHKIL LIS - Foo

(BBEEER
HEOHRMNERL LUMHHERDO NG Table 9. INDIVIDUAL DATA 8-1~8-8 iZ/R¥,
FREREDOTHOREICOHBHLHEE L THFRREIRD SNEd - 1.

(OREMRBFIRE

REEBTHIREDIEZ Table 10, INDIVIDUAL DATA 9-1-1~8-2-8 iZ/R 9.

1000 mg/kg BEEHTIE. | flNo. ODICEROEEIBMESRHELMEKE. BRELED
EESHE IR EICFEETERERUREE I ED S, JOFILS O IERARIL L
Inolo, WOMITIERSEKI LIS 7cfbd 1 F(No. 408)Tid. BELOHEENRD oH
7o

I OMECIEIRBEIL LB T, 300 ng/kg REF TR EOHEEOBHEEREN | #.
BREAOFEENETFRIN L AlizA Shizd, 100 ng/kg HEBHTIIRBOE/LITED &
nigh -7z,
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2. BEMORERSEN
(DR
— IR O RIEAE Table 11. INDIVIDUAL DATA 10-1~12-4 iR
100 B LU 1000 mg/kg W EHEB TREARBA ONED - 72D 300 ng/kg IHEBD 1 RIZER
13 UK TRENFZD ST

(O EHRE
HEHHE Z Figure 3~5. Table 12~14. INDIVIDUAL DATA 13-1~15-4 iZ7R 7

FHRERE RIS TR, SRS IUCHEFRRO ThoBEIc . REHE. &
ERNELS JUKRESNEICHRBBE L THREREZD SN -

(DEHE
BEBOZE{L%E Figure 6~8, Table 15~17. INDIVIDUAL DATA 16-1~18-4iZ7R9
FRER L HEEINREHH. BEARSIUOBEHHOOThOMBIZ . HRE & &
LTHEERRD ShEh -7,

(O MEFRE
MBS WARED LGS Table 18. INDIVIDUAL DATA 19-1~19-8 i=/Rd
100 35 L7300 mg/ke B SBETIT MRB & LB L THBEREIIS SR D - 7245.1000 ng/ke
BEBTEHFRMBRERCARTEEIEL NI,

G B AL FEIR A
ML FRIREO K% Table 19, INDIVIDUAL DATA 20-1~20-8 IZ7R T,
100 mg/kg BEHB TR AN DT MIOSHIRE & 8 U THEEED A o 17245300 ng/kg
BREBICREERD 5N -7, 1000 ng/kg BER TR, BERBLUANL VT LOFE
TTEESED oz,

(B

H4e i % Table 20. INDIVIDUAL DATA 21-1~21-4 2779,

100 mg/kg EBTIT. 1 flNo. 256)ICMBREDHIRAREY s,

300 mg/kg BEH T, 1A No. BDICHEOEALFTHREENIED SN, £/, 5
TR THI%ESR LI ]I B No. 359)Tit. REMBIZERBHNS Sh, HiR 25 RIZHHROS
SHiEh -7t 1 FlNo. 351 Tid. HEOER. BEOXE. HEASZE (WE. BB, IR
Bh I ORER OFE LIRE U OB ANBD SN,
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1000 mg/kg BEBTII. 1 FlNo. EDICEBOBEINED LN, Ty RNETH-72 |
F(No. 458)Tid. BOM#B IV FEOHENA SN, FERNICEBRBRKDIEENED 51
72o

(DEHER
| BEEOMKE X AR EROKES Table 21. INDIVIDUAL DATA 22-1~20-8 I=Fd s
100 %5 % 0 1000 ng/ke SBT3, IO 5 & O B8 1o IR & Holt U TR AE
WA S e, 300 ng/kg BREBTEEREIZD SOz - 1,

®RBHAEZFENHRE

WEAS Y MR EDRKES Table 22, INDIVIDUAL DATA 23-1-1~23-2-8 iZ7R9

100 mg/kg BEHTIE. 1 Hl(No. 256)ICRE DILRDTZD S 17,

300 mg/kg BEHTIE. 1 Hl(No. HBLICHBOBRELHANENEIBEOIRENED Lz,
BB, FBROHSHE, -7 1 fNo. 351K MEOBRE LN &I, MO FEER
BRELNA LN, 2HFRIECO 1 #l(No. IBNICKREORELEEIZRD o,

1000 mg/kg # 5HTid. FRORBHIEL. WROFRENFBRINIZ, HEH. ERVKIL
LI -7z 2 B(No. 451 B LT 458)Tids No. 451 i BROBE LW FM4E, No. 458 ITF%
AEE LT EEMORELKE & BHESENAD SN lc, BRASIC DO TITRER O/
BoNENI EIS, BRGSO LHE LI,

3. HEHYMOLEREEELJUFERORESS
(D& EEERE
HEFEREM A DA% Table 23, INDIVIDUAL DATA 24-1~25-4 779,

IEHURAPERTHOHER, REMHAR. ZEER, ZFBE, HEX, HIRARELOHE
4 BRHERICEAREHEOHBRIAR L THFREZRRD SO -1,
LB AEFID 1000 ng/kg BT 2 FlIICRED 517z,

(IR S, WERES L OWiE A%
R, SR WERE S X O RAERFRORES Table 24, INDIVIDUAL DATA 26-1~26-4
e
AR, BERE. BRE, 2HE. BHERE. HEROHK. WE (0 BOEFRE. H4E
&, WE 4 BOEFRIGTIE. FEEBE GBS HBR L TERERS SN - 10 B
& IRATFET 300 ng/ke BT R BMENED Shic,
753, 300 ng/kg EBD 1 HiNo. 351) TIIEIR 25 B £ THBAVE { o 1R 26 A L
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TLEIAFERIEEIRA 2 A AR S fE S, 1 41(No. 359) TidER 25 BT
TR 1O BIRD SN,

(DF £ WDO—RIKEE

WA RO—AREORE% Table 25. INDIVIDUAL DATA 27-1~27-4 IZ7R9

S TR OIE T R BBETHE 2 fl. M1 . 300 ng/kg I SBTHIFA. HiHE
SUBRBOI-DHITHOFHAERN 1 AIZED S,

WE 4 X TOMBOILT H 5V ISABHA B THE 4 FI. 18 2 1. 100 ng/kg #REHT
M 141, 1000 ng/kg BETHE 1 flicED oI,

EFHITII TR ONE SHEAH 100 ng/kg 5B OME 1 HIREFE & £ OBtdEHY 1000 mg/kg
BEHOM 1 #lic@ZDd o,

DOFEROEKEHRR
FEROEERR L Figure 9. Table 26. INDIVIDUAL DATA 28-1~28-4iZ/xRd,

EREREBICHRBLHELTHFREEIRD SN - 7,

(54 BB
FAEROHM DKL Table 27. INDIVIDUAL DATA 29-1~29-3-4 {779,

FECHTIE, SREBHEBEFITAD Shlih -7,
HE 4 BORREITIE, B 100 ng/kg EHOUE 1 #. EDOREL 1000 ng/kg 55
DOl 1 FlicREH Sz,
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Z R

FUY VB TV =0 LIEO 0CHERED. 1004 300 35X T8 1000 mg/kg % 1 BEMERER 10 LD
Crj:CD(SDYIGS T v biT. #ET v MW UTEARRT. XEMMG L TRREEZ S L 46 HE.
Sy MITX U TR, Zid SRR, X FKHE 4 BETOME. REEORS
L. BEBYM~OREREICIIXE, BEBHYOLME IUHEROREEIIRIITEZREIOD
THE L. UTOREEH,

1. RE#RE®R%E

—RETIE. 1000 ng/ke BEBHOM 1 flIcEERBES50T R EHBRB)OAIIEETROERES
SUORABOHEENLA SN, JOE/IE. IR THREIN/ICEANN =T LHEETELHDT
. BRYWEBRE L OMETTNWEZEZ S, 300 ng/kg HEHOM 1 HliZA SN R THE
2 R EE NI UERE S 2 I N /Y, 1000 mg/kg BERICEARRBREORRIAY S
NI EMS, BRELLEZEZ ShEBYWE LOMRZITWEZEZ Shi,

KERBTH. SREROEHE b TRBYERSORBIRY SOBD -1,

FHETE. #5501 300 ng/kg BEBROBTEMENASNIDOATHH . HERYWHEKSIC
XBEMERIEZ SN T,

REATIE. 1000 ng/kg B 58T pl OLDEMEDN S SN, TOEMAE. HBEWHO il &
2.6 LEOIEDSHABKED 1000 ng/kg B E5H TRPICHM S A TRENEZ S H
HOBREBICEEIBDONTORNI ELSFRFHERITHEEL SN,

M#EFHRZE T, 1000 ng/kg EBH OO A 12 FHFRMRAEOEMNS SNz i5, Rk
R R = —CHBREMREL BEFHEREZITHEEZI SN,

M AFRAE TS 1000 ng/kg BEROMIIBEAB LTIV Y LOKENRS SO, Zh
SRHETIEHTHEI LD oRBMERSOREEELZEZ Shfc. — A 100 ng/kg BEHO
HCH AN LOBEPED S, JOELIABKENTIL I 06 BHEFNER
BREWEEZ ORI,

HEMETIE. 300 L1000 mg/kg B SHOBTE 1 ALITHEL L OHE EARKOERNED
ST, MBMEFHFR TS 300 HLF 1000 ng/keg HESBOHSE 1 FICHMEDERIA S
. R EROBTRSEZHEIHHED ST

BEERTIE. 100 B L1000 ng/kg B EBOM TOHBEBOMTE L M EREDEMNE
Wohtod, FEAZFHICIEERAREY N EREFNEROTWELEEL SN,
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PUEoZ & o, BT 300 mg/kg Ll EOREBTHREBEEIUORRLEEADERIZD SN, 1

T3 1000 mg/kg BEBITHREAR LU Y T LOEMEIED SNz, Lich - T FlBR
HTFIZBTE MUY VB, T 2T ALEOHZES (NOEL) (3T 100 rg/kg/day. HET 300
mg/kg/day THA EEZ LT,

2. EmERELEENT

300 mg/kg ¥ SBFTHIR 25 BITETREZ DB LU 1 HIE S OHR 2 BETHHR UG -7 ]
BlinH ot in, COLXHIBEARITRHERETRAOATWENZ &S, BEORELITEZ
#iv, —H. 1000 ng/kg B EHTH 2 6lICAENS SN, 1 AITHRERSHEHIZL SHA~OR
ZIZEREL. 1 AITEEOROERARICERT S EEZL SN,

HFEREMRATIE, FREBEOSMONFAM. HEOTRER, ZHE, HEER, BRBERE LT
HE 4 BRMERIIZILEED oG- 70

BEMOFEE. FHRE. FRE. BHERYK. HEROMIL., WE 0 AOEFRE. HAEXR,
WE 4 BOEFRM. HERO—FHRE, RELBIUHBRTIE. SREBLEOUBPEREICE
BEAIIED SN - T2,

UrDZ &S, BEMOEMESIVHERORENCTNII DN THEREH L ICHRY
Btk 2HBEIRDoNEN -7, Lchi-> T HABEETICBEHSZ M) VB, TLIizy
LEOREREIZ X 2 HBWO LI T 3 WEEBENEL) B LUHMEROREITN T 5 HEE
BEWNEELZW T b 1000 mg/kg/day EBZ Shiz,
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Figure

Figure

Figure

Figure

Figure

Figure

Figure

Figure

Figure

Figures

Body weight changes of male rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and
reproductive/developmental toxicity screening test (SR00109)

Food consumption of male rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and
reproductive/developmental toxicity screening test (SR00109)

Body weight changes before gestation period of female rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat
duse and reproductive/developmental toxicity screening test (SR00109)

Body weight changes during gestation peried of female rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat
dose and reproductive/developmental toxicity screening test (SR00109)

Body weight changes during lactation period of female rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat
dose and reproductive/developmental toxicity screening test (SR00109)

Food consumption before gestation period of female rats dosed orally with triphesphoric acid, aluminium salt (1:1) in the combined repeat dose
and reproductive/developmental toxicity screening test (SR00109)

Food consumption during gestation period of female rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose
and reproductive/developmental texicity screcning test (SR00109)

Food consumption during lactation period of female rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose
and reproductive/developmental toxicity screening test (SR00109)

Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity screening test of triphosphoric acid,
aluminium salt (1:1) in rats (SR00109)
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Figure1 Body weight changes of male rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the

combined repeat dose and reproductive/developmental toxicity screening test (SR00109)
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Table 1 Experimental design for the combined repeat dose and reproductive/developmental toxicity screening test of
triphosphoric acid, aluminium salt (1:1) in rats (SR00109)

Concentration of

triphosphoric acid,
Group aluminium salt (1:1) Volume Number of animals {Animal No.)
mg/mL mL/kg Male Female
1 (0 mg/kg) 0 10 10 (101 ~110) 10 (151 ~160)
2 (100 mg/kg) 10 10 10 (201 ~210) 10 (251 ~260)
3 (300 mg/kg) 30 10 10 (301 ~310) 10 (351 ~360)
4 (1000 mg/kg) 100 10 10 (401 ~410) 10 (451 ~460)

Crj: CD(SD)IGS rats were dosed orally for 14 days before mating and continuing to day 46 of administration for males,
and 14 days before mating and continuing to day 4 of lactation for females.

Rats in the group 1 were dosed with 0.5% carmelose sodium.
Triphosphoric acid, aluminium salt (1:1) was suspended in 0.5% carmelose sodium.



Table 2 General appearance of male rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and

reproductive/developmental toxicity screening test (SR00109)

Group Findings Administration days 1 - 46 Autopsy day
1 (0 mg/kg) Number of animals examined 10 10
No abnormal findings 10 10
2 (100 mg/kg) Number of aniimals examined 10 10
No abnormal findings 10 10
3 (300 mg/kg) Number of animals examined 10 10
No abnormal findings 10 10
4 (1000 mg/kg) Number of animals examined 10 10
No abnormal findings 10 9
Soil of perioral fur 0 1
Bulging in abdomen 0 1




Table 3 Body weight changes of male rats dosed orally with triphosphoric acids aluminium satt (1:1) in the combined repeat dose and reproduct ive/developmental
toxicity screening test (SR00109)

Ot o e o £ B A A A A e o o £ e ko P P e e e

Number of Body weight (g¢) on day of administration Day 1-44
Group animals 1 2 5 7 10 14 21 28 35 42 i g %

1 (0 mg/kg) 10 Mean 394.8 396.5 £14.3 422.0 §41.7 458.0 485.3 522.5 549.2 573.7 579.9 185.1  46.086

2 (100 mg/kg) 10 Mean 396.9 400,
. 15.2 1

3 (300 mg/kg) 10 Mean 3%,
. 1

& (1000 mg/kg) 10 Mean 196.7 02,

15

Body weight gain (%) = (Body weight gain / body weight on day 1) x 100.
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Table & Food consumpt ion of male rats dosed orally with triphosphoric acid» aluminium salt (1:1) in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR00109)

Number of Food consumpt ion (a/day) on day of administration
Group animals 1 2 b 7 10 14 28 35 42 46
1 (0 maskg) 10 Mean 27.70 26.10 28.33 27.60 28.60 28,78 29.91 30,22 29.60 30.66
S.D. 2.75 3.5 2.48 2.83 2.27 2.72 2.10 2.7 2.12 2.07

2 (100 mg/kg) 10 Mean 27.90 2680 21.26 2125 26,19 21.93  28.91 20.25 8.8 29.08

3 (300 mg/kg) 10 Mean 26,10 26,00 2591 2670 26,43 27.31 28.66  29.01 2719  20.28
S.D. 3.90 1.63 1.79 1.95 1.70 1.59 1.70 2.27 1.50 1.42

& (1000 mg/ka) 10 Mean 27.40 27.60 28.06 27.85 28,20 28.18 29.53 29.21 29.15 29.04
5.D. 2.72 2.76 .47 2.12 2.25 2.09 2.18 1.73 1,70 2.69

Values in parentheses are number of animais examined.

%: Significantly different from the 1 (0 mo/ke) group at p= 0.05.



Table 5 Urinary findings of male rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and reproductive/

developmental toxicity screening test (SR0G109)

Number Ketone Urobili- Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 7.5 8.0 8.5 - %= + - - 0.1 EU/dL - — A
1 (0 mg/kg) 5 0 2 3 1 3 1 5 5 5 5 4 1 5
2 (100 mg/kg) 5 0 3 2 4 1 0 5 5 5 5 5 0 5
3 (300 mg/kg) 5 0 2 3 4 1 0 5 5 5 5 5 0 5
4 (1000 mg/kg) 5 [3 2 07* 5 0 0 5 5 5 5 5 0 5

Urinary sediments
Epithelial cell Urine

Number Small Specific gravity volume Water

of RBC WBC Squamous Round round Cast 1.011- 1.021-1.031- 1.041-  (mL/2lhr, consumption
Group animals — 4 — - ~ — - — 1.020 1,030 1.040 1,050 meant8.D) (g, meantS.D.)
1 (0 mg/kg) 5 4 I 5 3 2 5 3 5 1 0 2 2 20.80+8.18  22.0+6.6
2 (100 mg/kg) 5 5 0 5 5 0 5 5 5 0 2 3 0 26.40+11.60 21.2+14.4
3 (300 mg/kg) 5 5 0 5 4 1 5 5 5 0 2 2 1 19.40+9.09 13.6+£5.9
4 (1000 mg/kg) 5 5 0 5 2 3 5 5 5 1 3 1 0 25.10£6.59  24.0+155

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
*: Significantly different from the 1 (0 mgrkg) group at p<0.05.



Table 6 Hematological findings of male rats dosed orally with triphosphoric acids aluminium salt (1:1) in the
combined repeat dose and reproduct ive/developmental toxicity screening test (SR00109)

Number of RBC Ht Hb MCy MCH MCHC WBC Platelet
Group animals 10%/uL % g/dl fl pg aidl 10%7pL 10%L
1 (0 mg/kg) 5 Mean 896.0 16.04 51.9 17.92 34.50 110.0  112.26
S.D 29.9 1.63 0.3 1.61 0.49 0.47 374
2 (100 ma/kg) 5 Mean 914.6 46,48 16,26 50.90 17.80 34.98 117.8  114.88
5.0, 43,7 1.48 0.55 1.73 0.45 0.28 3 15.25
3 (300 me/kg) 5 ¥ean 884.0 £6.56 16.20 52.68 18,32 34.78 93.6 111,
S.D .4 1.69 0.58 1.90 0.70 0.33 44 31
4 (1000 ma/ka) 5 Mean 919.0 47 .48 16.52 51,70 17.96 24,80 11,2 119.20
§.D. 44,8 2.30 0.78 1.58 0.56 0.42 24.0 10.10
Differential count of WBC %
Reticu- Neutrophil
Number of Locyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals %o sec Sec form  mented phil Basophil Monocyte cyte Others
140 ma/kg) 5 Mean 20.8 1 26,12 7.92 .64 0.00 1.36 87.84 0.00
3.0, 1.6 1.10 2.33 1.5 4.45 0.36 0.00 I 5.46 (.00
2 (100 ma/kq) 5 Mean 26 .4 18.84 21,76 1.60 6.08 0.32 0.00 0.88 91,12 0.00
5.0, 4,9 1.96 4,62 0.75 .1 0.44 0.00 0.33 1.58 0.00
3 (300 ma/kg) 5 Mean 23.6 18.3%4 26.38 1.20 0.9 0.16 0.80 91.40 0.00
5.0 2.4 1.1 1.85 1.48 0.73 0.63 1.62 0.00
4 {1000 mg/kg) 5 Mean 22. 19.06 29.48 1.92 0.56 0.00 1.68 £8.80 0.00

_________________________________________________________________________________________________________




Table 7 Biochemical findings of male rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and reproductive/developmental toxicity
screening test (SR00109)

Protein fraction (%)

Number of TP AlG Globulin GOT GPT ALP ChE 7y -GTP T-Bil  Glucose
Group animals g/dl ratio  Albumin a1 @z f Y /L Wit /L /L WL my/dL ma/dL
1 {0 mg/kg) 5 Mean 5.62 0.998 50.90 24,18 1 1 34 62. 27.0 233.6 61.0 0.048 178.2
5.D 0.04 0.069 1.74 1.35 1.37 1.02 1.86 13.8 4.9 33.7 21.9 0.16 0.004 2.9
2 (100 mg/kg) 5 Mean 5.68 1.072 51.78 24.26 9.50 12,20 2.26 60.4 24 .4 236.4 67.2 0.82 0.07¢ 180.8
5.D 0.15 0.098 2.20 1.44 0.85 1.19 0.65 6.7 4.0 37.5 19.0 0.15 0.007 11.9
3 (300 mg/ka) 5 Mean 5.70 1.072 51.78 24.02 9.9 12,12 2.14 62.0 28.2 237.2 58.8 0.9 0.064 181.2
5.D. 0.23 0.086 2.06 2.30 0.80 0,70 0,67 5.1 3.1 22.8 8.4 0,29 0.009 20.4
4 {1000 me/kg) 5 Mean 5.76 1.032 50.86 24,40 10.86 12.10 1.78 62.2 25.6 220.9 §7.6 0.88 0.058 180.2
5.0 0.38 0.105 2.49 2.50 1,26 1.52 0.18 3.6 3.5 28.1 16.4 0.18 0.004 17.0
Number of T-Che T6 PL UN Crea Na K ct Ca IP
Group animals mg/dlL ma/dL my/dL mg/dL mg/dL meq/L mEq/L mEa/L ma/dL ma/dL
1 (0 mg/ks) 5 Mean 57.6 72.0 106.4 15.52 0.488  142.90 4,576 106.0 .50 6.72
5.0, 17, 3.2 237 1.40 0.026 0.42 0.310 1.6 0.4 0.43
2 (100 ma/ke) 5 Mean 56.6 51.8 102.0 16.22 0.522 143,10 4,546 106.0 9,54 6,70
S.0. 10.3 20.6 15.9 1.05 0.055 1.29 0.385 1.0 0.2 0.56
3 (300 maskg) 5 Mean 57.2 35,2 96.6 16.56 0.514  143.60 4,566 106.0 Q.46 6.60
5.0, 8.7 19.1 11.9 1.49 0,043 1.3 0.101 0.7 0.23 0.58
4 {1000 mg/kg) 5 Mean 57.8 70.2 107.6 16.70 0.526  142.80 4,316 105.2 9.58
3.0. 16.6 3.9 2.7 1.99 0.033 1.04 0.334 1.5 0.49 1.03



Table 8 Gross findings of male rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined
repeat dose and reproductive/developmental toxicity screening test (SR00109)

Group 1 2 3 4
Item Dose (mg/kg) 0 100 300 1000
Number of animals examined 10 10 10 10°

Organ: Findings
Liver: Deformity
Yellowish white patch
Kidney : Dilatation, renal pelvis, unilateral

Testis :  Atrophy, bilateral

Epididymis: Atrophy, bilateral

Abdominal wall : Umbilical hernia

lleum : Dark red discoleration, protrudent part

o
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a : Include two animals whose mate had no evidence of pregnancy.

b : The animal whose mate had no evidence of pregnancy.



Table 9 Absolute and relative organ weights of male rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and reproduct ive/
developmental toxicity screening test (SR00109)

Bady :
Number of ve faht Liver Kidney Spleen Heart Brain Thymus
Graup animals g g % q % g % g % g ¥ ng 10734
1 (0 mg/ke) 10 Mean 568.0  14.583 2.662 3.588 0.656 0.782 0,142 1,553 0.285 2.218 0.408 /1.2 69.807
S.0 49,2 1,442 0,136 0.339 0.044 0.118 0.012 0.146 0.023 0.121 0.036 86.7  15.660

2 (100 mg/kg) 10 Mean 5265 14,010 2,652 3.40
. 0.41

5 1300 me/kg) 10 Mean 535.4  13.888 2,585 3,458 0.646 0.824 0.153 1.486 0.278 2.210 0.425 356,166,060
: 0.018

& (1000 mg/kg) 10 Mean 525.7 Wb
1.4

S.b 4.5
Number of Adrenal Testis Epididymis
Group animals g 107%% 1 ¥ g %
1 {0 me/kg) 10 Mean 68.1 12.464 3.470 0.581 1.322 0,244
S.D. 7.6 1.294 0.327 6.073 0.092 0.025

2 1300 mg/kg) 10 Mean 671.7 12,932 3.434 0,655
I

3 (300 ma/ke) 10 Mean 62.6  11.698 3.131 0.58

.D. . 0.10

4 1000 mg/kg} 10 Mean 741 14,008 3177 0.602 1.314 0.248



Table 10 Histopathological findings of male rats dosed orally with triphosphoric acid, alminium salt (1:1) in the combined repeat dose and reproductive/develupmental
toxicity screening test (SR00109)

) Group 1 2 3 4
ltem Dose (mg/kg) 0 100 300 1000
Total number of animals examined 10 10 10 10
Findings of animals whose mate had no evidence of pregnancy
Number of animals 0 0 0 2
Organ: Findings Grade
Liver: Microgranuloma + - - - 1
Heart: Myocardial degeneration + - - - 1
Testis: Atrophy, seminiferous tubule +++ - - - 1
Edema, interstitium +++ - - - 1
Epididymis: Decrease, spermatozoa +H+ - - - 1
Cell debris, lumen ++ - - - 1
Prostate: Cellular infiltration, lymphocyte + - - - 1
Findings of animals whose mate was pregnant
Number of animals 10 10 10 8
Organ: Findings Grade
Lung: Accumulation, foam cell + 4 - - 1
Metaplasia, osseous + 1 - - 0
Heum:
Cellular infiltration, neutrophil, lamina propria, muscular layer
and serosa + 0 - - 1
Hemorrhage + 0 - - 1
Pancreas: Necrosis, focal + 1 - - ]
Atrophy, acinar cell, focal + 0 - - 1
Liver: Fatty change, periporial + 2 (1) - 0
Microgranuloma + 1 0(1) - 0
Mineralization, capsule + 0 1(3) - 0
Heart: Myocardial degeneration + 3 - - U

(to be continued)



Table 10 Histopathological findings of male rats dosed orally with triphosphoric acid, alminium salt (1:1) in the combined repeat dose and reproductive/developmental
toxicity screening test (SR00109) (continued)

Group 1 2 3 4
ltem Dose (mg/kg) 0 100 300 1000
Total number of animals examined 10 10 10 10
Findings of animals whose mate was pregnant
Number of animals 10 10 10 B
Organ: Findings Grade
Kidney: Dilatation, renal pelvis + 1 - - ¢
Regeneration, tubular epithelium + 0 - - 2
Cyst <+> 0 - - 1
Testis: Atrophy, seminiferous tubule Total 2 0 4 0
+ 2 0 3 0
++ 0 0 1 0
Epididymis: Decrease, spermatozoa ++ 0 0 1 0
Cell debris, lumen + 1 0 1 0
Prostate: Cellular infiltration, lymphocyte Total 4 - - 2
+ 3 - - 2
++ 1 - - (i
Eyeball: Fibrosis, substantia propria corneae + 1 - - 0

‘There were no abnormal findings in the trachea, larynx, tongue, parotid gland, submandibular gland, sublingual gland, esophagus, forestomach, glandular siomach, duodenum,
jejunum, cecum, colon, rectum, thoracic aorta, urinary bladder, seminal vesicle, coagulating gland, cerebrum, cerebellum, spinal cord, sciatic nerve, spleen, thymus, bone
marrow (siernum and femur), submandibular lymph node, mesenteric lymph node, pituitary gland, thyroid, parathyroid, adrenal, Harderian gland, gastrocnemius muscle,
sternum, femur or skin.

Values are number of animals with findings.
Values in parentheses are number of animals examined.

-: Blank value,

Grade; +: slight change, ++: moderate change, +++: severe change, <+>: presence in "presence or not" basis.



Table 11 General appearance of female rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and

reproductive/developmental toxicity screening test (SR00109)

Group

Findings

Days before gestation

Days during gestation

Days during lactation

Autopsy
1-1516 17 18 19-28 1-1213-21 22 23-25 26 0-4 day
1 (0 mg/kg) Number of animals examined 10 9 6 0 0 10 10 4 0 0 10 10
No abnormal findings 10 9 6 - - 10 10 4 - - 10 10
2 (100 mg/kg) Number of animals examined 10 7 6 3 0 10 10 7 0 0 10 10
No abnormal findings 10 7 6 3 - 10 10 7 - ~ 10 10
3 (300 mg/kg) Number of animals examined 10 9 7 3 1 10 10 7 2 1 8 8
No abnormal findings 0 9 7 3 1 10 9 6 2 1 7 7
Subcutaneous mass 0O 0 0 0 0 0 1 1 0 0 1 1
4 (1000 mg/kg) Number of animals examined 10 9 9 3 0 10 10 6 2 2 8 8
No abnormal findings 1 9 9 3 - 10 10 6 2 2 g 8

— : Blank value.



Table 12 Body weight changes before gestation period of female rats dosed crally with triphosphoric acid» aluminium
salt (1:1) in the combined repeat dose and reproductive/developmental toxicity screening test (SR00109)

Body weight gain

Number of Body weight (9) on day of administration Day 1-14
Group animals i 2 5 7 10 14 9 %
1 {0 mg/kg) 10 Mean 226.3 232.7 23,7 264.2 249.2 255.6 29.3  12.990
5.0 17.6 15.0 19.4 16.9 19.5 19.8 7.3 3,367

2 (100 mg/kg) 10 Mean  230.7 231.8  239.0 244.7 251.3 255.1 2.4 10,
D 14.6 17.0 >

3 (300 ma/kg) 10 Mean 228.9 29.2 2310 2441 249.1 255,2 26,3 11.456
5.0, 15.5 16,7 16.5 15.2 20.2 2.9 13.5 5,507

3.4 242.9 246.7 252.4 25.
4.6 14.5 14.2 15.9 6.

Body weight gain (%) = (Body weight gain / body weight on day 1) x 100.

& (1000 mg/ka) 10 Mean 226.
13



Table 13 Body weight changes during gestation period of female rats dosed orally with triphosphoric acids atuminium salt (1:1) in the combined

repeat dose and reproduct ive/developmental toxicity scresning test (SROD109)

Number of Body weight {g) on day of gestation Day 0-20

Group animals 0 1 3 5 7 10 14 17 20 g %
1 {0 mg/kg) 10 Mean 259.0 267.1 284.0 292.8 301.6 320.9 41,6 3.6 419.2 160.2  61.837
D. 17.3 171 19.3 18.6 19.5 72.2 23.7 28.3 3.7 22.8 7.212

2 (100 my/kg) 10 Mean 262.2 269.1 281.8 0.7 301.8 316.5 339.4 368.7 k14,6 152.4  57.932
S.D. 18.0 19.5 22.6 26.9 26.1 2.7 3.3 33.4 39.8 2.4 6.753

3 (300 ma/kg) 10 Mean 262.7 271.9 285.8 292.5 299.8 317.0 338.9 266.7 £12.7 150.0  57.266
S.D. 21.8 23.5 28.2 8.2 29,3 29.6 3.0 2.0 36.6 2.3 9.606

4 (1000 mg/ka) 8 Mean 258.5 269.9 281.6 293.0 300.3 37.8 337.3 164.6 409.0 156.5  58.233
5.0 19.9 21.1 21.3 2.5 26.6 26.2 2.7 9.7 2.1 17.9 5.188

et i e 7 e o T 0 B e o i o ) o A M e e Gt 0 R g A O M o R O Y 500 B P e o P Y A UL A DO 0 o Bt D B o 0 i T 0 O O e P 0 L Y e e

Body weight gain (%) = (Body weight gain / hody weight on day 0} x 100,



Tabte 14 Body weight changes during lactation period of female rats dosed orally
with triphosphoric acid, atuminium salt (%:1) in the combined repeat dose
and reproduct ive/developmental toxicity screening test (SR00109)

Body weight (g) on Body weight gain
Number of day of lactation Day Q-4

Group animals 0 1 4 ] ¥
1 (0 mg/ka) 10 Mean 308.2 315.7 336.7 28.5 9.419
S.D 2.7 30.0 28.2 9.9 3.726

2 (100 mg/ka) 10 Mean 312.7 319.6 334.3 21.6 7.022
5.D. 2.8 3.9 2.0 7.2 2.602

3 (300 maska) 8 Mean 319.8 325.6 340.3 20.5 6.633
3.D. 28.6 27.4 2.7 1.3 3.5

4 (1000 mg/kg) 8 Mean 318.4 326.3 336.4 18.0 5.903

Budy weight gain (%) = (Body weight gain / body weight on day §) x 100,



Table 15 Food consumption before gestation period of female rats dosed orally with triphosphoric
acid, aluminium salt (1:1) in the combined repeat dose and reproductive/developmental
toxicity screening test (SROQ109)

Number of Food consumption (g/day) on day of administration
Group animals 1 2 5 7 10 14

2 (100 mg/ka} 10 Mean 15.60 16.10 18.51 18.20 18.55 19.19
3 {300 ma/kg) 10 Mean 15.00 15.30 18.21 18.05 18.33 18.75

& (1000 mg/kg) 10 Mean 15.20 15.70 18.41 18.15 18.67 19.
b 1



Table 16 Food consumption during gestation period of female rats dosed orally with triphosphoric acids aluminium
salt (1:1) in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR00109)

Number of Food consumption (9/day) on day of gestation
Group animals 1 3 5 7 10 14 17 20
1 (0 mg/ka) 10 Mean 15.60 22.90 23.1% 24.30 25.73 25.40 24,20 22.80
5.0, kR 2.67 1.68 2.56 2.41 2.04 1.90 2.29

2 {100 mg/ke) 10 Mean 16.40 2.75 23.95 25.15 25.80 25.84 24,63 23.24
5 (300 mg/kg) 10 Mean 15.30 22.40 21.55 23.00 25.27 25.41 24.60 23.20

4 (1000 mg/kg) 8 Mean 16.75 22,31 22.% 24.19 25.23 25.36 24.59 22,7



Table 17 Food consumption during lactation period of female rats dosed orally
with triphosphoric acids aluminium salt (1:1) in the combined repeat
dose and reproduct ive/developmental toxicity screening test (SR0OD109)

Food consumption (g/day)

Number of on dav of lactation
Group animals 1 4
110 ma/kg) 10 Mean 22.50 35.91

S.D. 414 3.22

2 (100 mga/ke) 10 Mean 22.70 24,44
S.D. 5.7 5.10

3 (300 mg/kq) 8 Mean 21.38 35.25
s.D. 4,34 4 44

4 {1000 mg/ke) 8 Mean  25.88  36.50
5.D. 4,58 3.87



Table 18 Hematological findings of female rats dosed orally with triphosphoric acid, aluminium satt (1:1) in the
combined repeat dose and reproduct ive/developmental toxicity screening test (SR00109)

Number of RBC Ht Hb MCv MCH MCHC WBC Platelet
Group animals 104/l ¥ g/dL fl pg grdl 0%l 1047l
1 (0 ma/kg) 5 Mean 702.8 40 .44 13.72 57.60 19.52 33.9 108.6  112.02

5.D. 36.7 1.68 0.59 1.62 0.81 0.55 13.6 12,91

2 (100 mg/kg) 3 Mean 720.0 40,14 13.68 55.76 1902 3%.06 120.0  105.50
49
3 (300 mg/ks) 5 Mean 719.0 40.48 14.06 57.12 19.86 3%.74 131.6 116,70

4 (1000 mg/kg) 5 Mean 743.4 40,46 13,94 S6.44x  18.78 34,44 13,2 115.5

Different ial count of WBC %

Reticu- Neutrophil
Number of locyte BT APTT Stab  Seg- Eosino- Lympho-
Group animals ¥ 8¢ sec form  mented phil Basophil Monacyte cyte Others
100 mg/ky) 5 Mean 58.2 1 19.04 6 25.36 0.80 1.12 65.28 0.00
3.0 9.7 0,51 1.41 1.91 9.92 0.9 0.18 0.33 11.15 0.00
2 {100 mg/ke) 5 Mean 52.2 16.98 19.76 5.04 19,12 0,72 0.08 0,72 74,32 .00
S.D. 10.5 1.01 1.58 2.4k 6.6 0.33 0.18 0.52 8.68 0.00
3 (300 mg/ky) 5 Mean 51.0 17.38 17.88 4.56 18,48 0.32 0.00 1.68 72.96 0.00
S.D. 9.7 0.68 1.23 2.2 6,89 0.44 0.00 1.04 8.70 0.00
4 (1000 mg/kg) 5 Mean 0.8 16.68 18.46 6.88 21,04 0.56 0.08 1.76 69.68 .00
5.0, 101 0.93% 1.09 3.58 g.15 0.46 0.18 1.15 12.18 0.00

*: Significantly different from the 1 (0 mg/kg) group at p < 0.05.



S

Table 19 Biochemical findings of female rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and reproductive/developmental toxicity
screening test (SRO010%)

Protein fraction (%)

Number of TP A/G Globulin GOT GPT ALP ChE ¥ -GTP T-Bil  Glucose
Group animals a/dl ratio  Albumin @ oz B Y /L 0/ /L /L TU/L mg/dL mg/dL

2 {100 mg/ky) 5 Mean 5.9 1.096 52.30 23.08 7.6 13.76 322 85.2 41,8 155.8 386.6 0.88 0.064 136.6
5.D. 0.21 0.084 1.93 1.42 0.93 1.17 0.86 7.6 6.8 .3 3.7 0.13 0.005 1.7
3 {300 my/ka) 5 Mean 5.90 1.058 51.52 23.62 8.62 13.80 2. 44 4.2 42.0 122.4 273.2 0.066 1344
S.D. 0.43 0.0%1 1.28 1.00 1.87 1.09 15 8.7 6.8 24.8 4h .6 0.1 0.011 1.3
4 (1000 mg/ka) 5 Mean 5.76%  1.026 50.70 23.52 7.84 14.16 3.78 73.6 9.6 1 277.2 0.98 0.062 133.2
5.D. 0.21 0.081 1.90 2.07 1.29 .96 0.91 5.5 3.9 17.3 58.0 0.27 0.004 17.1
Number of T-Cho 16 PL Un Crea Na K cL Ca IP
Group animals mg/dL ma/dL mg/dL mg/dL mg/dL mEa/L mEq/L mEa/L mg/dL ma/dL
140 marky) 5 Mean 50.6 40.8 128.2 21,70 0.584  142.90 4,366 107.4 10,3 7.78
S.D. 8.9 32.6 15.2 3.05 0.040 1.43 0.298 1.3 0.24 0.29
2 (100 my/kg) 5 Mean 54.0 42.6 121.0 19.5 0.578 142,10 b.4Th 108.6 0. Thx 7.10
5.D. 11.6 25.1 21.7 1 0.9 0.29 0.63

3 (300 mg/kg) > Mean 26.6 58.4 123.6  20. 0.586 143,10 4.576 107.4 9.9 7.44
3.0. 8.3 30.7 16.2 1.90 0.050 0.74 0.281 1.1 0.36 0.95
4 (1000 mg/ke) 5 Mean 60.2 3.8 123.0 20.38 0.548  142.50  4.766 108.4 9.76¢  7.30
s.h. 6.1 13.4 1.1 2.15 0.034 0.7 0.297 2.1 0.30 0.82

% Significantly different from the 1 (0 ma/kg) group at p= 0.05.



Table 20 Gross findings of ferale rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined
repeat dose and reproductive/developmental toxicity screening test (SR00109)

Group 1 2 3 4
Item Dose (mg/kg) 0 100 300 1000
Number of animals examined 10 10 10 ® 10°

Organ: Findings

a

Glandular stomach :  Dark red patch, mucosa 0 0 1 0
lleum : Diverticulum 0 0 0 1
Liver : Swelling 0 0 ¢ 0
Cerebrum : Dilatation, lateral ventricle 0 1 0 0
Spleen: Swelling 0 0 1 0
Deformity 0 0 1¢ 0
Lymph node, pancreaticosplenic :  Swelling 0 0 1¢ 0
Uterus : Dilatation 0 0 0 1°
Retention, yellowish white fluid 0 0 0 1°
Vagina: Atresia 0 0 0 1°
Skin :  Subcutaneous mass 0 0 1 0
Intra—abdominal organs :  Adhesion 0 ¢ 1 0

: Include one animal who was not delivered until day 25 of gestation and one animal that all pups died.

a

b : Include two animals who had no evidence of pregnancy.
¢ : All pups died.

d : The animal who was not delivered.

e : The animal who had no evidence of pregnancy.



Table 21 Absolute and relative organ weights of female rats dosed orally with triphosphoric acids» aluminium salt (1:1) in the combined repeat dose and reproduct ive/
developmental toxicity screening test (SR00109)

Body
Number of weight Liver Kidney Spleen Heart Brain Thymus
Group animals g g ¥ g % g % g % g % a9 1072
140 mg/ky) 10 Meah 302.2 9.9 3.308 2,047 0,679 0.650 0.215 0.981 0.326 2.035 0.677 276.5  89.983
S.b 26.4 0.562 0.226 0.104 0.041 0.059 0.016 0.073 0.025 0.071 0.062 97.2 24,69

2 (100 ma/k9) 10 Mean 306.9 9.706 3.0 2,041 0.666 0.570«  0.186%¢ 1,022 0,33 2.043 0.672 2254 72,970

3 (560 my/kg) 8 Mean 309.0 10.078  3.265 1.950 0.635 0.700 0.229 0.955 0.311 2.021 0.658  306.0  99.081
5.0 2.5 1.067 0.2n 0.132 0.052  0.186 0.068 0.052  0.029 0.038 0.047 60.7  17.585

4 (1000 mg/kg) 8 Mean 300.6 9.588 3.188 1,949 0,648  0.529%%  0.176%% 0,974 0.324 2.01 0.673 235  80.421
0.201 0.209 0.029 0.072 0.023 0.071 0.017 0.092 0.050 70,1 19.001

_______________________________________________________________________________________________________________________________________________________________________

Number of Adrenal Ovary
Group antmals g 1073 mg 107%%
1 {0 mg/ka) 10 Mean 80,0 26.540 11,3 36.943
S.0. 8.5 7.537 13.3 & 144

2 (100 mg/kg) 10 Mean 7.3 25.239 7.7 38,431

5 (300 mo/ke) 8 Mean 80.4  26.110 13,4 40.269

5.0 11.0 3.656 19.5 7.601
4 (1900 mg/kg) 8 Mean 73,4 24.485 110.4  36.968
5.0 1.4 2.392 9.1 4,63
*: Significantly different from the 1 (0 mg/ka) group at p= 0.05.
s%: Significantly different from the 1 (0 mg/ke) group at p= 0.01.



Table 22 Histopathological findings of female rats dosed orally with triphospholic acid, alminium salt (1:1) in the combined repeat dose and reproductive/developmental
toxicity screening test (SRO0109)

Group 1 2 3 4
Item Dose (mg/kg) 0 100 300 1000
Total number of animals examined 10 1 3 10
Findings of animals who had no evidence of pregnancy
Number of animals 0 0 0 2
Organ: Findings Grade
Liver: Microgranuloma + - - - 1
Kidney: Cast, hyaline + - - - 1
Uterus: Inflammation + - - - 1
Vagina: Atresia <t> - - - 1
Findings of animals who was not delivered until day 25 of gestation.
Number of animals 0 0 1 0
Organ: Findings Grade
Pancreas: Granulation, interstitium + - - 1 -
Liver: Cellular infiltration, lymphocyte, periportal + - - 1 -
Fibrosis, focal + - - 1 -
Hematopoiesis, extramedullary + - - 1 -
Spleen: Necrosis ++ - - 1 -
Capsulitis ++ - - 1 -
Hematopoiesis, extramedullary + - - 1 -
Lymph node, pancreaticosplenic: Proliferation, histiocyte + - - 1 -
Peritoneum: Granulation + - - 1 -
Findings of animals whose all pups died at birth.
Number of animals 0 0 1 0
Organ: Findings Grade
Glandular stomach; Ulcer + - - 1 -

(to be continued)



Table 22 Histopathological findings of female rats dosed orally with triphospholic acid, alminium salt (1:1) in the combined repeat dose and reproductive/developmental
toxicity screening test (SR00109) (continued)

—_— -

Group 1 2 3 4
Item Dose (mg/kg) 0 100 300 1000
Total namber of animals examined : 10 1 3 10
Findings of animals killed on day 5 of lactation
Number of animals 10 1 1 8
Organ: Findings Grade
Lung: Accumulation, foam cell + 2 - - 0
Heum: Diverticulum <+> 0 - - 1
Liver: Necrosis, focal + 0 - - 1
Microgranuloma + 0 - - 1
Kidney: Mineralization, cortico-medullary junction + 1 - - 0
Regeneration, tubular epithelium + 0 - - 1
Cerebrum: Dilatation, lateral ventricle + 0 1 - 0
Spleen: Hematopoiesis, extramedullary + 0 - 1 0
Thymus: Atrophy + 0 - - 1
Pituitary gland: Cyst <+> 1 - - 1
Harderian gland: Cellular infiltration, lymphocyte Total 1 - - 1
+ 0 - - 1
++ 1 - - 0
Mammary gland: Adenoma <+> 0 - 1 ]

There were no abnormal findings in the trachea, larynx, tongue, parotid gland, submandibular gland, sublingual gland, esophagus, forestomach, duodenum, jejunum
cecum, colon, rectum, pancreas, heart, thoracic aorta, urinary bladder, ovary, cerebellum, spinal cord, sciatic nerve, bone marrow (sternum and femur), submandibular
lymph node, mesenteric lymph node, thyroid, parathyroid, adrenal, eyeball, gastrocremius muscle, sternum, femur or skin.

Values are number of animals with findings.
-: Blank value.

Grade; +: slight change, ++: moderate change, <+>: presence in "presence or not" basis.



Table 23 Reproductive performance in parental rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat
dose and reproductive/developmental toxicity screening test (SR00109)

Estrous cycle Copulation index Fertility Gestation Nursing
Normality Male Female index index Gestation index
Incidence Length Incidence Incidence Incidence Incidence length Incidence
Group (%) (days) (%) (%) (%) (%) (days) (%)
1 (0 mg/kg) 10/10 4.00 10/10 10/10 10/10 10/10 22.4 10/10
{100) 0.00 (100) (100) (100) (100) 0.5 (100)
2 (100 mg/kg) 9/10 5.30 10/10 10/10 10/10 10/10 22.7 10/10
(90) 4.11 (100) (100) (100) (100) 0.5 (100)
3 (300 mg/kg) 9/10 4.35 10/10 10/10 10/10 9/10 23.0 8/8
(90) 0.82 (100) (100 (100) (90) 1.2 (100)
4 (1000 mg/kg) 9/9 4.00 10/10 9/9 8/9 8/8 22.5 8/8
{(100) 0.00 (100) (100) (89) (100) 0.5 (100)

Normal estrous cycle = (Number of {emale with normal estrous cycle / number of females examined) x 100.

Copulation index = (Number of animals with successful copulation / number of animals mated) x 100.

Fertility index = (Number of pregnant females / number of females with successful copulation) x 100.

Gestation index = (Number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.
Values are means and S.D.



Table 24 Pregnancy and litter data of rats dosed orally with triphosphoric acid, aluminium salt (1:1) in the combined repeat dose and reproductive/developmental toxicity

screening test (SR00109)
Number of Number of Number of Number of Lactation day 0 Lactation day 4
Pregnant corpora  implantation Implantation  Delivery pups Number of Live birth Number of  Viability
Group animals lutea sites index (%)  index (%) delivered Sexratio live pups index (%) livepups  index (%)
Pups data
1 (0 mg/kg) 10 MEAN 17.4 15.9 92.164 - 96.072 153 0.459 15.0 97.986 14.4 96.276
S.D. 3.7 2.8 4.784 4.584 2.9 0.171 3.0 3.313 2.7 3.256
2 (100 mg/kg) 10 MEAN 17.1 15.6 91.505 89.630 14.1 0.542 141 100.000 14.0 99.333
S.D. 2.9 2.4 4.102 9.445 2.9 0.148 2.9 0.000 2.9 2.109
3 (300 mg/kg) 10 MEAN 15.6 14.3 91.357 81.563 12.4 0.516 12.9 88.096 14.5  100.000 *
S.D. 3.5 35 9.206 30.962 5.2 0.126 5.2 33.120 1.9 0.000
4 (1000 mg/kg) 8 MEAN 17.0 15.4 90.746 91.979 14.1 0.499 14.1  100.000 14.0 99.108
S.D. 13 0.5 4.868 6.534 0.8 0.160 0.8 0.000 0.9 2.524

Implantation index = (Number of implantatien sites / number of corpora lutea) x 100.

Delivery index = (Number of pups born / number of implantation sites) x 100,

Sex ratio = Number of male pups born / number of pups born.

Live birth index = (Number of live pups on lactation day 0 / number of pups born) x 100.

Viability index on lactation day 4 = (Number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.
* : Significantly different from the 1 (0 mg/kg) group at pg0.05.



Table 25 General appearance of pups in the combined repeat dose and reproductive/developmental toxicity screening test of triphosphoric acid,
aluminium salt (1:1) in rats (SR00109)

Male Female
Group 1 2 3 4 1 2 3 4
[tem Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Number of pups examined 71 74 63 57 82 67 61 56
Findings of dead or missing pups
Number of pups found dead on lactation day 0 2 0 4° 0 1 0 4 0
Death 2 - 4* - 1 - 4 -
Number of pups found dead or missing during lactation days 1 - 4 4 1 0 1 2 0 0 0
Death 3 1 - 1 1 - - -
Missing 1 0 - 0 1 - - -
Findings of surviving pups
Number of pups alive through lactation days 0 — 4 65 73 59 56 79 67 57 56
No abnormal findings 65 73 59 56 79 66 57 55
Trauma in the mandible 0 0 0 0 0 1 0 0
Scab-formation in the mandible 0 0 0 0 0 1 0 0
Rudimentary tail and missing of rudimentary tail g 0 0 0 0 0 0

Values are number of pups with findings.
- : Blank value.

a : Include one unknown sex pup.



Table 26 Body weight changes of pups in the combined repeat dose and reproduct ive/developmental toxicity screening test of triphosphoric acids
aluminium salt (1:1) in rats (SRO0109)

o 0t B 0 o .t e B e o ot B . B i 8 B 5 o o i B i O A A Y S P o A A it P i P B e P S o S o S s o A B e R o e e e A e b B 2 1 e

Male Female
Body weight {g) on Body weight gain Body weight {g) on Body weight gain
Number of day of lactation Day 0-4 day of lactation Day 0-4

Group Litters H 1 4 g % 0 1 4 g %
1 (0 ma/kg) Hi] Mean 6.62 7.25 1 60.939 6.32 6.91 10.15 3,83 60.307
S.D 0.69 0.8 1.60 1.06  12.408 0.78 0.93 1.55 0.89 10,129

2 {100 mg/kg) 10 Mean 1.22 7.89 11.75 4,53 62,280 6.7 7.40 11,00 4,26 62.706
5.D. 0.67 0.94 1.52 0.89 7.530 0.75 1.05 1.7 1.9 11.7%

3 (300 ma/kg) 8 Mean 7.3 7.% 11,48 4,16 56.820 7.00 7.58 10.96 3,96  56.49
5.0, 0.67 0.81 1.36 0.85 10,058 0.67 0.84 1.3 0.79 §.,29

4 (1000 mg/kg) 8 Mean 7.15 7.9% 11.31 .16 58.430 6.84 7.29 10. 64 3,80  55.43%
5.D. 0.82 0.71 1,22 0,51 6,213 0.78 0.80 1.39 0.71 6,503

Body weight gain (%) = (Body veight gain / hody weight on day 0) x 100.



Table 27 Gross findings of pups in the combined repeat dose and reproductive/developmental toxicity screening test of triphosphoric acid, aluminium salt (1:1)

in rats (SR0010%)
Male Female
Group 1 2 3 4 1 2 3 4
Item Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Total number of pups examined 70 74 59 57 81 67 61 56
Findings of dead pups at birth
Number of pups examined 2 0 4° 0 1 0 4 0
No abnormal findings 2 - 4* - 1 - 4 -
Findings of dead pups after birth
Number of pups examined 3 1 0 1 1 0 0 0
No abnermal findings 3 1 - 1 1 - -~ -
Findings of pups killed on day 4 of lactation
Number of pups examined 65 73 59 56 79 67 57 56
No abnormal findings 65 73 59 56 79 66 57 55
Organ : Findings
Skin: Scab : 0 0 0 0 0 1 0 0
Tail :  Loss 0 0 0 0 0 0

Values are pumber of pups with findings.
- : Blank value.

a : Include one unknown sex pup.
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