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T

— VBT U A on KRB 0CERRRE) L 2, 10 B X T 50 mg/kg & 1 REMEMES 12 LoD
Cri:CDSDIGS 7w Mo, HEZ v Mokt U CEAZRRT, Rl S UREE 4 &T05F 42 AR,
7 v MR U CIEAE R, RER L UMHIREIIRE, 2o CIMiE S HE CoMBRN®RE L,
BNV~ DO RER 5C X AFE, WSO AL DU ERORBAED RITTEEC SV TG
L7, F£72, 0GR 35 X0V 50 mg/kg Lo C, HEEMRIZA 5 L4 L, MEEhRI35 5 T4
AT, 42 AMOKR S TH# 14 AROERED X HEEMEI SV TH R TR L, UTFoOR
Ba g,

1. RIEEREEE

(1) —RRRECi3, 50 mg/kg O MM CHREHERIZ 7 v B AFIRRA e, EESEG I
TRFIIRO ORI,

(2) FEMZ —ROREEEIE, eemd, (FEHES, SR, REE. @SR, DEEFEaRk
#, FwATR, SEEES IURBERAMIRE TZ, WInesnwTh, SR GO
EHHEBMEREICEE LB ERED b o T

bz bhn, AEBEAETICBT 52— VBN U & 2on K o SR EE (NOEL) (1
HEE 4 10 mg/kg/day & & Z Hh i,

2. HFERAEFN

(1) EFeRE Tk, EXERYZ 30 HEE, BIEMME, ZRE,
RIS L OWHE 4 A OMERICERGHE ORBYER S (CBE L
=¥

(2) BEMOERK, FHRER, FRE, okE, QHEREK, HEROMER, WE 0 BOARF
Wi, HAEE WE 4 HOEFERE, FERETFE T, SREH L CERYER S (CBHE
LBz o ignolz,

(3) FAERO e, FEMERL ORI, SRR S OERYER S OB L -2 kit

R LR N7,

ZheE, HER, &
TEEALITR D G

PEoZ e, FRBRATICET 32— WENF R oA n Ko KERSICX 5 HE
Yoo AR %3 A EREE (NEL) B LU AR oRE A x4 5 EEEE (NOEL) {Zv v v d 50
mg/kg/day £ EZ LR,

,13,
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T

—FWEENTS B U A o KTnd oy 0 CGEREEE) . 2, 10 B LT 50 mg/kg & 1 REMEMES 12 PLod
Crj:CD(SDYIGS 7w Mz, METZ v MZxF L CIE B AT, REHIR B L OB # 4 518t 42 HE,
M7 o Mo x LTI ARRET, ZEE D UMERHIM, 20U ES B E ToMBRnEE L,
g~ KRR 51 L HARE, s o £ L OBAR OB RIFTEEL W THRET
U7z, F72, OCHERED) 335 X UN50 mg/kg (22T, HEENMIZE 5 VL4 3Rk L, HEEhiI3& 5 L%
AR, 42 HEOEBE#ETHE 14 HEOWREIZ L AEEMC W TH R THRET L 72,

MEHS LT A

1. #EmeE
WEERMIE L, — T WEEN R U A on AKFi4s [Tetrasodium monosilicate ahvdrate, B4 :
Bk A N AN T AR S TABEY —F A WITEY, CAS No. @ 13472-30-5, © v

b . FEE : Na,0 59. 7%, Si0, 30.7%. M.R 0.53(Na,0 + Si0, & LC 90.4%), #
i . 1T, A7 2Na,0-510,-xH,0, pH 13 BifZ %%, 20°C)., Tk

M, BE 10 ¢/mL(R2THE), KCrEoBERAEERECHS (Appendix 1-1~1-2),

—FWVEEN R U A on KFIIERKE, WANE, BRI, BORISHE, BREETSR
BETHHD, FEHZES B A0, @RI il (ERIgEE 1~7C, AL REHFEA
EFT)L, BRAL T, EKEOEMA BT TRE L, BBETF -7 E LT, Eite vk
(COWTHIL g FRE L, RBIER OERHMEEICIE Lz, HBE TRICEROWBRME &
AWTatr L, REBHEGTICZETH-7 2 & 56 L7 (Appendix 1-3),

2. xBHE
FERLK (H AR FRERK, o v FES 4501 BLUV46BL, ¥ 7 o~ oHIEER S 28 5B
Y OB HORBLCEE S L TR LA,

3. BEHRDARE L WILFESH
(1) TLE5ROFR
BERILCHBME A TS, BREL, FTEORE L5 X 5 [0 liEa v TR
SEGEH AU TIORT), REOBRICER, REBXCRIRICSN WX 9, HY)%2RE
Ba &M L, ABIEEREESICAN, MEMAE (EHEE 2~7C) Lz, Hpiiilyg
B Sy & LT

,14,
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LR WERMEMTEE RSEARE

FRELH {mg/mL) (g) (mL)

200447 B 13 A 1 0. 2604 260

TR 5 1. 1014 220

25 7.5014 300

20047 A 20H 1 0. 2200 220

5 1.1001 220

25 7. 5005 300

200447 B 27 H 1 0. 2200 220

5 1. 1002 220

25 7. 5005 300

20048 A 2 H 1 0. 2204 220

5 1. 1008 220

25 7. 5002 300

20048 H9H 1 0. 2200 220

I 3R FEhm 5 1. 1001 220

25 7. 5006 300

2004 48 A 17 A 1 0. 2200 220

5 1. 1004 220

25 7. 5008 300

20048 A 24 H 1 0. 1500 150

5 0. 7500 150

25 2. 5001 100

2004 48 B 27 A 25 1. 2501 50
RETEREN

2004 £ 8 A 31 H 0. 1003 100

2 3R E 5 0. 3003 60

(2) THBEOF5H
BEZENT - T 1 BLU400 mg/mL FHELE I DWW CHRELE S Col—M R 5 I =R RTF
24 B D UVRTRIRTE 8 H O ZEME S FERE ST 5 (Appendix 2-1 B8 1T 2-2),
T H AW ABEREOFIEIZ ST, BRI X O RG22 & TN 2 O f R OFh 3
B, $RE ORE 2515 L, SEEN 90~110%, EEMRES 5% U T TH 5 Z & iR
L 7= (Appendix 2-3~2-5-2),

() BE S HIE
BEMEROMM AT OIS THED 1 0,05 nol/L FEEET b U & A O 20 al & 1EHE
(CED ., BEAKEMATIEMRIZ 250 nL & LAELOERBRTERER S Uiz, SAMESIAE TR
frl, #ECY AR L, MEREROHFEET LR, MET6RE Lz,
HENEHOME . BB EHE AR L, SR EORED 400 g/nl i 225 X
IWEBAKEMA b ORREERE Uiz, AEEEOMAEIZ 3E, MEESE 1EE L,
HBPROBE  RERBERE L UHBRYE ORI HER Lo BEE A+ e L, HELE
WNTHAHZEZiEE, 77 Vs LOERBERORIE > MG Lz, BIE GEEE) 13
TOEBETIT 27,
WonL D =A7 7 Az, oflER, REEE (077 2 mEREBRS 5 vidadet

,15,
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TS EREC 20 mL FRELL72, 0.1 w/v% A F ALy ViE%E 2 MM URE Lz, 27
Ea—Lly bOREAZ 0.1 mol/LIERETHEREZ, T/ v =—1y FAIZ 0.1 mol/L MEEE %
HEAL, WEA 2ol DBECEDEE, ZA77 222372 —by FH® 0.1 mol/L
WEgAd | Re T T LIRS T 2BEX#R Lz, 72770, MRBEHLIOT 7 w7k
Tid, DHESZHCT 5L 799 0.1 mol/L EEEAZRM L7, SIEHROEBED) L HERE
Elpolb ZARKEELL, TORADI /a2 —1by FOBRBEEFTA, 0.1 mol /L HEE
DERHEZFTHELE, DESTHVWESEE 0.1 nol /LIERBORENEX ERHE - L TR
L7z, o BEE, BMEBEE L OERENEH O 0. 1nol /L HEEFE R B0, 77 78D 0.1
mol/LIEFMMEHES Z LI &, ZhEBFREL L,

AEEIIT ) VLAREAMET D HFETHLZ EE, TRORXERWTREES Y
UAB IO R0 AREARS, S OCHBWE Btk ) oS R U Y AR
EN SR EREE A B Lz, MBSO 0.1 nol /LIEEERED, FEBHEOERED
LEFUTThAZLEBLIUBERERORES L) &7 AR 5300150 pg/nl Th o Z
& AERR LT,

BMERBEOREST ) v LAREARS, S OUEHMRELSLCEEART Lz,

5299, 5 TV 0, 1 mol/L HifsH & & (L) < 12,5 %2
B EEHCE (L)

REE B U U LR R

REET R U 7 LR (p g/ml) =

AR (0 —
EEMRET (%) B b U % o T >X 100
BOEE () — FREE U o AJRREEIE — BRES R U 0 A R B ETY % 100

BEEF b U 0 LR E TR
EU 0.1 mol/LHEEE L nL kT AREEF R Y U AHYE (1 g)
2D FHHRE(250/20 nl)
E3 @t b U AREERE (5300 1 g/ml)
EHENEH T ORBMEOMEREZ RS, S o HE R OB ERE, TR
LTUEBREXEH LU, BHEN 0~110%, ZEMRED 5% TOBE @ & L,

N L wo o O 1mol /L HEEH & (nl.) 100 &
HIERE (1 g/mL) 3099 EL x VA T ERE & (mL) 597
B ERE (ng/nl) =  AIFEREE (1 g/ml) X ?ﬁﬁiﬁ
s YR b B P (R 2
2i 7. O/O j— N
ZEERR L (%) B T [ % 100
s oy BB R Y E
AREON = SErEr e 0

29 0.1 mol/LIERE 1 nLicxtd (LT MY v AHYE ()
YRR A L oiEb ) B U o ARG, T%)
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4. HBRAE

(1) #BRA

HBIIZ, ARF v — R - DRSS HIERE T & ¥ —EPFED SPF Crj:(D(SD) IGS 7
v hERAWE, Ty MIZOEOEBTEFEHWLILTWAEMETH Y | HIFFERT CofER
FRPEECHHZI LML ZOREAZRE L,

HE 54 DL, ME 64 PLA 2004 426 H 30 AT 8 MER THEA L7, ZARFOEY O KEFPHIT, #
T 251~282 g, MET 169~194 g T -7,

(2) BEL X UENHE

A, ExoEgls-onT 13 Hia, —kiEAS 1 B 1 ESEL, FEAZ AR, A8
BELUHSTRMEL JUBNEHIFRE TH) CHIE Uiz, &6, S W TR g
AR A A T BEREIC L0 IREMBRTO 10 BRICIT -7, M 1 flCEBIERIE S L
7280 Z O A B RN R B BRI L,

(3) BT

BER L OBIHIB o £ e U — Rk iR s L OMRERNE 42 & O M o R #isE o
RaBHBIILT, SO EROBES 2RE L, RN 48 Il X UME 58 ILA 2R L, 10 Mk
THBIZHE L2, BEBSIOHCHEETHOEEICESWT, 5T~ BB EEshhn
B X0 SHOTEERENRE 0D X0 IS T EIT o, BBt S h 8 o (R E 6
i, BET327~383 g, MET 204~245 g TH Y | FHIRE (HE 357.3 g, M 2234 g) D +20%LL
N Thol, BSTRTOBRAE L ORED» A N8R SR LB L L,
(1) &k LU — o]

#himid, BRI =0 b TRENCHI Z M, o BRI EN s E S A2 AR
L. {EiEE 41T o7, HAERICOWTIE., BEOERYIZITHh3 57,

fE 47—V, gL LE7 LB RES B LU E S5 . BT RITRRBRE
LR LT, FRENS Ty — P ORI R LT,
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(5) BT
1 fRERE
EN IR RE 22+ 3°C (EMIFME 20~24°C) | WFE 50+20% (EMIHFM 44~83%), #KH
$10~15 [6] B3R, FEAAESRT 12 B5R8 (8 1 00~20 : 00 » A THEH) OEpEE T = (307 BX)
THRE L7z, BMREE0RERBLOEELSEHER L2,
2) MESMEBIUVEEFIE
7Ty b REBELERIE 7 — 2 (300W>X 410D X 200H, mm) (&, BRI IS YOI 8 oo
HEMERT 2 L9 B PERIL 1 B D, AZEC TP BEMES 1 Lo, ARgREEI B IS 1 REED
1, WEHERIL LEANE L, BB, ZWRRIIMEIC O CIAEE 1T B S THE 4
HE CERBMAEE RV A M7 =7 BRF v -2 - A=A EH) 2 H Lz,
- PR UGS IRE R TR, 2 07%iE 20817 1 R Lrs, SZMEE 2 [BI5Ed
WHEBEHO O LT U, BEREAKEROKEKE XM 1 BEm L7, SMfEERNOF
R IOERIEEE, 1A 1 RER L, HRETECEL UL, EFEREEES I gy
EREHES | REBEM TRECHER L,
3) ekl
AU Z VR TERASEE, v SRR ERE R CRF-1 2, BRGNS Z AW T
BHIZER S,
HBRUCBEELZREITENAOHHFERMESH L WVIMEMOFEL, EHLEZe v |k
(040512, 040608) DEREHZ- 2T, HRBH OGP ZMEEA B R Ematiz 7 —, F
ERAEMBEITA ) T o F B TERASESENENIT o=, SITER & FEEEE
A R OEEREFIEE CEIL L, STTORR, WThoERIC bEF
BEEEABZ HEITRRD oL d» 7= (Appendix 3-1-1~3-2-2),

4 ARRK
LR TAEAKZ, BEifEAKIEE 2 W CTERICERS ¥, 2L, RBRERICEEK
s (H A L7z,

ABRICEYEL R FTRAOLAFERMEOFES, 20044 H 1 H, 200457 A1
i XU 2004 4 10 H 1 BICHEHEIRELL C, AAfMAKRSNSTIC BN To Lz, 2ot
A LA EEEI DT S AT OREREFIEE I EI L, ST oS, v
THOBERICHOHFEBEEZEZHEILFRD b do /- (Appendix 4-1~4-3-2),
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(6) BB

BE5EE TRE i (B 3ER)
HERET {mg/kg) {mg/mL) T IHE
< FRAERE >
Fatitis 0 0 12 {(101~112) 12 {151~162)
EHERE 2 1 12 (201~212) 12 {251~262)
F &R 10 5 12 (301~312) 12 {351~362)
=2 50 25 12 (401~412) 12 {451~462)
< [AERE >
Fagiotis 0 0 5 {103, 106, 5 {163~167)
107, 108,
111)
=HER 50 25 5 {401, 403, 5 (463~467)
404, 407,
409)

xf BB T O BE & AR O S iETHREDK 2R & Lz,
EEHEOREL, ERBI 5 ZEHRE T®RICRE 28 HOFREICE ST, 20
FIECE T 5 X 9 BE OB BN ITLE S 28 &SRO 5 ILT R Lz,

(7) HRHEORE

1) &EEORE

AR L2 — T WEE T R U 7 A n KT O 0 GetBEEE) L50,200 35 11T 800 mg/kg
L BECOEMEMES 4 P80 SD R T » b [Crj:CD(SD) IGSTiC 14 H BIKEFENHE L T
B TIL, —HRIEE T 800 mg/kg OEEMEIC R G 2 B DB G, 5 3BT
HET2HOET B LU CERER DB, 2HREOEMCHEL I BH LA LN,
EfFATEEHE L Uiz, 508 XU200mg/kg DS 1 FITH, 7 v BAFRE O ZFR
ORELOEABEOHEEFTN EPERD bz, BEER LOMREID, #45 2 HIZ 800 mg/kg
TIAEA A HALT, 200 mg/kg THHEHFBREMEN A I, KREHER TS 200 mg/kg LA LT
EEBMD, 50 mg/kg THRE 7 HLARRICEE 22 RERMINHI 2580 5 hiz, SRR T,
FETHIELFD, 50mg/kg LA ETHME, BIZEE EERE L TIRESE AL X0 ER
B oA, MEFHBRE T, 200 ng/kg OREMETHRMERE, M/ MEEE X OWIRMERE O
EEEPHEECED b, —F, WELFRRE T, 200 ng/kg DMETH Y T LOF
BEREESALNIEOLTH T, RBE T, HE: OISR GEE THREE S g LT
FREADS SNDFPEMT HEmMA 5 580, T 50 ng/kg L ETHEEZGED LN
7=, BEERETIE, 200 ng/kg O TEBRERORES S VIIREEP 25D S, —
¥, HEOHEBRMBRETIT, BRI oo,

e Z &b, Ml : AR THABROBERNETHES 50 ng/kg #RFEL, =
NENES THRLAZI0OBIUV2 ng/ks # THEBIOEREIZRE LS,
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2) &E
WRPE S MCRNDANCBRFESN S ReEZE B L, OECD RBRIET 1 N7 1 2 (422)
AFL LT, LA LE, B oW TR 14 Bark v 42 AR, DWW TIEACHAT 14
ARB LR E ToOZERE, &0 EZREIAHEHEHRE I OWEs BETO
AR, EMEREIC-OVNTIZ 42 HRE, 9: 00255 14 : 00 OBEIICE Y > 7 & AV Coaleyic
WICRORE Uiz, 7ok, SRR KI#% 25 AL L,
BEFREZ?2 nl/kg & U, SEEOREEEEIRSH IR LITWEEH OFECESH
TEHLE,
(8) B&E, WMER LUMEER
1. RELLGEE
EHERBAAERE IR EEEL, 200, ERBEOMEIILZRKZA 280 A, S5k
THEWEOH, HRIOEEHOMIHRE 42 HOFH 4#0EE 1 HEEE L,
1) —hxRiEglE
EHZOWTHRE L HHSHBH ET, Ex 00458, A8 AITEEIZ OV TR
FEHEMB L UCEREER) 2o EOEH 1 BRIE3E, FESMP TS S UFE%
OEHFEAL2E, TR S TEBELE,
2) FEMZ—AIRREBLE
EHEZOWT, BERBATR OUNCRE 7, 14, 21, 28, 3B LT42 A, BXUMIE T
BXO 4 HIZ, FRBBEOMIIHRE 42 HUBES | B/AOEEC, 77— 688,
AREe FASH, FEVR, HREE - B, FHREATE (R8s - fElR), BEITE (HE) c>WT, 7=
EROHTRICERY B LE S, B S, EE, B, #EOKRE, RUE. IR,
BEFLAR, WITRRSHE, R, WEE, B>\ T, =707 =L RN TES, H{T, &
BEIRAE, HERR. PR3, ®ERITE BV - BRE) | REITE (BT - B BRI
WT, FREFNHEDLDEDZAaT ) U IIERRAWTFO AT 25EH L.
3) tERER A
HHSAEERSE L CRESNEHAEZZI) 20T, k5 6 8% 5 38 H) BLUEE
2 (A1 14 BT, EREBEOMIINE 4 B0, (B¥ES LOREESERIS) . B (B
B BT GRICATT A IO5) R (RIS A Bdr) | B = A5G GRS A 5 DR |
THREMRIC W THLNUHEDIZ AT 7T EEMNTEREL, Z0Aa7 %50
BeL7m, ¥£72, BABIOEEORMEEC S SHix B SEESRELHE Lz, #B50F U7
=T A a—x =T RS AR WA R L ORI ORE 1 2% 3E#EE L,
1 g B TEE L7, BEORSIERORIECRFEEY, 2o T 30 cm £
SRRICE LB B OBRMIE2 2 ERE L, 0.1 cn AL TS L, BEREHRIIER
EENRHE S 2T L (CompACT AMS) 2 FWVVTHEIE L, 7 — X OIERBEE 105X LT 1E
R L7z,
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4) (KEMIE
EHEZOWT, #E5 1, 3, 5, 7. 10, 14, 21, 28, 3B BLU42 HO®ER], EETE
XUV 14 B, THEEREOMTES 1, 3, 5, 7, 10, 14 BoEERL, 40, 1, 3, 5, 7.
10, 14, 17 B X V20 AR ERT, WE O, 1 BXIU4 ADKREAZLUICHKEAI, &
2 EMAFE (GX-2000, S fo— - 7 R« 57 10) 2B THIE L,
REMMES L UESMNELZUTOFERIC I D ER L,

CERBHEODE
KEENME= 542 HKE 51 AEH)
- e VREBNE
R EHEME "E L LOEE X 100
CERBHEOM
R 5 HA R
KEME= (%514 AkHE) — &5 1 A#EE)
i} L REEIME
IRERINE = BE L HEE X 100
TR HA R
KERME= (F4E20 AKE) — GFE 0 A{EE)
L REBNE
{REREINE— R 0 O & % 100
e 1A
REHEME= (FE4 HEKE —HEF O HIKEHE)
L FEENE
{REHEME— s O 0 R % 100
RITERE>
FEMME= (A 14 HiFXE) — &5 42 HiKE)
- - REMEMNE
[REMINE— BE 47 O IEE X 100

5) BEEEAFE
2HICOWT, REHEM I ARSI E O B 2, KEHER SR UCHICE
L7z, BHEA, PR EMERR G 2000, BRERSHT — - 7o K- FA) 2B T
By —VOBERELEREYAE L, BERVLEEXMULE, | HoOWHEBERSREH
L TR (g/rat/day) & L7,

WEE(g —FEE(
HIE Ao A%

BEE (g/rat/day) =
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6) WL
HBERELR—OFBESFIZ O, 568 RE 40~41 H) B X OEIE 28 (B8 12
~13 H), EHEBEOMEIIHE 4~5 BT, EEETTT v ARSI~ (KN-646, B-1
Al Rt E HEERT) 2V TER L, 3 BRefIRTE £ T HEl U728t Ric o T~
@% . £724 21 BFEOBERCOR LM% £k L, RIFCQE L2, SRUZRIE
WA THE, BELE,
BEERE LOBREFE

(DpH BB (VT (AT 1907, A A2l A7 1)
@E A (Protein) BB KT (VT A AT 49 A, AAZE AT 1)
@ (Glucose) AERHCE (T (AT 1 9I A, AATE AT 1K)
@4 ik (Ketone body) EERHLTE (RWTAAT L9 IA, N ATE AT 00
®wweel /—4# . (Urobilinogen) SRERFETE (SVF AT 4904, N AT A 40)
©e Ve Bilirubin) SRER UL (TN AT (9 A, AATE AT 1)
OE MRS (Occult blood) SRERHLTE (TN AT L9 A, NATE AFT 1)
@3 (Color) PR 8 52

@it (Urinary sediments) B

R & (Urine Volume) HEHE

D (Specific gravity) YRR OR ILE B T3 2v-S, 7527)

QR O LK E (Water consumption) HARROERNTEICL S
7) MEFRIRE
HIBERC— B (16~21 BRRD Ml ts, 7 v MEAT—F URER L, W|IESIORK LIZERES
Bl DV CREEIREINR D S8R M L7z, O~0I2 -2V T EDTA- 2K (X / ¥ = 7 b [T EZE 1
&, FOUERRRSH) TR LMk 1 ool 2 Ay, @B XT@IConN T 3.8% 7 T
B kU ATV L, 3500 [E#5/45 T 10 R LaEE L TR O h iz mig s vz, &
B, Bonmiks L OMmBETRE~E TSR, BEELE,

BEEBBLIUBEFE
DR M ER % (RBC) & SIERUE (A #hm RGO E F-820, YAiyiA)
@~ k7 U v FMEHL) B SIERUE (B EhmER GRS & F-820, ¥2497A)
Gt/ o B Hb) LT A RNES T PR
(b BREH B E F-820, YAky/2)
@y FR M ERZFE MCY) RBC, Ht & 0 HH

{ BB EREHECEE F-820, VAry)ix)
G FEHRIMER~E 7 o & B (MCH)  RBC, Hb{EX 0 &EH

{ BB EREHECEE F-820, VAry)ix)
GFEHFMEA~T Y o2 EBE Ht, HhfEl D EH

(MCHC) (B Bh i BRFHECEE F-820, vy /R)
DR MEE (Reticulocyte) Brecher 7 (8i#)
@Mt (Platelet) ERIEPUE (B Ehm ERGHECEE F-820, YAfyiA)
O\ M Ek % (WBC) ERIEGUE (A Em ERGHECEE F-820, YAky)a)
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0@ MmERH 43k May-Griinwald-Giemsa 48 (B3k)
(Differential count of WBC)

W7o bo e B (PT) Fa RS AT ik

(i SR ] H B HIE L& T A7 KC-10A, ~ 7A8-)

QIEEALE eyt 77 925V EERE = 7 3 v EElE

(APTT) (I 7% 2 [ B EhE B BT A KC-10A, ~ 7 24-)

8) Mik{SFHkE

HIRRER - —BR (16~21 FER) #fett . 7 v b Ao — T URRERL . IEFARE L R— 0%
# 5 AT W TREHREIIR X vk L7, OB X T@IZ>WTid, mig 1 nl H72 9 ~3
U b U b (st 2o B U AR NS 2 A 1000 BA7/nl, BRI SH) /9
20 BT TAVERIE . 3500 [HIER/ 4y T 10 SRR G EE TS S A mEE R o T LTz,
L IE B IZ oW TR O B (/37 U — o EifFassiaiast) (o lis 24 m L,
3500 [F1#5/ 43 T 10 R O LABETHE O ZmMEEF AV TRE L, B oh/miEs I o
MiFTEES THE, 20CL T THRERIE L, RlEH ER) RING, BRELE,
BEEREL L OREFE

(DAST (GOT) JSCC & (B @4 ¥rikiE 7150 . H 2 &(ERD
(@ALT (GPT) JSCC e (HE i E 7150 . A S28ERD

@7 A VRAZ 7 Z—F(ALP) JSCC i (A B/ 7150 1, B SLRLERT)

@) v —GTP L~y - I N3 Rx4-=—bar=lFK
WEE(HE MR 7150 £, B L8AERT)

~F Y F =Pk
(HEhHTaEE 7150 5., H 2 8ERT)

b T FIAF A al o EEE
(HEhHTaEE 7150 5., H 2 8ERT)

& 72— Z (Glucose)

©= V= AF 7—1 (ChE)

@11 A7 11— (T-Cho)
® VU HgHE (PL)
@FUZUEY RG)

A U A A{T-Bil)

DRFEFR N

@ L7 F =2 (Crea)
3F kU 2 (Na)
@7 U (K
57— (1)

7 N7 5 {Ca)
Mk - (IP)

B#EA (TP)

BERE (BEV YRR 7150 T, H ST 8UERD
COD-DAOS i (H Bhirtrd& & 7150 Fo, H sr&{ERT)
WEREY U B — L iHEE
(BEVOEERE 7150 T, OS2 &4ERD

TS ek
(BEVSHrEER 7150 T, 02 84ERD

7 L7 —+ «GLDH i

(HEh AL & 7150 . A 7 H8UERT)

Jaffé i (AT EE 7150 5, B 78 {ERT)
P (A BSIEHPEEE 480 B, 2-=v77)
P (A BSIEHPEEE 480 B, a—~=07)
BRI EE e hsp-CL-6M, FREZE)
OCPC & (B &bt d&iE 7150 2. H SL8EPD
Fiske-Subba Row i%
(BEVSHrEER 7150 T, 02 84ERD

oLy MEEEZHTEE 7150 2, B2 &8 ERr)
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MEASE (Protein fraction) EAm—AT ¥ — EERKEE
(& HEESKENERE CTE-150, %)
@7 7 2 (Albumin) T —RAT 7 - MNEEXIKENE
(& HEESKENERE CTE-150, %)

@ A/G E(A/G ratio) i —RA7 w7 — FEERKENE
(¢ B EhE K rkENEERE CTE-150, &)

9) #ln

BIEHA R BIR S22 OB A, ERBBEOMD 5 LRI E4 R OF 2 B (F
H 6 H)iZ, MFRE 25 H £ CHABMIRD SN2 FZ R 26 B i, BEIERE A
EHEE 14 BOBRIZEZFAICOWTER Lz, ARLBELEE, = -7 LKEET T
FmMEFE S E, 2HORE - MEFEIRACEE Lin, £72, UTOSRE - M2 10%F
AR R L= ) VICEE - RTE L, BREARE Lz, kB, RERBLIUOAA—F i3
Ty RV CETEE - REL, BRBICHERELET 77 i CREE, T0%T ¥ /—/b
ZERTELZ, EGOBA:EIZRAE LTEEE LRF L,

Bod RN/ ib) B RE CBEEE) . FEEIR, MR, HRIR (LR MEER ST, BB, B,
DR, f£E, HErEBs XIOIRE) . T, B, + 2. =5, BB O =l s
i), BB, &G, BB, |E. BEEXE ST, BiE, Ek, R, BE LiE
RISZAR, OB (), FE(AFSBICER), Rk XUN—4—R, REJFRIE L
CTHER) . ME, KIBE CBEEET) . IBREEY o oSHi, T CoSHL B (HEE
) 3 T UM B MR OR) .

10) &EHEENFE

Mg FAE & Rl —O&#E S Fliz oW T, AR E N LMRAE (ER-180A, #R=U=it
T TR T ERANTUTORFICOWTERZE L, #2770, BHRBIW
B EECOWCESAFEE L, 2B, EAORTOHLWEILOWTIE, LG0T
HiE L7,

fig, (LB, WTHE. BHE. MBS, BIE. WRE. REEL. REE bk, BRE

= DB ORGER X FIB YA CHE LZEENLCLUTORIC IV EdERZREH L
7=,

e, ERTER
mﬂﬁg———zﬁg——xwo
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11) AEEE ST RE

EHINZ OV THBFFCEFE - RFELZERE - flfia 77 0 afig@y L, ~v b
FolU v AV CREERLERL, JEBESICEAERO b Fllr oW TER LI,
7o, BETITHREOBE TIRIC W TREE LT,

7B, FBEIRE LTERE EERBICHAAKD 2 572 2ng/kg BED 1 ] No. 206)
OFE LFES I OERORER, R LERICEG?EA S 10 ng/kg B 14 (No. 302) 0
FEHL LR BRIZ SV T B 881 L,

0. B EFENE
) R L
HEEFINZOWT, FEHLART 10 B0 BRI ZRN E T, RIERIIRIE 14 B F
TOEH, FAPREILABEERER SR L REEME T CHERY O 8BRS (%
THRTHE, RBIEH, BIEEHS D URERILH) OHE 21TV, EEBOSRME A 4 A5 6
HOBBT2EL BRSO O ER LHEL, BIEMERAEH L2, BHERER
AL b L Ta o A FSERIERIE & LR LHE L,
2) HEHEO AFERERE
BE 4 HOF TG, RMABRBENOREZ 1 o 1CRRR—%&5) C 14 HEZIBRESL L
TRIBE&H T, ZROENE, BNEFEZMECET UEER, 5250 IHEN R 2 TiE
KR ORFFRHER NS E CWTNRERO SN H R0 H & Ui, RS
OFERRA RO AED LOHBREFC T ENOEFREORBELH L Z L0 Lo TiT-77,
RREFERBLOZHREZLLTORICLYER LU,

S oy R L7t oo %y

TR F (Copulation index, %) T = 7 HEERT 0 >} 100
Zhe L7 MR

R L R o3

ﬁlllk

ZREE (Fertility index, %)= X100

) Srifis L OWH B IR E B

TRFEEHERN T EH A otk S s, SfREA IR 21 A6 25 AETERDR
CEH3ME (9:00, 13:00BXT17 00085 Liz, 9:00 @S IREBROTICED
THOTICRAAATHAEDFHEETAZ LIl - TR T 2R L, TOHEHE 0
HE L7, WE ORI, BEICAFRES LURCIRES A, WERE, HEROHER
BIUOARZBE LA ATERES LOR T REOSFH 2 HERE L Ui, Ripottid
HEPH & AR OB o & CHIE L7z, SHEOINROE R T U B0 EHE OHE
ARETIZE A CERsR L,

R A R 0 B CZREGZH) 2 0/E 0 B (& TH) £ TO R KL L,
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Fim, HEE, SWE, HEFRE, BAEE, HE 4 ARBOHEREB L UL 2L TR X
DEH L,

HHE# (Gestation index, %)= ngzégjigiéﬁ > 100

iR (Delivery index, %)= —égggggggg— 100

#FHE (Inplantation index, %)= -i§§§%§§§i— X100

A (Live birth index, %)= Hjifﬂg;ﬁg;f& X100

WEE Nursing index, %)= A4 a;g;ﬁif;§é§§§/Dﬁﬁéi %100
PEL (Sex ratio) = mm%ﬁgfﬁﬁﬁﬁﬁ

4) FrAERO—RESEL L OAEEE
EEZONT, WHEOALOHEAAETIH LA, AFEBLXOT 2R L, —kiE
BB LUARIZONTBIELE,
BEEEOFEREFELUTORLY L BB TEHR L,

WE 4 HOETERE
e A R 4R

FAIRAETRFE(Viability index, %)= > 100
5) FrAEROKREME
PHEICONT, HF 0, | BLU 4 HIZEFR EMRFEGK-2000, thllsite—. 7
e FA) ERWCTHEEIZ 0.1 g B CHIE Lim, N8I BN 0 EIgRE 4 R 77,
6) FAEROHKR
FET T3 RAEECHIHRE L, whole body 4 10%HH##EE R~ I i TEE -
L7, AL OV TE, HE 4 BICEAR(DENEET) 28158#%, B LREBERA
BICX RS, £HORTE - MBZARMCEELZ, REFRS SLERIT,
Whole body % 10% HiEfEER/L~ ) Vi CEE - (R1E LT,
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5. #iEtFEMAE

71, oM ME, BRESHE, FE, FEENESIOWNE, Bifg& REEOER
I E JREEA RO, MEFENRE, Mg PHRE, SEORTERBSIOMEAER, E
RGN, Bk, FRERS I CEEE, HERK, REROAEGFEREE LU TR,
AR, HASR, Ml R, WE 4 HOAERKES LOHARATEROBRBIC OV TH
BOVHEDS L UEERESEH U, HE & Bartlett OREEZITV, S0EMEL T L
2. BHBOBE T LB ESHSIE TR L, FESEOBE T Kruskal-Wallis OBE
ETRIAT L7z, — R BB ORE., ARENSLNZBE 1T Dunnett OREEZ AT
xt B8 & DR 54T 272 Kruskal-Wal Lis (R OfEHT ORER A BZED A4 LG 1E Mann-Whi tney
DU-BEEFROCARE OB 2T o7, ok, FEROHAE, i, FEREFES IV
HEMERIREIL, 1 A EARREA L LTAR L,

M —RIREBIE . mES LotkeERE, REEOERIER S IURLEORE, 25
IR PR ED 5 5 2 BB Lo 7 1— RS b RIS 2w Tk, BEoEm
% Kruskal-Wallis OREETHENT L. AEEN A b6 13 Mann-Whitney @ U-FREE %
WU BB & OB E T o7,

VRS ORE ORBEE, ZRE, ZHRE, HESR, WE 4 HOWEE, &5 C0HBRHERS
FIfED 9 b 1 BefEO 7 Lb— RPEFEH BNEFIRIZ O TR, 2EEXPRELEITV, FORk
REBESEDOONEHE T 2 BB X RETHEE O 21T o7, 70, 2 BEX M
FENAEE OBE 21 Fisher OEIEMEREEE HO,

BB, HEEORERECOWCTITABAKES 5% L Lin, &k, HEHEMFECHET 23
SR ITHE% Appendix 5 IZRT,
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1. RERSSH

1. —fEikaE

— R AE ORGHE & Table 1 33 T2, INDIVIDUAL DATA 1-1-1~1-3-2 (Z/R¥,

(1) EHBREELE

R, 2 BLT10 mg/ke B TIEHRFEIRDONR T,

50 mg/kg BETIZ, 34 (No. 405, 406, 408) TF v A FAHR S,

(2) ERBREEME

THBERERS L OV2 mg/kg BETCIT, RECATIS L OGEHIE, S 5IHERS L OWE B P ic BE
RO LR oT,

10mg/kg BETlE, RBECHI, RECE L UCHHEHB PRI IZ2HA TREIZAGN 220, HF
S HBXUHBERIC 1F No. 351) TIMRPFE D LT,

50mg/kg BETIE, REAIE X ORECHAMI A 3 i (No. 452, 458, 460) T v EAFHHR
A7, HEB X OWWEHM P2 TREIIED hRiod,

(3) [ElfE BEHE

*FBEERS L OV50 mg/kg BEO WL G EIE S - BREITFED ST,

(4) [EI7E BEME

REEE T, RSB B L URESE S REITZED SR oz,

50 mg/keg BETIX, REHRFIC 1 #]l No. 466) T7 wEAFHAER S8, BIEME G
HREEEO R -T2,

2. FEM—ARIKERERER

M —RREBIE O RAE S Table 3-1~4-3, INDIVIDUAL DATA 2-1-1~2-18-6, A =17V
7 OIEMER Appendix 6 17T,

(1) FABREENE

2, 108 X050 mg/kg BEOWT IS IR 5 BRI H -t BREE & it L CHEREETRS b
Ll

(2) EHBRELIE

2, 108 X050 mg/kg BEOWT IV G IR 5 BRI H -t BREE & it L CHEREETRS b
Il

(3) [E1{E ek

50 mg/kg BT, EIEHIE A &AL iR L CTHERE(LEZERD b il o/,
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(4) [RI{EREHE
50 mg/kg BETIE, RSB, EEHBP TR ORISR L CHFERE TR D 5N
Tpinaot,

3. BERE

FERERE OplfE4A Table 5 B X T 6, INDIVIDUAL DATA 3-1-1~3-10-2, Aa7 U 7 Ok
% Appendix 6 (ZRT,

(1) FHBEri

FRER L OERE 6 BICHREL W L THEEREIZER bhieh o,

(2) FHBErE

BEGHLEOHE 4 BICHBE L L TEELREIIRED b ol

(3) [EIE Bk

50 mg/kg BETIL, [BIME 2 MO C IR L L THABEREITR D o adods,

(4) [EI{8

50 mg/kg BETIEL, &5 6 MOBE THBESROWMA | BIERLAHE 10-60 srd L U%EE)
ETHERINE L CHRERERZH-o (RO ONED, hOMIEERESCENSICTAEERER
B LM T,

HE 2 M OBE TIL, AEAEMIIRERD R oTz,

4. KEH#R

{REHER 4 Figure 1~5, Table 7~11, INDIVIDUAL DATA 4-1-1~4-5-2 {Z/RT,

(1) Bt

HFRERH L LEEES, FEYNES D OREEME I CHRBEL LR L CHEEREIFEDS
neno .,

(2) FHBEriE

FRERE L LREAR L ORERIE, & 5 ICHRE SOV E B b A L CREHRS, FE
BEIERS X OMREERIAN R IO BREE & i L CHBARELRD Do iz,

(3) [EIfE B

50 mg/kg BETIE, FIEMIM P OREHER, (KEHNEDS X OEERMNSEC o BEEE L ik LT
ARERETRD O 0T,

(4) [EHE B

50 mg/kg BETid, REHM T B I UOMEMR S48 L CTREHER., KERMEE X O EN
MEARE LR L CTHREREEFRO O NE) 2T,
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5. Efi=s

BfEE% Figure 6~10, Table 12~16, INDIVIDUAL DATA 5-1-1~5-5-2 {Z/R¥,

(1) FHEBErE

EEGHEOHEBEL NG U TEEREITRD DN doTr,

(2) FRABELME

2 mg/kg BT, ZECATHIRO 5 B8 LT 10 Aot BREE L Bl U TR RIRE A 2 S8,
ZE, AEHRER L OWE MBI EE R EZRD b o,

10 mg/kg B#ETHE, RAECRTS L OURECHIM, 4R L OWHEM T 4@ L CHERZEITED 6
N mos o,

50 mg/kg BETHE, ARRCATHIR OO 5 15 L TN 10 B iC & BRETE & BBt U THE R IEED A D ns,
ZhL, ERB L OWEHR T EEAEIRS Do T,

(3) [EIfE BEHE

50 mg/kg BETIL, RIFEHIRIF I IREE L i U TRBRZIIFE O b odz,

(4) [E115 BEME

50 mg/kg BE T, R EHIMT B I CEIEMBFS & Gl s i L TAERZITRS o
Rino T,

6. RIEE

PRI OFKAES Table 17~21, INDIVIDUAL DATA 6-1-1~6-5-2 [Z/RT,

(1) EHBRBERE
BEEREHLOELEBIHREEL MR L THFEREITRD 6oy, dHEEs 51
EHEGEO 1HET D No. 111, 209, 305, 407) CEEREMRIG (£) B b,

(2) FEABREEME

BHREHLOHE 4~5 HICHBRE LK L THEEREMITFRD bl o738, 10 mg/kg
B 2 {8 (No. 351, 356) 35 X UN50 mg/kg BED 10 (No. 454) (CHEPEA MG (£) 25588 &1L
s

(3) M FEHE

50 mg/kg BECIL, B 2 Wi BB L i L CHEBREMZRD N2> 205, 3 #] (No.
404, 407, 409) (ZEEEE/LIE MR (&) A3RE S BT,

(4) [EI7E B

50mg/kg BETIE, H&E 6 BB LUETE 2 BOWTN GBS L L TARREMIZRD S
FLieso o3, [BIE 2 812 S EEELO 1 F (No. 166) (ZHEFERIE ML () 25588 b vz, 72,
5 6 CH, HEEED L # (No. 166) [ZEREE ARG () 235880 b vz,
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1. MKRFHEE

MEFRMEORES Table 22~25, INDIVIDUAL DATA 7-1-1~7-4-4 {Z7R 7,

(1) EHBREELE

2 mg/kg HTITWTINOBEER BN TH RIS L TERREITRD s do
Fia

10 mg/kg BETIL Y VS BREBICOLEEREENFED b,

50 mg/kg HCIIFERE(MITFRO N en o7z,

(2) EHBRELIE

BWER L DB LI L CHERE(ERED ol o T,

(3) [ENERELE
50 mg/kg BETIL, MR LB L TEELREIIES G0,
(4) [EfE R

50 mg/kg BETIL, BB L HE L THEEREMTREO G ahoTz,

8. MBLFMRE
M FA LRI E ORAE % Table 26~29, INDIVIDUAL DATA 8-1-1~8-4-4 (/R
(1) FABREERE
ERGEE L R L R L CEBEREIERD ONRho T,
(2) EHABREEME
EHREGEE L LB L R L CRBEREIERD HNRho T,
(3) [EIE BEHE
50 mg/kg BETIE, BB LB L THABARE(MITEED LR o T,
(4) [EHE B
50 mg/kg BETIE, HBEBE LR L CHEERELIZRRD 6N 2,

9. BB R

HIAT R % Table 30~32, INDIVIDUAL DATA 9-1-1~9-4-2 (I,

(1) FRABREENE

HEEEEO 16 No. 101) TiHAMIZ, 2 mg/kg 8O 1l (No. 206) TrrAMNIZ, R _L{ERE
DEHEENSRD LI,

10 mg/kg BE T, 1] (No. 302) 2 ZEHDIFHIS LUK R LIEO R ED o,

50 mg/kg BETIX, 1A No. 410) i HFEI&RO ZhatEEEla 2558 S,

(2) FABRBEM

HBREE T, 1 (No. 165) 10 T BSHEE OB RS S, Mo 1 Fl (No. 158) 12 15 S
O LOTFEOAGRBMBETRES 2 O, 206 TR AL L2 ho i,
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2E LIV ng/kg BETIE, BEPIRIIREO O RD 2T,

50mg/kg FETIE, 1 il (No. 461) IZFEEHH QM L OFE O QA IRERHIFE 2 5,
Z OF TR AL L e dr o 7,

(3) =118 Bk

SFRERERS L UV50 mg/kg BEE © RETT RIZGED S hRd-o 7z,

(4) [H1{E #EME

BRI L OV50 mg/kg BEE b REPFI RIZGED bRt 7z,

10. FEEES

BEOMEMERL LUMBHEROKEE Table 33~36, INDIVIDUAL DATA 10-1-1~10-4-4
R i

(1) FABREENE

FREEE L LR L L CEBEREIERD HNRho T,

(2) FEABREEE

2 mg/kg BETIE, MIROBENERIZ OLHEEE L i L THRREED D b,

10 mg/kg BT, ARRE(LIZFED NRD o1,

50 mg/kg BT, FEOEM ERICOAFEREMPFRD i,

(3) [ENERELE
50 mg/kg BETIE, AEBELEE L CHEEREMTFEO R T.
(4) [EIEREE

50 mg/kg BT, MHERBLIHBRLTHEEREITFRO N 272,

1. REEABFHRE

HEMARFIRED L U RO TR ORME % Table 37~42, INDIVIDUAL DATA 11-1-1
~12-2-8 (TR,

(1) FHABREERE

50 mg/kg BETRBR EIR 517 BIE L 7= L & A W E R BUERE O & ~3 fr RUSRE s e
o7,

TR RIREIPT RO S 72 Tik, BE#EO 1 H No. 101) O BRBEED A Sl A
BEEREREAH T, BERETAIFELINEOTEER D VRBENEO O, Z0FD
xf OMECIIARREARRAE U, RERAYFT RIS A B edo 7225, 1 ] (No. 109) O IERIC B
IAEMIE I, ARRER LRI L PR AR TR B OIS, Az o
LR VERBEB AL, ZOROOME TR LR Ao

2 mg/kg BED 1A (No. 206) DERGEEOI L ARER LIRREF T, BT R HE
ERY-o i Wi
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10 mg/kg BED 1 7l (No. 302) DEMEN A ONFAFORBREE T URSHR LIk T, ZHFRIC
HE A D2, AR BRI EE 2T R B L OB A E R MRS 25EE 0 S h
<, ZOFEOROMETIEEEARS Lo T,

50 mg/kg BED 17 No. 410) OFBHRTIE, MEFHC LR e ZREER DD b,

BHROBTEROBE I, A7 —Y LY 50 mg/kg BECSTHEEE & ik U CHE R RIZ
R LI AN T,

(2) FHRABRELE

50 mg/kg BE TR E IR 5 BHE L 72T R & 2 WIZ s B AERE O W2 3 Br GRS o ivie
LTl

FBRERC RIRMPT RO 2 ST F Tk, <IBEED 1 (No. 155) mFER S 4 O 7215 Sl
CRELEIERSES o, ZORITIERE AL L,

THERBEO MO 1] (No. 158) 3B LU 50 mg/kg BED 1 5] (No. 461) O-F = FHEO M L OH
EIRBHEEFE AN FE T, FEHTEO LRSI CFEAROE B BEERRE
PEMRZ B S 5, 2O 2 Bl CIEAERDS KA Lie - 72,
fiiz, 50 mg/kg BED 1 {7l (No. 452) THEEEZFEMRASFE O DL,

(3) [EI1E BEHE

50 mg/kg BE TR EIRSICBE L AR R 5V IZRBEEE OB A2 ST RIZERD 52
BT,

¥, BIMEFICARBTTRIZABN o 7205 BEEO 1 i (No. 108) CAMEHE EFICER
BB TAFEB X CRNIARICPERER Y VNEREES A S, Z0FE X ol TR K
M Lot

RO TR OBRE T, 50ng/kg B AT - X T~ XIVICE T 5 IR BREt
LHE L CHBREMEI LN, MIZEE AT -V b ERREMIIERD N 5T,
(4) [EIEBEME

50 mg/kg BE TR EIR 5 0B L7=pT L & A WX RBUERE O & ~3 fr SR e

FiRYeY i

I. £ERESEH
(1) EFERER &
ETERER E O AES Table 43 15X T 44, INDIVIDUAL DATA 13-1-1~14-4 (277,
EFEES AR THOHERE, BEYER, ZTRE, ZhE, HES CREEE LOWE
4 AR ERICERERS O ABR L L TABREIRES bR o 72,
PERHICHER IR & HIE S 7625 of BEE (No. 160), 2 mg/kg B (No. 261) 38 TF 10 mg/kg
B (No. 355) D& 1 FIZFESH L LT,
YRS ST U s T B RP BEREELD 2 5] (No. 158, 159) . 2 mg/kg BE(Z 1 5] (No. 261) ., 10 mg/kg
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BT 2 il (No. 352, 355)F5 X TN 50 mg/ke #EIC 1l (No. 461) 588 b7z,
() HER, ik, WE R LU AERAETFE

PEER, Syt VHEIREES SO ATEEORKE A Table 45, INDIVIDUAL DATA 15-1~15-4
s I

WEE, HEH, SR, RHERE, HEROMER, WE 0B OEEFERE, HAER, WE
4 BOAFRK, SAEREFERCT, SR LIRS L TARRETZA LR Mo
B, SHET 2 ng/kg BICHERRESMEPFED B,

(Y FAER O —RREE

FERDO —RIREEDORKAE S Table 46, INDIVIDUAL DATA 16-1~16-4 (2R3,

SRS T TR O FE T IR S BB O MM T 1 Bl 10 me/kg BEOMET 1, 50 mg/kg BED
HET 2,

WHHE 4 B COMBORTIEN BT L F, 10 mg/kg BEZHECT L H], 50 mg/kg BELC
T FRRD b,

FURBIUCAFER LI AT AN FOHENRWADRSREHICER N0, hiZiZR
i o doTz,

(OFEROEEHER
FAEROEEME % Figure 11, Table 47, INDIVIDUAL DATA 17-1~17-4 {Z/RT,
BRGEOBMEL S ICHREE L R L THRERETRO LR hoiz,
G)FAEROHR

FEROABOKMESL Table 48, INDIVIDUAL DATA 18~19-4 (7R3,

FECIRTIL, 50 mg/kg BED A MHE TREDME 1 10 R BRI & B~ =7 B h 50, ol
BEOHER LT 10 mg/kg BEOMEOH 1 0 AR O oz, toflic BE IR &
ot

WE4HOATRRTE, 2l REIERED Nz,

i

5 FA RN

—FOEEIT R U Ao KT 0CGHERER) . 2, 10 B LU 50 mg/kg & 1 BEHEMES 12 IR
Cri:CDEDIIGS 7w bz, HET v Mokt U CIEZZZERT, Z2hCHIM IS LU E 2 4 5 Trat 42 HE.
M7 Moxt UTIEARRET, 2B D UMEREMIM, 20 WMES BETOMMR RS L, B
g~ KER G- X HRE, e o AT DO A RO R A RITT R oW CRBE
Uiz, #72, 0CHEBEL) I X TR50 mg/ke (20T, HESMITE b DL A 53RE U, MEShi3E 5 L%
AR, 42 HROR G T 14 HEOREIZ L SEEMEC VT 0FE TRE L .
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1. RE&R5EE

— KRR T, 50 mg/kg DERBBEOMEMS 3 Hlk L OEEREOM 1 FICT v B AFHER S
iz, ZOE{E, B S LR E CREER TR E Ao TR ST, AR E O ME
(JRFE 2% T pH A% 13) 10 X DM ES ~OEHEN 2PKIC X5 LR SN, 72, TRER VICE
NWTHABNTWS Z &b | Z OMERS R OERITHEBMER SICE LB b LR S hie,

10 mg/kg BEOME T 5 B 38 KON B2 1] (No. 351) (2 IR 432 5 v, [RME] G iR g 2B (Ul
HA~5 BSOS () Tho 2, RAFOBBSIcHRIRARERR NN L £128
M () ORBERCABEEES LN LD WBRWEERS - oBEME IR nWEEZ bRz,

M RRREBE I, FREROME S L ICEEREIIERD oA,

HRERE T, EEROMECEM LRSS 6 MOBE T 50 mg/kg BEIZ D4 H R EENE O

LA, tMOBEBEBCELRLONGENWI &, Fn, BETERRRROE(RITE -7 <GE
SR G, BREAREREBI LN,

REHER TIX, SERSGHOBEES L ICHBYER S CEE LB o holz,

BEETIZ, 2 BL050 ng/ks HOMIIZDOHIRE 5 BT 10 BICHBRIEMEDS A 57255,
RABIEAES N2 s, HEBMERS L oBEEDRWEEEZ o,

RBECIE, AREBOBESE S LCHELREMETRD SN 2T,

AR Cld, 10 mg/ke BEOHEI 074 ) Lo SERILBICEBAREHEN S B, TR
ROELALORIWI &, ARIKFEL N2 s, #BHER S & oBEEO LW &
EZ LN,

Mgt P Tk, SRGHOBES L EELEIIED ohRiodz,

BT R Cid. ARG HOMM S LR ER S CBE L2 IR S hih o,

EEERTIE, 2 BLU 0 ng/kg HOMCHIBROEGERCABEREESZ LS, BETIE
Bl ohinl b, AREEFEEL VW 2D, #BHERE - oBEEEO R WER LB 2
b7z,

TR ERAR AR FRIPT T IE, B0 mg/ke BEOOHEME & &R BRI E R 5T B L /2T R & B W TR BUERE
O =3I RIEER O b d - i,

50 mg/kg BFEOEOIERORE TR OB E CRIERE THNC 27— X O ~XIVIZ BT 5 Rl
HoABREEPA NN, WEETRCEAGARWERTHD 28, EhorTr —U2
EEREOEAHRONZRNI &, SRR TRHOMBEOE S IZIERBETH L Z s,
WEMERS L OBEEIR VRN OB BN,

728, 50mg/kg BEOTEHES | Al CEBOZREMER S H 0 TEBRPFED N, T H0E
I RIEE D RS2 TWRNWZ MW ThbBELHE L, ZhoDBE{iZT v Mo
BABRETAZEPHON, I~0NBEOREEE Y CH A Z L FRB TS L HlOR
ETHAHZ En, HBRYEERE - OB EM I/ &R Lz
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UEDZEe, —TWEEN U U Ls o KFpORER S XY 50 ng/kg BEOHEHE TR S
MRz 7 v BRSO N, (REHER, B8, REE, DEFmRE, ik
&, FEPTR., SEEE, REARPHFTR T, Wi biBRmE R G B U 7= kidEe
IV D o T,

Lo T, ARBEETIZBT 25— WEENF Y & A n KFndgo 22 B (NOEL) (3 R -

Hi7 10 mg/kg/day & &2 L7,

2. HFERBAEFEM

R A TIE, EFRMERSA ST EONBE, BIEHER, SRR, ZHE, HEE, diE
MBS X UWE 4 B SR IS REH D ICHBWER 5 R LBk o i do
o SHRET 2 ng/ke BICHERGMEAFRD oo, SO KEE, SE, SHEE, #H
FEVR A, HEROHEL, WE 0 B OATFRESE, WAE, WE 4 AOEFERE, HEREFEE, &
ARO—RLILE, FE#EERS LORREC, SREHE CHRYER S ICHE LA ETED S
LR DT,

FIEFN DWW T, XFFEBEIC 2 5l (No. 158, 159). 2 mg/kg BELZ 1 {1 (No. 261). 10 mg/kg B
(Z 2 {5 (No. 352, 355)I LUF50 mg/kg BEIZ 1 {5l (No. 46D)FEH LN, 96, xFEEHEE L 50 mg/kg
B CITHEO R 2 SO A#E No. 158, 461) B2 51, 10 mg/kg #ETitNo. 352 DAZFMBF D
TE(No. 302) IZHERB L UKHR LEOFEHEIFRO b, AU O RBRE I ITHBRTEME R
SRIRNI EMn, EBRPEERSCEELETETIIRWESZ Z o,

Lo Z s, SEoERERS L UOHFEROBANTNIC O THLEBRER L LIS
BIBEE LA ot odn, Liso T, ARBEGTICBT A — W@ U o
Lon AKFORER S L HBEM O ATEIZ 5 EFREE (NOEL) B X UHEROBAIHST 5
MEF R (NOEL) iV v 6 50 mg/kg/day & & X b/,

245 SCHK

D #k BB, . EEREZ 00BN RY UL KO T v Mok s RER S5
te - AFERAFEEOFEEE (THER) GARES SR03187P), 2004

2) Biological Reference Data on CD(SD) IGS Rats 1998-2003, CD{SD)IGS Study Group, Yokohama.
{CD Rom).
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Figure 1 Body weight changes of male rats dosed orally with tetrasodium menosilicate n-hydrate in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)
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Figure 2 Body weight changes before gestation period of female rats dosed orally with tetrasodium monosilicate n-hydrate in

the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)
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Figure 3 Body weight changes during gestation period of female rats dosed orally with tetrasodium monosilicate n-hydrate in
the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)
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Figure 4 Body weight changes during lactation period of female rats dosed orally with tetrasodium monosilicate n-hydrate in
the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)



_Zv_

400

300 o —0
;.g, ‘g hd v
C
=
20
S 200
>
<
S
=}
100 F
—0— 0 mg/kg
—— 50 mg/kg
0 'l I 2 2 'l 'l 'l 2 2 'l I '] | 'l 4 i ' i 2 [l 1 [ [ ' [ ' 'l I 2 'l 'l 'l [l 'l '] 'l Il ' 2 [l 2 L Il 'l 'y 'l 'y [ -
1 3 5 7 10 14 21 28 35 2 7 14

Administration day Recovery day

Figure 5 Body weight changes of female rats in 14-day recovery test following 42-day repeated oral dose with

tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR03187)
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Figure 6 Food consumption of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined

repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)
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Figure 7 Food consumption before gestation period of female rats dosed orally with tetrasodium monosilicate n-hydrate in
the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)
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Figure 8 Food consumption during gestation period of female rats dosed orally with tetrasodium monosilicate n-hydrate in
the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)
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Figure 9 Food consumption during lactation period of female rats dosed orally with tetrasodium monosilicate n-hydrate in
the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)
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Figure 10 Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium

monosilicate n-hydrate in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR03187)
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Figure 11 Body weight changes of pups in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of tetrasodium monosilicate n-hydrate in rats (SR03187)



Table 1

General appearance of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR03187)

Administration day Autopsy Recovery day Autopsy
Group Findings 1-4 5,6 7 8 9,10 11-13 14-42 day 1-14 day
0 mg'kg Number of amimals examined 12 12 12 12 12 12 12 5 5
No abnormal findings 12 12 12 12 12 12 12 5 5
2 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 - -
No abnormal findings 12 12 12 12 12 12 12 12 - -
10 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 - -
No abnormal findings 12 12 12 12 12 12 12 12 - -
50 mg/kg Number of animals examined 12 12 12 12 12 12 12 7 5 5
No abnormal findings 12 10 11 12 10 11 12 7 5 5
Rale 0 2 1 0 2 1 0 0 0 0

Values are number of animals with findings.

- Blank.
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Table 2 General appearance of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR0O3187)

Admimistration day
Main Before gestation day Gestation day Lactation day ~ Autopsy
group Findings 1-4 5 6 7-14 15 16 17 18 19-24 2526 0-21 22 2325 0-4 5 day
Omg/kg  Number of ammals examined 12 12 12 12 8 8 7 1 1 1 12 7 2 10 10 12
No abnormal findings 12 12 12 12 8 8 7 1 1 1 2 7 2 10 10 12
2mg/kg  Number of ammals examined 12 12 12 12 10 5 4 2 1 1 12 6 1 11 11 12
No abnormal findings 12 12 12 12 10 5 4 2 1 1 12 6 1 11 11 12
10mg/kg Number of amimals examined 12 12 12 12 5 5 4 2 1 0] 2 7 2 10 10 12
No abnormal findings 12 12 12 12 5 5 4 2 1 - 12 7 2 10 9 11
Hematuria 0 0 0 0 0 0 0 0 0 - 0 0 0 0 1 1
50mg/kg Number of animals examined 12 12 12 12 7 4 4 0 0 0 12 7 1 11 11 12
No abnormal findings 11 9 10 12 7 4 4 - - - 12 7 1 11 11 12
Rale 1 3 2 0 0 0 0 - - - 0 0 0 0 0 0
Recovery Administration day Recovery day Autopsy
group Findings 1-4  5-13 14-42 1-14 day
Omg/kg  Number of animals examined 5 5 5 5 5
No abnormal findings 5 5 5 5 5
50mg/kg Number of animals examined 5 5 5 5 5
No abnormal findings 5 4 5 5 5
Rale 0 1 0 0 0

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



Table 3-1 Detailed clinical observation of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test (SR03187)

(Observations in the cage)

4‘[94

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern Tremor / Convulsion Rolling Circling Selfmutilation
Period Group animals No. 1 1 1 1 0 0 1
Pre 0 mg'kg 12 12 12 12 12 12 12 12
2 mg'kg 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12
Day 7 0mg/kg 12 12 12 12 12 12 12 12
2mg'kg 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12
Day 14 0mg/kg 12 12 12 12 12 12 12 12
2mg'kg 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12
Day 21 0mg/kg 12 12 12 12 12 12 12 12
2mg'kg 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12
Day 28 0mg/kg 12 12 12 12 12 12 12 12
2mg'kg 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.
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Table 3-1

Detailed clinical observation of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test (SR03187) (Continued)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern Tremor / Convulsion Rolling Circling Selfmutilation
Period Group animals No. 1 1 1 1 0 0 1
Day 35 0 mg'kg 12 12 12 12 12 12 12 12
2 mg'kg 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12
Day 42 0mg/kg 12 12 12 12 12 12 12 12
2mg'kg 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12

Recovery 0mgkg
day 7 50 mg/kg

Recovery 0mgkg
day 14  50mg/kg

Values are expressed as the number of animals.



Table 3-2 Detailed clinical observation of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR03187)

(Observation on the hand)

4894

Number Muscle  Pilo- Pupil Mucous Lacrima- Saliva- Body
of Category  Handling Treating tone erection Fur Skin Eyes size membranes tion tion temperature
Period Group animals No. 1 2 1 2 1 1 1 1 1 1 1 1 1
Pre 0 mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
2 mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
2mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 1 11 12 12 12 12 12 12 12 12 12 12 12
Day 14 0mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
2mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
2mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
2mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.
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Table 3-2

reproduction/developmental toxicity screening test (SR03187) (Continued)

Detailed clinical observation of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the

(Observation on the hand)

Number Muscle  Pilo- Pupil Mucous Lacrima- Saliva- Body
of Category  Handling Treating tone erection Fur Skin Eyes size membranes tion tion temperature
Period Group animals No. 2 1 2 1 1 1 1 1 1 1 1 1
Day 35 0 mg'kg 12 12 12 12 12 12 12 12 12 12 12 12 12
2 mg'kg 12 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
2mg'kg 12 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

Recovery 0mgkg
day 7 50 mg/kg

Recovery 0mgkg
day 14  50mg/kg

Values are expressed as the number of animals.



Table 3-3 Detailed clinical observation of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR03187)

4994

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza-  Respiratory
of Category Convulsion Gait Arousal  Urination Defecation Grooming  Sniffing backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Pre 0 mg'kg 12 12 12 12 11 1 3 12 12 12 12 12
2 mg'kg 12 12 12 12 3 4 5 12 12 12 12 12
10 mg/kg 12 12 12 12 10 2 4 12 12 12 12 12
50 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 7 0mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
2mg'kg 12 12 12 12 10 2 7 5 12 12 12 12 12
10 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
50 mg/kg 12 12 12 12 8 4 10 2 12 12 12 12 12
Day 14 0mg/kg 12 12 12 12 10 2 11 1 12 12 12 12 12
2mg'kg 12 12 12 12 9 3 9 3 12 12 12 12 12
10 mg/kg 12 12 12 12 12 0 10 2 12 12 12 12 12
50 mg/kg 12 12 12 12 10 2 9 3 12 12 12 12 12
Day 21 0mg/kg 12 12 12 12 9 3 11 1 12 12 12 12 12
2mg'kg 12 12 12 12 10 2 11 1 12 12 12 12 12
10 mg/kg 12 12 12 12 11 1 10 2 12 12 12 12 12
50 mg/kg 12 12 12 12 11 1 10 2 12 12 12 12 12
Day 28 0mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
2mg'kg 12 12 12 12 10 2 11 1 12 12 12 12 12
10 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
50 mg/kg 12 12 12 12 11 1 10 2 12 12 12 12 12
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.



Table 3-3 Detailed clinical observation of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR03187) (Continued)
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(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza-  Respiratory
of Category Convulsion Gait Arousal  Urination Defecation Grooming  Sniffing backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Day 35 0 mg'kg 12 12 12 12 11 1 12 0 12 12 12 12 12
2 mg'kg 12 12 12 12 12 0 11 1 12 12 12 12 12
10 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
50 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 42 0mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
2mg'kg 12 12 12 12 12 0 12 0 12 12 12 12 12
10 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
50 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Recovery 0mgkg 1 0
day 7 50 mg/kg 5 5 5 5 4 1 5 0
Reco\/ery 0mg/kg 5 5 5 5 4 1
day 14 50 mg/kg 5 5 5 5 3 2

Values are expressed as the number of animals.



Table 4-1 Detailed clinical observation of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR03187)

(Observations in the cage)

AZJQA

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattem Tremor / Convulsion Rolling Circling Selfmutilation

Period Group animals No. 1 1 1 1 0 0 1

Pre 0 mg'kg 17 17 17 17 17 17 17 17
2 mg'kg 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12
S0mg/kg 17 17 17 17 17 17 17 17

Day 7 0mg/kg 17 17 17 17 17 17 17 17
2mg'kg 12 12 12 12 12 12 12 12
10mgkg 12 12 12 12 12 12 12 12
50mg/kg 17 17 17 17 17 17 17 17

Day 14 0mg/kg 17 17 17 17 17 17 17 17
2mg'kg 12 12 12 12 12 12 12 12
10mgkg 12 12 12 12 12 12 12 12
50mg/kg 17 17 17 17 17 17 17 17

Day 21 0mg/kg 17 17 17 17 17 17 17 17
2mg'kg 12 12 12 12 12 12 12 12
10mgkg 12 12 12 12 12 12 12 12
50mg/kg 17 17 17 17 17 17 17 17

Day 28 0mg/kg 17 17 17 17 17 17 17 17
2mg'kg 12 12 12 12 12 12 12 12
10mgkg 12 12 12 12 12 12 12 12
50mg/kg 17 17 17 17 17 17 17 17

Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.
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Table 4-1

Detailed clinical observation of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR03187) (Continued)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattem Tremor / Convulsion Rolling Circling Selfmutilation
Period Group animals No. 1 1 1 1 0 0 1
Day 35 Omgkg 17 17 17 17 17 17 17 17
2 mg'kg 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12
S0mg/kg 17 17 17 17 17 17 17 17
Day 42 0mg/kg 16 16 16 16 16 16 16 16
2mg'kg 12 12 12 12 12 12 12 12
10mg/kg 11 11 11 11 11 11 11 11
50mg/kg 16 16 16 16 16 16 16 16

Recovery 0mglkg
day 7 50 mg/kg

Recovery 0mglkg
day 14  50mg/kg

Values are expressed as the number of animals.



Table 4-2 Detailed clinical observation of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR03187)

(Observation on the hand)

4694

Number Muscle  Pilo- Pupil Mucous Lacrima- Saliva- Body
of Category  Handling Treating tone erection Fur Skin Eyes size membranes tion tion temperature
Period Group animals No. 1 2 1 2 1 1 1 1 1 1 1 1 1
Pre 0 mg'kg 17 0 17 17 17 17 17 17 17 17 17 17 17 17
2 mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
S0mg/kg 17 0 17 17 17 17 17 17 17 17 17 17 17 17
Day 7 0mg/kg 17 0 17 17 17 17 17 17 17 17 17 17 17 17
2mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10mgkg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
50mg/kg 17 1 16 17 17 17 17 17 17 17 17 17 17 17
Day 14 0mg/kg 17 0 17 17 17 17 17 17 17 17 17 17 17 17
2mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10mgkg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
50mg/kg 17 0 17 17 17 17 17 17 17 17 17 17 17 17
Day 21 0mg/kg 17 0 17 17 17 17 17 17 17 17 17 17 17 17
2mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10mgkg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
50mg/kg 17 0 17 17 17 17 17 17 17 17 17 17 17 17
Day 28 0mg/kg 17 0 17 17 17 17 17 17 17 17 17 17 17 17
2mg'kg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
10mgkg 12 0 12 12 12 12 12 12 12 12 12 12 12 12
50mg/kg 17 0 17 17 17 17 17 17 17 17 17 17 17 17
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.
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Table 4-2 Detailed clinical observation of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR03187) (Continued)

(Observation on the hand)

Number Muscle  Pilo- Pupil Mucous Lacrima- Saliva- Body
of Category  Handling Treating tone erection Fur Skin Eyes size membranes tion tion temperature
Period Group animals No. 2 1 2 1 1 1 1 1 1 1 1 1
Day 35 0 mg'kg 17 17 17 17 17 17 17 17 17 17 17 17 17
2 mg'kg 12 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
S0mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
Day 42 0mg/kg 16 16 16 16 16 16 16 16 16 16 16 16 16
2mg'kg 12 12 12 12 12 12 12 12 12 12 12 12 12
10mg/kg 11 11 11 11 11 11 11 11 11 11 11 11 11
50mg/kg 16 16 16 16 16 16 16 16 16 16 16 16 16

Recovery 0mgkg
day 7 50 mg/kg

Recovery 0mgkg
day 14  50mg/kg

Values are expressed as the number of animals.



Table 4-3 Detailed clinical observation of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR03187)
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(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza-  Respiratory
of Category Convulsion Gait Arousal  Urination Defecation Grooming Sniffing  backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1 1
Pre 0 mg'kg 17 17 17 17 15 2 17 0 17 0 17 17 17 17
2 mg'kg 12 12 12 12 10 2 12 0 2 0 12 12 12 12
10 mg/kg 12 12 12 12 11 1 12 0 11 1 12 12 12 12
S0mg/kg 17 17 17 17 16 1 17 0 17 0 17 17 17 17
Day 7 0mg/kg 17 17 17 17 15 2 17 0 17 0 17 17 17 17
2mg'kg 12 12 12 12 11 1 12 0 12 0 12 12 12 12
10mgkg 12 12 12 12 8 4 12 0 12 0 12 12 12 12
50mg/kg 17 17 17 17 14 3 16 1 17 0 17 17 17 17
Day 14 0mg/kg 17 17 17 17 16 1 17 0 17 0 17 17 17 17
2mg'kg 12 12 12 12 12 0 12 0 12 0 12 12 12 12
10mgkg 12 12 12 12 12 0 12 0 12 0 12 12 12 12
50mg/kg 17 17 17 17 17 0 17 0 17 0 17 17 17 17
Day 21 0mg/kg 17 17 17 17 15 2 16 1 17 0 17 17 17 17
2mg'kg 12 12 12 12 12 0 12 0 12 0 12 12 12 12
10mgkg 12 12 12 12 8 4 12 0 12 0 12 12 12 12
50mg/kg 17 17 17 17 15 2 17 0 17 0 17 17 17 17
Day 28 0mg/kg 17 17 17 17 16 1 17 0 16 1 17 17 17 17
2mg'kg 12 12 12 12 12 0 12 0 12 0 12 12 12 12
10mgkg 12 12 12 12 10 2 12 0 12 0 12 12 12 12
50mg/kg 17 17 17 17 17 0 17 0 17 0 17 17 17 17
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.



Table 4-3 Detailed clinical observation of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR03187) (Continued)

4894

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza-  Respiratory
of Category Convulsion Gait Arousal  Urination Defecation Grooming Sniffing  backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Day 35 0 mg'kg 17 17 17 17 16 1 17 0 17 17 17 17 17
2 mg'kg 12 12 12 12 12 0 12 0 12 12 12 12 12
10 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
S0mg/kg 17 17 17 17 le 1 17 0 17 17 17 17 17
Day 42 0mg/kg 16 16 16 16 14 2 16 0 16 16 16 16 16
2mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
10mg/kg 11 11 11 11 10 1 11 0 11 11 11 11 11
50mgikg 16 16 16 16 16 0 16 0 16 16 16 16 16
Reco\/ery 0mg/kg 5 5 5 5 4 1 0
day 7 50 mg/kg 5 5 5 5 5 0 5 0
Reco\/ery 0mg/kg 5 5 5 5 4 1
day 14 50 mg/kg 5 5 5 5 4 1

Values are expressed as the number of animals.



Table 5 Functional test of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR03187)

4894

{Observation on the desk) Number Reactivity Righting
of Category  Visual Touch  Auditory  Pain Proprioceptive  reflex
Period Group animals No. 4 2 1 2 1 1
Week 6 O mgkg 5 5 5 5 5 5 5
2mgikg 5 5 5 5 5 5 5
10 mg/kg 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5
Recovery Omglkg 5 5 5 5 5 5 5
week 2 50 mg/kg 5 5 5 5 5 5 5
Values are expressed as the number of animals. (To be continued)



Table 5 Functional test of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR03187) (Continued)

4f94

Number Grip strength Hindlimb
of Forelimb Hindlimb splay Locomotor activity count

Period Group animals (g) (g) (em) o-101 10-200 20030 30040 40°-50' S0-60 0-60'
Week 6 0O mg/kg 5 Mean 1321.20 487.14 7.080 412.4 2222 162.8 100.0 104.8 59.0 1061.2
S.D. 191.22 173.65 1.789 120.7 71.6 54.0 27.4 87.1 62.1 351.1

2 mg/kg 5 Mean 1338.40 431.88 6.510 549.4 364.4 265.8 169.2 112.6 83.4 15448

S.D. 22416 8532 1.519 134.8 125.0 108.1 84.5 927 69.1 435.4

10 mg/kg 5 Mean 1238.60 421.26 6.700 573.6 347.0 165.0 110.6 76.8 558 1328.8

S.D.  86.61 67.64 1.126 265.7 155.7 107.3 52.8 73.5 551 5597

50 mg/kg 5 Mean 1464.32 44960 9.200 416.2 2556 148.0 916 61.8 40.0 1013.2

S.D. 336.22 155.80 1.993 148.0 127.5 105.9 372 62.5 33.0 364.9

Recovery 0 mg/kg 5 Mean 1684.22 558.28 7.030 406.4 2946 174.6 %0.4 60.2 576 1083.8
week 2 S.D. 202.14 93.05 2.458 83.2 84.1 117.0 82.1 50.5 60.9 4237
50 mg/kg 5 Mean 1746.18 538.26 8.600 4528 277.8 133.0 50.4 454 26.0 985.4

S.D. 173.83 94.32 2.137 90.4 116.3 64.9 46.4 4272 325 268.1
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Table 6  Functional test of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR03187)

(Observation on the desk) Number Reactivity Righting
of Category  Visual Touch  Auditory  Pain Proprioceptive  reflex
Period Group animals No. 4 2 1 2 1 1

<Main group>

Lactation Omgikg 5 5 5 5 5 5 5
day 4 2mgikg 5 5 5 5 5 5 5
10 mg/kg 5 5 5 5 5 5 5

50 mg/kg 5 5 5 5 5 5 5

<Recovery group=

Week 6 Omgikg 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5

Recovery Omg/kg 5 5 5 5 5 5 5
week 2 50 mg/kg 5 5 5 5 5 5 5

Values are expressed as the number of animals. (To be continued)
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Table 6

reproduction/developmental toxicity screening test (SR03187) (Continued)

Functional test of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the

Number Grip strength Hindlimb
of Forelimb Hindlimb splay Locomotor activity count
Period Group animals (g) (g) (cm) o-10r 10-200 20030 30040 400-50' 5060 o-60'
<Main group>
Lactation 0 mg/kg 5 Mean 1320.86 451.54 4.860 500.0 268.0 165.4 88.4 68.2 64.2 1154.2
day 4 S.D. 16436 95.69 2.132 168.7 97.9 82.8 86.1 57.6 43.1 401.3
2 mgikg 5 Mean 1296.68 472.08 4.820 536.6 341.0 2126 195.0 211.8 210.0 1707.0
S.D. 22573 12375 1.391 221.8 1751 107.1 169.0 1723 1335 885.2
10 mg/kg 5 Mean 1250.28 446.12 4.850 355.8 221.6 1358 130.0 116.8 1354 1095.4
S.D. 12253 28.18 2.051 117.4 168.0 112.9 71.0 151.7 145.4 710.8
50 mg/kg 5 Mean 1339.60 428.66 4.200 383.0 2294 260.4 198.2 148.6 135.0 13546
S.D. 123.01 54.63 1.703 81.6 1125 196.0 181.7 18%9.2 162.9 7237
<Recovery group>
Week 6 0 mg/kg 5 Mean 1122.12 345.68 5.600 451.8 399.4 3258 2322 100.8 50.8 1560.8
S.D. 138.37 94.60 1.907 131.3 120.9 115.7 133.0 70.0 70.0 4279
50 mg/kg 5 Mean 1079.46 375.06 4.220 432.4 493.6 473.2 374.0 315.0% 233.6%%  2371.8%
S.D. 117.17 19.74 1.35% 174.1 143.0 105.7 105.0 70.1 859 524.0
Recovery 0 mg/kg 5 Mean 1464.68 451.46 5.860 740.4 402.2 205.8 108.0 172.4 97.0 17258
week 2 S.D. 142.07 80.99 1.92%9 122.8 94.5 1233 73.1 150.6 59.4 187.0
50 mg/kg 5 Mean 1313.54 441.26 5.350 594.6 369.6 186.6 159.2 168.4 118.6 1597.0
S.D. 16577 64.55 1.649 123.4 106.1 117.6 166.2 168.2 141.2 709.5

* - Significantly different from the 0 mg/kg group at p =0.05.
** - Significantly different from the 0 mg/kg group at p =0.01.



_Lg_

Table 7 Body weight changes of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduct ion/developmental toxicity screening test (SR03187)

Number Body weight gain
of Body weight (9) on administration day Day 1-42
Group animals 1 3 5 7 10 14 21 28 35 42 9 g
0 mg/kg 12 Mean 3% 376.3 383.2 388.5 401.0 418.3 1.7 465.2 485.1 494,2 121.2  34.4%
S.D 1 24.4 28.7 29.7 33.5 34.6 3.8 48.3 9.9 2.1 7.343
2 mg/kg 12 Mean 368.3 376.0 383.4 3911 400.5 £16.5 440.8 468.6 492.0 504.9 136.6  36.868
5.0 18.7 20.5 19.9 23.6 25.7 29.4 32.6 39.6 451 51.6 37.9 9.118
10 ma/kg 12 Mean 364.7 373.6 281.4 285.5 39.6 410.8 437.5 460.6 482.3 495.3 130.7  35.726
S.0. 17.4 19.1 20.6 22.3 22.8 25.7 29.2 32.5 36.9 41.0 28.9 6.865
50 mg/kg 12 Mean 2643 372.0 373.8 375.9 385.7 406.3 £30.5 456.6 480.7 496.2 131.9  36.068
S.D. 18.1 20.1 23.6 3.0 30.8 30.9 3.1 3.0 47.0 48.0 36.1 9.024
Number Body weight (9) Body weight gain
of on recovery day Day 42-R14
Group animals 7 14 g ¥

a: Body weight gain (%) = (Body weight gain / body weight on day 1) x 100,
b: Body weight gain (%) = (Body weight gain / body weight on day 42) x 100.
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Table 8 Body weight changes before gestation period of female rats dosed orally with tetrasodium monosilicate n-hydrate in
the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

Number Body weight gain
of Body weight (9) on administration day Day 1-14
Group animals 1 3 5 7 10 14 21 g 3
(1
0 ma/kg 12 Mean 221.3 230.3 237.2 238.9 2443 251.6 312.0 26,3 10.593
S.D. 9.2 12.4 11.8 14.1 14.6 16.1 8.8 3.655
(1
2 ma/kg 12 Mean 226.3 228.5 233.7 236.7 242.9 248.8 299.0 2.5 10.883
S.D. 8.3 10.3 10.1 1.2 13.6 13.9 8.0 3.280
(m
10 mg/kg 12 Mean 229.7 229.8 239.1 238.1 265.7 252.4 271.0 22.8 9.843
S.D. 10.3 13.0 12.5 15.2 14,9 15.4 6.3 2.456
50 mg/kg 12 Mean 226.0 221.3 229.4 232.6 239.3 246.3 - 20.3 8.930
S.D. 1.7 11.9 16.1 16.1 15.2 15.5 6.3 2.49%

Body weight gain (%) = (Body weight gain / body weight on day 1) x 100.
Values in parentheses are the number of animals examined.
- Blank value.
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Table 9 Body veight changes during gestation period of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SRO3187)

Number Body weight gain

of Body weight {(g) on gestation day Day 0-20
Group animals 0 1 3 S 7 10 14 17 20 g %
0 mg/ke 10 Mean 259.0 266.2 277.0 286.2 293.5 307.7 321.8 355.7 399.4 140.4  54.576

2 my/kg " Mean 246.6  25%.2  270.0 218.4 285,
5.D. 16.9 15.6 17.1 18.7 1

10 mg/ke 10 Mean 258.6  267.8  280.1 290.3  208.6  315.5 336.9 3665 4149 156.3  60.455
S.0. 19.6 19.4 20.8 2.2 2.6 5.5 2.0 2.6 36.0 2.0 7.8

50 mg/ks 1 Mean 248.5  25.3  268.5 219.1 287.2  304.4 326.3  355.3  400.4 151.9  61.049
S.0. 18.7 2.3 19.2 241 2.9 28.2 21.6 3.9 40.4 6.3 8.465

Body weight gain (%) = (Body weight gain / body weight on day 0) x 100.
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Table 10 Body wveight changes during lactation period of female rats dosed orally vith tetrasodium monosilicate n-hydrate in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR03187)

Number Body weight gain
of Body weight (g9) on lactation day Day 0-¢
Group animals 0 1 4 ) g %
0 ma/kg 10 Mean 29 302.0 m.a 285.0 26.3 8.400
S.D 32.1 31.5 28.5 26.17 6.2 2.892
2 mg/kg (3| Mean 2911 298.5 318.8 279.8 21.7 9.540
S.D. 17.6 16.7 22.4 18.5 12.3 £.089
10 mg/kg 10 Mean 318.3 316.5 339.9 296.0 21.6 6.812
S.D. 2.3 30.5 32.0 24.3 16.3 5.055
50 mg/kg 1 Mean 301.1 307.4 325.0 285.4 23.9 8.018
S.D. 22.9 25.3 25.1 2.2 13.6 &.645

Body weight gain (%) = {Body weight gain / body weight on day 0) x 100.



Table 11 Body weight changes of female rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

Number Body weight (g) Body veight gain
of Body weight (g9) on administration day on _recovery day Day 1-42 Day 42-R14
Group animals 1 3 5 7 10 14 21 28 X5) 42 7 14 g %° g x°
0 mg/kg 5 Mean 27,2 229.4 238.0 2376 2418 248.4 2630 211.6 216.6 271.0 296 295.8 49.8 21.8% 18.8  6.642
S.D. 8.3 1.7 12.6 10.7 10.0 9.9 17.6 19.8 23.2 18.0 22.9 28.5 4.0 5.822 12.6  4.298
50 mg/kg 5 Mean 260 22710 2286 225.0 225.2 239.0 2530 259.4 268.8 2M.4& 2824 2816 §5.4 20124 10.2  3.776
S.D 7.8 1.5 14.3 27.1 33.5 17.5 8.6 7.8 5.8 1.3 8.4 9.9 3.2 1.802 8.4 3.168

' a: Body weight gain (¥) = (Body weight gain / body weight on day 1) x 100.
= b: Body weight gain (%) = (Body weight gain / body weight on day 42) x 100,
|
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Table 12 Food consumption of male rats dosed orally vith tetrasodium monosilicate n-hydrate in the combined repeated dose
toxicity study with the reproduct ion/developmental toxicity screening test (SR03187)

Number
of Food consumption (a/day) on administration day
Group animals 1 3 S 7 10 14 28 35 42
(1
0 mg/ke 12 Mean 28.50 27.38 26.50 26.25 25.85 27.18 26.64 27.08 26.54
5.D. 2.81 2.87 3.16 3.20 2.68 3.30 3.2 2.93 2.74
(1
2 mg/kg 12 Mean 271.17 26.67 25.79 26.33 25.30 26.44 26.52 21.32 26.84
S.D. 3.35 2.1 2.2 2.72 2.58 2.78 314 3.09 3,12
(11)
10 mg/kg 12 Mean 27.33 27.38 26.58 26.58 25.61 26.76 26.74 27.38 26.88
S.D. 3.28 3.32 3.2 3.08 2.8 2.74 2.29 2.40 2.82
S0 me/kg 12 Mean 27.58 271.42 25.04 22.83 24.89 26.49 26.82 27.69 27.88
S.D. 1.68 2.89 £.95 8.84 2.74 3.67 3.3% 3.3% 2.9
Number Food consumption (g9/day)
of on_recovery day
Group animals 7 14
0 ma/kg 5 Mean 26.82 28.86
5.D. 2.28 3.00

Values in parentheses are-the number of-animals examined- e
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Table 13 Food consumption before gestation period of female rats dosed orally with
tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test (SR03187)

Number
of Food consumption (g/day) on administration day
Group animals 1 3 5 7 10 14
0 mg/kg 12 Mean 19.25 18.13 19.92 18.96 19.77 20.55
S.D 2.% 1.97 1.38 1.92 1.14 1.51
2 mg/kg 12 Mean 17.42 18.54 17.79%  19.21 18.68«  19.53
S.D. 3.18 3.00 2.40 2.64 2.25 2.12
10 mg/kg 12 Mean 18.50 17.46 19.38 17.92 19.87 19.82
S.D. 1.57 2.63 1.82 1.99 3.10 1.9%
50 mg/kq 12 Mean 18.25 17.29 17.00«  17.29 18.54x  19.36

S.D. 1.91 2.23 3.87 3.59 1.62 1.57

*: Significantly different from the 0 mg/kg group at p = 0.05.
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Table 14 Food consumption during gestation period of female rats dosed orally vith tetrasodium monosilicate
n-hydrate in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR03187)

Number
of Food consumption fg/day) on gestation day
Group animals 1 3 5 7 10 14 17 20
0 mg/ks 10 Mean 16.70 22.00 23.00 23.65 23.93 24.38 24.00 23.10
S.D 2.63 2.32 2.64 2.07 3.0 2.59 2.78 2.17
2 mg/kg (A Mean 15.55 23.00 23.14 23.23 26.12 6.1 26.25 23.93
S.D 1.44 2.3 2.9 1.93 2.9 1.69 2.19 1.68
10 mg/kg 10 Mean 17.70 23.00 24.10 26.45 25.00 25.70 25.86 26,73
S.D. 3.30 2.66 3.09 3.16 3.40 2.59 2.43 2.96

50 mg/kg [ Mean 15.18 21.68 23.45  23.77 269 575 %90 23.65
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Table 15 Food consumption during lactation period of female rats dosed orally vith
tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity
study vith the reproductjon/devetopmental toxicity screening test (SR03187)

Number
of Food consumption (a/day) on lactation day
Group animals 1 i
0 mg/ke 10 Mean 19.40 3.78
S.D. 4.38 3.98
2 ma/kg 11 Mean 21.9 37.69
S.D. §.57 2.30
10 mg/kg 10 Mean 22.00 38.37
S.D. 7.9 §.66
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Table 16 Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose vith tetrasodium monosilicate n-hydrate in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

Number Food consumption (g/day)
of Food consumption (g/day) on administration day on recovery day
Group animals 1 3 5 7 10 14 21 28 35 42 7 14
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Table 17 Urinary findings of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the reproduction/

<Week 6 of administration>

developmental toxicity screening test (SR03187)

Number Ketone Urobili-  Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 80 8.5 + 4+ ++ — — 0.1 EU/dL - - * A
0 mg/kg 5 0 5 1 4 0 5 5 S 5 4 1 5
2 mg/kg 5 1 4 2 2 | S 5 5 5 4 1 5
10 mg/kg 5 1 4 0 4 0 5 5 5 5 4 1 5
50 mg/kg 5 0 5 2 2 1 S 5 5 5 4 1 5

Urinary sediments
Epithelial cell Urine

Number Small Specific gravity volume Water

of RBC WBC Squamous Round round Cast 1.021- 1.031- 1.041- 1.051=  (mL/21hr,,  consumption
Group animals — - - =* - - - 1.030 1.040 1.050 meantS.D.) (g, meantS.D.)
0 mg/kg 5 5 5 5 0 5 5 5 0 0 3 2 11.30¥2.36  19.216.3
2 mg/kg 5 5 5 4 1 5 5 5 2 0 1 2 18.40+10.04 21.6%10.0
10 mg/kg 5 5 5 4 1 S 5 5 0 1 1 3 14.7018.31  23.0%11.5
50 mg/kg 5 5 5 4 1 5 5 5 0 0 3 2 13.90+3.76  21.016.0

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
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Table 18 Urinary findings of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR03187)

<Day 4-5 of lactation>

Number Ketone Urobili-  Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 75 80 85 - x4+ + - - 0.1 EU/dL - - =* A
0 mg/kg 5 0 1 4 0 3 1 1 5 5 5 5 5 0 5
2 mg/kg 5 1 0 4 1 1 3 0 5 5 5 5 5 0 5
10 mg/kg 5 0 1 4 1 3 0 1 5 5 5 5 3 2 5
50 mg/kg 5 0 2 3 1 2 2 0 5 5 5 5 4 1 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- 1.051=  (mL/2lhr., consumption
Group animals = - = - =* — - = 1.020 1.030 1.040 1.050 meantS.D.) (g, meantS.D.)
0 mg/kg 5 5 5 3 2 5 5 5 0 0 0 3 2 19.00+3.10  43.4159
2 mg/kg 5 5 5 0 5 0 5 5 5 1 0 I 3 0 25.50+£10.09 35.8t11.8 (4)
10 mg/kg 5 5 4 | 4 | 5 5 S 0 1 1 1 2 21.20+12.24 33.339.2(3)
50 mg/kg 5 5 5 0 4 1 5 5 5 0 0 2 1 2 19.50£7.91  36.0%12.6 (4)

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
Values in parentheses are the number of animals examined.
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Table 19 Urinary findings of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR03187)

<Week 6 of administration>

Number Ketone Urobili-  Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 80 85 - = + - - 0.1 EU/dL - - % A
0 mg/kg 5 1 4 4 1 0 5 5 5 5 4 1 5
50 mg/kg 5 2 3 4 0 1 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- 1.051<  (mL/2lhr.,  consumption
Group animals = — - =+ — - - 1.020 1.030 1.040 1.050 meantS.D.) (g, meantS.D.)
0 mg/kg 5 5 5 4 1 5 S 5 0 0 2 2 1 13.10+4.87 222173
50 mg/kg 5 5 5 3 2 5 5 5 1 1 1 0 2 19.50£10.86 22.8%7.2 (4)

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
Values in parentheses are the number of animals examined.
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Table 20 Urinary findings of male rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

<Week 2 of recovery>

Number Ketone Urobili-  Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 80 85 + o+ - - 0.1 EU/L - - =+ A
0 mg/kg 5 0 5 4 1 5 5 5 5 5 0 5
50 mg/kg 5 2 3 4 1 S 5 5 5 2 3 5

Urinary sediments
Epithelial cell Urine

Number Small Specific gravity volume Water

of RBC WBC Squamous Round round Cast 1.031-1.041-1.051=  (mL/21hr.,  consumption
Group animals - * — - * — — — 1.040 1.050 meantS.D.) (g, meaniS.D.)
0 mg/kg 5 4 1 5 4 1 5 5 5 1 0 4 15.40+7.08  25.6%10.7
50 mg/kg 5 5 0 5 3 2 5 5 5 0 1 4 13.00£1.70  24.043.7

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
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Table 21 Urinary findings of female rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

<Week 2 of recovery>

Number Ketone Urobili-  Bili-

of pH Protein Glucose nogen rubin Occult blood Color
Group animals 65 70 75 80 85 - = + 0.1 EU/dL - - % A
0 mg/kg 5 1 0 0 2 2 2 0 3 5 5 4 1 5
50 mg/kg 5 0 1 0 2 2 3 2 0 5 5 5 0 S

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- 1.051<  (mL/21hr.,  consumption
Group animals - — - * - — — 1.020 1.030 1.040 1.050 meantS. D)) (g, meantS.D.)
0 mg/kg 5 5 5 4 1 5 5 5 1 0 0 3 1 26.20130.80 42.4%41.3
50 mg/kg 5 5 5 4 ] 5 5 5 0 1 2 1 1 17.40+10.50 30.2%11.5

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
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Table 22 Hematological findings of male rats dosed orally vith tetrasodium monosilicate n-hydrate in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL X g9/dL fL Pg g/dl 103wk 10%74L
0 ma/kg 5 Mean 912.4 47.86 16.78 52.48 18.38 35.0¢4 93 102.90
S.D 16.7 1.57 0.62 2.09 0.81 0.18 1.7 9.87
2 mg/kg 5 Mean 904.2 47.08 16.84 52.08 18.62 35.78 97.0 115.72
S.D 23.6 1.14 0.45 0.91 0.38 0.33 24.3 12.35
10 ma/kg 5 Mean 933.4 £8.12 16.96 51.56 18.18 35.26 107.0  114.46
5.0 19.1 1.04 0.26 1.30 0.42 0.49 1.7 5.55
50 mg/kg 5 Mean 904.4 §7.46 16.56 52.46 18.30 34.96 97.8  113.30
S.D 2.9 3.20 0.74 2.06 0.57 1.08 2.9 6.80
Differential count of WBC ¥
Number Reticu- Neutrophil
of Locyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals % sec sec form  mented phil Basophil Monocyte cyte Others
0 ma/kg 5 Mean 26.0 18.86 29.70 0.72 15.92 0.80 0.00 2 80.32 0.00
S.D. 6.0 2.18 2.22 0.33 4,28 0.57 0.00 1.76 3.76 0.00
2 mg/kg 5 Mean 25.4 19.20 30.02 1.28 16.40 1.20 0.00 1.76 79.36 0.00
S.D. .7 2.60 2.26 0.64 9.19 1.13 0.00 0.46 10.46 0.00
10 mg/kg 5 Mean 26.2 23.86 30.42 0.72 8.16 0.64 0.00 1.84 88 .64+ 0.00
S.D. 5.7 3.03 3.53 0.52 2.9 0.36 0.00 0.61 317 0.00
50 mg/kg 5 Mean 28.6 22.02 27.60 0.64 12.32 0.80 0.00 1.92 84.32 0.00
S.D. 4.8 9.32 £.03 0.46 3.59 0.49 0.00 1.1 3.68 0.00

#: Significantly different from the 0 mg/kg group at p=S 0.05.
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Table 23 Hematological findings of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined
repeated dose toxicity study with the reproduct ion/developmental toxicity screening test (SR03187)

Number
of RBC Ht Hb MV MCH MCHC WBC Platelet
Group animals 10%/L % 9/dL fL pg g/dl  10%/pL 10%/pL
0 ma/kg 5 Mean 778.4 44,38 15.82 57.06 20.34 35.66 116.4  118.80
S.D 22.5 1.03 0.42 1.99 0.75 0.65 57.8 13.19
2 ma/kg 5 Mean 785.6 &4 .54 15.74 56.70 20.06 35.3% 113.6  106.00
S.D 25.0 1.86 0.40 1.52 0.48 0.60 40.7 10.22
10 mg/kg 5 Mean 175.2 4344 15.42 56.08 19.92 35.52 92.2  123.14
5.D. 51.1 2.1 0.76 1.70 0.73 0.26 18.8 14.39
50 mg/kg 5 Mean 783.0 45.38 15.96 58.02 20.38 35.16 106.8  102.92
S.D 21.2 0.44 0.3 2.51 0.69 1.03 20.7 10.07
Differential count of WBC %
Number Reticu- Neutrophil
of locyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals 9 sec sec form  mented phil Basophil Monocyte cyte Others
0 ma/kg 5 Mean 16.30 19.06 1.60 17.68 0.96 0.00 74,64 0.00
S.D 11.0 0.82 1.62 0.63 3.96 0.46 0.00 5.69 0.00
2 mg/kg 5 Mean 61.0 16.40 19.58 1.20 16.08 0.72 0.00 76.96 0.00
S.D. 17.2 0.53 1.28 0.63 6.2 0.66 0.00 1.7 6.98 0.00
10 mg/kg 5 Mean 66.4 15.74 19.50 1.20 20.32 0.72 0.00 4.08 73.68 0.00
S.D. 19.0 0.2¢ 1.08 1 6.75 1.21 0.00 2.1 9.26 0.00

50 mg/kg 5 Mean 56.2 16.60 19.00 0.88 9.68 1.04 0.00 3.06 8.3 0.00
.D. . . 1.46 . 1.0 .
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Table 26 Hematological findings of male rats in 14-day recovery test following 42-day repeated oral dose with
tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR03187)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/pL % g/dl fl P3 g/dl  10%/pL 0%/
0 mg/kg 5 Mean 918.6 47,12 16.66 51.3 18.14 35.3% 139.4  108.9
5.D 3.3 0.69 0.18 1.80 0.62 0.49 14.5 9.48
50 mg/kg 5 Mean 949.0 49.60 17.16 52.24 18.10 34.66 128.0  108.50
S5.D 38.5 3.2 0.78 2.37 0.62 0.75 30.3 8.91
Differential count of WBC %
Number Reticu- Neutrophil
of Llocyte PT APTT Stab  Seg- Eosino- Lympho=-
Group animals %, sec sec form  mented phil Basophil Monocyte cyte Others
¢ mg/kg 5 Mean 23.8 19.70 21.36 0.56 12.08 0.64 0.00 1.84 84.88 0.00
S.D. 3.9 2.51 1.09 0.46 3.3 0.3 0.00 1.54 4,28 0.00
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Table 25 Hematological findings of female rats in 14-day recovery test following 42-day repeated oral dose with
tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR03187)

Number
of RBC Ht Hb Mcv MCH MCHC WBC Platelet
Group animals 10%/ut % g/dL fL P9 g/dl  10%/uL 10%/pL
0 mg/kg 5 Mean 835.4 15.68 53.02 18.80 35.46 1.6 116.92
S.D 3.1 1.13 0.23 2.18 0.67 0.77 9.1 10.82
50 ma/kg 5 Mean 860.6 §5.74 16.04 53.22 18.66 35.06 2 115.88
S.D 50.2 1.45 0.54 2.20 0.87 0.38 12.2 14.11
Differential count of WBC X%
Number Reticu- Neutrophil
of Llocyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals X. sec sec form  mented phil Basophil Monocyte cyte Others
0 my/kg 5 Mean 20.8 15.24 20.52 0.88 14.88 1.04 0.00 2.40 80.80 0.00
S.D. k.4 0.43 0.59 0.52 1.18 0.3 0.00 1.02 1.23 0.00
(4) (4)
50 mg/kg 5 Mean 21.2 15.73 19.98 1.28 17.84 1.12 0.00 2.08 77.68 0.00
S.D. 2.3 1.47 1.16 6.41 0.00 0.59 6.09 0.00

Values in parentheses are the number of animals examined.
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Table 26 Biochemical findings of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR03187)

Number Protein fraction (%)
of TP Albumin A/G Globulin AST ALT ALP Chte 7y -GTP
Group animals 9/dl g/dL ratio Albumin @ a z B Y 10/ /L /L /L Iu/L
0 ma/ke 5 Mean 2.910 1.006 50.28 23.22 6.72 1 2.86 61.4 27.4 386.6
S.D 0.19 0.09 0.066 1.65 1.29 0.55 0.3 0.74 8.9 2.9 22.2 10.9 0.11
2 ma/kg 5 Mean 5.80 2.976 1.056 51.38 21.62 6.4 16.82 29.8 425.8 70.4 0.30
S.D 0.27 0.180 0.118 2.82 2.50 0.40 0.64 0.3 15.9 7.5 142.8 23.5 0.24
10 mg/kg 5 Mean 2.800 0.990 49,90 23.26 6.44 17.20 30.4 378.0 48.2 0.28
S.D 0 0.106 0.057 1.42 1.7 0.42 1.67 1.39 21.8 7.1 86.0 9.5 0.26
50 mg/kg 5 Mean 5.68 2.916 1.054 51.36 22.74 6.64 16.50 2.76 21.2 £17.4 0.22
S.D 0.23 0.105 0.075 1.77 2.2 0.30 0.47 0.89 37 48.6 18.1 0.16
Number
of T-Bil  Glucose T-Cho T6 PL UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L meEq/L meq/L ma/dL ma/dL
0 mg/ke 5 Mean 0.054 166.0 61.4 6.0 101.2 15.9% 0.510 1444 §.656 108.2 9.2 6.62
S.D. 0.019 16.6 8.6 23.1 5.4 1.96 0.034 0.9 0.486 1.5 0.26 0.52
2 mg/kg 5 Mean 0.066 152.6 33.6 13.84 0.478 144.2 §.732 107.8 9.36 6.46
S.D. 0.009 15.3 1.3 9.7 12.9 0.93 0.046 0.4 0.145 1.1 0.3 0.45

10 mg/kq 5 Mean 0.064 151.0 56.2 3.0 90.6 13.92 0.476 143.8 4,674 107.2 9.20 7.00
S.D. 0.009 6.4 16.0 26.0 20.5 1.26 0.055 0.8 0.358 0.4 0.25 0.63
50 mg/kg 5 Mean 0.046 172.2 56.4 35 15.84 0.524 145.0 4.598 107.2 7.04
S.D. 0.005 19.7 8.0 22 1.3 2.57 0.067 1.0 0.460 2.2 0.41 0.80



_Lg_

Table 27 Biochemical findings of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduct ion/ developmental toxicity screening test (SR03187)

Number Protein fraction (¥)
of TP Albumin A/G Globulin AST ALT ALP Che vy -GTP
Group animals a/dL g/dL ratio Albumin @ (o P B Y IU/L /L 1w/l Tu/L Tu/L
0 ma/kg 5 Mean 6.30 3.318 1.112 52.70 20.44 5.46 18.58 2.82 25.2 199.6 295.0 0.64
S.D 0.30 0.230 0.088 2.06 1.7 1.0 1.52 1.05 8.3 66.3 19.6 0.41
2 mg/kg 5 Mean 6.42 3.330 1.082 51.80 20.80 6.02 17.92 3.46 107.6 28.0 179.4 310.2 0.56
S.D. 0.27 0.346 0.163 3.85 1.42 1.01 1.13 0.87 40.8 £.5 30.5 65.7 0.23
10 mg/kg 5 Mean 6.32 3.332 1.112 52.64 19.54 5.92 18.56 3.3 90.4 28.4 226.0 304.0 0.32
S.D. 0.5 0.407 0.116 2.75 2.15 0.65 2.14 0.81 12.6 3.5 124.5 114.8 0.22
50 mg/kg 5 Mean 6.28 3.306 1.110 52.70 21.3% 5.48 17.38 3.10 93. 24.8 190.4 296.6 0.44
S.D 0.33 0.162 0.052 1.19 0.21 0.69 1.15 16.2 3.0 %4 55.9 0.43
Number
of T-Bil  Glucose T-Cho T6 PL UN Crea Na K ct Ca 1P
Group animals ma/dL mg/dL mg/dL mg/dL mg/dL mg/dL mg/dt. mEq/L mea/L meq/L mg/dL mg/dL
0 mg/kg 5 Mean 0.068 145.4 67.0 131.0 20.26 0.506 140.8 5.072 105.0 10.28 8.66
S.D. 0.024 12.9 8.3 11.8 18.1 1.92 0.022 1.3 0.223 1.6 0.13 0.23
2 ma/kg 5 Mean 06.070 154.8 60.0 121.2 23.94 0.546 141.2 £.930 105.0 10.48 8.60
S.D. 0.010 9.3 9.1 10.9 18.8 3.19 0.047 1.1 0.570 1.2 0.28 0.9
10 ma/kg 5 Mean 0.040 153.4 1.2 133.4 20.92 0.522 142 .4 5.046 105.4 10.52 9.04
S.D. 0.016 8.0 9.7 10.5 14.3 2.57 0.024 1.8 0.299 1.5 0.47 0.81
50 mg/kg 5 Mean 0.072 153.4 129.2 19.68 0.538 141.4 §.842 105.8 10.38 8.48
S.D. 0.008 9.2 12.5 16.7 15.4 2.7 0.059 0.5 0.204 2.2 0.37 0.61
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Table 28 Biochemical findings of male rats in l4-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in the combined
repeated dose toxicity study with the reproduction/ developmental toxicity screening test (SR03187)

Number Protein fraction (%)
of TP Albumin A/G Globulin AST ALT ALP Che v -GTP
Group animals g/dl g/dL ratio  Albumin a a2 B Y TU/L IU/L /L Iu/L T/t
401.6 0.76

50 mg/kg 5 Mean 2.920 0.976 49,50 24,06 6.40 16.98 3.06 60.6 26.8 350.6 47.0 0.58
S.D 0.21 0.119 0.066 1.68 1.98 0.37 0.78 0.74 .3 2.6 36.5 8.1 0.08
Number
of T-Bil  Glucose T-Cho 16 PL UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL ma/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg S Mean 0.052 180.2 61.0 46.6 103.2 12.46 0.472 143.8 4.502 107.6 9.36 6.28
S.D. 0.013 16.8 6.5 12.1 8.4 1.83 0.072 0.8 0.156 0.9 0.15 0.5
50 mg/kg 5 Mean 0.058 186.2 1 50.6 109.6 13.88 0.476 143.6 4.690 106.6 9.50 6.14
S.D 0.008 19.4 20.1 19.0 1.469 0.066 0.9 0.323 1.1 0.19
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Table 29 Biochemical findings of female rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in the combined
repeated dose toxicity study with the reproduction/ developmental toxicity screening test (SR03187)

Number Protein fraction (%)
of TP Albumin A/G Globulin AST ALT ALP Che v -GTP
Group animals 9/dL g/dl ratio Albumin o a2 B Y /L /L /L Iu/L TU/L

Number
of T-Bil  6lucose T-Cho T6 PL UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mg/dlL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 0.068 153.6 84.8 14.4 158.0 14.64 0.49¢ 143.4 4,196 109.0 9.82 5.58
S.D 0.027 18.2 9.2 £.7 2.9 0.99 0.019 1.1 0.204 1.9 0.61 0.33
50 mg/kg 5 Mean 0.066 151.2 1.2 9.6 131.4 14.86 0.53% 143.8 §.318 109.4 9.86 5.62
S.D. 0.021 14.0 3.2 2.2 0.78 0.053 0.4 0.348 1.8 0.25 0.88
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Table 30 Gross findings of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR03187)

End of administration End of recovery
Group Omgikg 2mg'kg 10 mg/kg 50 mgikg Omgke 50 mgikg

Number of animals examined 7 12 12 7 5 5

No abnormal findings 6 11 11 6 5 5
Organ : Findings

Kidney : Cyst, multilocular 0 0 0 1 0 0

Testis : Atrophy 0 0 1 0 0 0

Epididymis : Atrophy 0 0 1 0 0 0

Yellowish white patch 1 1 0 0 0 0

Values are number of animals with findings.
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Table 31  Gross findings of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test (SR0O3187)

Group 0O mg/kg 2mg/kg 10 mg/kg 50 mgikg

Number of animals examined 12 12 12 12

Number of pregnant animals 10 11 10 11

No abnormal findings 9 11 10 11
Organ : Findings

Uterus : Cyst 1 0 0 0

Number of non-pregnant animals 2 1 2 1

No abnormal findings 1 1 2 0
Organ : Findings

Uterus : Atresia, cervix 1 0 0 1

Retention, fluid, white, cloudy, viscous 1 0 0 1

Values are number of animals with findings.



4864

Table 32 Gross findings of female rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR0O3187)

Group 0mg/kg S0mglkg
Number of animals examined 5 5
5 5

No abnormal findings

Values are number of animals with findings.
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Table 33 Absolute and relative organ weights of male rats dosed oratly vith tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduct ion/developmental toxicity screening test (SR03187)

Number Body
of veight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g q X g ¥ 9 % g ¥ g X mg  107% m 107%
0 mg/kg 5 Mean 4640 11,782 2.638 2.868 0.650 0.682 0.152 1.426 0.322 2.150 0.488 275.8 61.364 63.0  14.262
57.8 2.325 0.235 0.312 0.045 0.117 0.013  0.175  0.011  0.042 0.050 9.6 11,293 9.9 222
2 mg/kg ) Mean 477.0 11.95% 2.506 2.98  0.626 0.75¢ 0.160 1.440 0,300 2.180 0.458  209.0 64.838 63.2 13,284
S.D 14,2  0.49% 0124  0.123  0.013  0.159 0.035 0.096 0.023 0.072 0.022 7.3 8.3 7.6 1.850
10 ma/kg 5 Mean 454.0 11.372 2506 3146 0.690 0.686 0.150 1.446  0.318  2.152  0.474  346.8 76.746 64.0 14,056
16.8 0.913  0.160 0.146 0.019 0.076 0.014  0.23%  0.047 0.09%  0.015 96.6 23.060 12.0 2.322
50 mg/kg 5 Mean 9.4 M. 2612 3066 0.678 0.612 0136  1.476  0.328 2.148  0.482 301.0 67.360 0 13.982
5.0 5.6 1.987 0.198 0.581  0.049 0.106  0.009 0.051 0.143  0.030 67.2 13.830 13.6  2.009
Number Body
of veight Testis Epididymis
Group animals 9 q % g %

2 mg/kg 12 Mean 474.4  3.317  0.705 1.383  0.29

10 mg/ke 12 Mean  466.2 3110 0.667 1.328  0.285
S.D.
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Table 34 Absolute and relative organ weights of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study
with the reproduct ion/developmental toxicity screening test (SR03187)

Number Body
of veight Liver Kidney Spleen Heart Brain Thymus
Group animals g g % g % g ¥ g % g % mg 1073

2 mg/kg 5 Mean 208.4 9.136%% 3,404 1.924 0.714 0.590 0.220 0.93% 0.348 2.040 0.762 21,46 82.53%
5.D. 8.6 0.595 0.200 0.116 0.050 0.112 0.041 0.041 0.016 0.012 0.018 72.1 26,670
10 mg/kg 5 Mean 281.8 9.728 3.460 2.012 0.7 0.576 0.204 1.012 0.360 2.062 0.73 729.2  81.208
S.D 18,6 0.61 0.2M1 0.166 0.066 0.045 0.009 0.100 0.031 0.030 0.048 38.8 11,939
50 ma/kg 5 Mean 282.4 9.372%  3.32% 1.980 0.700 0.564 0.198 0.954 0.338 1.974 0.698 305.0 106.986
S.D 19.6 0.549 0.13 0.155 0.043 0.09 0.029 0.048 0.016 0.09% 0.029 73.7  20.821
Number
of Adrenal Ovary
Group animals mg 107%% mg 107%%
0 ma/ke 5 Mean 73.4 25,532 109.6  37.814
S.D. 6.6 4,532 1.3 2.787
2 mg/kg 5 Mean 78,6  29.248 110.0  40.956
S.D. 8.0 3.309 10.4 3.255
10 mg/kg § Mean 8.8  30.100 1.2 39.442
S.D. 1.0 3.473 1.3 2.648
50 mg/kg 5 Mean 1.4 25.318 95.4  33.820
S.D. 6.1 1.925 7.3 2.072

#: Significantly different from the 0 mg/kg group at p < 0.05.
»#: Significantly different from the 0 mg/kg group at p =< 0.01.
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Table 35 Absolute and relative organ veights of male rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in
the combined repeated dose toxicity study with the repraduction/developmental toxicity screening test (SR03187)

Number Body
of veight Liver Kidney Spleen Heart Brain Thymus
Group animals g 3 % q % g ¥ g X g % mg 107%%
0 mg/kg 5 Mean 500.6  13.000 2.598 3.300 0.658 0.662 0.132 1.486 0.298 2.230 0.444 306.6  61.050
S.D 32.8 1.02% 0.116 0.274 0.052 0.023 0.011 0.029 0.025 0.082 0.026 67.7  11.295

Number
of Adrenal Testis Epididymis
Group animals mg 1073 g 5 g %
0 mg/kg 5 Mean 61.4  12.238 3.546 0.710 1.43% 0.288
S.D. 8.4 1.176 0.134 0.069 0.090 0.026
50 mg/kg 5 Mean 67.8 13.742 3.330 0.680 1.454 0.296
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Table 36 Absolute and relative organ weights of female rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

Number Body
of veight Liver Kidney Spleen Heart Brain Thymus
Group animals g q ¥ g ¥ 9 ¥ g % q % mg 1073
0 mo/kg 5 Mean 275.0 340 2.658 1.870 0.678 0.498 0.180 0.958 0.348 1,984 0.72 257.8  93.058
S.D 25.4 1.173 0.193 0.183 0.041 0.108 0.032 0.109 0.032 0.141 0.045 50.3  10.218
S0 ma/kg 5 Mean 263.8 6.832 2.59 1.878 0.712 0.470 0.178 0.910 0.344 1.988 0.754 283.8 107.460
S.D. 8.2 0.204 0.151 0.078 0.018 0.033 0.008 0.054 0.015 0.093 0.039 %1 11.23%2
Number
of Adrenal Ovary
Group animals mg 1073% mg 1073
0 ma/kg 5 Mean 72.6  26.464 93.6  34.256
S.D. 6.8 2.038 12.5 5.572
50 mg/kg 5 Mean 66.4  25.246 89.6  34.056
S.0. 1.1 4.796 8.9 4,295
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Table 37 Histopathological findings of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR03187)

Tetrasodium monosilicate n-hydrate (mg/kg)

Organ: Findings Grade Control 2 10 50
Number of animals examined S 1 1 5

Lung (including bronchus): - 5 # # 5
Trachea: - 5 # # 5
Esophagus: - 5 # # 5
Forestomach: - 5 # # 5
Glandular stomach: Cellular infiltration, inflammatory cell, submucosa + 0 # # 1
Duodenum: - 5 # # 5
Jejunum: - 5 # # 5
lleum (including Peyer's patch): - 5 # # 5
Cecum: - 5 # # 5
Colon: - 5 # # 5
Rectum: - 5 # # 5
Pancreas: - 5 # # 5
Liver: Microgranuloma + 1 # # 2
Heart: Myocardial degeneration, focal + 0 # # 1
Kidney: Regeneration, tubular epithelium + 0 # # 2
Cyst, multiple <+ 0 # # 1

Urinary bladder: - 5 # # 5
Testis: Atrophy, seminiferous tubule + 1 # 0 0
+++ 0 # 1 0

Epididymis: Spermatic granuloma + 1 1 0 0
Decrease, sperm ++ 1 0 0 0

+++ 0 0 1 0

Cell debris, lumen + 0 0 1 0

++ 1 0 0 0

Prostate: Cellular infiltration, lymphocyte + 2 # # 2
++ 2 # # 0

{Continued)



Table 37 Histopathological findings of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR03187) (To be continued)

Tetrasodium monosilicate n-hydrate (mg/kg)

Organ: Findings Grade Control 10 50

4864

—

5

—_

Number of animals examined 5

N

Cerebrum: -

N

Cerebellum: -
Spinal cord: -
Sciatic nerve: -

o

Spleen: -

N

Thymus: -
Bone marrow of sternum: -
Bone marrow of right femur: -
Submandibular lymph node: -
Mesenteric lymph node: -
Pituitary gland: -
Thyroid: -
Parathyroid: -
Adrenal: -
Eyeball: -
Harderian gland: -
Skeletal muscle: -
Sternum: -
Femur: -
Skin -

h h th Lh th Lh Lh Lh Lh th Lh h Lh Lh L h L L L
FEoF A F 3 oG M F o3 F M FH F FH M FH I H
B e . e . T

Lh Lh Lh Lh h n n th L L Lh Lh Lh La

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

Grade; -: No abnormal findings, +: slight change, ++: moderate change, +++: severe change, <+>: presence in "presence or not" basis.
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Table 38 Stages of spermatogenesis of male rats dosed orally with tetrasodium monosilicate n-hydrate in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

Stage I-VI
Number Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermat ids
Group animals Number® Number Number Number
0 ma/ke 5 Mean 22.04 19.68 53.72 136.44
S.D 2.3 3.44 9.89 9.87
50 mg/kg 5 Mean 19.96 17.32 54.08 125,48
S.D 1.00 .83 8.77 11.62

Stage VII-VIII

Number Preleptatene Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermatocytes spermat ids
Group animals Number Number Number Number Number
0 mg/kg 5 Mean 15.96 40.96 61.40 132.56
S.D .02 1.10 8.37 5.5 16.90
50 mg/kg 5 Mean 18.24 3.80 38.44 59.52 123.60
S.D 1.88 0.93 6.86 6.02 12.84

a: Expressed in number of cells in a seminiferous tubule. (to be continued)
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Table 38 Stages of spermatogenesis of male rats dosed orally vith tetrasodium monosilicate n-hydrate in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187) (continued)

Stage IX-XI

Number Leptotene Pachytene
of Sertoli cells Spermatogonia spermatocytes spermatocytes
Group animals Number® Number Number Number
0 mg/kg 5 Mean 21.20 .52 49.40 65.64
S.D 2.44 1.3 7.42 5.05
50 ma/ke 5 Mean 19.80 .60 46,72 60.88
S.D 2.1 1.78 3.76 4,25
Number Stage XII-XIV
of Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Group animals Number Number Number Number
0 ma/kg 5 Mean 21.96 6.88 51.68 75.76
D 2.69 1.70 10.05
S0 mg/kg 5 Mean 16.84 5.32 45.76 9%
S.D 1.51 1.64 3.12 7.79

a: Expressed in number of cells in a seminiferous tubule.
Spermatocytes 1: Zygotene / Pachytenme spermatocytes.
Spermatocytes 2: Pachytene / Diplotene spermatocytes.
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Table 39 Histopathological findings of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test (SR0O3187)

Tetrasodium monosilicate n-hydrate (mg/kg)

Organ: Findings Grade Control 2 10 50
Number of animals examined 6 0 0 6
Lung (including bronchus): - 505 # # 5(5)
Trachea: - 505 # # 5(5)
Esophagus: - 505 # # 5(5)
Forestomach: - 505 # # 5(5)
Glandular stomach: - 505 # # 5(5)
Duedenum: - 5(5) # # 5(5)
Jejunum: - 5(5) # # 5(5)
lleum (including Peyer's patch): - 5(5) # # 5(5)
Cecum: - 5(5) # # 5(5)
Colon: - 5(5) # # 5(5)
Rectum: - 5(5) # # 5(5)
Pancreas: - 5(5) # # 5(5)
Liver: Microgranuloma + 3(5) # # 005
Heart: - 5(5) # # 5(5)
Kidney: Regeneration, tubular epithelium + 1(5) # # 1(5)
Cyst <+ 0(5) # # 1(5)
Urinary bladder: - 5(5) # # 5(5)
Ovary: - 5(5) # # 5(5)
Uterus: Cellular infiltration, inflammatory cell, endometrium/epithelium + 1 # # 1
Cyst, squamous cell <+ 1 # # 0
Cerebrum: - 5(5) # # 5(5)
Cerebellum: - 5(5) # # 5(5)
Spinal cord: - 5(5) # # 5(5)
Sciatic nerve: - 5(5) # # 5(5)
Spleen: - 5(5) # # 5(5)
Thymus: - 5(5) # # 5(5)
Bone marrow of sternum: - 5(5) # # 5(5)
Bone marrow of right femur: - 5(5) # # 5(5)
Submandibular lymph node: - 5(5) # # 5(5)
Mesenteric lymph node: - 5(5) # # 5(5)

{Continued)
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Table 39 Histopathological findings of female rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR03187) (To be continued)

Tetrasodium monosilicate n-hydrate (mg/kg)

Organ: Findings Grade Control 2 10 50
Number of animals examined 6 0 0 6
Pituitary gland: - 5(5) # # 5(5)
Thyroid: - 5(5) # # 5(5)
Parathyroid: - 5(5) # # 5(5)
Adrenal: - 5(5) # # 5(5)
Eyeball: - 5(5) # # 5(5)
Harderian gland: - 5(5) # # 5(5)
Skeletal muscle: - 5(5) # # 5(5)
Sternum: - 5(5) # # 5(5)
Femur: - 5(5) # # 5(5)
Skin - 5(5) # # 5(5)

Values are number of animals with findings.

Values in parentheses are number of ammals examined.
#: Blank value.

Grade; -: No abnormal findings, +: slight change, <+>: presence in "presence or not” basis.
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Table 40 Histopathological findings of male rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in the combined

repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

Tetrasodium monosilicate n-hydrate (mg/kg)

Organ: Findings Grade Control 50
Number of animals examined S 5

Lung (including bronchus): - 5 5
Trachea: - 5 5
Esophagus: - 5 5
Forestomach: - 5 5
Glandular stomach: - 5 5
Duodenum: - 5 5
Jejunum: - 5 5
lleum (including Peyer's patch): - 5 5
Cecum: - 5 5
Colon: - 5 5
Rectum: - 5 5
Pancreas: - 5 5
Liver: Microgranmiloma + 1 2
Heart: Myocardial degeneration, focal + 0 1
Kidney: Regeneration, tubular epithelium + 2 1
Hyaline droplet, proximal tubular epithelium + 0 1

Urinary bladder: - 5 5
Testis: - 5 5
Epididymis: Spermatic granuloma + 1 0
Prostate: Cellular infiltration, lymphocyte + 1 2
++ 1 0

Cerebrum: - 5 5
Cerebellum: - 5 5
Spinal cord: - 5 5
Sciatic nerve: - 5 5

(Continued)
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Table 40 Histopathological findings of male rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187) (To be continued)

Tetrasodium monosilicate n-hydrate (mg/kg)

Organ: Findings Grade Control 50

Number of animals examined 5 5
Spleen: - 5 5
Thymus: - 5 5
Bone marrow of sternum: - 5 5
Bone marrow of right femur: - 5 5
Submandibular lymph node: - 5 5
Mesenteric lymph node: - 5 5
Pituitary gland: - 5 5
Thyroid: - 5 5
Parathyroid: - 5 5
Adrenal: - 5 5
Eyeball: - 5 5
Harderian gland: Cellular infiltration, lymphocyte + 1 0
Skeletal muscle: - 5 5
Sternum: - 5 5
Femur: - 5 5
Skin - 5 5

Values are number of animals with findings.

Grade; -: No abnormal findings, +: slight change, ++: moderate change.
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Table 41 Stages of spermatogenesis of male rats in 14-day recovery test following 42-day repeated oral dose with
tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR03187)

Stage I-VI
Number Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermat ids
Group animats Number® Number Number Number
0 ma/kg 5 Mean 18.72 13.08 46.36 110.84
S.D 1.21 1.96 7.44 19.93
50 mg/kg 5 Mean 19.60 14.04 47.56 114.92
S.D 2.87 2.6 6.20 8.37

Stage VII-VIII

Number Preleptotene Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermatocytes spermat ids
Group animals Number Number Number Number Number
0 ma/kg 5 Mean 18.16 3.64 3.16 53.60 114.28
S.D 1.72 0.68 5.7 6.50 13.41
50 mg/kg 5 Mean 18.36 6,28 39.68 55.60 111.04
S.D 1.97 1.25 6.21 6.70 11.20

a: Expressed in number of cells in a seminiferous tubule. (to be continued)
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Table 41 Stages of spermatogenesis of male rats in 14-day recovery test following 42-day repeated oral dose with
tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR03187) (continued)

Stage IX-XI
Number Leptotene Pachytene
of Sertoli cells Spermatogonia spermatocytes spermatocytes
Group animals Number® Number Number Number
0 mg/kg 5 Mean 19.56 §.92 43,24 55.84
5.0 2.31 0.82 7.1 4.5
50 mg/kg 5 Mean 20.64 5.72 42.60 55.76
S.D 1.47 0.91 7.55 5.87
Number Stage XII-XIV
of Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Group animals Number Number Number Number
0 mg/kg 5 Mean 20.84 4,32 43,84 60.36
S.D 2.41 0.33 4.74 3.64
50 ma/kg 5 Mean 22.12 6.16% 43,56 63.00
§.D 2.89 1.29 7.28 5.80

a: Expressed in number of cells in a seminiferous tubule.
Spermatocytes 1: Zygotene / Pachytene spermatocytes.
Spermatocytes 2: Pachytene / Diplotene spermatocytes.

*: Significantly different from the 0 mg/kg group at p= 0.05.



- LOT -

Table 42 Histopathological findings of female rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187)

Tetrasodium monosilicate n-hydrate (mg/kg)

Organ: Findings Control 50
Number of animals examined 5 5

Lung (including bronchus): Metaplasia, osseous 1 0

Trachea: 5 5

Esophagus: 5 5

Forestomach: 5 5

Glandular stomach: 5 5

Duodenum: 5 5

Jejunum:

lleum (including Peyer's patch):

Cecum:

Colon:

Rectum:

Pancreas:

Liver: Microgranmiloma
Heart:

Kidney:

Urinary bladder:
Ovary:

Uterus:

Cerebrum:

Cerebellum:

Spinal cord:

Sciatic nerve:

Spleen:

Thymus:

Bone marrow of sternum:

Bone marrow of right femur:

Submandibular lymph node:
Mesenteric lymph node:
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(Continued)



Table 42 Histopathological findings of female rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR03187) (To be continued)

Tetrasodium monosilicate n-hydrate (mg/kg)

Organ: Findings Grade Control 50

Number of animals examined S 5
Pituitary gland: - 5 5
Thyroid: - 5 5
Parathyroid: - 5 5
Adrenal: - 5 5
Eyeball: - 5 5
Harderian gland: Cellular infiltration, lymphocyte + 1 0
Skeletal muscle: - 5 5
Sternum: - 5 5
Femur: - 5 5
Skin - 5 5

- 80T -

Values are number of animals with findings.

Grade; -: No abnormal findings, +: slight change.



Table 43 Reproduction performance in parental rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR03187)

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) (%)

0O mg/kg 11712 4.03 12/12 12/12 10/12 10/10 22.5 10/10
(92) 0.09 (1003 (100) (83) (1003 0.5 {100)
2 mg/kg 11712 4.09 12/12 12/12 11112 11/11 22.5 11/11
(92) 0.30 (100) (100) (92) (100) 0.5 {100)
10 mg/kg 11/12 3.98 12/12 12/12 10/12 10/10 22.5 10/10
(92) 0.06 (100) {100) (83) (100) 0.5 {100)
S0mghkg 12/12 4.18 12/12 12/12 11/12 11/11 22.5 11/11
(100) 0.29 (100} (100) (92) (100} 0.5 {100)

- 60T -

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

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

Fertility index = (Number of pregnant females / number of pairs 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 44 Estrus cycle of female rats in 14-day recovery test following 42-day repeated oral dose with tetrasodium monosilicate n-hydrate
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR0O3187)

Normality
Incidence Length
Group %) (days)
Omgikg 575 4.02
(100) 0.04
50 mg/kg 575 4.12
(100) 0.27
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Normal estrous cycle = (Number of female with normal estrous cycle / number of females examined) x 100.
Values are means and 5.D.
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Table 45  Pregnancy and litter data of rats dosed orally with tetrasodium monosilicate n-hydrate in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR0O3187)

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 (%) live pups  index (%)

Pups data

0 mg/kg 10 MEAN 159 14.3 90.4 92.9 13.3 0.412 13.1 98.7 13.0 99.2
S.D. 2.1 1.4 6.0 5.5 1.7 0.174 1.6 42 1.6 2.4
2 mg'kg 11 MEAN 16.4 14.5 893 98.1* 142 0.471 142 100.0 142 100.0
S.D. 2.0 1.2 11.3 4.4 1.3 0.152 1.3 0.0 1.3 0.0
10 mg/kg 10 MEAN 16.6 14.9 90.5 93.7 13.9 0.472 13.8 99.2 137 99.4
S.D. 306 2.8 9.8 5.8 2.6 0.103 2.7 24 2.6 2.0
50 mg/kg 11 MEAN 158 14.6 93.1 90.0 13.2 0.470 13.0 98.2 129 99.4
S.D. 19 1.1 6.5 14.4 24 0.152 2.6 42 2.5 1.9

Implantation index = (Number of implantation 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 0 mg/kg group at =0.05.
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Table 46  General appearance of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of tetrasodium
monosilicate n-hydrate in rats (SR03187)

Male Female
Day of lactation Day of lactation
Group Findings 0 1 2 3 4 0 1 2 3 4
0 mg/kg Number of pups examined 55 54 33 53 53 78 77 77 77 77
No abnormal findings 42 53 33 53 53 56 77 77 77 77
Milk-band negative or unclear 13 1 0 0 0 22 0 0 0 0
Death 1 1 0 0 0 1 0 0 0 0
2 mgikg Number of pups examined 73 73 73 73 73 83 83 83 83 83
No abnormal findings 62 73 73 73 73 74 82 83 83 83
Milk-band negative or unclear 11 0 0 0 0 9 1 0 0 0
10 mg/kg Number of pups examined 65 65 65 65 65 74 73 72 72 72
No abnormal findings 53 65 65 65 64 52 72 72 72 69
Milk-band negative or unclear 12 0 0 0 1 22 1 0 0 3
Death 0 0 0 0 0 1 1 0 0 0
50 mg/kg Number of pups examined 70 70 70 70 70 75 73 73 73 73
No abnormal findings 51 70 70 70 70 49 73 73 73 73
Milk-band negative or unclear 19 0 0 0 0 26 0 0 0 0
Generalized edema 0 0 0 0 0 1 0 0 0 0
Omphalocele 0 0 0 0 0 1 0 0 0 0
Death 0 0 0 0 1 2 0 0 0 0

Values are number of animals with findings.
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Table 47 Body weight changes of pups in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test of tetrasodium monosilicate n-hydrate in rats (SR03187)

Number Male Female
of Body weight (9) on lactation day Body weight (g9) on lactation day
Group litters 0 1 4 0 1 4
0 mg/kg 10 Mean 7.01 7.69 10.89 6.7 7.35 10.47
S.D 0.62 0.69 1.13 65 0.79 1.07
2 mg/kg 11 Mean 7.10 7.70 10.69 6.7 7.30 10.30
S.D. 0.92 0.9 1.42 0.80 0.84 1.3
10 mg/kg 10 Mean 7.7 7.97 11.10 6.64 7.42 10.61
S.0. 0.76 0.89 1.50 0.6 0.73 1.50

50 mg/kg N Mean 7.01 7.84 1.1 6.61 7.35 10.37
0.68 0.65



Table 48 Gross findings of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of tetrasodium monosilicate
n-hydrate in rats (SR03187)

Male Female
Group Omghkeg 2mgikg 10 mg/kg 50 mg/ke 0 mg'kg 2mgikg 10 mg/kg 50 mg/kg
Total number of pups examined 55 73 635 70 78 83 74 75
Findings of dead pups during day 0-4 of lactation
Number of pups examined 2 0 0 1 1 0 2 2
No abnormal findings 1 - - 1 1 - 1 1
Organ : Findings
External :  Autolysis 1 - - 0 0 - 1 0
Generalized edema 0 - - 0 0 - 0 1
Omphalocele 0 - - 0 0 - 0 1
| Findings of pups killed on day 4 of lactation
- Number of pups examined 53 73 65 69 77 83 72 73
"~ ...
| No abnormal findings 53 73 65 69 77 83 72 73

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