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F7=. BB, FHOFERHYEBIIMEHS 126 & Uk,

I. Riik58M4
I, —RRAE S K USE Tk
FLeHlid, 1000 mg/ke BECHEMES 1 BlICH SN,
—ARREBER R T, REBERIC B WIS 300 ng/kg LU L OHETHEMICAH SN,

MAER & iT AR S o /=,

2. KEBLVEBHE
{RE|Z, 1000 ng/keg FEOM CME, M THEREHICKEMERSA SN
{EfHEIX, 1000 mg/kg BEDMELE T —BMHOKBEHH SN/,

3. FRRE, MERES L CmKE LR

FRIREEIC BT, 1000 ng/ke HOMTREBOBMES L UCLLEDRMMHR S NI=hs, METIXE
BiRET 2B R0 ).

MEFREIC BN T, 1000 ng/kg BED I THRMEKE S & O APTT DA, MCV, MCH 3B L U@
RRMERDEHEDF 5N =D, METHRSICRERAT S22 (LERDSNRD /.

MK A LSBT BT, 300 mg/ke TEDME TR ) © DS, 1000 ng/kg HOMETHREH,
FINT I LB LU Ca DEERSIZ ALT, v-GTP BLUWA/GC OEME, 1000 ng/ke HEOMET ¥
-GTP 35 & UMIERE ) > DEHEHH S Nz

4. BIRFIRBLUBEER

BIZ BT, 1000 ng/kg HEDMETIRBHNEDIEFREM I L VFEFEMA S NI=A, METIEHK
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5. WiRLHLISESE Medr
TS BT, 1000 mg/kg MDMETHmEN 2 HIZA SNz, HITBWT, 1000 ng/kg fEDUE
TEREIC B 3 K OB 10, BREDRGIE T 85I 2OV EEE 1853 2 # B K U LmAs L #1,
i LB ZENa b hs L NS A SNz IS B W T, 1000 ng/kg KEDHET MR E DA
ZUTB O ZRILAT HY 6 (A, MIIRFTIAHE D & v /X — RN e (B (3 kAT A8 3 41, 1000 mg/ke
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FlERY, REREFBLIVZREAEIRICIE, RS ICRBATLIELIA DN EP 0.
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Guideline for Testing of Chemicals for Combined Repeat Dose and Reproductive/
Developmental Toxicity Screening Test IZfit-> CHEEE—#% - Lk ZES v M L H 1
[, 49 BEBLUOMES v Mo 1 B 11, 42~47 BREED&S L= RERS B - 584
DEERERETYY, MMfEmIcN T2 BUEBEME T2 L LI, HIREGE, KRBT, Zhs
BRUMER O ERITIICRIETEBICOWTHREA L.

75tk

. BBRWESB KUEE
R E OWREEFE 8% - LAY (CAS No.7782-63-0)i, Fig.1 oL ¥EMEERZEL, &

F&:278.01, FifR:64°CTH b, KIAIBOERCOBERMORKTH S . HHERITIX, 2001
FETHEBBLUIA 6 HICELYHE EXFEAEHR LEVHRENKE,ISRHS
n-vorAWEELET GG ). Lot Vo N (#iE : 91.1wth, =50,
Tt & LT Mg % 0.30%, Mn % 0.19%, Zn % 75 ppn 25) 3 & O Lot No. NENN( %67 : 90.6 wt¥,
727EL, THi%E LT Mg % 0.28%, Mn % 0.16%, Zn % 84 ppn 2¢3)]. AFHiL, RBMRD
HRYEREROBREBICRR, PVIVAIHAZHETCRELE. 2B, EHARICHSEER
MR TORES 2RV -EB4 R E S I - 55 L, 20—8IcOoWTaiF Lz
&, Lot No. |l o#trix 90.6 wtTHh b, FRAMBEPORESEIHERI NI,

BARE LT, E5AK(Lot No. OHI3N, HRRX 2+ KIFME TG, HEAHMIE : 2006 £8 B) %A
Wiz,

2.BEMEBIUEERE

WMEESS—8% - ki, EHHKT 200 mng/ul 23 LD, BHiFL AR LK. 60, 20
BLU 6 ng/ul AL, 200 ng/nl B EFHAKTERBAFRLUCARLE. 2B, #RYE
DFFFELT, FEICL2EEEEMmL /.

2~200 ng/ml DIMHLMIL, TR - WHEH T T 6 FRIRE L CHREMICEBED RN &
fERRE T3 1) (Attachment 1). FiBEF QMK ML, MRS L L, MR 6 RERILIAIC(EE
ALz, BE5BOBERIESHRIKIZFEE L.

HEA% 5 B A B L IR 5% 7 BN U 7= B 3% 5 e O w5 B i I % SRR AR M1 C
EFICEDIE Ui, ZOE, $ERMERIEIEZRIRED 99.9~108.0%5TH b, REIC[EE
&% h* o /= (Attachment 2 B LU 3).
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AKF ¥ =WV - )VN—HFASM(HHEET L5 —) 15 S HMO NS T3CEAFELE. AF
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3.2 BB LUBIEL, HoER s IS @RHERX

AF UG, 5 HEOWRZNEB L UZ0% 7T HEOBLYIE % &IT7=. ORI, &
FEE IAE—RREOREEFHTY, I SICHIEEHLYIRPICHEBEYIERZ 7 ART-
. —IEREBLUREHRICEENASNT, FAHEAMRETCREENRDSNRP o /=10
W RIBHBZED SN, ¢HHZWR S HAMEEL Sn-T) ZHDIT L.

HoTlE, 22— 2HWTHREZBHICATBIC, BEAMBEICIHYBHOEY
REBIUTSHMIITFLCRZ LS ICRERBHICT o 2. HAUROBRKBYWOS 5,
& - SMEIm &S OB WRICHE 2 12 &1, FEHMRTRICHEDET=S ) Y ITREICAN
7z, TOMOERUE X UBRARMIE, &5MGHEICT—F7 VERERT TRAEIRD 5 BULBSE S
BRICEFELS L.

Y OMEKEINL, B& - IHCIRRIEAFEICHES > 27 It L 2B AEB L VBEER L
Z, B0 RIEImMEAS VO L 2BEBREBLIVESAVFERHFHFRALTT . 512, B
% - LIRS o & —JICIZEARE S, AFEALABLUHE - IILImMBS EECALES
N)WVE, BT ROET—VICEHRES, 58, #WES, ZERERIHHEOAR)BLUS
mH(MDH)ZEAL, BT LIZEXIT LEI VR T,

3.3 BEFRMBLUEAGTER

L, iR 20~26 C(ERMAE : 21~24 °C), B 40~T0%(LNE : 49~62%), ARG 12
BERS(ABRA : P 6 B ~4-1% 6 1), MGIEEK 12 B/ (7 « )L H —IC & b BRI L 7= Hifi2eR)
CHERF SN TWAEEE(EMISE)THBE L.

1R - BMEHIRRIE R 7 > L ABURERX T — 2 (W 240%D : 380 xH : 200 mm) 2 W T 1 & —
VYD SMETCORMBBEEL L, BoUd®BIEAT L AEAEMy —2(W: 755%D : 210xH : 170
mn) ZANTERMEE L. 2L, ZRIERF VL IRERX Y — Y ATITo 2. B,
VTR 18 BUBEA— b 2 L— T LS Y 7 L —2, BARF ¥ —V R - ) —fkkE&1t)
EANSETS2F w28 —2 (W 310xD 1 360xH : 175 un) TEBIEE L, EHEHME LU
BIEE. F=YORM, BKEBLCTZXF v o8 —oeiiid LHEABIC 2 BILLL,
27V ABRER Y — Y, 25 0L BT — 3 LU IS0 22 2 BN 1 [l -
To/=. B, WPEEZEONRRORERIR) B LU 0,025 HENF b V) 7 LIKIEHR T
DIEDE v T EICL D WIHI AT 7=

Bl E WA TINHSERM L =€ =2 ) O D MGHE S BT, IR ERET 2 85 2 i
WEH S N o 7.
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RUDOMEBEES L CHERWEDMHERILITE 6 VAT LICHMEREAI R R R 5
—TRELEMEE RS v — VR - D= EUP S AT L. 2OXIRERIE, HUERIT
RTEDAEMOBIAATH o /=

3.4 faRlE X U AkbK

falkh, BOER S TALLAOBRE (CRF-1, ) = ¥ VBB THEKXSH) ZHBMHEEICA
n, BHEICEIREEE. 2L, Mited, RERTHOSL(FH& 4 15)H 5 BRI X THER
LZz. EALZE—oy b OO IERIE, MEAEABERRSHT LI —BLUAF) T
YHNEETEKRNEHPSAF L.

AR, AEKERGAREZ AV TERICEBRS €. REKOKERERBRIE, (XX 6 1
A AEARERARGERE L S —CEMB U HEEAFLL.

BB K ERRLK O AR RIZ, WINRBRER CRD = AEBOBBAARTH > /2.

4.1 51E8, ®E5AE, BEER, REEBIUHRSHRM
4.1 HEERBLUEREASE

WBEEE— 8% - AN, #HE L TREOMICAICIBRSNIAGEMESZEZI 5ND 120, &5
BRE L TEOBRESZBIR L.

BECBELTL, ESBREOBY U TFEMH TR 7oL VBT 4 AR—Y 7))V iEH
B(F IV EERSK) 2 HNWT, BEEORES L. BE5HEE, T3R5 HHh 205 H
iR EWWIEHOGFERZREEL L, 5 nl/ke TEH UL, Mcid, REFTH LU REHE
RICIZIREAHA2WIRESHICROEVHEDOKRER, EIRHPICIZERO, 7, 14 BX U
2| HORE %R, RAYMSICIIMB O HoKEEZRE L L, 5 ol/kg TEH L. HERKLIZ
FRIVK 24 H~11 B 59 0T, HESEHTIH LI @E L.

BEFMEHOBEIIMME L S 10 BB TH D, KREMEILMAD 341~383 g, MEHs 222~255 ¢

THoi-.
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4.2 TR L 5 &
BRI, DITFISRUEL D IR RS UTAMREREL, TOMIIHIBH 23R
2. BHOUMEBUL, MEEF 12HE L.

- - ;(Qu" 8 (T &5 )
W) i e

B HIEGERAK) 0 mg/kg  12(MOL101~MO1112) 12(F01151~F01162)
(0 mg/ml)

WORE  WRAAES gk - 30 mg/kg  12(M02201~M02212)  12(F02251~F02262)
kA (6 ng/ul)

EIM MBSk - 100 mg/kg  12(M03301~M03312) 12(F03351~F03362)
HAkE (20 ng/al)

B4 MEEFE—8% - 300 mg/ke 12(M04401~M04412) 12(F04451~F04462)
kAN (60 ng/al.)

S5M ThESE k- 1000 mg/kg  12(M05501~M05512)  12(F05551~F05562)
kA (1200 ng/nl.)

BEEE, 7y bEAVWE 2 BRFEOKRSICL 2 TR (%5 : 0, 125, 250, 500
BLU1000mg/kg) DFERICEL D RELE. Thbb, 250ng/kg L DI TIREHIEDREIRE
{6, 500 mg/kg U EDOHTHES L IRBHIEOMEE, 1000 ng/ke B CIRAEDKMES KUK
BDRMEMERAISH SN, FIT, YRROBS5EIL, 1000 ng/ke ZREABEL L, LUTAL
$1312& D 300, 100 BLU30 mg/kg & L. F/=, WL UTHACGEHAK)OAZRETRE
BETIHERIT.

4.3 #5 1R
¥ 5 HARIX, OECD Guideline for Testing of Chemicals for Combined Repeat Dose and

Reproductive/Developmental Toxicity Screening Test IZf o T, METIE2EEH] 14 HE & %
D% 35 BEOAEET 49 B E U, MTidzEa 14 B, ZEYRS(FES BMHE), RIS
BLUMBESHFEFTOAR 42~4THRBIE L=, =B, #5HEKEEHRS1IHELE.

S.BHEBIURAIRE
5.1 —AxikE

—RAREB LU OF L, HE5m - B0 1 2RI 0, SBEIEHG L [EDEZEL
7z

Wi, BREGD,CEIRL, Ok, B, QE, TFE, W, MaiR(E TR - 5T,
o, W, e, %, B, 50, &80, wh, MR, MO, ) o et - B,
Plig, WAL, Ridl, hf—,l—l‘f‘/fx '1’;", NN, BROL, TEL, N, CFARCE, RIE, WU, L
AR, WCKRI - /DG - 208G, TR, Aefiangs, MR, N—4—, SHOWT - KR,
13 KIEA) B L UMD 72 ) % 20°/‘PH FEUTROV ) LU Uiz 722 L, ROV JSUHS
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WHKZ T 7 oWT 2~3 BMEEE 0% 7NV I—VICHEE L, RREINVY—VT VT
R RV ) 2T L IREEE 204 gl Ry =) s e L.

5.2 RENE

HokER, LERIC2 BEL=@Ed : %51, 4, 8, 11, 15, 18, 22, 25, 29, 32,
36, 39, 43, 46, 49 HB L UHEIRH).

MDEREIX, REFEH 14 HES X URZESEPIE 1 B/RIC 2 B(RED : &5 1, 4, 8,
11, 15 BLI8 H), EERMMPIIERO, 7, 4 BLU2l Biz, WEMEPIIWHE 0 BLY
4IZENZNANE L.

5.3 {BEERIE
HoHfEgld, REFAER 14 BEB KU RRBAMKE TEP» S 1 EMIC 2 BIE L (GRER
EH :#%&53, 6, 10, 13, 24, 27, 31, 34, 38, 41, 45 BLU 48 H). :
MOIRMEI, 2ZEBAEHT 14 HEE Tl LARMIC 2 BHNE L= (RENEH %53, 6, 10
BIUIIH). iz, WREYRFIEER?2, 9, 16 BLuU2l HiC, WEWRAIITHE 4 BHICH

E L.

5.4 PRIfE

BEMEIES 6 BB ES OB VIE, MIZAMEW)ICDONT, RSB TIICERR Y —Y
ERWTHE - KT THEREFIRLE. 208, 3ISHENTHRI - KT T 24 KRR ZER
BRUMZ. BREULERICONT, UTORBZERLE. 2B, MEBORIZFEE L.

PR - AL, SMRREE L7z, pH, BEE, T RO, Sk, E)vEY, #i,
OB =L, REBERERE(T D~—S—11 % 7, RiHbEkR2t)ICREET
BICIR BI AT EE (US-2100, RKIMLEKRARIM) 2 AW THRE U, Rk, W% RE
Py (Sternheimer 2k, FEMBET AR SH) TREBICHEMB T CHELE. 2B, &
FRI&, HHOBREKZERICIT =,

24 B¥RAGR - IRE(UVIE, LELEEHSHIB U=, LLE(S.G. )L, BIFRIZX b BIF IR
BEH(2 )Ry b-1ID, Bkt =2 )2 AWTHEL .

5.5 MMt

PRIGUZE % FElE U 7= ST LES 6 H1IC DWW, XG50 R H (XIS 50 H, MEniE 6 H)
IR MWV ES =)V F M) o LDOEMEAE S (40 ng/kg)iz & AR T T KREIR? S =2
V=23 i XD MR L, UWTOMBFEmEEFRMmUZ. &, NEROKARMMITEE
L=

FRIMEREL(RBC), ~ESZ/ DYV H(HGB), ~= &) w MI(HCT), fhRE(PLT) B L U Al
BRIL(WBC ) IZ, EDTA-2K LER L =Ml DT, 2 E BBk 3 ks (Sysnex K-4500, 2
A w7 2R EE) 2NN TIGE Uz & 5402, SEHPRIMERZERT(MCV) , S Ak il R 100 ¢ 3% 55 (MCH)
BLUFETRMER (0225805 (MCHC) &2 5 L 7=

- 18 -
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ABRAR M Bk LL 32 (RET ) 13, EDTA-2K 4QFW U 7= i % Brecher #EiC X W BAAREAE LTI 74 K
AT ZNEBH %, Glensa Fe@ARA% (ER U CHME T ToRIMER 1000 1k ORI ERE % Ft
L, Bl

AMERE > %1%, EDTA-2K ALFER L 7=Muik® X 54 RHZ &L, May-Giemsa #@iZ K%
{ES U CRAMSE T © BIMER 100 M 2 2 aH L.

70 b DY e REPT), EELEs o R 3x%‘/ﬂ§FEJ(APTT):J=sotU“7 17N =7
V(FIB)E, 3.13%2 =2 BEF b ) O LA TUIRE, @OAREGH 4°C, 3000 rpm, 15 73R) LTi%
MR ONWT, SELERHARICL ) MRE S TEE (a7 ~v 2411, _,\Hiit“*i)
ZRWTHEL-.

5.6 MEEILEMRE

MEEME % M U= SIS 6 SIS OWT, MEEREMADIMK & BRI IR K IR
SERER U= 1MaEh 5300 8 (% 4 °C, 3000 rpm, 15 2R) L TE/-MmE2BAWTLLTOMmARE

{CERBEZFEM L=, WEROMBIZNERE TIEREE(-80 C)MICFEEL, REMAMBIX
RIAIMEBRHNE CHUEE(-80 C)MICRE L.

AST ix MDH-UV 3%, ALT i& LDH-UV 3%, ALP i p-= b O 7 = =)V ) UEEEEE, ¥ -CTP X L-7-
TNE IN-3-ANEFT-4-= bo7=) FREERE, BEB(TP)IX Biuret 3%, BEYVE Y
(T-Bil)idmE(Ly 7V = o uiiE, REZR(UNIEY L 7—E-GIDH &%, 7V 7 %'—-/(CRE)
X oLV 7F=F—+ - F-DAOS &, 7 Ko kE(Glu)id~FV ¥+ —+F -G-6-PDH%, IV ZAF D
—)V(T-Cho)id COD-HDAOS %, ~ V7))t R(TG)i% GPO-HDAOS i, Ca i o-CPC 3%, Imi#)
V(IP)IZ PNP - XDHEFe ld/sV 7 2 F > hO ) V@SR, Na, KBL U CLIZA AV BIREME
2L, WIENHEZEIOMER (AU 400, F ) DR NFETEMASH)EAVTAEL
AL

TINTIVEMB)IIREAES L UEASEME[ERKDNE, BIEKKIIRE(AES 310,
AN UNRAKETEEREM) DS ATV T I/ Fa7) V) dEA EE»PSEH L.

5.7 BB LUBEEENE

LEEOMEERE D L UMM EREOIE T U= B TEMEMES 6 §i7 & IS MR F IR
BLCMBEEEREICH R D > - &S 6 H1I3, REE50OZHE(MIEHEE50 8, it
EME6 H)izx> }*/\)l/l_9—)l/ﬂ‘ )Y LRSS (40 ng/ke) il X A BRERT T ARTNIR
25 BUNBIE & B /= %I HIR C MECKIE, (D, dERE), TEEMR, FARIR, AR, O, T
Tk, Mk, B, =%, InJi, Jn,P_LM RBLUFEREREMWELE. &b, #BEE
BERBARETHRLTHAERSE N LA, 27F L, TERABICRRIRERZ, 205482
TN=) V¢ LMBESEME L. ChooBEE, I, &E, Rk, MER(E TR - ST,
i, H, a5, 1G, HE, Ak, mlE, ) oSO - BRI, BibE, k3%,
NISZIR, M, EHk, TEBG, A Eaiss, IREK, N—4F—IR, S0 o KME), 3 -
KBEE) B L TN MO &) & & I 204 b PEFEd RV ) Tl L. 220, KRB LT
R LRI 77 Vi ¢ 2~ 3 W52 % 90% 7 )L I —)VIZTREEE U, IRERIZ V& =)V 7V F &
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KRy~ ) > ¢ L BREEE 205/ gL~ ) U ICHEE L.

S UTRIr o J i, 2R 25 BIC = —F VIR T TIRARTBIIRD S MUMBOT X & 7= %125
U, AEMRFARE K OERBZ A /= IOKRE, /DI, TR, THEA, FARDR, MalE, O,
N, DENs, BEWE, RIS, onsd, W6, S8, WK, mwR(ETIR - ST, /d8, §, +=
15805, Z=0E, MG, 55, &5, BB, ) U E(TE - BRI, B, 78, 8, LREMEK,
=, LB, IR, N—F—IR, BH(E - KEE), B(EE - KMRE)EB L TALE 20%
RiERE RV ) U TEELE. EEL, RRIZINVS—VTFZAFEe R - F)<) ¢ 1 gE
A% 204 E LY ) VICEEE L.

5.8 WIS

LEROMMBEEMRES L UOMBEELERBEOIETHRM LU -UMOLITOHE - HficonT,
WHERICW S TS 7 1 L EEIEARBIER L.

XEREER LU 1000 ng/keg EFETHES L) OWNT, LI, B, [E, T, B, MR
(5T - TR, BE, §, T8, =5, OB, 5B, &5, =5, iR, B, V>
JNER(TFER - IBREEE), B, MEME, K58, SSE LIk, K2, miSLIR, DN, FE, B, THEE,
B, BB, LR/MMRGRETERREMOA), TORM - /D - R, #8E, LEWE, IR
R, "—F %, BHE(EE - KRE), B(AE - KEE)B LUK HE REHBEERZER
L, MEHEEREEZEMLE.

1000 ng/ke BHEOMBICE W THBH L R TEE R RTHWBICEZNH 2 & E X o5 =M
(lgD BB X URanR, Mo, Bk, B L OCBR)IC DWW TIX, 30, 100 33 & U 300 ng/ke
HOMBICOWTHORKICHAELZ. BIRRICEESRD SN/ 1000 ng/kg D 1 F
(No.MOSS12) DM BB KU B LRICDNWT Y, AERICREL .

1000 ng/ke BEDMEME OB IMBERBAICHE VT, HIRICEOON-HBREEER/ET L
DI IFMAME RO H e, SKREBIUCHBEERREE2EHE L.

2B, MMPEE LT 1000 ng/keg BEORBIZDOWTIL, PAS-~AT M ¥ ) U @EAR Y
WHUZED, TRNSDIERIZOWTEHIROMELRD R 5721280, mEICH LRz,

5.9 BB DEREFE
5.9.1 LA

MEDHRIENE, 5B EPSREMBEHE TR | MEAR L. 2B, BIENIEE2 H
Uz > THRESNZEEIT LM EFHL =,

5.9.2 %

14 Q%S Uitz R —3AT 1o LICHAA O TRERZE L. ZERPEE 14 HZ
MREE LT, ZRZMEYT 2 X TOMBERBRIKE L.

KRG AINZIE — R LNIITV, IBIRPUIRT T F 72130 & #EGE U 7= M % 22 Rk 84
ELT, ZTOAZMIRO & LTI L 7.
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5.9.3 IR OEILR
REMIZERAE Y, MUREBEOREOFM, HUE T OMRZMIR 21 Bh 54k 25 H
OFHI 10K FE THEIT o7z, FHi L0 RIS T LTW S, TOHZWE0HE L.

9.9.4 MiEREDOHR
Bom, WEREZzME4BETHBERELE.

5.10 Ry (F,)
5.10.1 HHPERF DEILR

HEERFICHRIHE R L, FEEERE, MAERBB L UAREROFMEBRE L. SEERE,
200 P IERERDRIL < ) L TBIE L, 105 EREE RV 7 ) VICRE L.

5.10.2 R@mMmomg
REmpmi, —RREBLUORCOEEZEH | DIBRE L. TR, BERE 20% M5
T~ ) o TEEL, 10 HERERETLV) JICRELE.

5.10.3 AERZE
AERL, WMEO0H(EAEH)BLT4HICMELZ.

5.10.4 it
EFERIE, WE 4 B —7 )VREFT TR XINRD S BOBIES B - B%ICEB L I-.

6. FRETREAT

HREERBRIUTICRLELDIE, NBEHEZH5HOMTIT Y, fEREE %X L, 5%kKil
(p<0.05) & 1%k (p<0.0) IZHATTHRRLE. REMOFREZI—HOFHELASHESEH
L. A2BHOZRED—ZIRE, (KEBXCEBHEITE» SR LE. T/, TIRTH
RIZFET L 7= 1000 me/ke BED 1 51(No.FO5556) 1%, HAEEDEEHIIZAWRD /=,
EEAE)

HEGDY, RiY), 80E, K8, RIEE, MHEEHRE, IRE(ERE, BFEOHXY
EEBLUMAANER, BEEH, RXEMBEEL, ERUM (kg (mE 0 B)—2EMAd],
IEMREIRBL, BEREY, FFPRE [CERE ERFAR) X 100] , #ilERACH L RE+HILER
B, HrERE, FERERK, SuE [RHERBLERE) X 100] , RoEx= [(MiEo0H
OHERBEL/ FHHE) X 100] , iR [(0E 0 HoFd R EHpERE) x 100] , miE 4
o4z, s 4 AodHFE [(ME 4 AoLERE/ W 0 Bk R ) x 100] , 4k
RIEOURIE [(Ih e RE/ HERE) x 1001 B & UHELL O/ M )iE, #EETTEEME
J UG 25N L. T O, Bartlett (HIC X 2o 21TV, B DG
& Dunnett IS L DT o=, — A, W E RS b NED o =8 G, Wi E TN L 7= Dunnett
Moozt b o7,
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RREER [(ZRACLIWE/ BB E) X 100] , ZMEX (SR ZRBLEYE) X
100] 33 J OISR [OFr i T RS2 IGMERD) X 100] 3, xMREICL Dok,

RPB, WIEMEREIC SN T, 1000 ng/kg B ML T BIEEMREEN AR E NLO M BEF
COWTHMBEZEME L -MDE, MO, MRS L TEMOHRICONTIE, ML
DEMIRZE LFRDOMRAMIZ A U7z Dunnett MOMREEE AW TITo /2.

faR

I. R#E&xEBH
1. — iR RE
1.1 if(Table 1-1~1-4, Appendix 1-1~1-5)

FECH L UHIEHL, »FERE, 30, 100 B LT 300 ng/keg HETIXFRD 5 ixh o 7=, 1000 ng/ke
BTIX, 1H1(No.MOSS0T) D #5527 HICFEL L /=,

—AREIC BT, MBI, 30 BL 100 ng/ke HTEIEEIIASNRP o7, 300 ng/ke
T, &5 5 HUROKRSERIC—AEORIEH 12 FIE&FlZH 5 iz, 1000 ng/kg BEDTE
CHITIE, BREERIC—EBEDOREVASNEZDAHTH > /=. 1000 ng/kg HOEEHFITIX, &
SERIC—EHEORED 1] FlEflB KIIFEEOE NS X UERED L FlicH 5.

1.2 #f(Table 2-1 B Lo 2-2, 3-1 BL o 3-2, 4, Appendix 2-1~2-5, 3-1~3-5 BL U 4-1
~4-5)

TET B L UHESEHIIL, XHEEE, 30, 100 35 & TF 300 ng/ke BETIXFRS 5 i h o /=, 1000 ng/kg
BT, 1HI(No. F05556)h3eElR 19 HICFEL- L=,

—HARREIC BT, xTEBEE, 30 BXL U 100 ng/kg BHETITEEITAS NI o7/~. 300 ng/kg
HTIE, &5 11 HUBOKESERICAMOREN 12 H1EFlIcAH S5h/=. 1000 ng/kg #DFE
CHITIE, HEERICAMDHEREDASNI=DHTH > 7. 1000 mg/kg HDOEHEFITIE, %
SEEIC—AMORED 1 FILFIcH Sz,

2.16E
2.1 1ff(Table 5, Fig.2, Appendix 5-1~5-5)

30, 100 B LT 300 ng/kg BETIE, MBHELERTENEHORBIIFEEIA 5N
7=. 1000 mg/kg B TIE, MMEREL LR TS 11~49 HICKRBEOHFEREMDA SN/

2.2 Ift(Table 6~8, Fig.3 BL 1’4, Appendix 6-1~6-5, 7-1~T7-5 B L1~ 8-1~8-5)

ZEMEDHARRTE K UMM ICId, BB & & AIERE & LT HINE B OIS =S

HoNBPDT=.
AEHRIOIRT YT, 30, 100 45 K TF 300 mg/kg fETIEAIERE & b~ THNME H ORI AT &5
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DRI A A 5 N7z

J.RMHE
3.1 Kf(Table 9, Fig.5, Appendix 9-1~9-5)

30, 100 3L ¥ 300 mg/ke BETIE, WRHEHUARTENEHORMEBICHBETASNLGD
o7z, 1000 ng/kg BETIX, WML IERTERS I HICEHREOFEREEIALN.

3.2 It (Table 10~12, Fig.6 3L 17, Appendix 10-1~10-5, 11-1~11-5 B LU 12-1~12-5)
RZEFIGARTICIE, 30, 100 B X UF 300 ng/ke HETITHBIE AR TEMUEHOBMRICHR
ZixHshirofz. 1000 ng/kg HETIX, HEHEEATERS 3 HICBHEROARRIKMENH
s,

SRR B L OTHE BRI RIS, SEEHE D HBE LR TENEHORERICHERE
EHNRo .

4. [RIRE

4.1 fHt(Table 13-1 3 X ¥ 13-2, Appendix 13-1~13-5)

30, 100 B L Tr 300 mg/kg BETIE, MBHLHENTREBIVHREBICEREZEIASNRDD
7=. 1000 mg/kg JHTIZ, NBH L UARTREBOERRSEBLUVHEOEBRREMDSALNI.
G, pH, EAHE, 7R, T &K, EVNVEY, #ill, YoE) =5 BLUWHA
i, BREHLONBHELIXTIRAEETH .

4.2 W(Table 14-1 B L TF 14-2, Appendix 14-1~14-5)

BREHELY, NBBCIHRTREBLULEICEREIA DN RP DL,

@i, pH, BHE, 7RO, S bk, BV vEY, #ill, vOoE) =7 BIUWE
i3, FREHLOABRLIXIARETHL .

5. MWEFRE

5.1 HE(Table 15, Appendix 15-1~15-5)

30 B LU 100 mg/kg BT, MMEHELERTHEMEHEICHERIA SN, o7, 1000
ng/kg RETIZ, NBE & b AT HARMIKEE & O APTT DA (K (i, MCV, MCH B & UK AR MLk
DRERESMEEALNT:.

KARTRERETH D, RMKBIZESEBDSNBLZ ens, BEFNEELEFLS
nis.

5.2 Mt(Table 16, Appendix 16-1~16-5)
100 3 &L T8 300 mg/kg HETIE, ATEIEE LLATHIETINCA AN &h o7z, 1000
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mg/kg METIE, MBI L LEXRTAETOEYOHFEREMSA SN, F/=, 30 BLT 1000
ng/kg BETIZRMBI L LERT MV BL U MCH OB EREBMEALNE. LIL, Th50E(L
740

IR E AR TIHEERETH D &, RIMRBIENRD SN RN Lh 5, HHFENTE
LiFFZA 50BN,

6. MK E(LFERE
6.1 1(Table 17, Appendix 17-1~17-5)

300 mg/kg FETIX, WERHELHUARTESUNEEBICEEEIA# 5N R > 7. 1000 ng/kg TET
&, WL LERTRER, PV7I0BLUCa DERRIK(E, ALT, v -GTP BLTUA/GCOH
BREMSAESNT.

ZOfth, 30 BLU 100 mg/kg FHTIE, MEBHELRTREIV NV E L DERREMEBASNE
PS5, 300 BLU 1000 ng/kg HCHBEEMSEDONRNI L DS, BEICETLEMLTEIRNE

HWrEns.

6.2 ME(Table 18, Appendix 18-1~18-5)

300 mg/kg BETIE, NBEFLLERTEM) L OFRRSHEMIA SN, 1000 ng/kg #HTIL,
SRR L LTy ~GTP BL UM L OEBRREELASNI.

Z0fth, 30, 100 F L Tr 300 ng/ke BETIL, FNEEEEL AT AL OFBRXMEDH SNz,
1000 mg/kg HETHBEMNZED NN LS, BEICHISELTIIRWE HIEENS.

T.8I&
7.1 HE(Table 19-1 B XU 19-2, Appendix 19-1~19-5)

XAREE, 30 B L300 mg/ke BT, BEEASNirb o7z, 1000 mg/kg B TIE, PREMIL
REIREEEDS | il L IREMIEEE D 2 Plic A SN,

ZDfth, 100 mg/kg BETILMEMEORE D | $1(No.M03304), 1000 mg/kg FHTIIBR(B)B LV
8 ER(H)EHED 1 H1(No. M0S512) A S /=hs, BHEAEDHOLNDZ LD TH D, (BRI & PN
ns.

FECHY(1000 mg/ke #¥:No.M05507) Tidk, BIBORELAA SN,

7.2 ffE(Table 20-1 B L Tr20-2, Appendix 20-1~20-5)

WIhoMedy, BEIHASNRDI .

FE#1(1000 mg/keg B¥:No.F05556) Tld, TIEMANERL, NMNRZENE, MrsREEB L UREDOX
BbhiE SN,

8.BEEER
8.1 [ff(Table 21, Appendix 21-1~21-5)

ER A OIATIZ BT, 30, 100 BL T 300 mg/kg fETIEAIEREL LR T E I A6 N7
o7z, 1000 mg/kg METIL, MUK L LA TREQAERIEMAH 5 M.
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RVEERICBNT, 30 BLU 100 ng/kg BTIIABH L LR TEBEOHMNBERES L U
EmIilHBEIASNRD 57z, 1000 ng/ke HETIX, WEH L EXRTRIBOHNBEREOFTRER
=i, TS L UVRBOHNEROFERSELA SN,

Z0fth, 300 mg/kg HETIRANMIF L KR TEROENBEROFEREMHH S =, 1000
ng/kg HTIEFEEDNROONARNT L6, BECADISELTERWEHEINS. F/-,
1000 mg/kg BETIL, HEHE L HLNTTERAEB LT OO EREOHBREM, TWE L Uk 4
OMHNEEOERERZEMEMNALONED, ThOINBHRLYOREZEICHILLELEEILNS
lehs, BECESKHDOTEHARVWELHEIND.

_,

e

8.2 Mt(Table 22, Appendix 22-1~22-5)

BEHOERBEIZBNT, WINOHE HHBHLIERTHEREIAS BRI D).

BEBEBICBNT, 30, 100 BLU 300 ng/kg BETIIHBHLERTEBREOHENEREL L
UHNERICAREIIASNARM» o=, 1000 ng/kg FETIE, AR &N THFROENERS
JUHNEROFRRSEIA SN

ZDfth, 1000 ng/kg FHETIINBHEURTFEOEMNEROERRBENALND, Zh
ENEBEHEDFEEZICHEIEREEISNEI LS, BEICEISHDO TRV LS
ns.

9. REMEBEIRE
9.1 MEAE#EHI(Table 23-1 B L Tr23-2, Appendix 23-1~23-5)

TR : ZEMEH8 1000 ng/kg HET2HICHALN, ZNOEOREIISKBETH /.

B : 1000 ng/kg BETIE, BB ICESE LUBEERLSE 1 F, IRBRETHIC REEHIEED
2PIBLUHmA L Hl, 8 LEICERAEMLFICHALNE. FNOHOREIL, BEVPEE,
BEMAD < R, AEMMAIERMOSEED 2 I ERE, HlrEE, ElabthI{BETH
27z

JFFl#&(Photo 1) : 1000 mg/keg #¥Tid, PIRAEEMEOFMIEICHEBEERLEN 6 HI2H, P
REEHED 27 v —HIBICHBAEBRRENIFICASNTZ. Zho5DRER, PIIREHRED
JFABc B 2 HBEAEXREFEB LU 7 v - BIT 2 HBEERLEL I I EEH D
WEIEETH- -, B, PIIRBEEOFMRICET 2EBEaEEREL, 1000 ng/ke #£TH
BHEHERTHBESRD SN, CofBEEEIR, 1000 ng/ke HEOMFIRDOFIAIEICHEN
T, M RAETHRE ST, SREETEIMIRAREICEES 2WVIEPFLICRED, HELEE
RO TIEPMREAEEIC S BES 2 WEREICRE o=, LEN>T, TOWHBEGHERER
FEAEDHTHD, TLMITHEEEEMBEELTW2EF516N15.

JFligi(Photo 2) : XMIEHETIL, BiAMEIMAS 2 B X UFRIMBEIC B B R ULATHS 6 P EHIH
Sir-. 30mg/keg FETLE, BEZMEMAS L P13 L OFRIMEEIC Hl?«‘-}@@ﬁ?)ﬁ%‘?ﬁﬁ plaEpiHon
7=. 100 mg/kg WETIZ, BIALLGEMA 2 ¢4 & TR 0T 18 (0 (2200570 6 I Bl H BNz,
300 mg/kg FETIL, BIAREIMAS 5 H13 & UMt ‘i'»'i"f«b&@i%—"z)u;b* 6 4 pic A 517z . 1000
mg/kg HETIL, BSLEIMNAT 4 ], SR TG OZRRITH 6 Aapliza oz, ENs D
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BE, BUSME AN, 30 3L UF 100 mg/kg BT <URE, 300 mg/kg T KD 21
XIERE, 1000 mg/kg BT O UEREE~mP R, RIMEICBIT 2 MBEEHRLSE D 30 ng/kg BT
CPRE, AHERRE, 100 B L300 mg/ke BET T IRESH B VMEERE, 1000 ng/keg HETIRE H
DNEPEETHo . BB, REEHICEIT 2 B@EHKLFL, 1000 ng/ke ML L
RTHERELSBROSN=. Fi=, BisEMIE, 300 3L 0° 1000 ng/ke BT8R & LT HIE
BRUBEICENHDZEEILNS.

B (Photo 3) : 30 mg/kg MTId, RME LEICHFERMEELD 2 FlICHLN, TOREIX
TKBEETH>/=. 100 ng/kg FETIE, RAE LRICIFIERMELD L FlicHLN, ZORE
I EETH - /. 1000 ng/ke BT, RABELRICHFEREEELS4FICASN, TOR
BIEXI<BETHo . 2B, RAELRICFREMEZEIE, 1000 ng/ke BFETHIEIEE LT
FEEMNRDSNI=.

BEE : 1000 ng/kg BETIE, KRRBICBWTEMAED 1 PlicAsh, ZORERIEETH-
7=

ZOMDEE LTUTFICRUEFRRME S -,

AREK : WAMRIC RAZALHS 1000 ng/kg BT 1 PlicH S =,

Ol : BRBME O FSIER 2D BEEE T 2 B & 1000 ng/kg BT L BlICH SN,

it : BRIBMED AR EE DS 1000 ng/kg FET 2 HlicHS NI,

BFd : BRBM ORTHIRSIRIE SN FREE T L 61, SUNAZFIEISEBE T 26, 30ng/kg BT 1 4,
100 mg/kg 3T 3 il & 1000 mg/kg B£ T 3 i, MAEIEEIWERET 3 B, 30mng/kg BT 2 6, 100
mg/kg BT 1 4, 300 mg/kg BT 4 Hl& 1000 ng/kg BT 561, ) o sBEAIIRR MBI T 4
%1, 30 mg/kg BT 561, 100 ng/ke B 2 5, 300 mg/ke T 4 & 1000 mg/kg BT 1 B, /I
LMD Y v —-HIlIC BBEERRED 100 ng/kg BT LHLICASNTE.

JENE - DEBBHSNBEET LA S .

RN - FEEMEDRAEIC L B RIS BT B H4E(6D 100 ng/kg BET L FlHICH S NT=.

JEEIE © LT HIMASHIBEET 1 41 & 1000 ng/kg BT 1 HliCH STz,

K RSB S 1000 ng/kg BET 16, 54574 v e HIMEO@FAH 1000 ng/kg BT 1
7], WEAEEMEDXSEBIET | il 1000 ng/ke BET 1 1, BEAE ISR FIERE FHIlaH R BT
151& 1000 ng/kg BET 1 flicm S NT=.

K58 EK . BABDZEEH 1000 ng/kg BET 1 HlICH S 7=,

AISZNR @ U 2/ SERIBR M AS I TBRET 3 1 & 1000 mg/kg #ET 3 HlICAH S NI=.

BB, InN60&biE, MBHETHMEREINIZEILTHD, T, HE5HOEIEI MM
DB L LERTEDSRNI DS, MBNELEHEN 2.

ZOMICIE, MBS LU 1000ng/ke BEE b, [E, TTIR, TR, &8, +2165, %
Wi, DG, GG, &0, B, T8 LN, BRI o5, Kig, TiREK, 815, TR,
Rz, RN, N, JERE, P, EEE, N—F—RBLUHICREEA SR o .

9.2 HEVE-(Table 23-3, Appendix 23-6)

1000 mg/kg fE> 1 #(No.MOS507) T, HABKICIEER LA GIE RO SN=h5, ZD1h
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LT ORMEERT D S5 vz,

Ol SEEHASN, FOREZBETH- -,

i : EMmHAHsN, TOREIFETHo /.

AEN - PR BIEO IR HiBeaRkELAON, TOREIILFETH> -,
BB, FMRICEEIROSNRIEL, HEELO-DFHRAMBFLNRI D/,

9.3 M7 FI(Table 24-1, Appendix 24-1~24-5)

FFI% : 1000 mg/ke B¥ T, PIRABUEOIFHIZICHBEERZMEN 6 FI2FHIALN, £D
BEIICBEETH-=. 28, MIREEHORAIZICBIT 2 HEBEaRENEL, 1000 ng/ke
HTHNBIHELERTHERENED LN, CORHBEEEIL, 1000 ng/ke BEOHIROREHEE
CBNT, HEERBRICIEBTRETRES T, SHRETIIFIRBEMLICEES 2 NVIPFEICE
0, HEMERFETEIMRBEEICIBEES 2 WTEEICRE-> L. LEdoT, e
FHICC OBBEBRAEZIZLEALDPHETH D, T—BICHELEEMBEL TS LS
Abhb.

TN : AR TE T, BEAE I B L ORI B EERME DR FIEFICHA SN 7. 30 ng/ke
BT, BESEND 6 BlB K UREEEICEIBEEERED S FlICH SN/, 100 ng/kg BETIE
BN E L URIGEEIC B IBRERINEDES 6 FlaplicH oh/z. 300 ng/ke FETIE, BE/E
mH L ORI HEBERELRENEZ 6 FILFICAHSN-. 1000 ng/ke B TIE, FEHEME K
UHRIERICEBREAERRLENS O FI2FICA LN RBHEICE T 2 HIBEERREORER,
FEBRECIRE, 0ng/kg HETITKEEE, 100 BL 300 ng/kg BHET I K BEDH 5 WIIIEE, 1000
ng/kg HTHEETH D, 1000 ng/kg HTHBHELHUNRTEEIIENHZLEIONS. LY
L, BESEmMoREE, EBE, 100, 300 3 L1000 ng/kg BT < RE~dh%EE, 30ng/ke
HCBEEHIVWEIHTEETHD, SBREHEOMNBHLUERTEEICEIRVWEEILONS.

Z0OELE UTUTICRLEMRDIEL 0.

O FREM OMMIRZE DI NBIET 2 HIIAS N,

fifi : BRI D@ KANEEFED BT L 1L 1000 ng/kg BT L FlicA SN,

BFNE : t/NAZENEDS 30 meg/kg BET 1 1, 300 mg/kg #ET 1 51 & 1000 mg/kg BET L H, V>
ISR 2 A M IBEET 3 61, 30 ug/ke B 2 ), 300 ng/kg B¥T 1 & 1000 mg/keg BF T 2
%), MBEradhSn B8 34, 30 ng/kg #¥T 2 1, 100 mg/kg BT 3 1, 300 ng/ke #ET 3 Fi
& 1000 mg/kg #ET 2 1, PINRMEERE: DNFAIREZEN L ASHREET L HlICA L NT-.

B PRAVE L2 IS IR 2846 h3 30, 300 B LU 1000 mg/kg HET& L, V) VS kAllZiR
A IEREE, 100 83X U300 ng/kg TR LHHIZASNT=.

PRt - 995555 1000 mg/kg FET L HICH SN

TIER : DZEICENEASHIRRET L PlZA S .

BB, INs0ELE, e TylEBRIN L THD, £, LSO
TEDHBBE L LERTED RN e 6, MBIEMLbE IiENn .

FOABICIE, AUkt LU 1000 mg/kg EE b, LS, Bk, & R0, SRR, fod,
oG, e, B, FS, BSNG, wO, MR, IO SooxiE, BRI Y oSt gaat, -f.?
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fE, BT, BURIR, LMK, KB, N, 7Tﬁ1 M, AEasE, N—F—I}, &, 9iHis
&ULM BElxsaohkrolz.

9.4 HEHE-HI(Table 24-2, Appendix 24-6) v
1000 mg/kg D 1 #1(No.M05556) Tid, SHIFHISTEBREALDEEICED SNLD, ZOMIc
LIT OFEMER ROE S5 hi=.
M:?M%i@ﬂﬂ#ﬁ%h,%h%@&FiMTﬂ@M&T%Dﬁ

PN : SEERBENA SN, TOREITBETH /.

BB, SIREECRENEDSNIETERK, WEBLUREL, TRELOLOFTRSESN
Bro.

II. £FaBEHH
L.EBMOLEMELE
1.1 &IEmE(Table 25, Appendix 25-1~25-5)
REEFIARTIOR-SHIRI (14 BR) O RERBUS, FREH L INBH L ERTEREIASN

B,

1.2 ZRAMEALK, 2ZRER, MRS L 2= (Table 25, Appendix 25-1~25-5)
REZRDMAEGLEIE, WITNOEICEAONRPS=. LT, ZERIWThOH
B 1008TH- /. ZEFMEHBIL, EREHLONBHLOMIIERERAON BRI D .
T2ZNaMEL, 100 ng/kg T 2 HlicHSNT. ZHBRT, FREFLINBHLEOMICAR

EZIASNRPoT.

1.3 tEIRMIRS S & U ik E(Table 26, Appendix 26-1~26-5)
ﬁ%%@@,%&%ﬂt%ﬁmﬁtﬁ&ffﬁiiﬁBHEbof
SIRREICBNT, WThOB LI BUWICEEIASNRDI > /=.

1.4 WEIREMRE, FHREEB L UFEKZE(Table 26, Appendix 26-1~26-5)

30 BR300 mg/keg HETIX, MWERHE L AN THERFAE, BREBLUBRRBIIEREIH

SN, 100 BL T 1000 ng/ke BETIE, MWL X TERBOHEREREMDPA SN
, WERBEAHB L UERRICHEREZIRD SN o7z, &E, 100 B XU 1000 mg/kg D

%\ﬁ@ BABRGER DR T — 2 (VLR 159, 4TUR AL :14.7-16.7, F5PRE:13.3-15.4,

FHPRH:88.9-97.5%) DHEIAMIZH A T LD 5, &HITHILL LD TIFRVWEHEiZNS.

1.5 HIPERB L UNiEIRAE(Table 26, Appendix 26-1~26-5)
WIERIE, WTFholte s 1004 TH o7, 2B, 1000 ng/kg Bt | FEHIHI(No. FO5556) 1,
WEHREEINCIEC U 22 D IPEH D LS S BRI L 7= :
IEAREBICBWT, WFholte $ WA o 7z,
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2. REWI(F,)
2.1 FRMPERE, JEREIRE, M0 HoMERK, WE 0 Hotkk, SR, RomEl®s L
U3 (Table 26, Appendix 26-1~26-5)

BERED LD, AMBBEL AR TRBERK, R, WE 0 HoFERE, WE0 otk
I, PUE, ROEHESLCHERICEEREIASNRDP /-,

2.2 REMWoO—iREE, WMEAHBOEERK, ME4HOML, ME 4 HOLERB LU #
#7%(Table 26, Appendix 26-1~26-5)

BRSHL Y, NEHLEXTHEL4HOEERK, WHE4HOMEBLUME 4 HOEE
RICFEEIHSN R/,

FEROARBEIIBWTL, WThoffL BEEHoNnkro/k.

RO —RAREBICBNT, WTFhOHLEEFEIAS NI/,

2.3 R {kE(Table 27, Fig.8, Appendix 27-1~27-5)
E/RERLY, NBEIERTHBOBLV4HOMBEEYAE, MEOBLV4 HOEFE
BkE, ME0BLUP4LHOBREEAKRBEICAREZETIA SN R D).

2.4 EfEFEROEIM(Table 28, Appendix 28-1~28-5)
WINDEEED, BEIEIHAONRP .

2.5 SECRDOEIM
WINoOED, BEIHONRD .

EE

MBS —8k - bAMYOZ v P EAWSELIREICL D RIERSEN - EEBEHHEHER
BETY, MM T2BHEELME TSI &I, HIgE, XETY, ZRBLU
DIR EDERITINI RIFTHEIONTHRIT L. BE5&EIT, 1000ng/kg ZREAEE L,
BLTFZALE# 3124 b 300, 100 BLUF30 ng/ke & Uiz, AMBE U CHAGERMAK) KRS 2%
iT7=.

FEC i, 1000 mg/ke BETHEMER L BHICH SN, WEHTIE, —FRERZICBWTRIE,
SIS BN THETRIB O RS, MTTREMER, MIRZEE, gRalbs U8 oREL,
P EPANEE S I T ORI SR i as, S E2m,  BFIEIC PURRR BRSO NT R T e (a (32
s, METICEE S & UK, TP smEPTis s sz, LidioT, WWIRENRESD 2
WIE R LHRED LI L 2 EHIEHO - HEEZ 6ND OO LIV S TE R0z,

—MAKTER ST, Huth 300 mg/kg WL ORETHEMHIC A Sz, WG EERIC
B ASNEOHTH Y, KR EDMENARD 2 IR OJETE W LALIXE) 5 i
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WZ s, HRMEAOHBITICHE D CE LM h, BEERE IEARI R0/,

fREL, 1000 mg/kg FHDMETIZITRE WM ZE L TEM, MTIERETICKEMERSA SN
7=, _
BEE, 1000 ng/keg O MEHET @M DX EDH SN /=,

FRIRAEIC BT, 1000 mg/ke BOMTIREDEMESB L S LEDEKMAA Sz, HETITEK
HIERT 2EMIIFTRD S hahro .

MR IS BT, 1000 ng/kg BED L THRMERE IS L U APTT DKM, MCV, MCH B LU
WRMIRDEEAH S NJ=D5, MTRHIRSFICERT2ELERD SN Rh 7.

MW ELERBEIZIBNT, 300 ng/kg HOM M) > OEE, 1000 ng/kg O TEREH,
TNVTIUBLU Ca OEfER S TIC ALT, ¥ -GTP B LU A/G D&EfE, 1000 ng/ke HEDMET ¥
-0TP BL UML) > OFENA SN, P, CaDEMEIE, EBEEICHED BAEAMY Ca DR
PIERAT 2 ELEEI SN Y.

FIRIZHBWT, 1000 mg/ke BEDHETIRE RO REHE L BB LA SN0, HTIIE
BIZRRT B X@Z D N o7,

B[EERICBNT, 1000 ng/kg HOMTRIBOKNEE B L UHENEEDSE, FIHOHEN
BROEME, 1000 ng/kg HOM THIKOHNERZEL L UHNEEOSBESA SN,

PR RE T, RIS B W T 1000 ng/kg BEDIETEBH 2 HllcAHA SN, BIZBWT,
1000 mg/keg FHEDMETIRBICHES B L UEMRHS R 1 6, IRBEFETHICAEEMEZES 2 B
LUHImAS 1 B, FiE ERICERLS L FHCHS N, FFIEICBWT, 1000 ng/ke B DT
IR B D IF I BB G R LE D 6 FI2f, PRBEED 7 v/ s—Hlsic HiBaaR NS
D361, 1000 mg/ke FEDMETPIRAMEDOIFAISICEBRERLEL 6 FIEFlIcHSNE. K
H’& IBWT, 300 mg/kg B THIANEMAS 5 B, 1000 ng/keg BED it TREINEMAS 4 Bl & RIE

ICHEBERERED 6 HI2F, 1000 ng/ke HOM CHEBICEHIBEGEXBEN6HIASN,
u_216®$§Eﬂi?ﬂ°ﬁﬁli¥kttf\f§ﬁ7b=a7” BRI BT, 1000 mg/kg BEDMETERMAE L ICHF
IRAMEEDAFIIA SN, BBEICHB VT, 1000 ng/kg BEDMETARIBB IS EMFTHED 1 HlIS
Aoz,

BOEHESICL D, SRROFTER S NICEHMEOTTENE LS LI NTNS. Fi=,
BOBAIZ DNTIE, BRREKITHEE TOREEZITF TR shd LahhTHBH, H
5—EREETIIERIEEEEZIRVWEEIONS V. LrL, BOTEEDOHEELME
& LEgEiciE, ﬁk%’(l&@aﬁ BRI ELDE U, ELERIED S SR DI TENE LB T L
MFBEIN, ZOHR, KAZEOMMER L, FREBLUBREERZ BT 2t H
HrLINnTns 9, g_n"ofbu_c‘:#f‘o, AR 51T B IO 2L Sk DN RKiE L= b
DEEZONS. MEAERAECBNT, TIPS P TIIRNWDS, HETIEIFEICEET 58
ZA—=%(ALT, ¥-GTP, BEH, A/O)DEHEL HBLELTWHEEZOND. F/=, ETHED
SN B BT 2 IRANE L O IF R AT, ARREKORM S %2R LT\ 3 alfetEhidn
B, S i, RS IEo MM RSB BT, BRI X DRI NSO A
EVUF) U BLUUTBOMERTODTH D, LIMIRED S A2 MR D FTAEIC DU T
HHEBTIRLUDNH L LWMELTWD. S0, 1000 ng/kg NMEDUMETIMAENH 2 DD, 7l

_30_



Study No. 100520

(453

MREEEN, WRRMERAWIN L TWD Zeh s, MIKICBIF 2GS LB 58
MTEX I NICREAT 2 ELEEISNS.

HOZICDWTE, ORI HTITHLERENAS N, TOWF L L TIAGIRMIEE
BTHEZLDREDNHD V. LihioT, SH&HSNZBOE IR T 2O EHRN
RIEAICHE D EZOSND., Tz, HICBOWTEDSNEROEHL, TOERABFICD
WTETTH S .

urw;ﬁz,mM% 8% - CAKMPWO— BN FENEE L UTIITR, Wi 8, BES

BHRADOXENFFRETH /- BEERTRDH SN 1000 ng/kg HOMORBOHNER
%&Umﬂﬁmmﬁﬁ@,ﬁ@mﬁiﬁﬂ#ﬁ6n&#ot:t#6,ﬁﬂ&%ﬁt%i%h
% . MBAEEREICBWT 300 ng/ke L EOTEOMETRSD S /=) > OEiElX, fERM
FIZEL TRV DD, BRERBICEELTNWZ I N5, HEEE—k - GARINPOHRSIC
BAEALEELEEZONS.

BEaMoEMAEEICH LTI, And L& 5iC 1000 ng/kg HETHREHE, BHE LK, K3,
SR, R, 78, BEBLUARCHIEASER LIRS N Rro . £k, RIEOE, R
RB¥, ZEFMEDR, ZHE, HER, HMikE, WERE, SREER, SR, SKES
S CHERIARIC S, HE5ICRET2ELEAS APk,

LzDo T, HARFHTICBI 2MESE—& - DKM oEMESSEEZOREZE R,
MR TP & § 1000 mg/keg/day L EZ 5N 5.

REMICH LTS, BHEERK, JEERE, WE 0 BOHERE, WE 0 Hotkk, AifE,
ROEHE, HERCE, BECERTIELEAS R0, —RIREICE, BEICER
TAEEIASN R, B4 HOEERE, WE4HOMLEBLUME 4 HBOEFRI
i, BEICEETIEIEASNR /. ARBRIIBWT, REIERTIELEIASN
rrolz. KB, HES5CRERTZEEASNEro. BRICBNT, BEICERT S
iAo nizroiz.

UEDXSIT, TR —EK - t*ﬁ%@ At R MR &Y, HETIX 300 mg/kg & HIC
D MIRICHEN E MO SN RS S, MTid 300 ng/kg HEIZCL D)  OBEMRDH S
NI e SfiEE 100 ng/ke/day & EZ 5N 3. £/, EEBLESHEFNREZE R,
HeiE L & 1000 mg/ke &5 LT R, ZhaftREICEEMNRDONBRDP oI N5 1000
mg/kg/day & EZ 6N 5. RUWTIE, 1000 mg/ke &5 LT EFEN B L URER SISHEN
ROSNEPo/= &5 1000 ng/kg/day &EZEZ 5N 5.

=

_31_



Study No. 100520

XHR

1) WBO0DITH  WERE—E - CARMPREKOZ TSR (FSRES 1 093320) (Fk X
SHERNSA ANV Y —F ¥ — FEBWNEAH)

2) HIEEINTD  MEE % - LAKNYOZ v P ERWAROKRSIC L 2 RERSEHE - £
FEBUEAAROFMARGARES  100520P) (XS ARSI TV —F v & —
P BREFR)

3) AL, LE/MBkK, BRI . Laboratory Medicine. EHMEDH A AH =X L. 52 iR,
4. MHAGERE, MFAHANV D L. pp. 116-119. E5ERK. 1990.

4) WHEE, liF, SR ER. Mxiooo—1, 1. 83K, 55192, £6. pp. 634-636.
B3 &bz, 1988.

5) BAFER. MY, p.668. EFEER. 1964.

6) kEEFBIRITD  F34 T v M BIT B IBMEZHKOBREMERERICH /- > TOFiHAGKR(FE
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Attachment 1.

Stability of sulfuric acid,

Test article:

Vehicle:

Date of preparation:

Method:

Date of analysis:
Storage condition:
Testing facility:

Sulfuric acid,

iron(2+) salt(l:1), heptahydrate (Lot No
Distilled water for injection

April 26, 2001
Titration
April 26, 2001, April 27, 2001

Stored at room temperature and light-shielded conditions for 6 hours and 24 hours
Hashima Laboratory, Nihon Bioresearch Inc

010205)

Study No.

iron(2+) salt(l:1), heptahydrate in dosing preparations

Results
Concentration of Measured concentrations (mg/mL) Residual rate
sulfuric acid, Recovery to the value
iron(2+) salt(l:1), Storage period rate immediately
heptahydrate Ist 2nd 3rd Mean (%) after preparation
(mg/mL) (%?
Immediately after _
reparation 2. 085 2. 085 2.085 2. 085 104. 3
2 At 6 hours after
0.2 w/v%) preparation 2. 085 2. 085 2.224 2.131 106.6 100.0
At 24 hours after |, 9o, 2.224 2.224 2. 224 111.2 106. 7
preparation
Immediately after |, 4 20. 71 20. 71 20. 71 103. 6 —
preparation
20 At 6 hours after 20. 85 20.85 20.71 20. 80 104. 0 100. 4
(2 w/v%) reparation
At 24 hours after |, 5 20. 43 20. 30 20. 43 102. 2 98. 6
preparation
Immediately after | ,4q ¢ 205.0 204. 3 204. 3 102. 2 —
preparation
200 At 6 hours after 204.3 204. 3 204. 3 204. 3 102. 2 100. 0
(20 w/v%) preparation
At 24 hours after | o454 203.0 201. 6 202. 5 101. 3 99. 1
preparation

The concentration of 2 mg/mL preparation at 24 hours after preparation was without the acceptable range (100 * 10%), but

those of other preparations were within the acceptable range (100 * 10%) .

The stability of each preparation was in conformity with the regulation [Residual rate (%) to the value immediately after
preparation was 90% or higher]

Deviation from the protocol:

This analysis was conducted according to the protocol and there were no deviations fromthe protocol during the analysis

GLP:

This study was conducted in compliance with the OECD Guidelines for Safety Studies on Chemicals (OECD GLP Standards) and
the Law Concerning the Examination and Regulation of Manufacture etc. of Chemical Substances.
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Concentrations of sulfuric acid, iron(2+) salt(l:1), heptahydrate
in dosing preparations

Test article: Sulfuric acid, iron(2+) salt(l:1), heptahydrate (Lot No. 010628)
Vehicle: Distilled water for injection

Date of preparation: August 13, 2001

Method: Titration
Date of analysis: August 13, 2001
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results
Concentration Measured concentrations {(mg/mL)
of sulfuric Recovery
acid, iron(2+) rate
salt(1:1), 1st 2nd 3rd Mean (%)
heptahydrate
(mg/mL)
6 6.53 6. 39 6. 26 6. 39 106. 5
20 20. 16 20.16 20. 30 20. 21 101.1
60 61.72 60. 05 61.16 60. 98 101. 6
200 199. 5 200. 2 199.5 . 199.7 99.9

The concentration of each preparation was within the acceptable range (100 % 10%).

Deviation from the protocol:
This analysis was conducted according to the protocol and there were no deviations

from the protocol during the analysis.

GLP:
This study was conducted in compliance with the OECD Guidelines for Safety Studies
on Chemicals (OECD GLP Standards) and the Law Concerning the Examination and

Regulation of Manufacture etc. of Chemical Substances

-34 -



Attachment 3.

Concentrations of sulfuric acid,

Test article:

Vehicle:

Date of preparation:

Method:
Date of analysis:

Testing facility:

in dosing preparations

Study No. 100520

iron(2+) salt(l:1), heptahydrate

Sulfuric acid, iron(2+) salt(l:1), heptahydrate (Lot No. 010903)

Distilled water for  injection

September 30, 2001

Titration

September 30, 2001

Hashima Laboratory, Nihon Bioresearch Inc.

Results

Concentration Measured concentrations (mg/mL)

of sulfuric Recovery

acid, iron (2+) rate

salt(1:1), Ist 2nd 3rd Mean (%)

heptahydrate

. {mg/mL)

6 6.53 6.53 6. 39 6. 48 108.0
20 20. 16 20.16 20. 43 20. 25 101. 3
60 62. 83 62. 28 62. 83 62. 65 104. 4
200 202. 3 199.5 203.6 201.8 100. 9

The concentration of each preparation was within the acceptable range (100 * 10%).

Deviation from the protocol:
This analysis was conducted according to the protocol and there were no deviations

from the protocol during the analysis

GLP:

This study was conducted in compliance with the OECD Guidelines for Safety Studies

on Chemicals (QECD GLP Standards) and the Law Concerning the Examination and

Regulation of Manufacture etc. of Chemical Substances.
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Table 1-1 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group mg/kg{Number of males Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

;ulfuric acid, | 30 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12
;:;':8+)1) Normal 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
heptah)"dr;te 100 |Number of males 12 12 12 12 12 12 12 12 122 122 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12

Normal 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

300 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 12 12 12 12 12 12 12 12 11 12 9 12 11 12 11 12 9 12 9 12 8 12 5 12 6

Salivation 0 0 0 0 0 0 0 0 0 1 0 3 0 1 0 1 0 3 0 3 0 4 0 7 0 6

1000 |Number of males 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 12 12 12 12 10 12 8 12 4 12 6 12 6 12 5 12 3 12 3 12 2 12 2 12 2

Salivation 0 0 0 0 0 2 0 4 0 8 0 6 0 6 0 7 0 9 0 9 0 10 0 10 0 10

. Perianal soil 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
= Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
! Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration
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Table 1-2 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt{1:1), heptahydrate by oral administration

Group mg/kg[Number of males Days of administration
and general signs 14 15 16 17 18 19 20 21 22 23 24 25 26

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

sulfuric acid, 30 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
iron(2f) Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
E:;E;ﬁ}éi;te 100 |Number of males 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 1z 12 12 12 12 12 12 12 12

300 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 9 12 6 12 7 12 7 12 9 12 7 12 8 12 11 12 12 12 6 12 7 12 7 12 3

Salivation 0 3 0 6 0 5 0 5 0 3 0 5 0 4 0 1 0 0 0 6 0 5 0 5 0 9

1000 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 5 12 3 12 3 12 2 12 4 12 2 12 2 12 1 12 1 12 1 12 1 12 1 12 0

Salivation 0 7 0 9 0 9 0 10 0 8 0 10 0 10 0 11 0 11 0 11 0 11 0 11 0 12

Perianal soil 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
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Table 1-3 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group mg/kg|Number of males Days of administration
and general signs 27 28 29 30 31 32 33 34 35 36 37 38 39

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

sulfuric acid, { 30 {Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
iron(ZT) Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
;2;1;;&;1;te 100 |Number of males 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

300 |Number of males 12 12 12 12 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 3 12 7 12 5 12 4 12 4 12 6 12 5 12 1 12 5 12 6 12 5 12 2 12 4

Salivation 0 9 0 5 0 7 0 8 0 8 0 6 0 7 0 11 0 7 0 6 0 7 0 10 0 8

1000 |Number of males 12 11 11 1mr 11 11 11 111 1xr 11 1 1 11 1x 1 1 11 1r 1 11 1 1 1 i 11 it

Normal 11 0 11 1 11 0 11 0 11 0 11 1 11 0 10 0 10 0 10 1 10 2 10 0 11 0

Salivation 0 11 0 10 0 11 0 11 0 11 0 10 0 11 0 11 0 11 0 10 0 9 0 11 0 11

Perianal soil 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 0 0

Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 0 0

Death 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
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Table 1-4 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group mg/kg|Number of males Days of administration
and general signs 40 41 42 43 44 45 46 47 48 49 50
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of males 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
$Ulfuric acid, 30 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
““;'ggf)l) Normal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1512ptah\.rdr’ate 100 |Number of males 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12
’ Normal 1212 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12
300 |Number of males 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 6 12 8 12 6 12 2 12 2 12 6 12 5 12 5 12 4 12 4 12
Salivation 0 6 0 4 0 6 0 10 0 10 0 6 0 7 0 7 0 8 0 8 0
1000 |[Number of males 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Normal 11 2 11 1 11 0 11 1 11 1 11 2 11 2 11 0 11 0 11 0 11
Salivation 0 9 0 10 0 11 0 10 0 10 0 9 0 9 0 11 0 11 0 11 0
Perianal soil 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Death Q 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0

Pre: Before administration, Post: after administration.
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Table 2-1 General signs of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group mg/kgjNumber of females Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post ‘Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 [Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 2 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
sulfuric 30 {Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
acid, Normal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
;;‘1’22?)1) 100 [Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 1z 12 12 12 12 12 12 12 12 12 12
heptahydrat Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12
e 300 |[Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 12 10 12 10
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 2 0 2
1000 [Number of females 12 12 12 12 12 12 12 122 {2 12 12 12 122 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 9 12 7 12 7 12 6 12 8 12 6 12 6 12 6 12 3 12 3 12 7
Salivation 0 0 0 0 0 0 0 3 0 5 0 5 0 6 0 4 0 6 0 6 0 [ 0 9 0 9 0 5

Pre: Before administration, Post: after administration.
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Table 2-2 General signs of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group mg/kg [Number of females Days of administration
and general signs 15% 16 17 18 19
Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 Number of females 12 12 9 9 5 5 2 2 0 0
Normal 12 12 9 9 5 5 2 2 - -
sulfuric 30 Number of females 12 12 9 9 6 6 4 4 0 0
acid, Normal 12 12 9 9 6 6 4 4 - -
;;‘;’;8”1) 100 [Number of females 12 12 10 10 5 5 4 4 0 0
heptahydrat Normal 12 12 10 10 5 5 4 4 - -
e 300 Number of females 12 12 11 11 6 6 1 1 0 0
Normal 12 10 11 10 6 5 1 1 - -
Salivation 0 2 0 1 0 1 0 0 -
1000 Number of females 12 12 12 12 8 8 4 4 1 1
Normal 12 5 12 4 8 2 4 1 1 0
Salivation 0 7 0 8 0 6 0 3 0 1

Pre: Before administration, Post: after administration.
*: Commencement of pairing
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Table 3-1 General signs of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group mg/kg|Number of dams Days of pregnancy
and general signs 0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 [Number of dams 12 12 12 12 12 12 )2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
su!furic 30 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 112 12 12 12 12 12 12 12 12 12 12
?i;g'(%) Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
salt(l:1), 100 {Number of dams 1o 10 10 10 10 100 10 0 10 100 10 10 1 0 10 10 100 10 10 10 10 10 10 10 10 10 10 10
heptahydrate Normal 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10
300 [Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 7 12 9 12 10 12 8 12 10 12 11 12 1 12 11 12 7 12 8 12 9 12 9 12 8 12 7
Salivation 0 5 0 3 0 2 0 4 0 2 0 1 0 2 0 1 0 5 0 4 0 3 0 3 0 4 0 5
1000 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 2 12 2 12 3 12 2 12 3 12 6 12 3 12 4 12 1 12 1 12 1 12 3 12 i 12 1
Salivation 0 10 0 10 0 9 0 10 0 9 0 6 0 9 0 8 0 11 0 11 0 11 0 9 0 11 0 11
- Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
l.~> Pre: Before administration, Post: after administration.



_{17_

Study No. 100520

Table 3-2 General signs of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l1:1), heptahydrate by oral administration

Group mg/kg|Number of dams Days of pregnancy

and general signs 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 0 0 0 0 0
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 - - - - -
Sll%flll‘ic 30 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 0 0 0 0 0
acid, Normal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 - - - - -
it 8*)1) 100 |Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 3 3 0 0 0 0 0
heptahydrate Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 3 3 - - - -
300 [Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 1 1 0 0 0
Normal 12 4 12 5 12 8 12 7 12 11 12 9 12 8 12 7 4 3 1 0 - - -
Salivation 0 8 0 7 0 4 0 5 0 1 0 3 0 4 0 5 0 1 0 1 - - -
1000 |Number of dams 127 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 4 4 0 0 0 0 0
Normal 12 1 12 3 12 1 12 1 12 3 11 3 11 6 11 1 4 3 - - - - ~
Salivation 0 11 0 9 0 11 0 11 0 9 0 8 0 5 0 10 0 1 - - - - -
Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 - - - -

Pre: Before administration, Post: after administration.
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Table 4 General signs of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group mg/kglNumber of dams Days after delivery
and general signs 0 1 2 3 4 5 6
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 [Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12
sulfuric 30 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12
f.“‘:id- Normal 12 12 12 12 12 12 12 12 12 12 12 12 12
;;‘{28")1) 100 |Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10
heptahydrate Normal 10 10 10 10 10 10 10 10 10 10 10 10 10
300 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 9 12 11 12 12 12 11 12 12 12 6 12
Salivation 0 0 1 0 0 O 1 0 0 0 6 0
1000 {Number of dams 11 11 1 11 11 1’ 11 11 11 11 11 11 11
Normal 11 4 11 1 11 3 11 5 11 1 11 5 11
Salivation 0 7 0 10 0 8 0 6 0 10 0 6 0

Pre: Before administration, Post: after administration.
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Table 5 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, ivon(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate

mg/kg 0 30 100 300 1000

Number of males 12 12 12 12 12

Days of administration
1 363 * 12 363 = 12 364 + 11 364 11 364 = 11
4 377 £ 18 377 £ 14 377 + 13 378 & 14 364 = 15
8 395 = 21 393 & 17 390 & 15 391 = 18 378 = 22
11 405 = 26 403 * 21 396 17 397 = 21 382 £ 22 *
15 417 £ 29 413 = 25 406 = 20 408 %= 22 387 £ 24 =
18 427 * 30 423 = 25 415 = 26 417 = 24 392 % 26 *%
22 443 + 33 440 = 28 431 + 23 433 + 24 402 = 30 **
25 450 * 33 445 £ 29 437 + 26 440 * 25 402 * 32 *x
29 461 * 32 457 * 29 446 27 450 % 28 411 = 34 %% (11)
32 465 = 32 464 £ 30 451 + 26 455 =+ 29 415 £ 38 % (11)
36 476 * 33 476 = 32 466 = 28 468 + 30 422 + 43 ** (11)
39 484 = 33 482 = 34 474 £ 30 474 £ 32 424 = 454k (11)
43 495 + 33 494 * 37 483 * 33 484 = 33 435 £ 48 *x (11)
46 501 £ 33 502 = 38 492 + 34 492 = 31 439 + 52 #*x (11)
49 509 = 32 509 £ 38 501 + 34 503 * 34 447 = 50 ** (11)

Each value shows mean (g) * S.D.
Figures in parentheses indicate number of males.
Significantly different from control group (k: P<0.05, *k: P<0.01).
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Table 6 Body weights of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l1:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of females 12 12 12 12 12
Days of administration
1 239 + 9 240 * g 239 = 10 239 = 9 239 = 8
4 240 * 242 * 12 242 £ 7 241 = 7 240 + 7
8 248 + 11 248 14 249 10 249 7 248 = 11
11 257 = 12 254 + 13 254 £ 9 253 = 11 251 = 10
15 264 * 16 : 260 12 261 *+ 11 259 = 12 256 = 12
18 268 (2) 276 = 13 (4) 275 * 10 4) 273 (1 274 = 8 (4)

Each value shows mean (g) = S.D.
Figures in parentheses indicate number of females.
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Table 7 Body weights of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(1:1), heptahydrate
mng/kg 0 30 100 300 1000
Number of dams 12 12 10 12 12
Days of pregnancy

0 266 =+ 14 270 * 15 266 15 266 * 12 264 =+ 10

7 305 = 19 304 + 14 301 + 12 299 * 16 298 + 14

14 338 + 21 339 = 16 334 + 14 334 = 19 332 = 16

21 431 + 23 436 * 23 425 21 415 * 28 403 * 34 (11)

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

Figures in parentheses indicate number of dams.
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Table 8 Body weights of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron{(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams 12 12 10 12 11
Days after delivery

0 311 *+ 21 317 = 19 311 = 23 316 & 22 308 = 22

4 342 = 20 346 = 21 343 + 15 340 = 20 327 = 14

Each value shows mean (g) * S.D.
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Table 9 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate

mg/kg 0 30 100 300 1000

Number of males 12 12 12 12 12

Days of administration
3 25 & 5 24 *+ 2 25 + 3 24 + 2 20 £ 5 %
6 27 3 26 = 2 27 = 2 27T + 3 25 = 3
10 25 = 2 25 = 3 25 = 3 25 *+ 2 25 = 3
13 24 * 2 25 3 24 + 3 25 = 2 24 + 3
24 25 %= 2 25 2 25 = 3 25 * 3 23 £ 4
27 25 = 2 26 = 2 24 * 2 25 + 3 24 + 3 an
31 25 = 2 26 = 2 26 = 2 25 = 3 25 = 3 an
34 24 + 2 25 = 2 25 + 2 25 + 2 22 + 7 an
38 24 = 2 25 = 3 26 + 2 24 + 2 23 = 4 an
41 24 £ 2 25 = 3 25 £ 3 24 = 2 26 + 2 an
45 26 = 2 27 = 3 27 + 3 27 * 3 28 * 3 an
48 26 = 2 26 © 2 26 = 3 27 ® 2 26 *+ 5 an

Each value shows mean (g/day) * S.D.
Figures in parentheses indicate number of males.
Significantly different from control group (*: P<0.05).
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Table 10 Food consumption of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group Control sulfuric acid, iron(2+) salt(1:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of females 12 12 12 12 12
Days of administration
3 16 £ 1 16 *+ 2 15 + 2 16 = 2 13 * 3 *
6 17 = 2 18 + 2 17 = 2 17 = 1 18 = 2
10 18 = 3 18 £ 1 18 = 2 17 = 1 18 = 2
13 18 = 3 18 * 2 18 = 2 18 + 2 19 + 2

Each value shows mean {(g/day) * S.D.

Significantly different from control group (*: P<0.05).
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Table 11 Food consumption of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron{2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(1:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams 12 12 10 12 12
Days of pregnancy

2 21 = 2 22 = 2 20 + 2 21 = 2 23 = 3

9 24 + 2 25 =+ 2 23 + 2 23 + 2 24 £+ 3

16 24 £ 2 25 £ 2 23 * 2 23 = 2 23 £ 4

21 21 = 2 22 + 3 22 + 3 21 3 20 = 3 an

Each value shows mean (g/day) * S.D.

Figures in parentheses indicate number of dams.
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Table 12 Food consumption of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams 12 12 10 12 11
Days after delivery

4 35 = 4 35 = 4 35 £ 5 33 % 5 33 = 4

Each value shows mean (g/day) * S.D.
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Table 13-1 Urinary examination of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of males 6 6 6 6 6
Volume (mL): Mean = S.D. 13.4 * 3.7 13.2 = 3.4 14.6 = 2.6 17.6 * 6.7 28.7 += 8.0 #%
Specific gravity: Mean * S.D. 1.055 * 0.013 1.056 = 0.012 1.052 = 0.007 1.051 = 0.014 1.027 = 0.004 **
Color
Light yellow 6 6 4 5 6
Yellow 0 0 2 1 0
pH
7.0 0 0 0 1 0
7.5 0 0 0 0 1
8.0 0 0 1 0 1
8.5 2 1 0 0 3
9.0 4 5 5 5 1
Protein
Negative 0 0 0 0 1
10~20 mg/dL 0 1 1 2 4
30 mg/dL 3 0 4 2 1
100 mg/dL 3 5 1 2 0
Glucose
Negative 6 6 6 6 6
Ketone body
Negative 6 6 6 5 6
Slight 0 0 0 1 0
Bilirubin
Negative 6 6 6 6 6
Occult blood
Negative 5 4 5 6 4
Trace 1 2 1 0 2
Urobilinogen
Normal 6 6 6 6 6

Significantly different from control group (¥x: P<0.01).
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Table 13-2 Urinary examination of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of males 6 6 6 6 6
Urinary sediments
Epithelial cells
0~20 cells/100 fields 5 6 4 6 6
21~100 cells/100 fields 1 0 2 0 0
Erythrocytes ‘
0~20 cells/100 fields 6 6 6 6 6
Leukocytes
0~20 cells/100 fields 6 6 [ 6 6
Casts '
Not observed 6 6 6 6 6
Crystals
Not observed 1 3 1 2 2
Observed . 5 3 5 4 4
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Table 14-1 Urinary examination of dams in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg . 0 30 100 300 1000
Number of dams 6 6 6 6 6
Volume (mL): Mean * S.D. 19.2 + 5.6 20.3 £ 7.4 22.5 * 4.7 15.3 = 6.2 16.6 = 3.6
Specific gravity: Mean = S.D. 1.058 = 0.016 1.054 = 0.011 1.044 = 0.015 1.069 = 0.019 1.068 = 0.015
Color
Light yellow 6 4 6 3
Yellow ’ 0 2 0 3 1
Yellow brown 0 0 0 0 1
pH
6.5 0 1 0 0 0
8.5 1 0 0 2
9.0 5 6 6 4
Protein
Negative 1 1 2 1 2
10~20 mg/dL 1 0 2 1 1
30 mg/dL 2 5 2 1 1
100 mg/dL 2 0 0 3 2
Glucose
Negative 6 6 6 6 6
Ketone body
Negative 3 3 5 1 4
Slight 3 3 1 5 2
Bilirubin
Negative 6 6 6 6 6
Occult blood
Negative 6 5 6 6 5
Trace 0 1 0 0 0
Marked 0 0 0 0 1
Urobilinogen
Normal 5 5 6 6 6
1 mg/dL 1 1 0 0 0




Table 14-2 Urinary examination of dams in combined repeat dose and reproductive/developmental toxicity screening test

of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration
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Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams [§) 5] 6 6 0
Urinary sediments
Epithelial cells
0~20 cells/100 fields 5 6 5 5 6
21~100 cells/100 fields 1 0 1 1 0
Erythrocytes
0~20 cells/100 fields 6 6 6 6 5
2501 cells/100fields 0 0 0 0 1
Leukocytes
0~20 cells/100 fields 6 6 6 6 5
21~100 cells/100fields 0 0 0 0 1
Casts
Not observed 6 6 6 6 6
Crystals
Not observed 3 3 4 3 5
Observed 3 3 2 3 1
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Table 15 Hematological examination of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l1:1), heptahydrate by oral administration
Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of males 6 6 6 6 6
RBC 10"/ 1 L) 839 £ 25 826 = 29 807 = 47 798 = 38 689 = 113 *%
HGB (g/dL) 15,3+ 0.6 15,7+ 0.5 15.2 = 0.8 154 + 0.5 14.0x 1.7
HCT (%) 45.2 + 1.5 46.3 £ 1.2 4.6 £+ 2.5 44.9 + 1.0 40.8 = 4.0
MCV (fL) 53.9 = 1.4 56.1 *= 1.7 55.3 %= 0.5 56.3 = 1.8 60.0 = 5.5 **
MCH (pg) 18.3 £ 0.3 19.1 0.5 18.8+ 0.3 19.3 & 0.5%* 20.5 £ 1.4 *x
MCHC (g/dL) 33.9+ 0.6 3.0 £ 0.4 4.0 0.7 3.2+ 0.5 34.3+ 1.1
PLT 10/ u L) 100.3 = 4.8 102.2 £ 12.6 100.7 £ 8.9 101.1 = 12.0 119.3 + 23.7
RET (%0) 26 = 4 28 + 5 27 = 3 29 + 4 65 = 68 *
PT (sec.) 16.8 = 2.2 17.3 = 1.6 15.0 £ 1.0 16.8 = 2.8 14.5 % 0.8
APTT (sec.) 31.6 £ 1.9 32.5 & 2.0 30.7+ 2.0 3.2 3.8 25.6 & 2.3 %k
FIB (mg/dL) 240 =+ 14 232 = 12 230 + 6 239 = 25 240 *+ 36
WBC (10%/uL) 62 = 22 60 = 23 55 = 11 55+ 10 90 + 55
Differential leukocyte (%)
Lymphocyte 89.3 + 3.9 89.5 + 4.7 91.5 £ 2.3 89.3 = 1.4 78.3+ 12.7
Neutrophil 10,0 £ 3.6 9.7+ 5.1 7.0 3.2 9.7 2.0 19.8+ 11.2
Eosinophil 0.2 0.4 0.2 0.4 0.7 = 0.8 0.8 0.4 1.2 = 1.2
Basophil 0.0 £ 0.0 0.0 = 0.0 0.0 £ 0.0 0.0 £ 0.0 0.0 % 0.0
Monocyte 0.5+ 0.5 0.7 0.5 0.8 = 0.4 0.2+ 0.4 0.7=% 0.8
Each value shows mean * S.D.
Significantly different from control group (k: P<0.05, ##*: P<0.01).



Study No. 100520

Table 16 Hematological examination of dams in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l1:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams 6 6 6 6 6
RBC (10"/u L) 718 = 37 692 *+ 40 718 £ 29 707 = 27 710 £ 32
HGB (g/dL) 14.1 = 0.5 14.4 = 0.4 14.4 = 0.4 14.3 £ 0.6 14.9 £ 0.6 *
HCT (%) 41.7 1.6 42.2 *+ 1.2 41.9 = 1.2 41.3 £ 1.7 42.9 *= 2.1
MCV (fL) 58.1 % 1.7 61.0 = 2.0 ** 58.4 *+ 1.3 58.4 1.1 60.4 = 0.5 *
MCH (pg) 9.7+ 0.7 20.9 = 0.8 %% 20,0 = 0.5 20,2+ 0.4 21.0 = 0.3 *x%
MCHC (g/dL) 33.9 + 1.0 34.2* 0.5 4.3 0.4 34.6 = 0.4 34.7 = 0.5
PLT (10'/“L) 103.2 = 9.8 91.4 = 15.0 104.4 £ 6.2 100.0 £ 6.7 100.7 * 5.7
RET (%) 63 = 17 65 *+ 20 61 = 12 58 = 10 66 = 7
PT (sec.) 15.6 = 0.5 15,9+ 0.8 15,7 0.3 15,9+ 0.7 15,3+ 0.5
APTT (sec.) 2.3+ 1.7 241+ 1.4 23.2+ 0.7 23.6 + 1.9 22.6 + 1.9
FIB (mg/dL) 261 = 37 264 * 25 297 + 41 277 = 53 267 = 49
WBC (10%/ p L) 65 * 28 59 = 11 60 + 16 65 £ 20 65 * 19
Differential leukocyte (%)
Lymphocyte 82.3+ 16.9 86.7 £ 4.1 86.8 +* 4.6 83.3 £ 8.4 87.5 + 5.2
Neutrophil 16.2 £ 16.7 12.2 £ 4.2 1.5 3.9 15.2 &£ 8.2 10.7 £ 4.8
Eosinophil 0.5 % 0.8 0.5+ 0.5 0.8t 0.4 0.7 0.5 1.0+ 0.9
Basophil 0.0 0.0 0.0t 0.0 0.0 0.0 0.0 0.0 0.0 £ 0.0
Monocyte 1.ox 0.9 0.7+ 0.8 0.8+ 0.8 0.8 0.4 0.8 0.8

Each value shows mean * S.D.
Significantly different from control group (*: P<0.05, *x: P<0.01).
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Table 17 Blood chemical examination of male rats in combined repeat dose and reproductive/developmental toxicity screening test

of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration
Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of males 6 6 6 [ 6
AST (1u/L) 90.5 = 9.6 96.0 + 14.7 103.9 =+ 13.1 96.4 = 18.6 116.8 = 30.8
ALT (Tu/L) 30.4 = 4.7 4.2+ 1.9 33.9+ 7.8 29.8 = 4.3 57.0 = 27.0 +*
ALP (1U/L) 339.8 =+ 60.3 333.4 + 55.6 370.5 = 56.9 338.3 = 62.0 245.5 £ 86.7
vy -GTP (1u/L) 0.42 = 0.14 0.49t 0.14 0.40 £ 0.16 0.36 £ 0.07 0.71 = 0.29 *
TP (g/dL) 56 0.3 55+ 0.2 55+ 0.2 56 = 0.2 4.5+ 0.3 #x
Alb (g/dL) 2.78 = 0.08 2.75 £ 0.16 2.81 £ 0.15 2.78 £ 0.12 2.35 & Q.17 **
A/G 0.99 = 0.06 0.939 £ 0.05 1.03 = Q.07 1.00 £ 0.05 1.10 = 0.08 *
T-Bil (mg/dL) 0.14 = 0.01 0.18 £ 0.02 0.18 £ 0.04 0.16 £ 0.02 0.16 = 0.02
UN (mg/dL) 17.5 = 2.3 18.2 & 2.1 18.5 £ 1.4 18.5 = 3.8 17.3+ 3.9
CRE (mg/dL) 0.31 = 0.03 0.28 = 0.03 0.28 = 0.02 0.29 = 0.04 0.27 + 0.03
Glu (mg/dL) 115.0 6.3 114.0 = 12.5 106.1 = 10.1 111.4 = 57 106.8 = 9.8
T-Cho (mg/dL) 55.6 = 13.2 49.2 £+ 9.0 67.2 + 14.2 66.3 = 19.8 65.4 + 7.2
TG (mg/dL) 48.3 = 10.6 30.1 = 11.9 37.2+ 5.7 66.8 * 16.1 66.4 = 21.0
Na (mEq/L) 147.3 =+ 3.0 147.0 £ 2.4 146.5 + 1.7 147.8 = 1.3 146.8 = 1.7
K (mEq/L) 4.49 = 0.19 4.47 = 0.18 4,58 + 0.26 4.57 £ 0.19 4.52 = 0.28
Cl (mEq/L) 108.4 = 2.7 107.5 £ 2.6 107.7 = 0.8 107.5 = 1.8 108.1 = 2.0
Ca (mg/dL) 9.4 % 0.4 9.0+ 0.3 9.2 &+ 0.3 9.3 = 0.4 8.9 = 0.2 %
Ip (mg/dL) 6.5+ 0.8 6.9 £ 0.6 7.2+ 0.8 7.3+ 1.1 6.4+ 0.6
Fe (u g/dL) 115.7 = 31.6 125.5 £ 3.1 136.2 = 10.0 128.8 £ 19.6 139.2 = 89.0

Each value shows mean * S.D.

Significantly different from control group (*: P<0.05, s**x: P<0.01).
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Table 18 Blood chemical examination of dams in combined repeat dose and reproductive/developmental toxicity screening test

of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams 6 6 6 6 6
AST (1u/L) 87.6 = 9.0 98.7 £ 17.7 103.9 £ 21.2 89.9 =+ 16.7 92.9 & 6.3
ALT (Tu/L) 29.5 £ 9.4 30.8 = 3.4 29.7 & 8.4 28.0+ 3.2 34.3 = 12.6
ALP (1u/L) 260.5 = 73.9 181.1 * 18.2 171.1 & 35,8 ** 168.0 = 37.8 #* 195.8 £ 33.5
v -GTP (1u/L) 0.57 £ 0.17 0.70 £ 0.16 0.60 = 0.12 0.70 = 0.18 1.31 = 0.85 %
TP (g/dL) 6.5 0.3 6.4 0.3 6.5 0.2 6.0 = 0.3 6.1 = 0.3
Alb (g/dL) 3.33 £ 0.21 3.2+ 0.23 3.20% 0.22 3.03x 0.16 3.14 = 0.28
A/G 1,06 = 0.04 1.05 = 0.10 0.98 = 0.08 1.01 = 0.03 1.05 = 0.12
T-Bil (mg/dL) 0.13 = 0.01 0.12 = 0.02 0.14 = 0.01 0.12 + 0.03 0.13 = 0.03
UN (mg/dL) 25.8 = 4.1 27.3 2.7 26,3 2.4 27.4 = 2.7 25.7 £ 3.7
CRE (mg/dL) 0.35 = 0.07 0.3 £ 0.03 0.36 = 0.03 0.33 & 0.03 0.32.+ 0.04
Glu (mg/dL) 117.9 = 10.8 111.0 £ 8.0 115.8 £ 6.3 122.1 = 11.7 117.6 £ 10.8
T-Cho (mg/dL) 79.1 %+ 6.7 72.0 = 10.0 76.3 = 19.1 70.8 = 8.1 89.8 = 11.3
TG (mg/dL) 34.5+ 14.8 51.8 * 21.7 42.5 = 27.0 36.6 = 13.3 48.3 = 6.9
Na (mEq/L) 143.7 = 1.2 143.2 = 2.8 143.9 1.8 143.0 = 1.1 144.6 * 2.0
K (mEq/L) 4.44 £ 0.31 4,29 = 0.15 4.51 = 0.31 4.51 = 0.17 4.35 = 0.19
Cl (mEq/L) 104.8 = 1.5 104.5 £ 2.0 104.5 £ 0.9 103.4 = 1.3 104.3 £ 1.3
Ca (mg/dL) 10.7 = 0.5 10.6 £ 0.5 10.8 = 0.5 10.5 = 0.4 10.1 & 0.2
IP (mg/dL) 8.9+ 0.9 9.0 0.7 9.1 0.8 10.1 £ 0.4% 10.3 & 0.4 %%
Fe (ug/dL) 161.8 = 51.2 163.2 = 22.2 142.2 &= 46.3 162.8 = 61.0 162.5 = 19.8

Each value shows mean * S.D.

Significantly different from control group (*: P<0.05, #*: P<0.01).
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Table 19-1 Necropsy findings of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(1:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of males 12 12 12 12 11
Findings
Normal 12 12 11 12 7
Stomach
Dark red spot, glandular mucosa 0 0 0 0 1
Ulcer, glandular mucosa 0 0 0 0 2
Spleen
Adhesion 0 0 1 0 0
Testis
Atrophy, right 0 0 0 0 1
Epididymis
Atrophy, right Q Q Q 0 1
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Table 19-2 Necropsy findings of dead male rats in combined repeat dose and reproductive/developmental toxicity screening test

of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron{(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dead males 0 0 0 0 1
Findings
Adrenal
Large in size - - - - 1

100520
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Table 20-1 Necropsy findings of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate

mg/kg 0 30 100 300 1000

Number of females 12 12 12 12 11

Findings

Normal 12 12 12 12 11

100520
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Table 20-2 Necropsy findings of dead female rats in combined repeat dose and reproductive/developmental toxicity screening test

of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dead females 0 0 0 0 1
Findings
Pituitary
Tumor - - - - 1
Thymus
Atrophy - - - - 1
Lung
Dark red in color - - - - 1
Adrenal
Large in size - - - - 1

100520



Study No.

Table 21 Organ weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group Control sulfuric acid, iron(2+) salt(1:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of males 12 12 12 12 11
Body weight (g) 485 32 483 = 38 474 + 31 478 =+ 32 426 + 47 #x
Brain (g) 2.12+ 0.11 2.07 £ 0.06 2.06 £ 0.05 2.09 = 0.11 2.09 = 0.05
(g%) 0.44 £ 0.03 0.43 = 0.03 0.44 = 0.02 0.44 + 0.03 0.50 = 0.05 %
Pituitary (mg) 14.9 £ 1.7 16.4 = 2.1 15.2 &£ 1.7 14.0 & 1.6 13.0 x 1.6«
(mg%) 3.1+ 0.4 3.4 0.4 3.2+ 0.3 3.0+ 0.3 3.1 0.4
Thyroids (mg) 21.6 = 3.7 21.4 £ 3.0 21.9 = 3.5 19.5 + 3.0 18.6 £ 3.8
(mg%) 4.5+ 0.9 4.5%* 0.6 4.6 + 0.8 4.1 % 0.6 4.4+ 0.6
Thymus (mg) 262.6 * 51.9 313.6 £ 86.2 296.4 + 68.8 298.4 * 43.9 220.3 + 82.8
(mg%) 54.4 = 11.3 65.1 =+ 17.2 62.4 = 13.3 62.9 * 10.8 51.0 = 17.1
Heart (g) 1.40 £ 0.12 .41 £ 0.12 1.46 = 0.08 1.41 = 0.12 1.27 = 0.14 %
(g%) 0.29 £ 0.02 0.29 = 0.03 0.31 = 0.02 0.30 & 0.03 0.30 * 0.02
Liver (g) 12.28 £ 1.09 11.93 £ 1.49 12.16 £ 1.64 12.66 =+ 1.25 12.51 = 1.29
(g% 2.53 = 0.12 2.47 £ 0.19 2.56 £ 0.21 2.65 * 0.16 2.96 = 0.33 *x
Spleen (g) 0.81 £ 0.12 0.80 = 0.11 0.86 = 0.25 0.81 = 0.09 0.74 £ 0.15
(g%) 0.17 = 0.02 0.16 = 0.02 0.18 £ 0.05 0.17 = 0.02 0.17 = 0.04
Kidneys (g) 3.11 = 0.23 3.11 = 0.63 3.17 £ 0.19 3.05 % 0.24 2.96 + 0.34
(g%) 0.64 £ 0.07 0.64 = 0.11 0.67 £ 0.04 0.64 = 0.05 0.70 £ 0.03
Adrenals (mg) 53.3+ 1.0 57.3 £ 9.0 53.4x 7.0 55.4 &£ 6.5 66.6 = 9.3 **
(mg%) 11.0 == 1.5 11.9 = 2.0 11.3 = 1.6 11.6 £ 1.6 15.9 £ 3.3 *x
Testes (g) 3.16 £ 0.17 3.30 £ 0.35 3.30 £ 0.18 3.45 * 0.26 3.26 = 0.41
(g%) 0.65 = 0.05 0.69 = 0.07 0.70 £ 0.05 0.72 = 0.06 0.77 £ 0.12 *%
Epididymides (g) 1.28 = 0.07 1.29 = 0.14 1.25 = 0.10 1.30 = 0.08 1.21 £ 0.14
(g%) 0.26 £ 0.02 0.27 = 0.04 0.27 £ 0.03 0.27 = 0.03 0.29 £ 0.04

Each value shows mean

+ S.D.

Significantly different from control

group (k: P<D.05, #*: P<0.01).

100520
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Table 22 Organ weights of dams in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams 12 12 10 12 11
Body weight (g) 302 = 21 306 = 14 302 = 17 301 = 17 293 = 14
Brain (g) 1.95 = 0.06 1.97 £ 0.05 1.95 £ 0.10 1.97 £ 0.10 1.94 £ 0.11
(g%) 0.65 = 0.04 0.64 = 0.04 0.65 *+ 0.03 0.66 + 0.04 0.66 £ 0.05
Pituitary (mg) 19.0 £ 2.7 18.5+ 2.8 18.2 + 2.2 19.3 + 2.6 17.8 = 2.7
(mg%) 6.3 0.9 6.0 0.9 6.1+t 0.9 6.4+ 0.8 6.1 £ 1.1
Thyroids (mg) 15,9+ 2.1 18.5+ 2.8 17.7 £ 4.8 17.4 & 2.2 17.6 £ 3.6
(mg%) 53*x 0.7 6.0+ 0.8 5.9+ 1.4 58+ 0.9 6.0 £ 1.2
Thymus (mg) 250.5 = 63.0 290.1 = 86.2 252.9 = 64.2 246.6 £ 79.9 226.6 = 54.0
(mg%) 83.4 £ 21.6 95.0 + 28.7 83.4 £ 18.7 81.9 x 27.2 77.0 = 16.4
Heart (g) 1.03 = 0.07 1.06 = 0.06 1.01 = 0.08 1.04 = 0.08 1.02 = 0.06
(g%) 0.34 £ 0.03 0.35 £ 0.02 0.34 = 0.02 0.34 £ 0.03 0.35 = 0.02
Liver (g) 10.62 = 1.14 10.76 = 0.65 10.76 = 1.23 10.63 £ 0.83 11.89 = 1.20 *
(g%) 3.52 = 0.21 3.52 = 0.19 3.56 £ 0.29 3.5 = 0.23 4.06 = 0.37 **
Spleen (g) 0.72 = 0.11 0.74 = 0.10 0.71 = 0.11 0.77 = 0.10 0.71 = 0.07
(g%) 0.24 £ 0.03 0.24 =+ 0.03 0.23 £ 0.03 0.26 = 0.04 0.24 £ 0.02
Kidneys (&) 2.19 = 0.22 2.20 £ 0.18 2.13 £ 0.17 2.17 £ 0.16 2.18 £ 0.15
(g%) 0.73 = 0.06 0.72 = 0.05 0.71 £ 0.05 0.72 =+ 0.04 0.75 £ 0.07
Adrenals (mg) 77.7 = 9.9 76.6 £ 10.0 72.5+ 9.6 74.3 £ 9.1 78.5 £ 10.9
(mg%) 25.7+ 2.6 25.0 £ 2.7 24.0 = 2.1 24.8 % 3.5 26.9 = 4.1
Ovaries (mg) 104.3 £ 12.1 99.1 + 11.6 95.4 £ 10.5 98.7 = 18.4 104.5 = 13.2
(mg%) 34.6 =+ 3.7 32.4 = 3.8 3.6 + 3.1 328+ 6.0 35.8 £ 5.4
Uterus (g) 0.57 = 0.05 0.61 = 0.08 0.55 = 0.08 0.59 + 0.09 0.64 = 0.11
(g%) 0.19 = 0.02 0.20 = 0.03 0.18 £ 0.02 0.20 = 0.03 0.22 = 0.04 *

Each value shows mean %= S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 23-1 flistopathological [indings of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron{2+) salt(1:1), heptahydrate by oral administration
Group Control sulfluric ‘acid, iron(2+) salt(1:1), heptahydrate
me/Keg 0 30 100 300 1000
Grade N AY 4+ 2+ 34N o AM 2+ 3+ N" AY = 4+ 2+ G+ [N OAM 4 2 BN AN E 4 28 3
Findings
Eyebali (6] ¢ {6]
Dysplasia, retina 6 0 3 i 0 i 0 0
Thymus [6] (6] [6] {6] (6]
Atrophy 6 0 6 0 6 0 6 0 1 2 2 o 0 o
Heart (6] {6]
Cetlular infiltration, histiocyte, focal 4 2 2 0 0 0 3 1 1 0 0 0
Lung [6] {6]
Accumulation, loam cell, focal 6 0 1 2 | 1 0 0
Stomach (6] (6] (6] [6] (6]
Licer, glandular stomach 6 0 6 0 6 0 6 0 3 1 0 0 1 0
Erosion, glandular stomach 6 0 6 0 [ 0 6 0 3 t i ¢} 0 0
Celtular infiltration, inflammatory cell, glandular submucosa 6 0 6 0 6 0 6 0 1 2 4] 1 1 0
Hemorrhage, glandular submucosa 6 0 6 0 6 0 6 0 5 1 0 1 0 0
Vacuolization, cpithelium, forestomach 6 0 6 0 6 0 6 0 5 1 i 0o 0 0
Liver {6] (6] {6] (6] (6]
Necrosis, hepatocyte, focal 5 1 1 0 0 0416 0 6 0 6 0 3] 0
Microgranuioma 4 2 2 0 0 O0]5 1 1 0 013 3 2 1 0 0| 6 0 3 3 3 o O 0
Proliferation, bile duct 3 3 3 0 0 0Of 4 2 2 0 0> 1 I 0 01} 2 il 4 0 0 0 | 5 5 0 0 o©
Cellular infiltration, lymphoid cell 2 4 3 1 0 01 5 4 0 04 2 2 0 0 0]2 B 3 1 0 0] 5 ] 1 0o 0 0
Deposit of yeltlow-brown pigment, hepatocyte, periportal 6 0 6 0 6 0 6 0 0 6 3 3 0 0 *=*
Deposit of yellow-hrown pigment, Kup(fer cell, periportal 6 0 6 0 6 0 6 0 3 3 2 1 0 0
Deposit of yellow~brown pigment, Kuplfer cell, centrilobular 6 0 6 0 5 1 i 0 0 0 6 ¢ 6 0
Pancreas [6] (6]
Atrophy, lobular 5 I 1 0 0 0O 6 0
Spleen (6] [6] [6] (6] [6]
Hematopoiesis, extramedul lary q 2 2 0 0 0 5 1 1 0 0 4 2 2 0 0 0 1 b) 3 2 [4] 0 2 4 2 1 1 0
Deposit, yellow-brown pigment, red pulp 0 6 3 3 0 o0]0 6 6 0 040 6 5 | 0 0] 0 6 2 1 0 of|o0 6 (] i 5 0 =
Fibrosis, adhesive inflammation, capsule 6 0 6 0 5 1 0 1 0 0| 6 0 6 0
Grade of histopathological findings, *: slight, +: mild, 2+: moderate, 3+: marked.

a) No abnormality detected.
b) Abnormality detected.

¢) Number of males examined.
Examined only for the thymus, liver,

stomach, spleen,

kidney and bone marrow in the 30,
Signiflicantly different Crom control group (*: P<0.03, **: P)X0.01).

100, and 300 mg/kg groups.
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Table 23-2 Histopathological findings of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Grade NY AY + 4+ 2+ 3+ NP Y« 2+ 3+IN" AY 4+ 2+ 3+ N AM 2+ o2+ 3eN AM x4 26 3+
Findings
Kidney (61 (6] {6] (6] (6]
Basophilic change, tubular epithelium 6 0 4 2 2 0 01 5 1 1 0 0 0166 0 2 q 4 0 0 0 =*
Urinary bladder (6] (6]
llemorrhage, subepithelijal 5 1 1 0 06 0 5 1 Q 1 0 0
Testis (6] {711
Atrophy, seminiferous tubule 6 0 6 i [V (] | o]
flyperplasia, Leydig s cell 0 6 \ v 0 0 o
Degeneration, seminiflerous tubule 5 1 {f 0 0 O 6 1 1 0o 0 0
Exfoliated round spermatids, seminifcrous tubule 5 1 o 1 0 0 6 1 0 1 0 0
Epididymis [6] 7
Emptiness, duct 6 0 6 1 0o 0o 0 1
Prostate (6] (61
Cellular infiltration, lymphoid cell 3 3 3 0 0 O 3 3 0 3 0o 0
Bone marrow {6l (6] (6] (6] {6]
llematopoiesis, increased, {emur 6 0 6 0 6 0 6 0 5 1 0 t 0 0

Grade of histopathological lindings, *: slight, +:

a) No abnormality detected.
b) Abnormality detected.
¢) Number of males examined.

mild, 2+: moderate, 3+: marked.

No remarkable changes were seen in trachea, sublingnal gland, submandibular gland, esophagus, duodenum, jejunum, ileum,

cecum, colon, rvectum, submandibular lymph node, mesenteric lymph node, seminal vesicle, pituitary, adrenal, thyroid,

parathyroid (missing: M05306), cercbrum, cerebellum, medulla oblongata, spinal cord, sciatic nerve, lHarderian gland or bone

(femur or sternum).

Examined only for the thymus, stomach, liver, spleen, kidney and bone marrow in the 30, 100, and 300 mg/kg groups.
Significantly different {rom control group (*: P<O0.03).
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Table 23-3 llistopathological findings of dcad male rats in combincd repeat dose and reproductive/devclopmental toxicity screening test
of sulfuric acid, iron(2+) salu(l:1), heptahydrate by oral administration

Group sulfuric acid, iron(2+) salt{l:1), heptahydrate
me/ kg 1000
Grade N AM £ 4+ 2 3+
Findings
Whole organs and tissues (1 e
Postmorial change 0 1 ¢ 0 1 0
Heart (1]
Mincralization 0 i 0 i 0o 0
Lung [1]
Congestion 0 1 0 1 0 0
Liver [
Deposit of yellow-brown pigment, hepatocyte, periportal 0 1 i 0 0 0

Grade ol histopathological findings, =*: slight, +: mild, 2+: moderate, 3+: marked.
a) No abnormality detected.
b) Abnormality detected.

c) Number of males examined.
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Table 24-1 Histopathological findings of dams in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group Control sulfuric acid, iron(2+) salt(l1:1), heptahydrate
mg/kg 0 30 100 300 1000
Grade N* A = + 2+ 3+[N* a® & 4+ 2¢ 3[ND AP = + 2+ |N? AV £ + 2+ 3+|NY aY + 4+ 2+ 3+
Findings .
Heart (6] © (6]
Cellular infiltration, histiocyte, focal 4 2 2 0 0 0 6 0
Lung (6] {6}
Accumulation, foam cell, focal 5 1 1 0 0 0 5 1 0 0 0
Liver (6] {6] [63 (6] i61
Microgranuloma 6 0 5 1 1 0 0 0} 6 0 5 1 1 0 0 0} 5 1 1 0 0 0
Cellular infiltration, lymphoid cell 3 3 3 0 0 01} 4 2 2 0 0 0|6 0 5 1 1 0 0 o074 2 2 0 0 0
Proliferation, bile duct 3 3 3 0 0 0§44 2 2 0 0 013 3 3 0 0 0143 3 3 0 0 014 2 2 0 0 o
Vacuolization, hepatocyte, periportal 5 1 1 0 0 0}6 0 6 0 6 0 6 0
Deposit of yellow-brown pigment, hepatocyte, periportal | 6 0 6 0 6 0 6 0 0 6 6 0 0 0 **x
Spleen 163 63 {6) {6) {6)
Hematopoiesis, extramedullary 0 6 2 3 1 010 6 0 5 1 00 6 3 3 0 0}]0 6 2 4 0 0f0O 6 2 3 1 0
Deposit, yellow-brown pigment, red pulp 0 6 0 6 0 0|1 5 5 0 0 O0}0 6 4 2 0 010 6 3 3 0 0|0 6 0 0 0
Kidney {6] (6] {61 (6] (6]
Basophilic change, tubular epithelium 6 0 5 1 1 0 0 01]6 0 5 1 1 0 0 05 1 0 1 0 o0
Cellular infiltration, lymphoid cell 5 1 1 0 0 06 0 5 1 1 0 0 0} 5 1 1 0 0 0,6 0
Urinary bladder (6] (6]
Ulcer 6 0 5 1 1 0 0 O
Pituitary [6] (6]
Cyst, anterior lobe 5 1 1 0 0 0 6 0

Grade of histopathological findings, =*: slight, +:
a) No abnormality detected.

b) Abnormality detected.

¢) Number of dams examined

mild, 2+: moderate, 3+: marked

No remarkable changes were seen in the trachea, pancreas, sublingual gland, submandibular gland, esophagus, stomach,
duodenum, jejunum, ileum, cecum, colon, rectum, thymus, submandibular lymph node, mesenteric lymph node, ovary
uterus, vagina, adrenal, thyroid, parathyroid (missing: No.F05555), cerebrum, cerebellum, medulla oblongata, spinal
cord, sciatic nerve, eyeball, Harderian gland, bone with bone marrow (femur or sternum) or mammary gland

Examined only for the liver, spleen, kidney and bone marrow in the 30, 100, and 300 mg/kg groups.

Significantly different from control group (¥%: P<0.01).
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Table 24-2 Histopathological findings of dead dams in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group sulfuric acid, iron(2+) salt(1:1), heptahydrate
mg/kg 1000
Grade N AM 4+ o+ 3+
Findings
¥hole organs and tissues (e
Postmortal change 0 1 0 0 0 1
Lung [1]
Congestion 0 1 0 1 0 0
Edema 0 1 0 1 0
Liver )
Mineralization 0 1 1 0 0 0

Grade of histopathological findings, =*: slight, +: mild, 2+: moderate, 3+: marked.
a) No abnormality detected.

b) Abnormality detected.

c) Number of dams examined.



Table 25 Reproductive performance of male rats and female rats in combined repeat dose and reproductive/developmental toxicity screening test

of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration

Study No.

Group Control sulfuric acid, iron(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of females 12 12 12 12 12
Number of estrous cases before mating (14 days)
Mean=*S.D. 3.3 £ 0.9 3.4 = 0.5 3.4 £ 0.7 3.8+ 0.5 3.4 + 0.8
Number of pairs 12 12 12 12 12
Number of pairs with successful copulation 12 12 12 12 12
Copulation index (%) a) 100.0 100.0 100.0 100.0 100.0
Number of conceiving days
Mean=xS.D. 2.3 x 1.1 2.6 + 1.2 2.6 + 1.2 2.5 £ 0.8 3.1 % 1.0
Conceiving days 1-5 12 12 12 12 12
Conceiving days =6 0 0 0 0 0
Number of pregnant females 12 12 10 12 12
Fertility index (%) Y 100.0 100. 0 83.3 100.0 100. 0
Number of dead pregnant females 0 0 0 0 1
' Number of pregnant females at delivery 12 12 10 12 11
I'd Number of pregnant females with live pups 12 12 10 12 11

a): (Number of pairs with successful copulation / number of pairs) X100.

b): (Number of pregnant females / number of pairs with successful copulation) X 100.

100520
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Table 26 Observation of pups (F,) in combined repeat dose and reproductive/development toxicity screening test of sulfuric acid, iron(2+) salt{l:1), heptahydrate
by oral administration
Group Control sulfuric acid, iron(2+) salt(1:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams 12 12 10 12 11
Length of gestation (days) 22.2 = 0.4 22.3 £ 0.5 22.3 £ 0.5 22.4 £ 0.7 22.4 £ 0.5
Pregnancy days £ 21 0 0 0 0 0
Pregnancy days = 22 10 9 7 8 7
Pregnancy days = 23 2 3 3 4 4
Corpora lutea 18.0 = 0.9 16.6 £ 1.5 16.8 £ 1.0 16.7 £ 2.9 16.6 = 2.0
Implantation scars 16.2 = 1.5 15,3+ 1.3 14.5 % 1.0% 14.4 £ 2.5 14.4  1.8=%
Implantation index (%) a) 83.7 £ 7.5 92.2 + 6.8 86.3 = 5.5 86.7 £ 6.1 86.4 = 6.6
Gestation index (%) ™ 100.0 100. 0 100.0 100.0 100. 0
Pups born 14.9 £ 2.0 14.3 £ 2.0 13.5 £ 2.1 12.6 = 3.1 13.1 £ 2.5
Stillbirths 0.4+ 0.9 0.5+ 0.7 0.3 0.5 0.1 0.3 0.2 £ 0.4
Live pups born 14.5 £ 2.2 13.8 £ 2.1 13.2 £ 1.9 12.5 = 3.1 12.9 £ 2.5
Sex ratio at birth © 1.06 = 0.83 1.33 £0.57 1.67 £1.43 1.14 £ 0.5 1.21 £0.60
(Total male/total female) 79./95 80,/75 74,/58 75./15 74,68
Delivery index (%) 92,4 +10.7 93.3 + 7.6 92.8 + 11.7 86.3 £ 15.0 90.9 +10.4
Birth index (%) ¢ 89.7 £ 11.4 89.9 =+ 9.0 90.8 * 10.8 85.8 £ 15.1 89.7 £ 11.6
Live birth index (%) n 97.2 =+ 6.1 96.4 + 4.8 08.0 = 3.2 99.3 =+ 2.3 98.5 + 3.6
Live pups on day 4 of lactation 14.4 + 2.3 13.6 £ 1.9 12.8 + 2.2 12.4 + 3.2 12.8 £ 2.5
Sex ratio on day 4 of lactation ) 1.05 £ 0.83 1.33 £ 0.55 1.71 £ 1.46 1.24 = 0.80 1.20 £ 0.61
(Total male/total female) 78,795 89774 72./56 75774 73,/68
Viability index (&) ° 99.4 £ 2.0 99.0 £ 2.3 96.6 + 4.6 99.2 + 2.9 99.4 + 2.1
External anomalies (%) " 0.0 £ 0.0 0.0 = 0.0 0.0 £ 0.0 0.0 0.0 0.0 0.0

Each value shows mean ® S.D. per dam.
a): (Number of implantation scars / number of corpora lutea) X 100.
c): Number of male pups / number of female pups.

e): (Number of live pups born / number of implantation scars) X100.
g): (Number of live pups on day 4 / number of live pups born) X 100.

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

b):
d):
f):
h):

(Number of dams with live pups / number of pregnant dams) X 100.
(Number of pups born / number of implantation scars) X100.
(Number of live pups born / number of pups born) X100.

(Number of pups with external anomalies / number of live pups) X 100.

Study No.

100520
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Table 27 Body weights of pups (F;) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration
Group Control sulfuric acid, iron{2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams 12 12 10 12 11
Male weight
Days of lactation
0 7.0 £ 0.7 7.1 = 4 7.0 0.5 7.2+ 0.6 7.2 0.9
4 1.6 = 1.6 11.8 £ 0.9 1.8 £ 1.1 1220 1.4 1.7 1.9
Female weight
Days of lactation
0 6.5+ 0.6 6.5 0.3 6.5+ 0.8 6.7+ 0.5 6.8+ 0.8
4 10.8 = 1.4 1.0+ 0.7 11.5 + 1.8 1.3+ 1.0 1.1+ 1.7
Mean pups weight
Days of lactation
0 6.8+ 0.6 6.8+ 0.4 6.8+ 0.6 7.0 0.6 7.0 0.9
4 11.2 £ 1.5 11.4 = 0.8 1.7+ 1.4 11.6 = 1.2 1.4+ 1.8
Litter weight
Days of lactation
0 97.1 = 10.1 93.4 = 13.8 89.0 £ 12.3 86.6 + 22.2 89.6 £ 15.5
4 158.8 = 12.5 154.2 = 17.1 147.2 = 18.9 142.1 £ 34.0 142.8 = 16.9

Each value shows mean (g) * S.D. per dam.
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Table 28. Necropsy findings of pups (F;) in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(l:1), heptahydrate by oral administration

Group Control sulfuric acid, iron{(2+) salt(l:1), heptahydrate
mg/kg 0 30 100 300 1000
Number of dams 12 12 10 12 11
Number of male pups 78 89 72 75 73
Normal 78 89 72 75 73
Abnormal
Total 0 0 0 0 0
Number of dams 12 12 10 12 11
Number of female pups 95 74 56 74 68
Normal 95 74 56 74 68
Abnormal
Total 0 0 0 0 g
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Body weight (g)
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Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test

Control

sulfuric acid, iron(2+) salt(1:1), heptahydrate 30 mg/kg
sulfuric acid, iron(2+) salt(1:1), heptahydrate 100 mg/kg
sulfuric acid, iron(2+) salt(1:1), heptahydrate 300 mg/kg
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of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration
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Control

sulfuric acid, iron(2+) salt(1:1), heptahydrate 30 mg/kg
sulfuric acid, iron(2+) salt(1:1), heptahydrate 100 mg/kg
sulfuric acid, iron(2+) salt(1:1), heptahydrate 300 mg/kg

X 9% 90

sulfuric acid, iron(2+) salt(1:1), heptahydrate 1000 mg/kg
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Fig.3  Body weights of female rats in combined repeat dose and reproductive/developmental toxicity screening test Study No. 100520

of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration
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-O- Control
{F sulfuric acid, iron(2+) salt(1:1), heptahydrate 30 mg/kg
-/ sulfuric acid, iron(2+) salt(1:1), heptahydrate 100 mg/kg
=/~ sulfuric acid, iron(2+) salt(1:1), heptahydrate 300 mg/kg
> sulfuric acid, iron(2+) salt(1:1), heptahydrate 1000 mg/kg
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Fig. 4  Body weights of dams during pregnancy and lactation in combined repeat dose and reproductive/developmental Study No. 100520

toxicity screening test of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration
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Fig. 5

Food consumption (g/day)

Control

sulfuric acid, iron(2+) salt(1:1), heptahydrate 30 mg/kg
sulfuric acid, iron(2+) salt(1:1), heptahydrate 100 mg/kg
sulfuric acid, iron(2+) salt(1:1), heptahydrate 300 mg/kg
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sulfuric acid, iron(2+) salt(1:1), heptahydrate 1000 mg/kg
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Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration
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Fig. 6

Control

sulfuric acid, iron(2+) salt(1:1), heptahydrate 30 mg/kg
sulfuric acid, iron(2+) salt(1:1), heptahydrate 100 mg/kg
sulfuric acid, iron(2+) salt(1:1), heptahydrate 300 mg/kg

X ¢ 5 00

sulfuric acid, iron(2+) salt(1:1), heptahydrate 1000 mg/kg
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Food consumption of female rats in combined repeat dose and reproductive/developmental
toxicity screening test of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration
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Fig. 7

-O- Control
<} sulfuric acid, iron(2+) salt(1:1), heptahydrate 30 mg/kg
-/ sulfuric acid, iron(2+) salt(1:1), heptahydrate 100 mg/kg
= sulfuric acid, iron(2+) salt(1:1), heptahydrate 300 mg/kg
- sulfuric acid, iron(2+) salt(1:1), heptahydrate 1000 mg/kg
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Food consumption of dams during pregnancy and lactation in combined repeat dose and reproductive/developmental
toxicity screening test of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration
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-O- Control
-+ sulfuric acid, iron(2+) salt(1:1), heptahydrate 30 mg/kg
v sulfuric acid, iron(2+) salt(1:1), heptahydrate 100 mg/kg
=+ sulfuric acid, iron(2+) salt(1:1), heptahydrate 300 mg/kg
> sulfuric acid, iron(2+) salt(1:1), heptahydrate 1000 mg/kg
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Fig. 8  Body weights of pups (F1) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental
toxicity screening test of sulfuric acid, iron(2+) salt(1:1), heptahydrate by oral administration.
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