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1 %K
o-BE Re XA YT 7ATFT VO 0 (BEXTH, FRK), 100, 300 #5 L TF 1000 mg/kg % 1

FEMERES 12 PEod Crl:CD(SD) 7 » R, KT U CIEAHIAT, sZRIfH 6 L Ol #% & & e at
28 0, MEIZK L CIEAHLAT, ARRLE K ORI, 725 NS/t 4 B £ COBRIRR N
H U, MEMEEM) ~D AR 512 K 5%, MERER Y o A 5E 3 KOS AR IR O3 I KT T R8T

OWTHF L7z, F72, 0 (RHHR) 35 X 081000 mg/kg (22T, HEEM)IE4 5 PEA 3 L C 28
A OB G4 T#% 14 B OEEMEZRE L, HEWIEE 10 IEOIERRREZ BIZERT, 5L
28 HHOHE G TRICHIKR L, 5IEIEE 512 14 HEORIEMEIC OV T HRE L.

1.1 E#& 5w
100 ¥ L 1Y 300 mg/kg BECI, —MORRE, SEMZcIRREEISE, HREME, (AE, EHEE, Rk
A, MIRFHRA, MR FRRE, FF EE, FIME L OV PR EO S RAHHE I,
e & BB E B 5 O FBITRD bR o T,
1000 mg/kg #ETIE, BHWIRIPIC, MERECREIRDPBIZ SN, JRRAETIE, #ET pH DI
@&R%@%ﬁ,#ﬁﬁﬁ@%prmﬁﬁﬁﬁ6nt.é%m,wﬁ%%mﬁ@ﬁﬁimﬁ
TIE, M X OERBRIEOM T, PERLICRIEEDE (REE LEGRIERL, AN IR 1,
KN A T O KIE) DOIEHE L Z S OBEOBMNATED S, WIS R E £ 5 2B
HEEEZ L. REERTIE, ERBREEOME CHRIBR O 2 5V, IR BRI
BEITRD N Tz,
YL EDZARIZ, 118 2 H LI L ONEE IR TRFOMRE CIIRO o T, [EIEMEZ R L.
L2 o T, ARBREETICBIT D a-t FaXxo A Y I 7B ATFLOREERGEEICET S
AR (NOEL) 38 X OVEFEMERE (NOAEL) 13V 974 b e & % 300 mg/kg/day Th % &5 %
v,

1.2 53R
TRBREE O ASHERR A B L O L OB AE TlE, 1000 mg/kg BEE T, WPHROEHIC b 5
WE G BE T 5 Z I A bR o7,
L7Temo T, KRBREHTIZBIT D o-8 XA Y T 7 8AFIIVOBEO AT 5
R R (NOEL) B L OMERMEE (NOAEL) 72 b ONCH AW DI AT 2 MR &
(NOEL) i X OMEFEMERE (NOAEL) IV 341 1000 mg/kg/day & % % HiL7z.
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N
"
o

o-BE ReX MY Z7ATFT OO0 (X, FRK), 100, 300 #5 L TF 1000 mg/kg % 1
BEMERES 12 PEoD Crl:CD(SD) 7 » MZ, KEIZxE U CIEARRLAT, ARBLHAR 3 & OVREL#% & & Teit
28 HIH], MEICKT L CITASHhIAT, 23A0IS K OMEIRIAM, 72 6 QNSO itk 4 B £ CoMIMRE N #
5L, MBI~ AEH G2 K D55, MEREBIY) O A Fids J OV AR R DR A2 3 R8I
OWTHFR L7z, F72, 0 (RHHR) 35 X 0V 1000 mg/kg (22T, HEEM)IE4 5 PEA 8 L C 28
A OB G4 T#% 14 B OEEMEZRE L, HEWIEE 10 IEOIERRREA BIZERT, 5L
28 A OEEH THRHCHIR L, 5L S HiC 14 A OEEEIC OV THRF L.

3 MEtER LU
3.1 WEBWE
Zapa to-b RR¥ A YT IEEATF IV
GIES 12-B Ru oo VEgE A F LY
Methyl 2-Hydroxyisobutyrate™?)
Methyl 2-hydroxy-2-methylpropionate 2
s 2 . HBM
CAS &5 : 2110-78-3

BHARIRBIR S (LE1E) Y« (2)-1404, (2)-1430

MEvER Y :
O
HO
CcH OCH,
3 CH,
ﬂﬁifﬁ 2 : CsH103
e : 118.13
WEAL R D D AMEL  BIATRIR, B ~ (Tl A CER
W EELRE ; 137°C
51K ; 45°C
b ; 1.03
7y &S : H3XDK
Hli g : 99.9% (GC) (Annex 1)

BRI E B HELEALE D OB & 1 1000 g
& :718.2189 g
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AR ¢ 2 5 H : 2017 -6 H 26 H

2 E M DR ERAERE T 12, RS R T v & — I TREME ST A I L
7. ZORER, B PHBRMEITLE Th o722 LR I
(Annex 2).

RAF St  WE (FRIEIPH 5.5 ~ 7.5°C), &, Ot

RAFHATE L ORI - PR B IRFSE ; 2017 4F 6 H 26 H (FRBAME %2 5H) ~ 2017 4F 11 A
15 H (ki)

Bl FoE LT, v RV BIOMREA T EER L. RWE %0t 5
LA, 7 A/OEBEEZA, HTARBITHELT-.
VNI K5 g (I 5.0098 g) A ERHL L, BNt a% O & EHAETFEICHRAF LT,

3.2 XIWWE (BEF)

20 DRRUK (B ARSI TR RK)
7y RS : C01700
b e : AE TR

PR EEHETE N DLOBE R  20L

RAFHATE L ORI - PR RAF S ; 2017 4F 8 H 24 H (GRBAME %2 5H) ~ 2017 4F 11 A
15 A (FA&omiE)

TRAF- St IR (GEIALPA 20.9 ~ 23.2°C) THRAFL7z. 7272 L, BAEROERIX
A7 L2 o 7.
RO G M & UCoEsiE, s E R & FERICRE LT

Bl EoRE DRI L

3.3 HHROFHE I L O 00T

TR R H R YR e IERE SRR R L2, FTEDIREE & 72 D X o Itk
(RHBWE) #MZTCTAAT v 7L, AX—TF7—%HANWTHRRIET-.
A R LRI 5 ~9 HoMBTHE L, 9 HUNIZHEM L7z,

RAFBATE L OMRIEHIR - s RTF=R ; 2017 4£ 10 A 3 H (#EFHH) ~ 2017 45 11 A 24
H (B s)

RS 2 W T AROBENRE RN, Gk (FERIEEFH 5.7 ~ 7.0°C) TRTF
L7-.
A EOERE BRI U — o RN TFN TR, ORI~ AT, SAF

R, REA T AFELERNL, WA, IR, BER X OIS & otz
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S NI

S NEh Wi fin
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TS
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BT 72, RS KOV IROBRIE, U7 AROIREAM L.

D BEHEL T B T\ PEEBEEEY) & LTI L 7.
B HIR DL ENE DR

10 35 £ U8 200 mg/mL DR FEDFHEIRIZHDOVWT, WIEIRAF 9 H+=IRR
F1H ARHEZ0HE LCER) OZEMZME L. ALY
BEMEDO WIS B E I v & — 3 FEhi L, SV RE AT
L7z, T ORER, WIBMRTE 9 A+=IRMATE 1 A OREMDSHER S
72 (Annex 2).

CBRWEORREICET 2GR T ORE Z, WAk I OHED k(R

B G 2 PRI OV CTHER LT, B HIR OB E AT Ik
FEHE G 2 —DFE L, SRR EAF L. SoOfRE, v
THOBRELEYITH D Z EPMERINT (Annex 2).

: 7 vk, Crl:CD(SD)

: SPF

D HAF v — LA - U N—RRA S
BRSO T E AT L.

Ty MIZOFEORBRTHEAWNONTWL2EMFETH Y, BIHEHE

NEELTNWAZ L LRBRICBITAYERT — 2 03 FH T
HTEMDHZDRWMAERE LT,

: 1 50 P, i 70 Pt

s MERE S b 8 M

.l 240~330g, M 160 ~ 230 g

: Iff 261 ~295¢g, Mff 175~215¢g

D MEREE B 9 Wil (6 THS M)

e 6 RE, ME8HE (RABREE MEMESS ARE, VT T MRE KE2RE, ME IE

SEPCHE 4 HF)

BRI MEMESS 1208, Y7 T A M MERES 51T

CRREIEIIZ AR (B L H) »H/%E 6 HE ToHfM.

B3I ] R ] 2 5 9D T2 53 1 B T I,

cofiRiEE 1 B 1 RIS L, (REEZ AR, BZ6 HiB LU T H
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(ZHE L. BB o —feiR i JOMAEIZIE, Mo 161 (A
RFEN 2 75 5036) [ ZAREJRAD 8 B LT LISMT, BFITEE O His
Mol

PR H A A D MEEMIZ OWNT, HEEIRAE L ER A A T BERIEIC LI VST R ET
D9 HREICAT o7, BAEORE, 16 (2 ARFEE 5 5050) (2
HIEHE N BT LIS, BEITREO bkroT.

3.6 Bl
BIEIIRI I I L 7 — iR BBl ES, (REIIE R XL OO AR E ORI R4 SF 12 LT
W OHHOBEEZRE L. BT IEa s Ea—F 27 5 (MITOX, ZHEMRY 2T Lk
WRSth) 2ER L, B0 R (BGFARTA) OEREICESNT, BIMEHIR Iz B A 2
BT ME 2 5 2 BR O T LI E A TR L 0 S REO PR EN Y — 10 D L H 1T 7. 72
2L, MEZOWTIEFERERRE, 7 74 MEENZENOEERENY—IZh b Lol L. &
Hh LB ORI, KT 340~405g, MET206~272g TH Y, FEJRE (K 373049,
i 237.0 g) D £ 20% AN TH o 7. BEITH DAV EIIL, B 5Btk BICERER D HERAE L,
AR MR DI ERRVEFIRFZHE > THY o 7.

3.7 Mk LUV — 2 O

k7] B U RN ARRICIIE 7 = b bR CREBICEIZ AT, Ai#Es] 2
1To 7.
B TRIIEMCEMESZ ANEL, AEREN 2177,
fHr— D STV AIEEAER No., @B No., PRI, 77— No.ks L UME / Rz

I L7 7~V &4 — Y ORISR Lz,

BE 121338k No., 14 No., PERI, #BRE, M& (BREK) BX W
| SRRAHIE LI 7 SV EEr— Y ORI R Uiz, 8RN
HEENIE ERE & [FER DI 2 50# L 727272 7 ~ULIC R L, KRR
N 72 B NI RBRANL B D 7 v — 74 & BFL L TR Lz, /3 ihifk
T LTI TR D T~ A2 L TR 0 H O B AT 72 & TSI
BFOHEBOIIN—T4 %2 WG LT,

3.8 BWEAE
3.8.1 fAHEREE
fHEREE S : 302 5=
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20 ~ 24°C), 50 + 20% (SZHI#%iPH 43 ~ 56%)

3.8.2 il B e B L OEE Hik

r— Y OFEA

17 =212 OIUEEWE : s K OBIMEEIR i 2 B4, BT #

:uit%ﬁ:

77y PR BRANEER 7 —Y (260Wx380Dx180H, mm)

72121, RRBANTHEEIIC oW IR 17 B OHE 4 H £ CRY
— VD&M A /INZ IR A CTERBM KRR (AU A h7L—
7, BRF v — LA U R—RXSth) #EH L.

L1V, AR

TIMERESS 1T, SRR LIRS L7,

b= VR DR UTRRER L O G 14 BICHER L7-. 72720, RRBRLHEEYIZ S
WCIHIENR 0 B3 KON 14 BICEEM L7z, [EE R T IReSI i 12 [=11E 1
HIC5hE L7z,
= LA W 2 [E % L7z
/NI LD A : BEHR 20 HAZFE M L7-.
o B AR AT CRERER X O 14 BICER L. L, REBSLHMEEY IS
WTCIHAEER 0 HB L OV 14 BN L. [RIfEH& TREIRGIXEE 1
HIZ5HE L7z,
HEhfa K E DK E 8 1[5 L 7.
Fa7K 2 R R OB L 7=,
FENOTE c1 H 1A% L.
ENOHEH HFRFRH R L O a v ERHER L 1B EAL TR AIEN T 5%
RiMFEE 1 A 1 [E%ERKL 7.
3.8.3 filkh
i - 405 [E AU fEEE, CRF-1
7y MRS : 170413, 170623, 170822
R DA T VIR TR
Fe e ik R EEEESR A VT H BICER S .

772 L, HRET A O D0 HIXAAE Al S .

B RETRNOH D RBEEOFEZ N LS m v
R DEEHZ W T L7z,
B LT AT 4 v TS (O

JA, AR-17-JP-004984-01-JA, AR-17-JP-005599-01-JA) I J OV}

i —m 7 47— RKT7 v K m
#: No. AR-17-JP-004218-01-
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3.8.4 EbK
FXE
KaIK T

15U E 5 OB

3.9 BB DES
39.1 HKEEDOKRE
b

B EHL R

3.9.2 REREEDOHERK

SR17144

EEE (OPTRBRE S © No. 17G03-050, 17G03-077, 17G03-101) 7%
1TV, oirT — 2 Z R EHLEEE /O o v MEICAT L. HrE A
& PRI R O EREFIEE (CHEIL U 72, ofr ofs R, W
NOHBICHIHFAREEZEZ 2MEITRO bienroTc

0

)

: FLIR K TE K
D BB KIEE S 2 WV I3fe kG2 O THBRICERS .
PRBRICE B E KT TRENOH DGR EFEICOVT, 20177 H 4

Hi LTV 2018 4F 1 A 5 HICHU LA B EORE OcRKin (301 5=E) H»
SRR BRI L CHERR L. /0TI A AR AR S L KBRS R
7% 0 No. A291241, A295124) M7V, T — X &2 AT Li=. oHriE
H & A MEITR B O ERREFIAF I L7, TR R, »
THOEBICHHFRMEE B2 DMEITEED SRl o7z,

: 0 (xF#), 100, 300 33 L TF 1000 mg/kg/day
Rl ERE L7 TR EER (SR17143)Y (#5-8 0, 30, 100, 300 35 & Uf 1000

mg/kg/day, MERES 3 VC/RE, 14 B REIRER O B5) OfER, 1000 mg/kg
PEOMEE T, —MiRig, (AH, SR, MRFOMRE, ikt
B, HRB LOSREEEOWTNOHEBICY, MLEE b IRBE &K
BAZBI# L2 3B bnle o7z, BLEX Y, ARETIE, 1000
mg/kg/day =& & L, LUK 3 & LT 300 3 L 1100 mg/kg/day
ENENHHEL LOMEHRICRE LTz, ZDIEDTEARD 7% [F
RO FGIETHEEGT D5 BEEZ =T 7.

BRI O & SHEOEMFE ST T O@Y & Liz.

BehE  RE E5RE BB )
B (mg/kg) (mg/mL) (mL/kg) 1 i3 izl
< B>
PO 0 0 50  12(10101~10112) 12 (50151~50162) [
K& 100 20 50  12(10201~10212) 12 (50251~50262) i
HH & 300 60 50  12(10301~10312) 12(50351~50362) 7
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SR 1000 200 50  12(10401~10412) 12 (50451~50462) %
<H7TTA MEE>
SR (B 56 T RESIRR 5] 0 0 5.0 5 (50551~50555)° |1
) - 5 (10103, 10104, b
"Z ~7 A -~
(BT IR A1) 0 0 5.0 10105, 10109, 5 (50556~50560)°
10111)*
R (AT RSB 1000 200 5.0 5 (50651~50655)° 7%
oy " 5 (10403, 10407, N b
(BIE & T ERIR6) - 1000 200 5.0 10408 10411, © (50656~50660) Ui
10412)*

REPRBEICIE, MoORE L FREED L THEWE (R oL z&E LT,
a: FRBREE O H&RE 21 HOKREIZHESWT, FEEOREOEHMEIZITET S X Iz, &5
M5 5 Lok L7z,

b : FEAZHLHE

393 &5

BHEHTEBLORERE : T4 AR TALEY U TBIOHT T ALY 2% v THiiIIZ
BRI O&E L.

AT 1 H 1M, EAEE L.

e SR :9:00~11:52

511 D Z2Fd 14 HATL Y 28 HH
i 5 AZELAT 14 B R X OSRAOL £ TOREHIF, & DICRRKAT
BHIAERMIM B X OV 4 B (HE 0 A 20#% 0 A & L CEEH)
FCTOWIM, DWEIER] ((ER 25 B F THOMBGRD LIV
SEB) 1R 25 B £ To iR
BT T A4 FREIZOWTIE 28 H

[l 15 44 Fe D B H IR T 1% 14 HH

5 P AER O G ET, 5 FITESEWRIE A OREIZHESW TR

L.
BeG- 515, BGRE, #ERIEE X OB GHEO®RERE
PRERIETA BT A4 AL CiEE LT,

3.10 #lgg, WiER L UMAEHE
BHBBH Z#E 1 H (Dayl), #4528 HO¥F H%#[M{E 1 H (Recovery Day 1) &L,
HEBE L O T 74 MEEOTIR A 1Z# G 28 HOEH (Day 29) 3L OEE 14 HOFA
(Recovery Day 15) & L7=. WS OAECEIE, QRS H 2R 0 H, D& THEEHE O
AEBELT.
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3.10.1 iE# 53
3.10.1.1 —fixiRnERI 22

Bil%k :

A G 1 HPBHEBRHEET

B GRG0 G#O 1R 28], [EHEHRE IR K
O 1 H 2 [\, Hl BT 1 EEE L.

BTk 2 D DOESE, S, ATEIFEICOWTHEIZE L., BENRD LN

LHEE, £ OIER e ONTIER O HE L OVERIC OV CRidk L7z,
3.10.1.2 FH R REBIES
Bil% el
R 14 C BGBIART R D ONCI G- 7, 14, 218K UN28 H
FRERFEOMEIZ SN TIE, RRRICIMA THE G- 35 B8 LU42 H
EIEHAR X, BHE 7 8L 014 H

Bk HOMNUOHEDIZRAaT Y T ERE W T A a T LB R A
L7,
BIETEH B LI OZFDOHE -

[1] IROZ- 23, PPUCIRRE, fRik- R, WRITE (BHL - helel), SH
ITE) (AW) 27— bElgE LT,
[2] RV H LG &, Bl 5 &, MIHEtE, 28, #EOIREE, BJE,
IR-ARERIS K OKERE OAMEL, BEFLAE, IR, TilE, Z D)o
HIZONWT, F—UNbE0 I RECEiZE L.
[3] A7, EBGRME, BRESANRIC 5 G, RRITE (AR -
v EY), BEMCIREE (BEIR - HEEE), FEITE) (O AN- KOS
V), BEITE (BT - BREIRF), WEEIZONWT, AT
74—V RN THBIE L.
3.10.1.3 BérEmAr
B C BHEOF G 21 H OKREOFEMEITERIT 5 K 518K LI HEOA#E
561 LY T 74 ME (EHERE TREFIRRG]) O b NS F5ABREE
DOHED I3 B DR E OB IEIZ R L 748 5 4.
53341 C ERBEE OB LY T T A MEOMEE, BS54 (%524 A) 123
fiL7-. &5 4 EOMAEORE, HTHREHEICHEREEN
N7=7-%, [Al11E 238 (F11E 8 H) OMAITMED HF i L7-.
TR OMEIHE 4 B ICFE M L7z,
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BE 1 WETTIE LM LOEDTA AT ) T EEE N TR a7 b LTeBER R H
D UMTHERESS I & 2 JEE A Resk L.
BRHEA B L OEDO Ik

[1] RT3 2 B G « AS LU EBIE L.
BUREAI, ARTERI, BETRIE, WA, EA AN, 2E
HIE 1) A
2] $8) : CPU ' —Y (T A a—xr =7 7HEa) #Hv
TR L OBIIC DN T& 3EHIE L, 19 H7 Tk L.
[3] B¢ EE & : AR EIEPEEE (RA——A v 7 ZABLDV
CompAct, =EMTEEMIRASH) ZHWT, Efich &k, 104
IR C 1 R L7z
3.10.1.4 {REHHE
Bil% : 2
HE R CHERB XY T T A MEOMEE, K51, 4, 7, 14, 21 B X288 HOD
Fehmn, WME L, 7BX0N14 BRLONSHIMRA.
TERBREEOMEE, #5 1, 4, 7, 14 AO®ER, IR0, 7, 148k
020 O GHT, WHE 0B L4 AORGHIZ S NTHME S5 A
FIRRE. 722U, MREFNIIAENR 26 B GERRA) b EIE L.

HIE F 1% s BEEEMLRFE (GX-2000, A&ttt =— -7 K7 A) ZHNT
HE LTz,

ENCERSYlIR s T oRICE W EH L.
<R LV T 7 4 MEEOHE>
G
(REBINE (9)= #4528 HIRE (g)— %5 1 HIKE (g)
[l I
(REBINGE (9) = 118 14 HIRE (9)— =18 1 HIRE (g)
<TRERTE D>
IEHRAT G-I
REBINE (9)=%5 14 H{RE (9)— &5 1 HIKE (g)
TEHRIAR
(REEINE (9)=4El% 20 HIKE (g)— 4R 0 HIKE (g)
iR R IE I

(REIINE (9)="HE 4 HIFE (9)—"H 0 HIFE (9)
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3.10.1.5 EEF &H|E

SR17144

B : 2

HE R MERE & HARECH O R L ONHIM A A bRE, RERENE & F U HICHEM L
7.

WE 1 B EMRFE (GX-2000, #RA&tt =— -7 K7 A) ZHWT
HE LT,
B 1 BEITEE L RICEYEZ2ER T —VEICKHIEL, TO%
TRHE B ICAR RS KO 2 E Lz, 7272 L, B EIORIEIX
RO A & LTz, FRBEEOMEIZ OV T, TR 20 BB L OWHE
4 QIR EOR, TR0 BB LOWE 0 HIXBEHEOARE L.
wizrTRic kv, EEHE (giratday) ZHH L7-.

FREEE (g/rat) - FEEHE (g/rat)
fEEH & (g/rat/day) =
HE Ao B (day)
3.10.1.6 R

B CHEITHERER A & R — DR BE S BT OWT, MEITY T T 4 FMEEOREIE K
T RES R

3 5 A (I35 22~23 H) 3L OVEE 238 (1 8~9 A).

BRIR 715 CIFER T TT MG —Y (KN-646, B-174Y, H HEUERT) % H
WTERIR L, &GERZD DR 3FFMOFIR T[]~ [9]1%, F7-#9 21 I
MW DOE R C[10], [11]% Eifi L 7=. [9]DILAEIC W T, =00 (1
400xg, 5%, 4°C)LI-RICHMEEIT 72, BELIRITMAERK T#
BEHE L 7=,

BREER B I OHRAE Sk

[1] pH AR IE

[2] #EH (Protein) B AR TE

[3] B (Glucose) AREBRE

[4] 7 b 4K (Ketone body) BRI IE

[5] vty J—4 > (Urobilinogen) FBR AR

[6] v J )L e (Bilirubin) AEBRARIE

[7] M S (Occeult blood) SR ERALE

(8] 78 (Color) PIIRE 22

[©] JRUEHE (Urinary sediments ) Sternheimer 4x 44

[10]  JR& (Urine Volume) R EWE

[11]  HE (Specific gravity) JRPTEHE

[~[7] ST ARART A VT A, =RV ANLVAFT « XAT T ) AT 4 7 AR att
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[9] BEMEE BH-2, A U o 26 Tk att
[11] REEFEEITRF= Y 228, St 2 3
3.10.1.7 MiE=FAIMAE

B D BRES B (ERBREEOIEIIMRER A I W =B LIS S BV B
FWIRIC SR Uz, Bt ol I mE L R —6, 774 it
[N Tl))
IRF D HRREE [ERBREEORES X O T T MEEOME (85T R RR)
X528 HOBH, FRBREEOMII %S5 B, V774 NEOKE
L OME (EEA& T REARRE]) 120 14 H OB A] IC8Rm L.
WA 15 AL O—BEOME T (16 ~22 FffH) TT v & A Y 7T U EE
L, BHKEARE VERML LZ. REHEBD S S [1]~[10] 122\ Tk
EDTA-2K (X / Y= 7 b | BZEHME, 7454 T Lz
MR 1 mL &2 Fv, [11], [12] 122\ TIL 3.8% 7 =) N U w7 A
THLER L 72 i 1 mL (3.8% 27 = kT b U w7 AYARR 0.1 mL+ILig
0.9mL) im0y (#2000 xg, 104y, 4°C) L, &on-imiEs H
Wl BT ik ds KON IR AR TR BERE L7, 6o B ifER
SEBE LN, AMEBRBEHREARIIER Lo 7.
MEHEB B L OWHRAE Tk
[11 FRifmE%E (RBC) BT
[21 ~~ k2 U M (HCT) BT
[8] ~EZnob i (HGB) SLS~EZ B b Uik
[4] EERMERER (MCV) RBC, HCTfi XL v i
[6] FHFMEKA~E 7 m e & (MCH) RBC, HGBfE L v &
[6] “F¥HRMmEkR~EZ 1 @E (MCHC) HCT, HGBfE X v &
[71 iM% (Platelet) AU TS
[8] A RIMEREL (Reticulocyte) Za—H%A FA KU —ik
[91 AmEE (WBC) Ta—H% A RA K-k
[10] A1 ERSy i (Differential count of WBC) 7r—H% A FA MY —k
1 4fFHER (Neutrophil, 10%/uL)
2 HFEEER (Eosinophil, 10%/uL)
3 LfHEHLER (Basophil, 10%/uL)
4 BBk (Monocyte, 10°/uL)
5 U 3Bk (Lymphocyte, 10%/pL)
[11] 7o b e B (PT) ke RTTAF 9k
[12] WEMEALESY b a R T T AF U] (APTT) =T VU Rk

[1]~ [10] B EhfERATEEE XT-2000 iV, A A v 7 A&t
[11], [12] 4= H B HEEEEHIELEE CA-620, A X v 7 AR
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3.10.1.8 M bR AL

B MR & [/ D& RES
1S3 s BRI ER ML L7z
A 7 1k NS DO—BrOHET (16 ~22 ) TT v FaA Y 7T VR

Brl, MESKEARE VM L. REEHO S S [1], [5] (2T
MK 1 mL H72 D~ F UL (~XY 2 MU T AEN

TAY], 1000 HfZ/mL, =A U A 77—~ E4h) § 20 AL CRLEE
%, =0 BE (K 2000 x g, 1047, 4°C) LT baiziEz FivC
RA L7, OEBIZOW TR D RBRE (B2 U —2 A,
SRR R ) iR AR L, 0 SYBE (59 2000 x g, 10 4y
4°C) LTHRLNTMEELZHWTHRE L7z, FERBRIFOMO MiFE X
ONAEE, BREUE BRERAT (-80° Ca%iE) L, MIEHEATICHE L CH
We. FE7e, MiEO—EZ FUR I RE I BE S S k' (TSH, T3
BXOTH MEMELTRY P’ L o flF 2 —7 4 RITH 150 L
FOTE L CHFERTE (-80°C B7E) L7z. L L, WEREICE
T FIEAR— FURIRR SO EENGED SR> 2720, JIE LI
T, BEARIIFEE L. REK THO MRS X OMmiEIE, —20°CLLF T
HOERAT L, RBR&T H £ CICHEELT-.

BAEEH B L OMEHIE

[1] AST JSCC %

[2] ALT JSCC %

81 7AHmVERzx77HZ—F (ALP) JSCC i

[4] ~-GTP L-y-Z V& I N-3-HDIVARFv-4-= a7 =1 RIEY
%

[561 Z/=—=2 (Glucose) ~EX Y X —Bk

[6] # =L A7 1m—/L (T-Cho) MR 5

[71 +YZVUxkVU K (TG) WellE 7 U & o — A vk

[8] #®revUiry (T-Bil) =R

[O] #AEVHEE (TBA) [ G I

[10] JRFEZEF#E (UN) L7 —+¥-LED £

[11] 7 L7 F = (Crea) [FE=0R

[12] F+ RV w2 (Na) A A RIREM (ISE) 15

[13] BV v A (K) A A RIREM (ISE) 15

[14] 7 m— (CI) A A RIREM (ISE) 15

[15] H/v7 L (Ca) OCPC i

[16] #EEEY > (IP) Fiske-Subba Row 7%

[17] #EHA (TP) v Ly MNE
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[18] AJG Lt (A/G ratio)

SR17144

HADHE LY HH

[19] 77 2> (Albumin) REREEAE LD FEH
[20] ZE M4y (Protein fraction) T H v — R VIR KB

1 772> (Albumin, %)
2 a-Z7u7Vvr (al-G %)
3 /7Y (2-G %)
4 B-ruarVr (B-G %)
5 y-7ua7 VU (y-G %)

[1] ~ [17] HEHTEERE 7080 12, M &tbBSiNA T2/ ro—X
[18], [20] & HBNEXIKEIIHEEBE T T AV 2 V2 =T, RS~V T H5eRT

3.10.1.9 JREFAT

3.10.1.9.1 #lkk
%
s 1

e ik

P JE 191 0D T R

i}
B
£
iy

i

s A

C ERBEEOBER L OV T T4 MO (58T RG] 134528
HoER, FRBREEOMII %S B, 7 74 MEORER XL O ([
A TRERIRRG]) 1XEE 14 BOFBIZHR L. 72720, ouEiE
BlITATAR 26 HIZ 32k L 7.

CEAREBEL, AV TT BT T, MR E R EZ OV TR
MEESRENIR & 0 R, Muiic X0 2RI SE, B ORE - Mifki
WHIRACBIZE Lz, LU T O#E - Mk % 10% P PEEE AL~ U RIS
BIE - RfF L7z, IREKB X ON—F—RIT Y RV R TEE - %
7L, MRBLOWHE LRXT 7 VR CRHEE, 70%T % J — VITERAF
L7z, ZOWTIEEEREZEARBEEE L. £ADH L4 E I
DNWTIE, A EBEE - RF L. ERBREEOM CIL, B X
OERBZRAT.

c T T A MEOMEORHNT OV THIEE B OFIRAT R 2 P L, ¥
LYYt Al LT, JEFEAMEE N OB U TR A B & Rl L7z
ZOT—Z 3 E HE E TN EER Rl oM & LT,

(ORI, /hids X OVAE), FrRE, TEER, MR, FURE, BRUIME,

BRI, MRBE, OoNE, fE, H, I, B, SN, 8RS, 2205,

B (A = AMREETe), B, Wil B, &, B, B B,

REEL, REELLAK, ROSZR, KESE (BEERET), UE, TH (AEBX
EHER), M, IRERB L OAN—F i, R (BIEER), KERE (F8HE

waie, £7), BRI Y N8, THR U 88, B (PEER, 4) B

O HRRE.

X
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3.10.1.9.2 2B EHEHIE

Bk
3]
e 51k

CIER it 4

FR & DR

SR17144

;22
: Ry
s EMRFF (GR-200, Rttt =— -7 K7 4) ZHNT,

LUTOSREOEBRZNE L. EADH LB I3AEAEGE THIE L.

R, D, PR, N, REEL, KR LK, feE (BEEMRETe) s BLE (0)

FEEAR, HRER (BRMERETe), MR, MRR, B, misiAR, IR,
T LAk (mg)

AT E R &R FICHIE LR E O EEZ R L.

Maxt & (g F£721L mg)
FHxf R (9/100 g ¥ 7= 1% mg/100 g) = — x 100
g HARE (g)

3.10.1.9.3 JREFHMR AR

Bl

U EEWIRES

3.10.2 AGEFE AL
3.10.2.1 MEJE MM A
ik

i

7k

D ERBREEOMEER L O T T A PREOME (R GHE T RIS 1%, H#

FRIF L [ - P17 L 726 RS X VR A B RO 288 - flikic o\ T
TEARVERL 2 S L, 2RI W CERR L7z, & =Bt o
IZBWT, WIRAIRENBIZA DL T2®, Bt O DK H &
BLOHFHEROT X TOEM) O E OB 7R A 2 18 01 52
L7z, &5\, JREERAAOME DR R, ik L OB OO R
P BE DA DN 728, BB X O FERBEE O/ O A& L O
FRRE, 725 ONCHED [ EE D3~ T OB O 5 b o Jo7 BEAL AR 7 1%
ABINER L. £, PHRERRICENT, FIRIEICA DL AR
HEE AL (B 5 10311 OFSE BR, @35 50361 D 'F) (22
WTHEHR L7z

DT T 4 BRI L, ~v bRV s AU AR A R

LCHim L7z,

s LB O D 421
D BGBIR R B AZ RN E T
DX LYPRAIC K DR HRIEAR 2 ER L, JCSEBRRET T OV B

AR LT

PEE O Beby GEERTI, FEIEH], FEIERME LORGHRM) % 4
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H7225 6 HOMRTHYIRTHOEER L& L.
B51AENLEG 14 B ETO 14 AICOWCHRIGEHIRINE, 515 R
B L OEE IR E oA R L.
3.10.2.2 “FHREM A

Bk ;BRI O MERED 4211

W - 5 1% D514 A 2R A, REBRSA A OB A AL L A & L, AR
AHDOY NG, [FREREENOMERE 1 X2 ZRAHR SN D £ T 14
AMZRE & U CHlflR)E S 7. FEBGE 5 A £ TIcaflosd
DIER S Tz,

AT A E [ —BEOMEREE, MO EE SRR 2 DN BEO BN FE 5 KR 2 #lZ 50
BRLIEbDERD X OMHARDLET.

RN OMEER I BENEIEZI LIS T LIzER, &2 WIS A A TEARF OR T
HERBIZ LV HE L. WP o B2 MR0A & L. [
JEBRAADN B AZ RS £ CORTE H ¥k & 3t L.

W BB R LT,
A RS BV B
23 (Copulation index, %) = %100
Al f= Eh A 5%
MG HE AR OMERR & 3 i DA s L OV 7 N O & IRIE O A 12

1To7=. B35 50358 (2D T, FIREIFIC 1B N O EKIE D R
SN Do T2 T2 D RET LI L=,
WP ORI REEE L L.

= HREN B
ZhE# (Fertility index, %) = %100
TN IRV IIL /L
3.10.2.3 Jrifds K OMg B IR EE &2
kg L ARRERSL U T e 445
Kag vtk D BRI S T MEEN ) X2 B R IR ST

OMRIRBEZ AR 20 A 25 HE T, HHAZR< &6 3 (9 : 00,

13 : 00 B L1171 00) B L 7=,
I3RS T DR 9 : 00 IZRHEM N A B O HIZEE D THEO FIZRZIAA TN D DM
BENEHAICHHRKTEL, ZOREMBEOR (E#%0H) & L7

WD B RIS HERZ R LT,
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1B HHPE R
HiPESR (Gestation index, %) = x100
HEHRIESL
ATHRII O R RO A/SIEE 0 B COMMO A KA Rk L.
BHRFORH D FRRIRFIC A MED T ENOEFRIES X OUNR OB A 25 LT,
RN S EREEZH T L.
BRI
KR (Implantation index, %) = x100
IR
HEER OB A% O BT RTOHERICOWTAEL R L, EE2BIELE.

MERICAE IR LT IR E 25 L, T b oaFt 2 HERE L L
7o AN SIS HARL JOVEFRONREE RHBRELZ R L
7.
%0 HOEFRE
HA=22 (Birth index, %) = x100
HIRE
SIS IR BLR (%) = (U EH R E 1 HEAIRE) X100
AREFREZFOMOBE = SERE IR 2RO | HEEYE
HPEEROYEEOF Y A% 0B L4 BT % O REMW OMEZ LR & AR O OE ST

HELE. EEREZED R WVAER 0 BOEFR Zx5 & L CHEHEICLL

TEREHLE.
HEAAE IR
A% 0 HOEFIROMER (Sex ratio, %) = x100
WA A7 V- e A A7 K

HE 4 B OMERORES - kA SHEICEH L.

HWH 4 BICAER R 2ROl
E % (Nursing index, %) = x100

A W E SR

3.10.2.4 HEIR O —feikresis

I : 22

B :1[E,H

1 AEBROBAMNLAEKA A FIRA) £ TELE.
Bl 1k CAEFERITRHCORRR, —HREBEBIE L.

FETC T3 AL HC M L, Whole body % 10% - P4 L~
U R CEE R AE LT
BFAERAFROEY  AB0ABXIV4 BOoHAEREFRERUOOEFICEE L
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%0 HoEFERE
£ 0 H OEA(FE (Viability index, %) = x100
HAPE 5k

A% 4 B OATEIRK
Atk 4 HOAETFEHR (Viability index, %) = x100
At 0 B OATEIREK

3.10.2.5 FAEROKENE

BiI% - Ry EFREFICONWT, AR 0BLV4 HIZHE L.

e J5 ik s A EMRAE (GX-2000, Mhllzthe— 7 K- 7A) 2T
fEABICHIEL, 019 % TRidkL 7.
WEREFEIRE S 72 0 DR E 2RO T2,

3.10.2.6 HEEOF

IREH - 5115 % 4 BB OWTE LT,

A1k RSN (OERNEGTY) 2L, XU MV EX =T R T AD
W E (BIEN) 12X 0 2280 &8, 25 O%RE - #lik 2 AR I8
217,

3.11 HEHFR L

A a—H AT A (MITOX) ZHWCEE L7z,

FRREECHR T DR GRIOWY), AREB R, (KE, KEMNE, BEE, JRE, MK
R, M CFEROMRE, #FE O E R L O E R, BIEMRE, BIEE%, KR
P HS JOEREL, HPERE, HPERF ORI KOS T R, AR, MRMMBs LU
Y432 B L BLR O RIS O W TR R L O R 22 F i L, Bartlett OMEEZITV,
SO A RAT LT2. 55508 (p > 0.05) DAL —JoELE SIS TRENT L, RS0 (p<
0.05) DA Kruskal-Wallis O RRE L CTRENT L7=. — JTELE DB OFE R, AEAENAD
=84 (p<0.1) (% Dunnett ORE % W TRIIRRE L O 21T - 72, Kruskal-Wallis 75 ®
fRMT DFER, AEZENHZSNTZEHA (p<0.1) 1% Steel DREEZ O IREE L OB AT~ 7.
HRE, BRBRSICAER 0 BB L4 HOAEFERIZOWTIE, BJIBHEHRITS 27 4 (=
W 2T 2R EH) BLOSAS 2T A% HWWT Lt & RO KE % Ehi L7z,

FRBREE T3 T 23R 2R B R, RT3 2 R EE SO, R % B < IR O At
DT, Kruskal-Wallis DFEEE TN L, AEENAZLNTZHE (p<0.1) 1% Steel ORREE
W THRBREE & O 21T o 7.

PER IO B DI BIR, R, =, HER, 4% 0 HOAEFR O KOS
WA RFOME OBEFEIZ DUV TIE, Fisher O IEREMEEMELE A FVW o, B EE L OY B TH
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B (ERBREEB KON T 74 MEE) ([ZOW T, BIlE SAS & AT A& W C EE & RO
ExFENE Lz, 7ok, HEOTHERICK T 5 WIRA I E A H D ALTREE LR O B AR AT
RIZOWTIE, BREFIEN LBIORTHD Z Lh, BETFER L2217

T T4 MECRIT LS B EIONY), BREEE, (KE, KREHNE, #if&E K&,
MARFHIRE, MR FIIRE, SE O EES XU EEOBEIC OV T, SR L
OHEHEREZ B L, FREICEDESEIEOMIT 21T 72, %558 (p>0.05) OBFAIE
Student ® t fRE, RESHL (p<0.05) OHFAIEL Welch DRE % W TRBREE L O iR 21T -
7.

V7 T4 MR DR R IEELEE, ISR B R EBN AR, JREE R IRIRE DAL
FEIZDUNT, Wilcoxon DAL FIR E & N TR & D ik 217 > 72

FRERREOME CAME DR SN2 EBIC OV TIE, R ORE, (REEINES L OB
W, #EEER D CCWEMAR PR DT — ¥ ZHGHRE D DRI L.

% FRIE & O BBHUE IOV TCIE, B%ARm A A E & L.

312 ar ¥ a—4 T AT LOF|H

AR 7 — % OIEITIE MITOX 24 L 7.

FoTA T —H  BEMW O —ROREE, FEMZIRIBELLE, BERERA (RIS AT 2 R
BSOS, 1277), RE, AR, MEEmAe (PT, APTT ZE&<),
MFAL PRI (AIG b, EASEARL), EEE, FrEROK
H

FTIA T —H  BREERRE (B REBIR), RIRE, MIRFHIRAE (PT, APTT), MK
LIl (AIG b, EAr), MEESRA, Eemd, &R,
RIS, FECIRE, BB OFR, FARO—RREE, SRR
B L ORI

aya—F7a ba— X, TXIUEOEHE, HRESEEZEELT.

4 Y
4.1 pE#H G-
4.1.1 —ffREE
— IR AE O i % Table 1-1 ~ 1-7, Appendix 1-1 ~ 1-28 |Z/R7.
[4-5- 1111
(1) #E . F=RkBREE
%t HERE, 100 45 L UV300 mg/kg B Tl, WL OB b BE ITFR O H a7z 72, 1000 mg/kg
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BETIE, B5-22, 238 X024 HIZFE—O LBNZHREGIRDA BT, ZOMOEMW) TIX, i
ECH LNV WAy

(2) #f : F=aBREE

STHREE, 100 33 1 08300 mg/kg B Tk, WO EBMWIC & B 1358 Hiv7e ) - 72, 1000 mg/kg
BT, ®52, 3BLV4 HIZHE—O LENZREARN A LI, £ OMOEY TIE, RFEIX
RO BN T.

() M : V7 T A MHE FERRELEE)

KHRBEO BT R ITFRD B o 7=, 1000 mg/kg B TliE, #4528 BHIZ 1 flIZHREBIR
MBI,

[[=148 491 ]

(1) #7714 MEE

xFREREFS IOV 1000 mg/kg BEDO BT BE LB D Hi7en o 7z,

(2) M. V77 A ME FERRLEE)

KPRBED B IT R T IIFRD o 7=, 1000 mg/kg #ETIE, BEIE1H (%528 HOH
H) |2, #&5 28 HIZHREARNA L8 & [F CEMIZIREIRA A B v, B8 2 B LIRRIT
FEIIRD bR o Tz,

4.1.2 FEABZRIRAEMIZE

SRR IRRE R O ki A Table 2-1 ~ 4-5, Appendix 2-1 ~ 4-66 (279",

[#¢-5- 5]

(1) B . F=alEREE

100 33 £ 10 1000 mg/kg B TUE, WM ORATE I & 5T HREE L it L CHE AR ZITRRD b
7277z, 300 mglkg BETIE, #5521 HOMRAE COHEIZHEBERSENAZ NN, &R
TIIEER R LN LD, B ERE & OFEITRWEEZ b,

(2) Mff - ERREREE

WM OE B bR B FG5-RE &t REOMICH B2 ZTRD bh o,

() M : T T A MRE FEAELEE)

1000 mg/kg #ETiX, WTHOHEBIZ b3 L i L THERZITR D b o7z,
1] 11 ]

(1) T T A MRE

1000 mg/kg #ETiX, W OHEBIZ b3 REE L i L THERZITR D b o7z,

(2 Mt : 7 74 MEE (FEAELEE)

1000 mg/kg FETIZ, WIFNOEBIZ S X MEE L L L THEREITREO b Rh o7,
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4.1.3 FEREMA

T k3 2 IR TE B S D g & Table 5-1 ~ 5-4, Appendix 5-1 ~ 5-12, & /) ® i % Table
6-1~6-4, Appendix 6-1~6-12, HIEEEEDAAE%Z Table 7-1 ~ 7-4, Appendix 7-1 ~ 7-12 |Z7R
7.

[4% 5- 41 ]

(1) M. ERBREE (B 5 4 8)

100 35 L OF 300 mg/kg BE T, WD B IC xHHHE & il U THERZITRO bk
2o 7=, 1000 mg/kg BEClE, HISEZHED 0-10 2y OMICA B R @A A Hii=2%, 0-60 431
ITAERETRDO NPT 2 LR AR L& 2 b, REEOZOMOIEH 21X
ZARITRE O b o T,

(2) M : EFRBREE (WE 4 H)

WP L ORRATE B IS b B E IR 51 & o O ICA B R 2RO b e h o7z,

() W BT T A M GERELHE, 54 H)

1000 mg/kg #ETIE, WM OB IZ xR L i L THREREITRD b no Tz,

[I=146 441 1]

Q) H T 74 MR

1000 mg/kg #ETIE, WM OHEBIZ xR L i L THREREITRD b no Tz,

4.1.4 K&
(R DO [AE % Figure 1-1 ~ 1-3, Table 8-1 ~8-7, Appendix 8-1 ~ 8-22 |2/~ 7.
[#-5-H1H1]
(1) #E . F=RRBREE
W OWBRPE RGBT, R L ORE RN & FRRE & Fls U CHE 2251
Y0NSy sWAYIRTY
(2) e - EABREE
WL OBBE R SRRV T S, AR, RIS KO E I oFE S KO
BN, RHEEL L CTHERETRD bR o Tz,
() M : V7 T A MEE FERBELEE)
1000 mg/kg #fCl, (RIS KX OMKEIGIN RIS R IREE & il L THREZRZEITRD bhikso iz
(=145 491 ]
Q) HE VT T A M
1000 mg/kg B Cl, MRE RS K OREBEINEIC A IREE & ik L CHRBRZEITRD bR o7z
(2) M. V7 T A MEE GEELEE)
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1000 mg/kg #f Ti, (RE IS L OMREIEIN IS G IR & Il L THEZRZEITRD b o7z,

4.15 EE

B RO RE % Figure 2-1 ~ 2-3, Table 9-1 ~9-7, Appendix 9-1 ~ 9-22 (Z/”7.

[4¢-5-H11]

(1) M . IR

WP OB E B 5BV T, SEATREIC K IREE & I L CREREITRD bk no
7-.

(2) M : FBRAE

WO E R GRS TS, AZRCETHM, SR X O E IR OB &I, *F
MRRE & L L CHERETRO bnznoT.

() M : V7 T A MEE FEELEE)

1000 mg/kg #EClE, EEFEIIHE & ik U THERZITRD bR o7z

(=145 491 ]

Q) #7774 MR

1000 mg/kg AEClE, BETEIC AL & I L CHER 2RO b o7

(2) M. V7 7 A MEE FERRLEE)

1000 mg/kg B ClE, BRI SHREE & IR L CHERZITRD bk o7z,

416 RIRA

PRI DRk % Table 10-1 ~ 10-21, Appendix 10-1 ~ 10-30 (27377

[#5- 4 1]

(1) Kt FRBREE

100 5 L ¥ 300 mg/kg BE T, WO BT XHHE & ik U THERZFTRO bk
Zro 7. 1000 mg/kg HETIE, pH ICHEBERIKME, RECHFEREELA L.

(2) W : 7 T4 bEE GESELE)

1000 mg/kg BE i, pH IZxHIRRE L bl L CHEZRINEN A L.

(=145 2 i)

Q) #7774 MR

1000 mg/kg #E I, WINOHEBIZ b3 A L i L CTHEREITRD bRho T
(2 M. V77 A MEE FERRLEE)

1000 mg/kg HETIE, WM OHBIC bt I & i L THERETRO bhRinoTz
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4.1.7 MR

MR A FRA DO R4k % Table 11-1 ~ 11-5, Appendix 11-1 ~ 11-14 (27”7

[ 5- R T 1]

(1) HE : FaBREE

100 35 X U 1000 mg/kg BETIE, W OEE I b3 REE L bl L CTHEZRZITRD b
Do 7-. 300 mg/kg #ETIE, MEARMERENZA EREMEN A OIS, SHE TIIE(ED A5
NRNZ &S, HRWERS L OMEIXRWE B X bk,

(2) M : FERAE

100 mg/kg A TlE, MCV (ZKFIREE & thl U CAHE ZRIRMEA A Hivi=h3, 300 mglkg A Clrdz=
IEHDNRNZ LD, HRWERS L OMEITRNEE X b, 300 mg/kg #£ T, WTT
AVOHHEIC S RIREE & i U CTHE R ZITGRO b - 72, 1000 mg/kg #:CiX, MCV IZH
BRIEENR SN, oEE#4+ 5EE (RBC, HGB, HCT, MCH 3 X T MCHC) (221t

BOLNRNZ LD, BETFHREROZRWELEEZ L.

() M : V7 T A M FERRELEE)

1000 mg/kg BETIE, WM OHBIZ B L i L THEREITRD b Rno Tz,

[IE1 7 H R s T ]

Q) HE T 74 MR

1000 mg/kg BETIZ, WINOHBIZ bt B L I L THERETRO b RinoT-.

(2) Wt : 7 714 M FEBLEE)

1000 mg/kg #£ TiZ, MCV, MCH 5 X O MCHC (25 BREE & bl L CH E 2 mEA A 5 7.
L L, #EHHEE TRIZIEADNRWELLTHY, WTFAOIHEEB S, f#lx OEITBRiEZR O
YT —% (FHE +£2SD:MCV, MCH £ L. U"MCHC T# i £4147.12 ~56.00 fL, 17.11 ~ 19.67
pg, 34.57~36.81g/dL, %L : 40, BRI : 2013 ~ 2017 4F)®) OHFANTH 5 Z L0 b, #
BRE G- L OBEIX RN E B bz,

4.1.8 MiRAL AR

MEAL 2R A O lfk 2 Table 12-1 ~ 12-7, Appendix 12-1 ~ 12-14 (27”77

[45¢ 5- 4 4 T i)

(1) - FHEREE

100 mg/kg BETIE, WIHNOHEBIZ H XA L i L CHEZRZITRD Lo 72. 300
LTV 1000 mg/kg #ETIE, al-Z7 a7 U Uy EICA ERREN A B, il 2 OMEIXERER b
BOG T — % (CEHME +£2SD : 16.75 ~ 26.11%, %k : 20, RERHIR : 2013 ~ 2017 4£)° D
HNTH Y, thOBERSEH D WIEAG IR HDNRNW D Enh, B P ERIT RV
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LEZLNT.

(2) M : FBRAE

100 3 L Y1000 mg/kg #ETIEL, WTNOHEBICHRREEL LG L THERZEZITRD b/
Mrodz. 300 mg/kg BETIX, y-GTP ICHEREMENA DI, @HEETIIZE AL
WZ 0D, RWEES L OBBIIRNEE LR,

() M : V7 T A MEE GERRLHE)

1000 mg/kg #ETHE, WTNOBRATEBIC b 6HREE L i L CHEREITRD bhvgho Tz

EEEElSE g

Q) H T 7 A MR

1000 mg/kg #ETIE, *THBEE LR L TH MU U AMZHEREMEN A LT DS, fHx OfEITR
Bl DY w7 — & (F¥IE £2SD : 141.6 ~ 147.6 mEq/L, %k : 45, RABRIM : 2013 ~ 2017
) OFEFANTH D Z Linh, WRMERE LB LR2VWELEEZ bR, ZOMOBRE
HEIZIIAERRETIRD DR 5T,

(2 M. V7 7 A MEE GERELEE)

1000 mg/kg BETIE, *FPRRE & el LT y-GTP ICA B RSN LR, H 4 O35k
gk D T — % (CEHME £2SD : 0.04~ 124 WU/L, %k : 40, #BRMIH : 2013 ~ 2017 4E)° @
HWENTHDLZ LD, WRMEREG EBELRVWELEEZ bR, ZTOMOBRAEEBIZIX
HERETRBD NIRRT,

4.1.9 R A
4.1.9.1 ##
HIMAT L% Table 13-1 ~ 13-6, Appendix 13-1 ~ 13-14 (27”9,
[45 51 T4 T ]
(1) M . IR
*HRRRE, 100 35 100 1000 mg/kg BETIE, BHEFTRIZR®D b o7, 300 mgkg BETIE,
FEE BRI QAR LHFIZR O bk,
(2) i ERERAE
REPRFEFS L0V 100 mg/kg BETIE, EEFTRIIEED Hiveh- 7=, 300 35 X T 1000 mg/kg #%C
%, IREMEOBRAE)N, ZRER 1HlB L2 IO bz,
() M : V7 T A MEE FERELEE)
*F FRAE TS 00 1000 mg/kg BE & I B AT RIZRD e o iz,
(=116 3 RIS T RF)
Q) # YT T A NEE
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KFFRFESS & 00 1000 mg/kg B & B IZ B FE T RLIZERD o7z,
(2) Mt . 7 71 MEE GERBELRE)
FPRFESRS 1300 1000 mg/kg B & & I EF T RIZEED o7z,

4192 WwEEHE

SRE EE O % Table 14-1 ~ 14-7, Appendix 14-1 ~ 14-20 |2/~ 7.

[45¢ 5- 4 T4 T 1]

(1) M FFBREE

PELIZWTNOREICS, HRYERGH L REEOMICAEREZITR O v o7,
(2) M . FEBRAE

100 5 L V300 mg/kg £ TiE, HE L7ZWTILOIREIC SR REE L R L THEZRZITGRD
HivZe o 7=, 1000 mg/kg BETiX, EIROMH EEOAEREME, MO I JOE T B &

BRKMERA LN, TOMOIREICIL, ARLRETRD Lo T,

() M : V7 T A MHE FERRLEE)

1000 mg/kg #£ TlE, T IEIRDHMEXE I K OFH X & (O FREE & i L TR ERIRER 2 b7,
[[E176 440 A& 1 1]

(1) e V774 MR
mmmM@ﬁTmHMﬁ@mﬂiiﬁ%UK%@%%%&UW%E%K%%%&%@LT%
ERA B, MO EEICRER A LNz, Lo, 23R EMERK TRIZIETRD 6
N7 WELTHDH Z L &, fHx DEITWTNOREBRIEXOE =7 —% (FHE £2SD : Ko
XIS L OV e © DN IR O FE % & T2 24 2.030 ~ 2.366 g 33 1 (00 0.393 ~ 0.509
g/100gBW 72 & TNZ 116.874 ~ 193.970 mg/100gBW, 4% : 56, RERHIR : 2013 ~ 2017 4E)° @
HEANTHD Z &b, HBRYERELEELR2VWELEBZ L.

(2) M. V7 7 A MEE GERBELEE)

1000 mg/kg #ETIE, HIE L72WTNOMBEEEIC S, R L THERZEITR O N
ANV

4.1.9.3 JESHRR RO A
R ELHR A 22 M FT i % Table 15-1 ~ 15-14, Appendix 15-1 ~ 15-22 (2777,
[45¢ 5- I T If]
(1) HE . IR
100 33 L Y 300 mg/kg HEDREME TIL, B 13580 Hi7eh > 7=, 300 mg/kg #EIZ BV TR
BENB O LHIORE FRTIE, ZOFTRICHE L TR FRZEE (B Aaoik.
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1000 mg/kg HETId, BEEICIREE LRGETER (BK) 25 3 Bl B, HFHFRICAHERET
X722 To DR B OHMERO BTz,

ZofIz, MCHilN~ 27 77 7 — UEE @), WRCIREEREMRZER (89%), I
TR/ NP2 (RAM), (DBRIC BRISPESE (M), AR ORIE (BH), FRAKICHZ
WHER A EF% (BER), IREKICIRAPEMIEIZA () NE S/, LaL, Zabix 1o
BDFHLH D VIR E - I TRB RO RT—% D ICROONIFR TH Y, FEHMEE

DHEIMS BN LD, WRMERE LEEDRNEEEZ R b,

KTRRBED B DOFT R & LT, MICEIARIR RPESLVE RS (B, BRI RAE o 4 Bteqb
(B4%), TRAKICATHESENR (B0, FRBICEGAEE (M) 21 £ 2flicabhik.

(2) i AR

100 mg/kg BED H B L OWEME CTIE, BEITRO LN o Tz,

300 mg/kg #EDE T, BB ICHIRFTICKIS LT, RBETL A (R 28 18I bh
7o BT, BEITRO o,

1000 mg/kg FECIE, BEMLICIRES ERGBIERR (BR1K) 3 X ORIEMEMIZE (5% 234 6 B
CEERD B, 2O OFBBEE IR FRICERICE o2, TR DHICBET HFTR & LT
T A g OKIE (B 2 4B AH 7. BE TIERIRETRICRHE LT, REERL A (B
) M2 BN B NTZ LM BE TR D e o Tz,

Zoftic, MChilaN~ 27 v 7y —JEE @BH), ORICRBYERIE (#85), BICIEE
ThAE (B, RIMICHNE LA (B, iRIC s &M (B1R), <A = AMICIRE LS (BK),
TRARICHTZEEN (R%), FURBRICHRS Ak (), IRERICIRDMERBEIRIE R (%) AV
RENTZ. LoL, TALELBIORDFIBD DT R E - 3Rk 0 &7 —4 7
IO ONAFTRATH Y, BEMEOHEME A LNRNT LD, HRYERS L BED 2
ElLEZ BN

XHRBED L OFT R & LT, BRI BRIV IS ZEME (BR1K), BRI IRANE O a3 AL
(%), RAEMERIIIZ (B, MOARIC ERGETEZRL (M) 234 L Blic A b,

@) W - V7T 1 EE (GEBLEE)

1000 mg/kg FETIZ, MCHifaN~ 7 v 7 7 — DK (BH), NI/ NP2EE (@), AR
BRI AR RS (%) AR ST, LavL, ZHSIERES 5 W IZBis 0y &7 —
D ICROONLFATHY, FEBEOHINTIALNRNT LD, WHRYEER 5 & EE
DIRNWEILEZ 2 BT,

[[E1 76 40 T4 T e

Q) H T 74 MR

1000 mg/kg FEDBEMEIZ I, HEFIFBIE IR0 o7
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4.2 MEHEFE A

4.2.1 MEE IR
PEJE IR A D Rl & Table 16, Appendix 16-1 ~ 16-8 (27779
ZEBCHT 14 A B OMEBBERICB T, HEMORE ORBE, REHMER L OREEHK
(ISR L B G & IR ORI B R 2RO bk o T,

4.2.2 EHEREMA
AFTHAEMAE Ol & Table 17-1 33 X UV 17-2, Appendix 17-1 ~ 17-8 2777
R, ZMER LOZRITE BRI, SRME R GEE L RO ICA B R ZITRD
nigmo iz,

4.2.3 53k KOV E IR AEBIZ2
Iyis X OWH B R REBLZR O i & Table 18-1 ~ 18-3, Appendix 18-1 ~ 18-12 [Z/”79".
PEURBEIREL, AEIRER, AR, HVER, WU, MEEss, HpERR, HEROAFREE
FOEC L, PR B ONCHTE 4 HOERIZIE, WINOHBRYERGEIZBW T H X
BEE Wi L CHBERZRRD bRz, 72, WTFROHEARICHARREITRD 5N
o Tz,

4.2.4 FERO—eR B L OEFER
AR O — Bk BE R L OVEIFER O S % Table 19 35 X 1020, Appendix 19-1 ~ 19-8 33 . 10 20-1
~20-4 (TR
%O BG4 HO—BRIEIZ, XRBEZ S 0LWTORBREEICEWTY, BFITFEO L
o Tz,
A% 0 BB L4 A OAEFRITE, WHRWER G E TR OMICA B2 ZTRD b
Mmoo,

4.25 FAEWORE
PR OIREO R % Figure 3, Table 21, Appendix 21-1 ~ 21-4 [Z7R”7.
A% 0 B, 300 mglkg BEIZ 51T B MED (R EE I ot FRRE & bk U T B e BB AN A D LT 28,
1000 mg/kg #E TIIA B RZET RN -T2 2 &0 6, R E R G- L DR WAL E B X BT,
Atk 4 B OREICIE, MRS DR E R G L HRBEORICA B2 21T b o 7z
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4.2.6 FAVOHIRHR
AR ORI O Rk & Table 22, Appendix 22-1 ~ 22-4 |27~
1% 4 B O OFIFTIE, 1000 mg/kg #f TEEILERO HT, XFIREECTHED 1 6Ol
CEHEMEEABRBAELNTZOARTH ST,
A% 0-4 HOMIZHA SN TEIRTIE, WIhoBEmic s BEITRo snihroiz

5 B
5.1 RAEH G-

100 ¥ L OV 300 mg/kg AECIE, #GWIRHO—foREE, (KE, KREBMNES XOEER, #
MZRAEBLEE, HREMA, JRRAE, MIRFRE, MIREFRRAES JOREERICE, MLk
&b BRI E R G BT 5 ZRITERD B o 7.

P 5 IR T o ERBREE OMEOH T, 300 33 X 181000 mglkg BEICENT, JIRE KGR
BN L FE X2 BN A DI, FHEMERF R A T ZUcxHE L TRRBIHEO L ARA LT,
L2 L, ZOZBFRBHEROERT—% D ICROONIFTRTHY, FRBEEOM TR
HEINRRENZ L&, WELRBMETREOARIZROND Z LG, BROKGEIEDEOYERT
PR TR R Lo b D L HER S 4, R E R G C L DR REL L IZB X bl o
7.

1000 mg/kg #ETIE, WEHRTO—REEOZE e LT, M1F, ERBREFEOME 165, I
ZRBCREDOME 1 BN AR IR DBIE STz, JRIRE CTIX, HET pH ORME & R EO R, JERREE
DHET pH DARMED - B 4L, WIS R ER 5 ICBEET 22 (b E B2 bniz. WRERD
R OB BRI T, R X OERBEEOMIZB N T, B —E O RIEME DAL
(RBE ERGBERL, RIEVEMIIRNE, KEIEE A TE OKIE) A2 Hi, HROBY CIEA b7k
WERETH Y, BEBMEE LRI EICEN T2, 2RO, WRERD EA D%
HICRFTRO NN s, RPICHEESN 2B & 5 WITBULEMIZ L D, BEDERS
B~ DFPAPEIC LR 3 5 FIREMEAYE 2 BTz,

WEER T, FRBREEOME TR O BRI, JEREREOME T T EAOH B X O
AR ESEIARMEA 2 b, WEMMTFIRE IIRDO L RN 2 2 h, ZThbITHEEY
HERDOBRWEEEZ b, £, ERBREEOME THIIR ORI ] OFE X E BRI A3 2
S, FHITINA THR - B DA R LA K D AREMNSE 2 LTz, JRERRAR A0 B 1
DB T,

PLEDZARIZ, 9118 2 H LI L ONEE IR TRFOMRE CIIB O o T, [EIEMEZ R L.

FIfEDOZOMOEH (RE, FREHINER XOEME, FEMRRIERLE, WiERE, Mm%
AORRAE, MLIRILFRORRAT) 121, BEGWIR T T ek X ORI I, #& T IRp O MERE & & #kBR
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W B 5 Z B L 722 RITRR O b - T,

PLE®D X 91z, 100 3 L T 300 mg/kg B i, HERE L B E & 5 O EITFRD Lo
72. 1000 mg/kg #£ Tid, MEMET—BARREDO AL (FREIR), JR pHARME, BEDEIZ IR B 22
ERBO BN, I HIZHETITREBINORD LN, Lz > T, KBRS TICHET 5 o-
EREXIA Y TIBRATFVORERGEICET 2 BEERE (NOEL) B LU EM &
(NOAEL) 1T\ 3 v & el & & 300 mglkglday To 5 &5z Bz,

5.2 AGEFE A wEME
AFERERMAS TIE, 1000 mg/kg BEE T, MEEMO R ORBR, RIEWMERS X ORFEK,
R, ZhE, KRITERE, MIRWEEE, AR, ARE, AR, MIRMIM, HEE,
FENIER, HIEEVE 0477 s L OVE L e & NSS4 A OWiE SRICIE, #BRmE R 5
EaP R R (A E N Y g WA I
BrERORE, —HIREE, AR, Mk, SRR RHERE X OH I TIE, 1000 mg/kg
FEE T, WBRWERECBET 2 ETA b nlenod.

E

PLED X 9z, 1000 mg/kg BE % C, BlEMW O AFEEER KOS A R ORI e & 512 B
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1) %47 —# v — bk Methyl 2-Hydroxyisobutyrate. H{bak T3S

2) Chemical Book: 2110-78-3 (CAS Data Base Reference)

3) WAL CLEMRKESH R — =2 F T 1 % 1 7 Methyl 2-Hydroxyisobutyrate.
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Figure 1 -1
Body weight, Male Period : Administration Day 1-28, Recovery Day 1-14
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Not significantly different from HBM 0 mg/kg
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Period : FO before mating Day 1-14, FO gestation Day 0-20, FO lactation Day 0-4

Study No. : SR17144

Species : Rat

---0--- HBM 0 mg/kg
—a— HBM 100 mg/kg
—e— HBM 300 mg/kg
—a— HBM 1000 mg/kg

Figure 1 -2
Body weight, Female
600 +
500 T
400 +
C)
=
2
g 300 +
>
el
o)
s
200 T+
100 +
0 : :
1 4 7

Before mating period (day)

Not significantly different from HBM 0 mg/kg

Gestation period (day)

Lactation period (day)



_vv-

Figure 1-3 Study No. : SR17144
Body weight, Female (satellite) Period : Administration Day 1-28, Recovery Day 1-14 Species : Rat
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Figure 2 - 1

Food consumption (g)

Study No. : SR17144

Food consumption, Male Period : Administration Day 1-28, Recovery Day 1-14 Species : Rat
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Study No. : SR17144

Figure 2 - 2
Food consumption, Female Period : FO before mating Day 1-14, FO gestation Day 0-20, FO lactation Day 0-4 Species : Rat
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Figure 2 - 3

Food consumption (g)

Study No. : SR17144

Food consumption, Female (satellite) ~ Period : Administration Day 1-28, Recovery Day 1-14 Species : Rat
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Study No. : SR17144

Figure 3
Body weight of offspring Period : Postnatal Day 0-4 Species : Rat
15 1
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—a— HBM 1000 mg/kg
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Postnatal day Postnatal day

Significantly different from HBM 0 mg/kg: * P<0.05
ST : Steel test (two-side)
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Table 1 -1

Study No. : SR17144

Clinical sign Period : Administration Day 1-29
Sex : Male Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Reddish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Reddish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 17 18 19 20 21 22 23 24
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 M 12 12 11 12 1
Reddish urine 0 0 0 0 0 0 0 0 0 0 1 0 0 1 0 1
Test article Day 25 26 27 28 29
Dose Clinical signs Time 1 2 1 2 1 2 1 2 3
HBM n 12 12 12 12 12 12 12 12 7
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 7
HBM n 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 7
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 7
Reddish urine 0 0 0 0 0 0 0 0 0

Administration)1 : Before administration, 2 : After administration, 3 : Necropsy day
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Table 1 -2 Study No. : SR17144

Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-18

Sex : Female Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 7 7 1 1
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 7 7 1 1
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 6 6 4 4
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 6 6 4 4
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 5 5 2 2
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 5 5 2 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 8 8 5 5
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 8 8 5 5
Test article Day 17 18
Dose Clinical signs Time 1 2 1 2
HBM n 0 0 0 0
0 mg/kg No abnormality 0 0 0 0
HBM n 2 2 0 0
100 mg/kg No abnormality 2 2 0 0
HBM n 0 0 0 0
300 mg/kg No abnormality 0 0 0 0
HBM n 1 1 1 1
1000 mg/kg No abnormality 1 1 1 1

FO before mating; FO mating)1 : Before administration, 2 : After administration
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Table 1-3

Study No. : SR17144

Clinical sign Period : FO gestation Day 0-22
Sex : Female Species : Rat
Test article Day O 1 2 3 4 5 6 7
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
300 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 11 11 11 12 M 12 12 12 12 12 12 12
Reddish urine 0 0 0 0 1 1 1 0 1 0 0 0 0 0 0 0
Test article Day 8 9 10 11 12 13 14 15
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HBM n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
300 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Reddish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 16 17 18 19 20 21 22
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 0 0
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 0 0
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 3 3
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 3 3
HBM n 11 11 11 11 11 11 11 11 11 11 11 11 2 2
300 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 2 2
HBM n 12 12 12 12 12 12 12 12 12 12 12 12 2 2
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 2 2
Reddish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0

FO gestation)1 : Before administration, 2 : After administration
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Table 1-4

Study No. : SR17144

Clinical sign Period : FO lactation Day 0-5

Sex : Female Species : Rat
Test article Day O 2 3 4 5
Dose Clinical signs Time 2 2 2 2 2 3
HBM n 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12
HBM n 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12
HBM n 11 11 11 11 11 11 11 11 11 11 11
300 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11
HBM n 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12

FO lactation)1

: Before administration, 2 : After administration, 3 : Necropsy day



Table 1-5 Study No. : SR17144
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Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
HBM n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Reddish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
HBM n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Reddish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 17 18 19 20 21 22 23 24
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
HBM n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Reddish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 25 26 27 28 29
Dose Clinical signs Time 1 2 1 2 1 2 1 2 3
HBM n 0 10 10 10 10 10 10 10 5
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 5
HBM n 0 10 10 10 10 10 10 10 5
1000 mg/kg No abnormality 10 10 10 10 10 10 9 9 5
Reddish urine 0 0 0 0 0 0 1 1 0

Administration)1 : Before administration, 2 : After administration, 3 : Necropsy day
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Table 1-6 Study No. : SR17144

Clinical sign Period : Recovery Day 1-15

Sex : Male Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
HBM n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Test article Day 9 10 11 12 13 14 15
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 3
HBM n 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5
HBM n 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5

Recovery)1 : AM, 2 : PM, 3 : Necropsy day



Table 1-7 Study No. : SR17144

Clinical sign Period : Recovery Day 1-15
Sex : Female (satellite) Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
HBM n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
HBM n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg No abnormality 4 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Reddish urine 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 9 10 11 12 13 14 15
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 3
HBM n 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5
HBM n 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5
Reddish urine 0 0 0 0 0 0 0 0 0 0 0 0 0

_Sg_

Recovery)1: AM, 2 : PM, 3 : Necropsy day
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Table 2 - 1

Detailed clinical observation (in the cage)

Study No. : SR17144

Sex : Male Species : Rat
Stereotype Bizarre behavior
Body position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Pre 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from HBM 0 mg/kg
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Table 2 -2 Study No. : SR17144
Detailed clinical observation (in the cage)
Sex : Female Species : Rat
Stereotype Bizarre behavior
Body position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Pre 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 35 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 42 0 mg/kg n 7 7 7 7 7 7
100 mg/kg n 8 8 8 8 8 8
300 mg/kg n 6 6 6 6 6 6
1000 mg/kg n 8 8 8 8 8 8

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from HBM 0 mg/kg



_89-

Table2-3

Detailed clinical observation (in the cage)

Sex : Female (satellite)

Study No. : SR17144

Species : Rat

Stereotype Bizarre behavior
Body position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Pre 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 14 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 21 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 28 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from HBM 0 mg/kg



_69-

Table 2 -4 Study No. : SR17144
Detailed clinical observation (in the cage)
Sex : Male Species : Rat
Stereotype Bizarre behavior
Body position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.
Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.

Not significantly different from HBM 0 mg/kg



_09_

Table2-5 Study No. : SR17144
Detailed clinical observation (in the cage)
Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Body position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.
Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.

Not significantly different from HBM 0 mg/kg



Table 3 -1 Study No. : SR17144
Detailed clinical observation (on the hand)
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Sex : Male Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.

Not significantly different from HBM 0 mg/kg



Table 3 -2 Study No. : SR17144
Detailed clinical observation (on the hand)
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Sex : Female Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 35 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0 mg/kg n 7 7 7 7 7 7 7 7 7 7 7 7
100 mg/kg n 8 8 8 8 8 8 8 8 8 8 8 8
300 mg/kg n 6 6 6 6 6 6 6 6 6 6 6 6
1000 mg/kg n 8 8 8 8 8 8 8 8 8 8 8 8

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.

Not significantly different from HBM 0 mg/kg



Table 3-3 Study No. : SR17144
Detailed clinical observation (on the hand)

Sex : Female (satellite) Species : Rat

Ease of Muscle Mucous Pupil Secretions/

Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 14 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 21 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 28 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.

Not significantly different from HBM 0 mg/kg



_vg_

Table 3-4 Study No. : SR17144
Detailed clinical observation (on the hand)
Sex : Male Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.

Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.

Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.
Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.

Secretions/Excretions) 0;Not present, 1;Present.
Not significantly different from HBM 0 mg/kg



_99_

Table 3-5 Study No. : SR17144
Detailed clinical observation (on the hand)
Sex : Female (satellite) Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.

Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.

Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.
Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.

Secretions/Excretions) 0;Not present, 1;Present.
Not significantly different from HBM 0 mg/kg



Table 4 - 1 Study No. : SR17144
Detailed clinical observation (in the open-field)
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Sex : Male Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli  Searching Urination Defecation grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg n 12 12 12 12 10 2 9 3 12 12 12 12 12
100 mg/kg n 12 12 12 12 8 4 7 5 12 12 12 12 12
300 mg/kg n 12 12 12 12 6 6 5 7 12 12 12 12 12
1000 mg/kg n 12 12 12 12 10 2 7 5 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 10 2 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 9 3 11 1 12 12 12 12 12
300 mg/kg n 12 12 12 12 9 3 8 4 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 9 3 12 12 12 12 12
300 mg/kg n 12 12 12 12 10 2 11 1 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 11 1 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 9 3 10 2 12 12 12 12 12
300 mg/kg n 12 12 12 12 7 5 | 7] 5 ]sT$ 12 12 12 12 12
1000 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 9 3 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 10 2 10 2 12 12 12 12 12
300 mg/kg n 12 12 12 12 9 3 10 2 12 12 12 12 12
1000 mg/kg n 12 12 12 12 10 2 11 1 12 12 12 12 12

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Significantly different from HBM 0 mg/kg: $ P<0.05

ST : Steel test (two-side)
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Table 4 - 2 Study No. : SR17144
Detailed clinical observation (in the open-field)

Sex : Female Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli  Searching Urination Defecation grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg n 12 12 12 12 10 2 11 1 12 12 12 12 12
100 mg/kg n 12 12 12 12 8 4 10 2 12 12 12 12 12
300 mg/kg n 12 12 12 12 9 3 11 1 12 12 12 12 12
1000 mg/kg n 12 12 12 12 10 2 10 2 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 10 2 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 8 4 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 10 2 11 1 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 35 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 42 0 mg/kg n 7 7 7 7 7 0 7 0 7 7 7 7 7
100 mg/kg n 8 8 8 8 7 1 8 0 8 8 8 8 8
300 mg/kg n 6 6 6 6 6 0 6 0 6 6 6 6 6
1000 mg/kg n 8 8 8 8 8 0 8 0 8 8 8 8 8

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from HBM 0 mg/kg



Table 4 -3 Study No. : SR17144
Detailed clinical observation (in the open-field)

Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli  Searching Urination Defecation grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg n 10 10 10 10 8 2 9 1 10 10 10 10 10
1000 mg/kg n 10 10 10 10 9 1 10 0 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 7 3 10 O 10 10 10 10 10
1000 mg/kg n 10 10 10 10 8 2 9 1 10 10 10 10 10
Day 14 0 mg/kg n 10 10 10 10 10 O 10 O 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 O 10 O 10 10 10 10 10
Day 21 0 mg/kg n 10 10 10 10 10 0 10 0 10 10 10 10 10
1000 mg/kg n 10 10 10 10 9 1 9 1 10 10 10 10 10
Day 28 0 mg/kg n 10 10 10 10 9 1 10 0 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 0 10 0 10 10 10 10 10
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from HBM 0 mg/kg
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Table 4 -4
Detailed clinical observation (in the open-field)
Sex : Male

Study No

Species : Rat

.1 SR17144

Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli  Searching Urination Defecation grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Recovery 0 mg/kg n 5 5 5 5 5 0 4 1 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 0 5 0 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 4 5 0 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 4 5 0 5 5 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from HBM 0 mg/kg
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Table4 -5
Detailed clinical observation (in the open-field)
Sex : Female (satellite)

Study No

Species : Rat

.1 SR17144

Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli  Searching Urination Defecation grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Recovery 0 mg/kg n 5 5 5 5 4 1 5 0 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 3 2 5 0 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 0 5 0 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 0 5 0 5 5 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from HBM 0 mg/kg



_[L_

Table 5 -1 Study No. : SR17144
Functional observations (on the desk) Stage : Week 4
Sex : Male Species : Rat
Reactivity Righting
Visual Touch Auditory Pain Proprioceptive reflex
Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
100 mg/kg n 5 5 5 5 5 5
300 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.

Not significantly different from HBM 0 mg/kg
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Table 5 -2 Study No. : SR17144
Functional observations (on the desk) Stage : Lactation Day 4
Sex : Female Species : Rat
Reactivity Righting
Visual Touch Auditory Pain Proprioceptive reflex
Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
100 mg/kg n 5 5 5 5 5 5
300 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.
Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.

Proprioceptive reactivity) O;No returning, 1;Returning.
Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
Not significantly different from HBM 0 mg/kg
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Study No. : SR17144

Table5-3
Functional observations (on the desk) Stage : Week 4
Sex : Female (satellite) Species : Rat
Reactivity Righting
Visual Touch Auditory Pain Proprioceptive reflex
Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.
Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) 0;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.

Proprioceptive reactivity) O;No returning, 1;Returning.
Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
Not significantly different from HBM 0 mg/kg
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Study No. : SR17144

Table 5-4
Functional observations (on the desk) Stage : Recovery Week 2
Sex : Male Species : Rat
Reactivity Righting
Visual Touch Auditory Pain Proprioceptive reflex
Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.
Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) 0;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.

Proprioceptive reactivity) O;No returning, 1;Returning.
Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
Not significantly different from HBM 0 mg/kg
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Table6 -1 Study No. : SR17144
Grip strength Stage : Week 4
Sex : Male Species : Rat
Forelimb Hindlimb
Test article g g
Dose
HBM n 5 5
0 mg/kg Mean 1317.86 501.74
S.D. 102.42 66.94
HBM n 5 5
100 mg/kg Mean 1260.72 542.08
S.D. 186.97 51.55
HBM n 5 5
300 mg/kg Mean 1515.74 555.08
S.D. 128.80 61.25
HBM n 5 5
1000 mg/kg Mean 1328.12 520.60
S.D. 284.61 76.75

Not significantly different from HBM 0 mg/kg
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Table 6 - 2 Study No. : SR17144
Grip strength Stage : Lactation Day 4
Sex : Female Species : Rat
Forelimb Hindlimb
Test article g g
Dose
HBM n 5 5
0 mg/kg Mean 1144.94 401.38
S.D. 115.77 18.28
HBM n 5 5
100 mg/kg Mean 1255.12 395.40
S.D. 116.25 14.63
HBM n 5 5
300 mg/kg Mean 1207.40 399.06
S.D. 121.38 35.96
HBM n 5 5
1000 mg/kg Mean 1215.92 406.18
S.D. 152.40 55.72

Not significantly different from HBM 0 mg/kg



_LL_

Table 6 -3 Study No. : SR17144
Grip strength Stage : Week 4
Sex : Female (satellite) Species : Rat
Forelimb Hindlimb
Test article g g
Dose
HBM n 5 5
0 mg/kg Mean 1099.68 445.16
S.D. 92.34 46.91
HBM n 5 5
1000 mg’kg Mean 1067.68 385.94
S.D. 78.87 102.82

Not significantly different from HBM 0 mg/kg
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Study No. : SR17144

Table 6 - 4
Grip strength Stage : Recovery Week 2
Sex : Male Species : Rat
Forelimb Hindlimb
Test article g g
Dose
HBM n 5 5
0 mg/kg Mean 1403.86 489.38
S.D. 189.90 43.69
HBM n 5 5
1000 mg’kg Mean 1629.76 496.46
S.D. 284.63 93.78

Not significantly different from HBM 0 mg/kg
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Table7-1 Study No. : SR17144
Motor activity measurements Stage : Week 4
Sex : Male Species : Rat
0'- 10 10" - 20 20'- 30' 30' - 40' 40' - 50' 50" - 60' 0'- 60
Test article No. No. No. No. No. No. No.
Dose
HBM n 5 5 5 5 5 5 5
0 mg/kg Mean 414.2 258.0 165.2 119.4 141.2 43.4 1141.4
S.D. 120.2 129.7 148.7 114.3 92.0 36.0 562.4
HBM n 5 5 5 5 5 5 5
100 mg/kg Mean 518.2 335.4 234.8 266.4 141.6 78.8 1575.2
S.D. 212.0 188.0 142.6 265.9 135.7 107.8 835.5
HBM n 5 5 5 5 5 5 5
300 mg/kg Mean 548.0 365.6 194.0 91.0 80.2 42.8 1321.6
S.D. 193.0 150.0 153.0 104.5 129.3 94.0 713.9
HBM n 5 5 5 5 5 5 5
1000 mg/kg Mean 739.2 445.6 284.8 91.8 28.8 35.6 1625.8
S.D. 199.1 299.8 262.4 68.5 51.4 79.6 707.7
DT

Significantly different from HBM 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 7 - 2 Study No. : SR17144
Motor activity measurements Stage : Lactation Day 4
Sex : Female Species : Rat
0'-10' 10'- 20' 20'- 30 30'- 40" 40' - 50' 50' - 60 0'-60'
Test article No. No. No. No. No. No. No.
Dose
HBM n 5 5 5 5 5 5 5
0 mg/kg Mean 481.2 285.6 147.4 119.6 150.4 49.6 1233.8
S.D. 137.2 256.8 121.0 154.3 230.0 87.9 940.9
HBM n 5 5 5 5 5 5 5
100 mg/kg Mean 648.6 202.6 164.0 190.0 81.0 110.0 1396.2
S.D. 306.1 108.7 86.7 123.8 82.0 118.3 423.8
HBM n 5 5 5 5 5 5 5
300 mg/kg Mean 502.4 208.6 66.2 15.6 9.8 52.6 855.2
S.D. 168.4 165.7 77.4 14.6 21.9 59.5 343.2
HBM n 5 5 5 5 5 5 5
1000 mg/kg Mean 634.2 249.8 53.4 91.4 50.2 51.4 1130.4
S.D. 1751 158.9 53.2 88.3 79.3 75.0 295.7

Not significantly different from HBM 0 mg/kg
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Table7 -3 Study No. : SR17144
Motor activity measurements Stage : Week 4
Sex : Female (satellite) Species : Rat
0'-10 10'-20' 20'-30' 30" - 40 40' - 50' 50" - 60 0'- 60
Test article No. No. No. No. No. No. No.
Dose
HBM n 5 5 5 5 5 5 5
0 mg/kg Mean 704.0 540.0 310.8 162.0 156.8 13.4 1887.0
S.D. 2571 313.5 279.9 168.5 2161 15.1 1117.5
HBM n 5 5 5 5 5 5 5
1000 mg/kg Mean 867.2 525.6 270.2 248.0 211.8 23.8 2146.6
S.D. 306.3 193.9 195.1 186.0 120.3 42.5 698.8

Not significantly different from HBM 0 mg/kg
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Table 7 -4 Study No. : SR17144

Motor activity measurements Stage : Recovery Week 2
Sex : Male Species : Rat
0'-10' 10'- 20' 20'- 30 30'- 40" 40' - 50' 50' - 60 0'-60'
Test article No. No. No. No. No. No. No.
Dose
HBM n 5 5 5 5 5 5 5
0 mg/kg Mean 574.6 370.6 264.6 207.4 235.4 155.6 1808.2
S.D. 265.0 168.1 171.3 154.7 177.9 125.7 983.9
HBM n 5 5 5 5 5 5 5
1000 mg/kg Mean 757.6 539.6 347.4 216.2 191.2 168.6 2220.6
S.D. 177.0 253.6 208.3 109.6 2241 143.6 904.9

Not significantly different from HBM 0 mg/kg
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Table8-1 Study No. : SR17144
Body weight Period : Administration Day 1-28
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 21 28 gain
HBM n 12 12 12 12 12 12 12
0 mg/kg Mean 375.3 390.1 403.7 427.3 447.0 469.6 94.3
S.D. 17.0 18.7 21.9 27.6 29.8 28.1 154
HBM n 12 12 12 12 12 12 12
100 mg/kg Mean 373.9 388.4 404.2 430.3 452.3 474.6 100.7
S.D. 17.7 19.7 21.0 20.8 22.4 25.8 141
HBM n 12 12 12 12 12 12 12
300 mg/kg Mean 374.8 388.8 403.4 429.8 455.9 479.6 104.8
S.D. 17.6 21.3 24.9 27.6 28.0 31.4 16.2
HBM n 12 12 12 12 12 12 12
1000 mg/kg Mean 375.1 389.1 404.8 427.0 447.6 471.6 96.5
S.D. 15.7 19.0 20.6 25.4 295 32.9 26.1

Not significantly different from HBM 0 mg/kg
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Table 8 - 2

Study No. : SR17144

Body weight Period : FO before mating Day 1-14
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 gain
HBM n 12 12 12 12 12
0 mg/kg Mean 237.0 238.8 247.8 262.0 25.0
S.D. 13.2 14.6 15.9 16.9 7.7
HBM n 12 12 12 12 12
100 mg/kg Mean 235.8 241.3 2458 254.0 18.2
S.D. 13.8 131 13.3 14.9 8.4
HBM n 12 12 12 12 12
300 mg/kg Mean 233.8 238.4 2440 255.9 221
S.D. 18.5 17.3 16.1 22.0 9.0
HBM n 12 12 12 12 12
1000 mg/kg Mean 234.4 2415 250.3 259.3 24.8
S.D. 13.6 15.6 14.8 15.9 6.2

Not significantly different from HBM 0 mg/kg
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Table 8 -3 Study No. : SR17144

Body weight Period : FO gestation Day 0-20
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 7 14 20 gain
HBM n 12 12 12 12 12
0 mg/kg Mean 264.9 304.7 345.6 431.0 166.1
S.D. 18.2 21.6 25.9 314 17.4
HBM n 12 12 12 12 12
100 mg/kg Mean 260.5 299.3 3374 418.9 158.4
S.D. 13.5 13.8 17.9 27.2 20.4
HBM n 11 11 11 11 11
300 mg/kg Mean 258.1 298.4 336.8 420.8 162.7
S.D. 21.3 214 23.5 29.1 13.7
HBM n 12 12 12 12 12
1000 mg/kg Mean 264.6 307.6 348.8 434.2 169.6
S.D. 16.2 15.5 18.6 20.3 11.3

Not significantly different from HBM 0 mg/kg
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Table 8 - 4 Study No. : SR17144

Body weight Period : FO lactation Day 0-4
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 4 gain
HBM n 12 12 12
0 mg/kg Mean 328.9 349.9 21.0
S.D. 26.5 26.4 10.7
HBM n 12 12 12
100 mg/kg Mean 318.3 341.5 23.3
S.D. 17.7 18.6 8.2
HBM n 11 11 11
300 mg/kg Mean 319.4 344.6 25.3
S.D. 22.8 223 9.3
HBM n 12 12 12
1000 mg/kg Mean 331.3 348.2 16.8
S.D. 19.3 16.8 9.9

Not significantly different from HBM 0 mg/kg
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Table 8 -5 Study No. : SR17144
Body weight Period : Administration Day 1-28
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 21 28 gain
HBM n 10 10 10 10 10 10 10
0 mg/kg Mean 235.0 237.0 2447 258.4 269.9 276.6 41.6
S.D. 9.1 7.6 9.2 13.2 11.9 11.4 11.1
HBM n 10 10 10 10 10 10 10
1000 mg/kg Mean 233.7 238.0 242.7 256.9 268.9 272.9 39.2
S.D. 7.9 8.7 11.5 14.3 13.8 15.9 10.4

Not significantly different from HBM 0 mg/kg
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Table 8 - 6 Study No. : SR17144

Body weight Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
HBM n 5 5 5 5
0 mg/kg Mean 469.0 491.6 504.6 35.6
S.D. 8.0 10.2 13.2 8.8
HBM n 5 5 5 5
1000 mg/kg Mean 466.6 488.2 501.6 35.0
S.D. 12.4 8.8 6.8 11.3

Not significantly different from HBM 0 mg/kg
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Table 8 -7 Study No. : SR17144

Body weight Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
HBM n 5 5 5 5
0 mg/kg Mean 275.8 284.2 296.4 20.6
S.D. 11.9 14.5 14.9 6.4
HBM n 5 5 5 5
1000 mg/kg Mean 275.0 289.6 309.0 34.0
S.D. 19.8 20.0 29.3 20.8

Not significantly different from HBM 0 mg/kg



Table9-1 Study No. : SR17144

Food consumption Period : Administration Day 1-28
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 4 7 14 28
HBM n 12 12 12 12
0 mg/kg Mean 27.15 26.73 27.17 27.37
S.D. 1.96 1.75 1.96 1.67
HBM n 12 12 12 12
100 mg/kg Mean 27.54 27.91 27.88 28.01
S.D. 191 1.83 1.27 1.78
HBM n 12 12 12 12
300 mg/kg Mean 27.36 26.99 27.82 28.23
S.D. 2.27 2.04 1.73 1.38
HBM n 12 12 12 12
1000 mg/kg Mean 26.83 27.38 27.79 28.28
S.D. 2.76 2.75 2.82 2.76

_06_

Not significantly different from HBM 0 mg/kg
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Table 9 - 2 Study No. : SR17144
Food consumption Period : FO before mating Day 1-14
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4 7 14
HBM n 12 12 12
0 mg/kg Mean 17.95 19.58 19.68
S.D. 1.83 2.24 1.33
HBM n 12 12 12
100 mg/kg Mean 18.43 19.21 19.43
S.D. 1.63 1.50 1.13
HBM n 12 12 12
300 mg/kg Mean 18.08 19.53 20.14
S.D. 1.78 1.48 2.36
HBM n 12 12 12
1000 mg/kg Mean 19.12 19.43 19.74
S.D. 2.21 1.62 1.45

Not significantly different from HBM 0 mg/kg
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Table 9-3 Study No. : SR17144
Food consumption Period : FO gestation Day 0-20
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 7 14 20
HBM n 12 12 12
0 mg/kg Mean 24.30 26.24 26.38
S.D. 1.71 2.22 1.83
HBM n 12 12 12
100 mg/kg Mean 24.22 26.45 25.22
S.D. 1.58 2.16 1.82
HBM n 11 11 11
300 mg/kg Mean 25.20 27.20 26.53
S.D. 2.49 2.74 2.02
HBM n 12 12 12
1000 mg/kg Mean 25.13 27.96 26.40
S.D. 1.45 1.67 1.57

Not significantly different from HBM 0 mg/kg
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Table 9 - 4 Study No. : SR17144

Food consumption Period : FO lactation Day 0-4
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4
HBM n 12
0 mg/kg Mean 35.48
S.D. 3.32
HBM n 12
100 mg/kg Mean 34.99
S.D. 5.06
HBM n 11
300 mg/kg Mean 35.50
S.D. 3.26
HBM n 12
1000 mg/kg Mean 35.27
S.D. 4.46

Not significantly different from HBM 0 mg/kg
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Table 9-5 Study No. : SR17144

Food consumption Period : Administration Day 1-28
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day
Dose 4 7 14 21 28
HBM n 10 10 10 10 10
0 mg/kg Mean 18.41 19.70 20.49 20.20 20.47
S.D. 1.37 1.49 1.30 1.25 1.63
HBM n 10 10 10 10 10
1000 mg/kg Mean 18.04 19.23 19.80 19.33 18.83
S.D. 1.77 1.92 1.30 1.55 1.86

Not significantly different from HBM 0 mg/kg
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Study No. : SR17144

Table 9-6
Food consumption Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 7 14
HBM n 5 5
0 mg/kg Mean 26.92 26.22
S.D. 2.14 1.99
HBM n 5 5
1000 mg/kg Mean 27.44 26.92
S.D. 1.18 1.18

Not significantly different from HBM 0 mg/kg
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Study No. : SR17144

Table9-7
Food consumption Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day
Dose 7 14
HBM n 5 5
0 mg/kg Mean 19.96 19.92
S.D. 1.75 1.56
HBM n 5 5
1000 mg/kg Mean 20.26 21.88
S.D. 1.79 4.70

Not significantly different from HBM 0 mg/kg
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Table 10 -1

Urinary findings

Stage : Week 4

Study No. : SR17144

Sex : Male Species : Rat
pH
Test article
Dose 5.0 6.0 6.5 7.0 7.5 8.0 8.5
HBM n 0 0 0 4
0 mg/kg
HBM n 0 0 0 4
100 mg/kg
HBM n 0 0 2 3
300 mg/kg
HBM n 0 1 0 0
1000 mg/kg
ST$
Protein Glucose
Test article
Dose - + + 2+ 3+ - + 2+ 3+
HBM n 0 2 2 0 0
0 mg/kg
HBM n 0 2 3 0 0
100 mg/kg
HBM n 0 5 0 0 0
300 mg/kg
HBM n 0 4 0 0 0
1000 mg/kg

Significantly different from HBM 0 mg/kg: $ P<0.05
ST : Steel test (two-side)



Table 10 -2 Study No. : SR17144
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Urinary findings Stage : Week 4
Sex : Male Species : Rat
Ketone body Urobilinogen
Test article EU/dL
Dose - + + 2+ 3+ 0.1 1 2 4 8
HBM n 5 0 0 0 0 5 0 0 0 0
0 mg/kg
HBM n 5 0 0 0 0 5 0 0 0 0
100 mg/kg
HBM n 5 0 0 0 0 5 0 0 0 0
300 mg/kg
HBM n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg
Bilirubin Occult blood
Test article
Dose - + 2+ 3+ - + + 2+ 3+
HBM n 5 0 0 0 5 0 0 0 0
0 mg/kg
HBM n 5 0 0 0 5 0 0 0 0
100 mg/kg
HBM n 5 0 0 0 5 0 0 0 0
300 mg/kg
HBM n 5 0 0 0 4 0 0 0 1
1000 mg/kg

Not significantly different from HBM 0 mg/kg
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Table 10 -3 Study No. : SR17144
Urinary findings Stage : Week 4
Sex : Male Species : Rat

Color

Test article

Dose A B C D

HBM n 5 0 0

0 mg/kg

HBM n 5 0 0

100 mg/kg

HBM n 5 0 0

300 mg/kg

HBM n 5 0 0

1000 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from HBM 0 mg/kg
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Table 10 - 4 Study No. : SR17144
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
HBM n 5
0 mg/kg Mean 12.20
S.D. 5.32
HBM n 5
100 mg/kg Mean 10.50
S.D. 2.32
HBM n 5
300 mg/kg Mean 13.00
S.D. 2.42
HBM n 5
1000 mg/kg Mean 17.70
S.D. 1.75
DT =

Significantly different from HBM 0 mg/kg: * P<0.05

DT : Dunnett test (two-side)
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Table 10-5

Urinary findings Stage : Week 4
Sex : Male

Species : Rat

Study No. : SR17144

Specific gravity

Test article

Dose 0 1 2 3

HBM n 0 0 0 1
0 mg/kg

HBM n 0 0 0 0
100 mg/kg

HBM n 0 0 0 0
300 mg/kg

HBM n 0 0 0 0
1000 mg/kg

RBC

Test article

WBC

Dose - 2+

+
+

3+

=+

2+

3+

HBM n 5 0 0 0
0 mg/kg

HBM n 5 0 0 0
100 mg/kg

HBM n 5 0 0 0
300 mg/kg

HBM n 4 0 0 0
1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
Not significantly different from HBM 0 mg/kg
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Table 10 -6

Urinary findings
Sex : Male

Stage : Week 4

Species : Rat

Study No. : SR17144

Test article

Squamous

Round

Dose

+

2+

3+

+

2+

3+

HBM n
0 mg/kg

HBM n
100 mg/kg

HBM n
300 mg/kg

HBM n
1000 mg/kg

Test article

Small round

Cast

Dose

+

2+

3+

=+

2+

3+

HBM n
0 mg/kg

HBM n
100 mg/kg

HBM n
300 mg/kg

HBM n
1000 mg/kg

Not significantly different from HBM 0 mg/kg
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Table 10-7

Urinary findings

Sex : Female (satellite)

Stage : Week 4

Study No. : SR17144

Species : Rat

Test article

pH

Dose 5.

0

6.0

6.5

7.0

7.5

8.0

8.5

HBM n
0 mg/kg

HBM n
1000 mg/kg

W2 $$

Test article

Protein

Glucose

Dose -

+

2+

3+

3+

HBM n
0 mg/kg

HBM n
1000 mg/kg

Test article

Ketone body

Urobilinogen

EU/dL

Dose -

+

2+

3+

0.1

1 2

HBM n
0 mg/kg

HBM n
1000 mg/kg

Significantly different from HBM 0 mg/kg: $$ P<0.01
W2 : Wilcoxon rank sum test (two-side)
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Table 10-8

Urinary findings
Sex : Female (satellite)

Stage : Week 4

Study No. : SR17144

Species : Rat

Bilirubin

Test article

Occult blood

Dose - + 2+

3+

+

2+ 3+

HBM n 5 0
0 mg/kg

HBM n 5 0
1000 mg/kg

Color

Test article

Dose A B C

HBM n 5 0
0 mg/kg

HBM n 5 0
1000 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from HBM 0 mg/kg



- 601 -

Study No. : SR17144

Table 10-9
Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
HBM n 5
0 mg/kg Mean 12.80
S.D. 5.29
HBM n 5
1000 mg/kg Mean 11.50
S.D. 8.67

Not significantly different from HBM 0 mg/kg



Table 10 - 10 Study No. : SR17144

Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat

Specific gravity

Test article
Dose 0 1 2 3 4 5

HBM n 0 0 0 2 2 1
0 mg/kg

HBM n 0 0 0 1 1 3
1000 mg/kg

- 901 -

RBC WBC

Test article
Dose - + + 2+ 3+ - + + 2+ 3+

HBM n 4 1 0 0 0 5 0 0 0 0
0 mg/kg

HBM n 4 1 0 0 0 5 0 0 0 0
1000 mg/kg

Squamous Round

Test article
Dose - 2+ 3+ - + + 2+ 3+

+
+

HBM n 5 0 0 0 0 5 0 0 0 0
0 mg/kg

HBM n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
Not significantly different from HBM 0 mg/kg
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Table 10 - 11

Urinary findings Stage : Week 4
Sex : Female (satellite)

Study No. : SR17144

Species : Rat

Test article
Dose

Small round

Cast

3+

+

2+ 3+

HBM
0 mg/kg

HBM
1000 mg/kg

Not significantly different from HBM 0 mg/kg
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Table 10 - 12

Urinary findings
Sex : Male

Stage : Recovery Week 2

Study No. : SR17144

Species : Rat

Test article

pH

Dose

5.0

6.0

6.5

7.0

7.5

8.0

8.5

HBM n
0 mg/kg

HBM n
1000 mg/kg

Test article

Protein

Glucose

Dose

+

2+

3+

3+

HBM n
0 mg/kg

HBM n
1000 mg/kg

Test article

Ketone body

Urobilinogen

EU/dL

Dose

+

2+

3+

0.1

1 2

HBM n
0 mg/kg

HBM n
1000 mg/kg

Not significantly different from HBM 0 mg/kg
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Table 10 - 13

Urinary findings
Sex : Male

Stage : Recovery Week 2

Study No. : SR17144

Species : Rat

Bilirubin

Test article

Occult blood

Dose - + 2+

3+ -

+

2+ 3+

HBM n 5 0
0 mg/kg

HBM n 5 0
1000 mg/kg

Color

Test article

Dose A B C

HBM n 5 0
0 mg/kg

HBM n 5 0
1000 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from HBM 0 mg/kg



Study No. : SR17144

Table 10 - 14
Urinary findings Stage : Recovery Week 2
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
HBM n 5
0 mg/kg Mean 11.00
S.D. 2.45
HBM n 5
1000 mg/kg Mean 11.10
S.D. 0.65

Not significantly different from HBM 0 mg/kg
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Table 10 - 15

Urinary findings Stage : Recovery Week 2

Sex : Male

Species : Rat

Study No. : SR17144

Specific gravity

Test article

Dose 0 1 2 3

HBM n 0 0 0 0
0 mg/kg

HBM n 0 0 0 0
1000 mg/kg

RBC

Test article

WBC

Dose -

3+

=+

2+

3+

HBM n 5 0 0 0
0 mg/kg

HBM n 5 0 0 0
1000 mg/kg

Squamous

Test article

Round

Dose - 2+

+
+

3+

+

2+

3+

HBM n 4 1 0 0
0 mg/kg

HBM n 3 2 0 0
1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
Not significantly different from HBM 0 mg/kg
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Table 10 - 16

Urinary findings

Stage : Recovery Week 2

Study No. : SR17144

Species : Rat

Sex : Male

Small round

Cast

2+ 3+

Test article
Dose

+

2+

3+

+

HBM n
0 mg/kg

HBM n
1000 mg/kg

Not significantly different from HBM 0 mg/kg



Table 10 - 17 Study No. : SR17144

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat

pH

Test article
Dose 5.0 6.0 6.5 7.0 7.5 8.0 8.5

HBM n 0 0 0 0 0 1 4
0 mg/kg

HBM n 0 0 0 0 0 0 5
1000 mg/kg

Protein Glucose

Test article
Dose - + + 2+ 3+ - + 2+ 3+

HBM n 0 3 2 0 0 5 0 0 0
0 mg/kg

-ell-

HBM n 1 1 3 0 0 5 0 0 0
1000 mg/kg

Ketone body Urobilinogen

Test article EU/dL
Dose - 2+ 3+ 0.1 1 2 4 8

+
+

HBM n 5 0 0 0 0 5 0 0 0 0
0 mg/kg

HBM n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Not significantly different from HBM 0 mg/kg
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Table 10- 18

Urinary findings
Sex : Female (satellite)

Stage : Recovery Week 2

Study No. : SR17144

Species : Rat

Bilirubin

Test article

Occult blood

Dose - + 2+

3+ -

+

2+ 3+

HBM n 5 0
0 mg/kg

HBM n 5 0
1000 mg/kg

Color

Test article

Dose A B C

HBM n 5 0
0 mg/kg

HBM n 5 0
1000 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from HBM 0 mg/kg



Study No. : SR17144

Table 10 - 19
Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
HBM n 5
0 mg/kg Mean 10.10
S.D. 2.33
HBM n 5
1000 mg/kg Mean 16.00
S.D. 6.50

Not significantly different from HBM 0 mg/kg
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Table 10 - 20

Urinary findings Stage : Recovery Week 2

Sex : Female (satellite)

Species : Rat

Study No. : SR17144

Specific gravity

Test article

Dose 0 1 2 3

HBM n 0 0 0 0
0 mg/kg

HBM n 0 0 0 2
1000 mg/kg

RBC

Test article

WBC

Dose -

3+

=+

2+

3+

HBM n 5 0 0 0
0 mg/kg

HBM n 5 0 0 0
1000 mg/kg

Squamous

Test article

Round

Dose - 2+

+
+

3+

+

2+

3+

HBM n 3 1 1 0
0 mg/kg

HBM n 2 3 0 0
1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041 ~1.050,5;1.050 <
Not significantly different from HBM 0 mg/kg



SLIT-

Table 10 - 21

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite)

Study No. : SR17144

Species : Rat

Test article
Dose

Small round

Cast

+

2+ 3+

HBM
0 mg/kg

HBM
1000 mg/kg

Not significantly different from HBM 0 mg/kg
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Table 11 -1 Study No. : SR17144

Hematological findings Stage : Day 29
Sex : Male Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil
Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 870.0 15.90 4412 50.70 18.26 36.04 3.082 104.52 78.48 14.04
S.D. 23.3 0.66 2.02 1.24 0.52 0.48 0.547 4.27 17.37 7.46
HBM n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 867.6 15.86 4418 50.92 18.30 35.88 3.436 110.92 89.66 17.96
S.D. 25.5 0.40 1.31 1.06 0.28 0.30 0.675 14.21 26.38 10.18
HBM n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 854.8 15.24 42.34 49.56 17.84 35.98 3.988 109.38 78.18 14.80
S.D. 24.3 0.17 0.44 1.13 0.50 0.18 0.422 11.54 4.31 1.72
DT =
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 879.8 16.04 44.54 50.68 18.26 36.02 3.262 101.62 92.60 15.18
S.D. 31.0 0.23 0.51 1.54 0.46 0.23 0.495 11.95 40.61 6.92
Lymphocyte Monocyte Eosinophil Basophil PT APTT
Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
HBM n 5 5 5 5 5 5
0 mg/kg Mean 60.22 3.42 0.78 0.02 22.02 18.88
S.D. 10.13 0.83 0.22 0.04 2.33 0.85
HBM n 5 5 5 5 5 5
100 mg/kg Mean 66.86 3.76 1.04 0.04 21.50 18.54
S.D. 20.53 2.25 0.44 0.05 0.63 1.89
HBM n 5 5 5 5 5 5
300 mg/kg Mean 59.50 2.80 1.06 0.02 21.26 18.66
S.D. 4.54 0.84 0.38 0.04 3.16 0.44
HBM n 5 5 5 5 5 5
1000 mg/kg Mean 73.46 3.06 0.88 0.02 22.32 18.28
S.D. 33.53 0.44 0.19 0.04 5.73 2.21

Significantly different from HBM 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)



-611-

Table 11 -2 Study No. : SR17144

Hematological findings Stage : Day 5 after delivery
Sex : Female Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 748.6 14.76 42.82 57.22 19.72 34.50 9.216 105.94 78.28 27.10

S.D. 25.0 0.30 1.25 0.29 0.26 0.35 0.768 5.57 25.89 16.68
HBM n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 753.4 14.46 41.64 55.30 19.22 34.74 7.312 110.78 89.16 26.50

S.D. 36.5 0.52 1.51 1.15 0.41 0.18 1.111 14.53 23.25 13.61

ST =

HBM n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 731.2 14.20 40.88 56.06 19.46 34.72 9.068 115.60 95.36 31.60

S.D. 50.4 0.70 1.51 3.21 0.91 0.52 4.003 12.87 23.01 18.92
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 787.4 15.06 42.82 54.40 19.12 35.16 8.254 121.98 75.10 23.44

S.D. 17.7 0.78 2.18 2.31 0.75 0.48 1.363 22.78 15.18 6.45

ST =
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
HBM n 5 5 5 5 5 5
0 mg/kg Mean 46.14 4.26 0.72 0.06 16.38 13.54

S.D. 8.36 217 0.26 0.05 0.69 1.36
HBM n 5 5 5 5 5 5
100 mg/kg Mean 59.58 2.22 0.82 0.04 16.34 13.82

S.D. 17.59 1.04 0.41 0.05 1.00 1.19
HBM n 5 5 5 5 5 5
300 mg/kg Mean 59.36 3.44 0.94 0.02 16.46 13.58

S.D. 6.75 117 0.33 0.04 0.77 1.14
HBM n 5 5 5 5 5 5
1000 mg/kg Mean 47.08 3.44 1.12 0.02 16.54 13.28

S.D. 15.19 1.53 0.68 0.04 0.68 1.81

Significantly different from HBM 0 mg/kg: * P<0.05
ST : Steel test (two-side)



-0C1 -

Table 11-3 Study No. : SR17144

Hematological findings Stage : Day 29
Sex : Female (satellite) Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 801.4 15.32 4212 52.56 19.12 36.36 3.424 116.48 65.08 10.76

S.D. 18.7 0.33 0.95 0.29 0.08 0.05 0.508 18.96 17.38 8.53
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 822.0 15.54 42.80 52.08 18.92 36.30 3.260 103.02 63.08 7.00

S.D. 15.5 0.53 1.33 0.97 0.40 0.16 0.346 15.34 14.85 2.92

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
HBM n 5 5 5 5 5 5
0 mg/kg Mean 51.00 2.36 0.94 0.02 14.80 11.50

S.D. 15.00 0.60 0.38 0.04 0.52 1.62
HBM n 5 5 5 5 5 5
1000 mg/kg Mean 52.78 1.80 0.92 0.00 14.72 11.72

S.D. 15.86 0.64 0.22 0.00 0.65 1.02

Not significantly different from HBM 0 mg/kg
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Table 11 -4 Study No. : SR17144

Hematological findings Stage : Recovery Day 15
Sex : Male Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 863.4 15.64 44.16 51.22 18.14 35.44 3.204 102.24 78.54 13.50

S.D. 53.8 0.86 2.55 2.46 0.72 0.33 0.487 7.12 7.14 5.82
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 843.6 15.14 42.50 50.42 17.94 35.62 3.024 98.12 74.58 14.06

S.D. 24.0 0.42 1.19 1.83 0.59 0.16 0.761 7.37 16.50 6.15

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
HBM n 5 5 5 5 5 5
0 mg/kg Mean 61.20 2.76 1.02 0.06 19.78 18.04

S.D. 9.87 0.54 0.36 0.05 3.40 1.78
HBM n 5 5 5 5 5 5
1000 mg/kg Mean 56.00 3.24 1.26 0.02 19.26 18.20

S.D. 9.93 1.02 0.56 0.04 2.84 1.24

Not significantly different from HBM 0 mg/kg
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Table 11-5 Study No. : SR17144

Hematological findings Stage : Recovery Day 15
Sex : Female (satellite) Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 832.6 15.06 42.24 50.74 18.08 35.64 3.280 112.48 45.22 7.56

S.D. 327 0.54 1.38 0.54 0.16 0.25 0.411 13.38 10.18 1.76
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 826.0 15.40 42.76 51.76 18.64 36.04 3.216 97.52 45.94 7.86

S.D. 20.8 0.31 0.96 0.62 0.17 0.22 0.637 9.10 19.62 4.58

T2 * T2 *x T2 *
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
HBM n 5 5 5 5 5 5
0 mg/kg Mean 35.92 1.06 0.68 0.00 15.08 12.68

S.D. 8.46 0.19 0.27 0.00 0.92 1.15
HBM n 5 5 5 5 5 5
1000 mg/kg Mean 35.82 1.34 0.92 0.00 14.96 11.72

S.D. 14.78 0.76 0.47 0.00 0.86 1.03

Significantly different from HBM 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)
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Table 12 - 1 Study No. : SR17144
Biochemical findings Stage : Day 29
Sex : Male Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 64.0 274 429.0 0.50 0.066 6.20 161.0 51.6 29.0 5.46
S.D. 2.6 3.6 68.0 0.24 0.005 3.10 11.4 3.7 23.1 0.15
HBM n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 67.8 292 453.2 0.58 0.072 8.04 163.2 53.8 23.2 5.44
S.D. 10.7 5.6 32.0 0.19 0.011 3.31 23.7 9.0 6.9 0.21
HBM n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 61.0 26.0 463.2 0.48 0.074 7.84 162.8 53.4 41.8 5.32
S.D. 5.7 1.2 96.6 0.16 0.021 3.1 15.5 8.2 245 0.19
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg’kg Mean 66.4 27.2 479.4 0.46 0.076 6.40 151.0 50.0 25.8 5.20
S.D. 9.7 2.2 47.8 0.18 0.005 4.39 7.5 9.2 10.6 0.19
UN Crea Na K Cl Ca P AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 13.84 0.300 145.2 4.420 104.8 9.20 6.32 0.944 2.650 48.50
S.D. 1.65 0.035 1.3 0.167 1.1 0.21 0.76 0.063 0.126 1.67
HBM n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 12.94 0.294 144.4 4.568 104.8 9.18 6.34 0.956 2.644 48.68
S.D. 1.47 0.027 0.5 0.228 0.8 0.29 0.47 0.128 0.163 3.45
HBM n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 12.10 0.278 144.8 4.604 105.2 9.12 6.86 0.990 2.644 49.70
S.D. 0.88 0.022 1.3 0.174 1.6 0.23 0.71 0.109 0.137 2.70
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg’kg Mean 12.14 0.258 145.0 4.492 104.4 9.22 6.60 1.066 2.684 51.62
S.D. 1.56 0.033 1.0 0.122 0.5 0.36 0.51 0.022 0.089 0.54

Not significantly different from HBM 0 mg/kg
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Table 12 -2 Study No. : SR17144
Biochemical findings Stage : Day 29
Sex : Male Species : Rat
al-G a2-G B-G y-G

Test article % % % %
Dose
HBM n 5 5 5 5
0 mg/kg Mean 23.58 9.06 15.04 3.82

S.D. 0.91 0.48 1.37 1.79
HBM n 5 5 5 5
100 mg/kg Mean 21.26 9.04 16.54 4.48

S.D. 0.68 1.32 1.87 0.71
HBM n 5 5 5 5
300 mg/kg Mean 20.88 8.86 15.78 4.78

S.D. 2.21 1.13 1.08 0.70

DT

HBM n 5 5 5 5
1000 mg/kg Mean 20.34 8.56 15.70 3.78

S.D. 1.88 0.95 0.97 0.78

DT

Significantly different from HBM 0 mg/kg: * P<0.05

DT : Dunnett test (two-side)
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Table 12-3 Study No. : SR17144

Biochemical findings Stage : Day 5 after delivery
Sex : Female Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 92.8 42.8 187.8 0.56 0.060 20.60 141.4 58.0 322 5.70
S.D. 19.6 3.7 18.7 0.11 0.012 10.62 13.6 14.3 14.0 0.34
HBM n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 105.6 474 183.8 0.58 0.052 18.20 142.2 61.0 34.8 5.82
S.D. 359 10.5 40.7 0.13 0.011 11.74 16.6 8.0 19.6 0.19
HBM n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 724 38.2 2214 0.86 0.048 15.60 147.2 57.2 50.0 5.76
S.D. 9.9 7.9 90.3 0.26 0.011 5.88 18.5 9.4 64.0 0.23
DT =
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 89.8 45.8 269.6 0.74 0.060 27.74 144.4 67.2 444 5.66
S.D. 28.9 10.5 130.3 0.15 0.012 21.52 18.4 21.0 17.5 0.21
UN Crea Na K Cl Ca P AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 14.76 0.318 143.4 4.616 105.4 10.12 7.66 0.916 2.720 47.66
S.D. 3.93 0.036 0.5 0.226 1.1 0.27 0.97 0.098 0.261 2.63
HBM n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 17.50 0.326 143.2 4.672 104.0 10.22 8.34 0.924 2.792 47.98
S.D. 2.82 0.026 0.8 0.170 1.0 0.44 0.74 0.091 0.123 2.51
HBM n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 14.88 0.300 142.4 4.726 103.2 10.14 7.94 0.968 2.826 49.08
S.D. 2.09 0.021 0.9 0.118 25 0.39 0.36 0.091 0.129 2.33
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg’kg Mean 17.10 0.320 142.6 4.764 103.4 10.36 8.48 0.888 2.662 47.02
S.D. 3.62 0.025 1.5 0.321 1.5 0.55 0.92 0.039 0.086 1.09

Significantly different from HBM 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 12 -4 Study No. : SR17144

Biochemical findings Stage : Day 5 after delivery
Sex : Female Species : Rat
al-G a2-G B-G y-G
Test article % % % %
Dose
HBM n 5 5 5 5
0 mg/kg Mean 20.80 10.96 16.82 3.76
S.D. 1.97 0.50 0.44 0.72
HBM n 5 5 5 5
100 mg/kg Mean 20.16 11.32 16.98 3.56
S.D. 1.79 1.36 1.10 0.84
HBM n 5 5 5 5
300 mg/kg Mean 20.80 10.58 16.14 3.40
S.D. 1.26 0.78 1.78 0.60
HBM n 5 5 5 5
1000 mg/kg Mean 19.92 11.74 16.92 4.40
S.D. 2.36 1.98 0.95 0.80

Not significantly different from HBM 0 mg/kg
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Table 12-5 Study No. : SR17144

Biochemical findings Stage : Day 29
Sex : Female (satellite) Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article IU/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 60.6 24.8 214.2 0.58 0.096 23.66 147.0 64.4 12.2 5.96
S.D. 4.0 3.3 32.9 0.19 0.018 22.43 245 8.6 4.0 0.23
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg’kg Mean 66.0 25.0 194.8 0.76 0.088 10.68 146.8 67.0 12.8 6.02
S.D. 243 8.2 88.8 0.34 0.022 5.04 13.7 7.7 43 0.47
UN Crea Na K Cl Ca IP AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 16.42 0.336 142.8 4.306 103.2 9.74 6.44 1.180 3.226 54.14
S.D. 2.08 0.034 1.8 0.251 1.8 0.27 0.55 0.057 0.144 1.13
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 15.30 0.340 143.6 4.372 102.8 9.84 6.36 1.212 3.294 54.70
S.D. 1.65 0.032 0.9 0.261 1.5 0.36 0.34 0.092 0.316 1.83
al-G a2-G B-G v-G
Test article % % % %
Dose
HBM n 5 5 5 5
0 mg/kg Mean 18.26 7.84 14.26 5.50
S.D. 1.26 0.54 0.69 1.31
HBM n 5 5 5 5
1000 mg/kg Mean 17.02 8.38 14.42 5.48
S.D. 2.34 0.71 1.92 1.00

Not significantly different from HBM 0 mg/kg



Table 12-6 Study No. : SR17144
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Biochemical findings Stage : Recovery Day 15
Sex : Male Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article IU/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 62.4 274 365.2 0.26 0.070 9.16 159.2 46.6 23.2 5.38
S.D. 3.8 4.4 80.3 0.21 0.012 3.19 13.4 9.0 52 0.11
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg’kg Mean 66.0 28.6 3714 0.32 0.072 9.74 153.0 45.0 16.4 5.26
S.D. 6.1 3.8 50.7 0.18 0.019 4.47 253 6.2 1.3 0.22
UN Crea Na K Cl Ca P AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 14.26 0.312 143.8 4.636 104.8 8.76 5.50 0.962 2.638 49.02
S.D. 1.32 0.048 0.4 0.160 1.3 0.32 0.22 0.052 0.080 1.33
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 15.12 0.326 144.8 4.456 105.2 9.08 5.92 0.950 2.560 48.72
S.D. 1.50 0.015 0.4 0.126 0.8 0.23 0.40 0.046 0.103 1.33
T2 #%
al-G a2-G B-G v-G
Test article % % % %
Dose
HBM n 5 5 5 5
0 mg/kg Mean 21.86 9.04 15.30 478
S.D. 3.55 0.83 1.57 0.77
HBM n 5 5 5 5
1000 mg/kg Mean 21.48 9.12 15.40 5.28
S.D. 2.93 1.08 0.61 1.31

Significantly different from HBM 0 mg/kg: ** P<0.01
T2 : Student t-test (two-side)
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Table 12-7 Study No. : SR17144

Biochemical findings Stage : Recovery Day 15
Sex : Female (satellite) Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article IU/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 57.4 236 228.4 0.46 0.072 12.78 149.8 61.8 11.6 5.92
S.D. 7.8 3.0 40.0 0.11 0.020 5.68 14.1 3.8 43 0.33
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg’kg Mean 50.8 242 190.8 0.78 0.072 9.76 154.6 72.6 15.2 6.06
S.D. 5.8 6.5 33.6 0.24 0.011 3.32 19.1 18.6 54 0.37
T2 *
UN Crea Na K Cl Ca IP AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 14.36 0.326 143.8 4.398 105.6 9.46 5.24 1.170 3.192 53.92
S.D. 1.84 0.034 0.4 0.446 1.1 0.25 0.46 0.060 0.163 1.27
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 14.82 0.326 143.0 4.636 104.6 9.60 5.40 1.254 3.372 55.56
S.D. 0.92 0.043 1.0 0.228 0.9 0.12 1.1 0.135 0.355 2.51
al-G a2-G B-G v-G
Test article % % % %
Dose
HBM n 5 5 5 5
0 mg/kg Mean 16.02 8.92 14.34 6.80
S.D. 2.71 0.82 0.54 1.46
HBM n 5 5 5 5
1000 mg/kg Mean 15.74 8.82 13.72 6.16
S.D. 3.24 0.88 0.88 2.16

Significantly different from HBM 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
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Table 13 -1 Study No
Necropsy findings
Sex : Male Stage : Day 29 Species : Rat
Test article HBM HBM HBM HBM
Dose 0 100 300 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7
Epididymis <7/7> <12/12> <11/12> <7/7>
Yellowish white focus, cauda, 0 0 1 0
unilateral
Other organs & tissues <7/7> <12/12> <12/12> <7/7>
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Table 13 -2 Study No
Necropsy findings
Sex : Female Stage : Day 5 after delivery Species : Rat
Test article HBM HBM HBM HBM
Dose 0 100 300 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 12 12 11 12
Glandular stomach <12/12> <12/12> <10/11> <10/12>
Black focus, mucosa 0 0 1 2
Other organs & tissues <12/12> <12/12> <11/11> <12/12>
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Study No. : SR17144

Table 13 -3
Necropsy findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article HBM
Dose 300
Organ mg/kg
Findings Number of Animals 1
All organs & tissues <1/1>
<> : Not remarkable/Number of animals examined

4%
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Study No. : SR17144

Table 13-4
Necropsy findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article HBM HBM
Dose 0 1000
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined



Study No. : SR17144

Table 13-5
Necropsy findings
Sex : Male Stage : Recovery Day 15 Species : Rat
Test article HBM HBM
Dose 0 1000
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined
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Study No. : SR17144

Table 13 -6
Necropsy findings
Sex : Female (satellite) Stage : Recovery Day 15 Species : Rat
Test article HBM HBM
Dose 0 1000
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined
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Table 14 -1 Study No. : SR17144
Organ weight Stage : Day 29
Sex : Male Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
HBM n 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 438.9 11.223 2.556 3.121 0.710 1.361 0.310 697.4 158.940

S.D. 32.6 1.160 0.138 0.266 0.026 0.132 0.021 85.1 15.613
HBM n 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 445.8 11.459 2.570 3.220 0.723 1.387 0.311 774.5 173.847

S.D. 21.9 1.049 0.189 0.192 0.051 0.150 0.028 131.9 28.675
HBM n 12 12 12 12 12 12 12 12 12
300 mg/kg Mean 448.8 11431 2.542 3.398 0.758 1.423 0.316 736.3 164.085

S.D. 31.4 1.179 0.117 0.395 0.067 0.140 0.014 96.4 19.052
HBM n 7 7 7 7 7 7 7 7 7
1000 mg/kg Mean 439.0 10.966 2.486 3.367 0.767 1.414 0.324 746.9 169.189

S.D. 41.8 1.820 0.188 0.289 0.036 0.108 0.024 136.3 17.773

Thymus Adrenal Pituitary gland Thyroid Testis

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
HBM n 7 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 308.6 71.540 66.3 15.029 12.19 2.781 20.57 4.703 3.199 0.731

S.D. 86.6 24.609 143 2.564 1.29 0.252 2.58 0.605 0.211 0.046
HBM n 12 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 363.9 81.820 67.2 15.065 11.27 2.524 19.99 4.495 3.342 0.752

S.D. 90.6 20.830 13.0 2.732 1.15 0.184 3.76 0.880 0.292 0.090
HBM n 12 12 12 12 12 12 12 12 12 12
300 mg/kg Mean 355.7 78.745 60.3 13.467 11.19 2.499 21.20 4.721 3.236 0.725

S.D. 71.8 11.690 7.5 1.640 1.39 0.309 3.61 0.732 0.239 0.075
HBM n 7 7 7 7 7 7 7 7 7 7
1000 mg/kg Mean 383.0 87.159 65.0 14.890 11.09 2.536 20.69 4.737 3.034 0.697

S.D. 74.6 15.393 7.3 1.902 1.47 0.348 3.19 0.833 0.200 0.056

AB : Absolute weight, RE : Relative weight by body weight

Not significantly different from HBM 0 mg/kg



Table 14 - 2 Study No. : SR17144

Organ weight Stage : Day 29
Sex : Male Species : Rat
Epididymis Prostate Seminal Brain
vesicle
Test article AB RE AB RE AB RE AB RE
Dose g g/100g mg mg/100g g g/100g g g/100g
HBM n 7 7 7 7 7 7 7 7
0 mg/kg Mean 1.220 0.279 649.3 147.969 2.039 0.464 2.183 0.500
S.D. 0.099 0.019 173.8 39.101 0.322 0.075 0.129 0.029
HBM n 12 12 12 12 12 12 12 12
100 mg/kg Mean 1.267 0.286 708.6 158.914 2.052 0.461 2.217 0.499
S.D. 0.085 0.027 125.1 26.273 0.324 0.073 0.063 0.027
HBM n 12 12 12 12 12 12 12 12
300 mg/kg Mean 1.288 0.288 684.0 153.859 2.106 0.472 2.193 0.489
S.D. 0.072 0.019 150.6 38.734 0.238 0.070 0.065 0.032
HBM n 7 7 7 7 7 7 7 7
1000 mg/kg Mean 1.217 0.279 699.3 161.046 2.124 0.487 2.136 0.490
S.D. 0.048 0.027 127.5 34.523 0.194 0.048 0.068 0.054

S LET -

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from HBM 0 mg/kg
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Table 14 -3 Study No. : SR17144
Organ weight Stage : Day 5 after delivery
Sex : Female Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
HBM n 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 315.2 10.228 3.250 2.241 0.713 1.040 0.332 725.9 230.237

S.D. 22.6 0.754 0.188 0.178 0.056 0.093 0.029 109.2 28.545
HBM n 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 308.4 10.098 3.272 2.232 0.725 1.022 0.333 675.6 219.991

S.D. 18.6 1.016 0.220 0.178 0.058 0.082 0.023 98.3 36.598
HBM n 11 11 11 11 11 11 11 11 11
300 mg/kg Mean 310.6 10.106 3.257 2.318 0.745 1.013 0.327 693.8 222.550

S.D. 21.7 0.767 0.195 0.260 0.073 0.052 0.018 129.2 31.887
HBM n 12 12 12 12 12 12 12 12 12
1000 mg/kg Mean 314.9 10.607 3.369 2.467 0.782 1.047 0.332 758.7 241.336

S.D. 194 0.858 0.205 0.281 0.078 0.093 0.034 220.8 71.458

DT =
Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
HBM n 12 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 292.2 93.273 79.4 25.257 18.11 5.773 15.80 5.064 114.0 36.308

S.D. 53.7 19.214 9.0 2.868 1.50 0.620 2.93 1.188 13.9 4.861
HBM n 12 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 297.7 97.023 74.0 24.074 16.63 5.408 15.94 5.170 105.9 34.367

S.D. 68.9 24.644 9.5 3.438 2.27 0.792 3.60 1.161 13.0 3.993
HBM n 11 11 11 11 11 11 11 11 11 11
300 mg/kg Mean 264.8 85.448 83.2 26.836 16.68 5.382 15.65 5.069 107.2 34.644

S.D. 57.3 18.472 9.5 3.122 2.65 0.822 2.51 0.940 10.9 4.259
HBM n 12 12 12 12 12 12 12 12 12 12
1000 mg/kg Mean 226.7 71.924 78.9 25.191 16.49 5.220 17.13 5.459 121.2 38.478

S.D. 455 13.304 10.1 3.932 3.28 0.863 3.44 1.122 17.6 5.049

DT = DT =

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from HBM 0 mg/kg: * P<0.05

DT : Dunnett test (two-side)
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Table 14 - 4 Study No. : SR17144
Organ weight Stage : Day 5 after delivery
Sex : Female Species : Rat
Uterus Brain
Test article AB RE AB RE
Dose mg mg/100g g g/100g
HBM n 12 12 12 12
0 mg/kg Mean 691.8 220.282 2.044 0.652
S.D. 78.3 26.194 0.064 0.034
HBM n 12 12 12 12
100 mg/kg Mean 669.3 217.630 2.028 0.659
S.D. 60.6 23.267 0.064 0.035
HBM n 11 11 11 11
300 mg/kg Mean 654.4 211.526 2.042 0.660
S.D. 73.8 27.537 0.051 0.039
HBM n 12 12 12 12
1000 mg/kg Mean 737.8 234.953 2.060 0.657
S.D. 72.6 25.802 0.064 0.042

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from HBM 0 mg/kg



-0l -

Table 14 -5 Study No. : SR17144
Organ weight Stage : Day 29
Sex : Female (satellite) Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
HBM n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 258.2 6.982 2.708 1.880 0.730 0.908 0.354 471.8 182.748

S.D. 141 0.163 0.130 0.088 0.052 0.061 0.019 52.8 17.667
HBM n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 255.4 6.902 2.702 1.880 0.736 0.872 0.340 528.8 206.824

S.D. 47 0.447 0.158 0.134 0.044 0.080 0.028 85.3 31.048

Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 330.2 127.730 73.4 28.402 14.64 5.668 13.04 5.044 100.6 39.082

S.D. 30.0 5.761 8.0 2.224 1.09 0.227 3.04 1.088 10.5 4.768
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 316.2 123.602 73.6 28.836 12.36 4.842 11.22 4.382 95.4 37.318

S.D. 117.6 45917 4.2 1.911 0.92 0.398 3.23 1.218 19.4 7.404

T2 #% T2 %
Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
HBM n 5 5 5 5
0 mg/kg Mean 702.2 276.622 1.942 0.752

S.D. 246.9 111.357 0.049 0.034
HBM n 5 5 5 5
1000 mg/kg Mean 706.6 277.144 1.986 0.778

S.D. 301.7 120.786 0.049 0.024

AB : Absolute weight, RE : Relative weight by body weight

Significantly different from HBM 0 mg/kg: ** P<0.01

T2 : Student t-test (two-side)
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Table 14 -6 Study No. : SR17144
Organ weight Stage : Recovery Day 15
Sex : Male Species : Rat
Body Liver Kidney Heart Spleen
weight
Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
HBM n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 4744 11.226 2.366 3.122 0.656 1.352 0.282 761.0 160.232
S.D. 14.3 0.729 0.087 0.124 0.017 0.122 0.020 98.0 17.952
HBM n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 470.8 11.182 2.374 3.132 0.664 1.502 0.318 659.6 140.064
S.D. 9.3 0.755 0.150 0.078 0.021 0.086 0.022 40.7 7.427
T2 * T2 *
Thymus Adrenal Pituitary gland Thyroid Testis
Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 347.6 73.396 59.0 12.410 11.44 2.416 19.60 4134 3.300 0.698
S.D. 53.7 11.905 11.9 2.305 0.85 0.227 4.32 0.908 0.272 0.065
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 296.8 63.060 65.0 13.764 11.46 2.430 17.12 3.640 3.250 0.690
S.D. 254 5.5632 15.5 3.059 1.66 0.327 2.69 0.607 0.136 0.038
Epididymis Prostate Seminal Brain
vesicle
Test article AB RE AB RE AB RE AB RE
Dose g g/100g mg mg/100g g g/100g g g/100g
HBM n 5 5 5 5 5 5 5 5
0 mg/kg Mean 1.406 0.296 968.6 204.786 2.248 0.474 2.122 0.448
S.D. 0.094 0.015 133.7 32.589 0.075 0.024 0.033 0.020
HBM n 5 5 5 5 5 5 5 5
1000 mg/kg Mean 1.306 0.278 827.6 175.454 2.202 0.466 2.274 0.484
S.D. 0.087 0.013 186.0 36.878 0.302 0.059 0.042 0.015
T2 #x T2 *

AB : Absolute weight, RE : Relative weight by body weight

Significantly different from HBM 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)
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Table 14 -7 Study No. : SR17144
Organ weight Stage : Recovery Day 15
Sex : Female (satellite) Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
HBM n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 273.4 6.854 2.512 1.988 0.726 0.866 0.316 533.8 194.896

S.D. 13.0 0.506 0.197 0.124 0.021 0.064 0.015 66.3 18.345
HBM n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 277.8 7.390 2.664 1.948 0.700 0.926 0.332 555.2 199.192

S.D. 25.6 0.750 0.144 0.239 0.053 0.127 0.029 109.1 26.348

Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
HBM n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 296.8 108.462 80.6 29.558 16.02 5.860 14.76 5.366 90.8 33.356

S.D. 43.2 13.733 4.2 2.464 3.35 1.156 3.87 1.209 8.7 4.527
HBM n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 387.0 138.478 74.2 26.764 15.52 5.614 16.54 5.984 81.8 29.076

S.D. 106.9 31.915 14.5 5.048 1.35 0.592 3.14 1.188 23.4 5.641

Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
HBM n 5 5 5 5
0 mg/kg Mean 806.8 293.962 2.022 0.740

S.D. 176.8 57.348 0.038 0.026
HBM n 5 5 5 5
1000 mg/kg Mean 734.2 269.914 2.000 0.726

S.D. 275.6 116.258 0.049 0.074

AB : Absolute weight, RE : Relative weight by body weight

Not significantly different from HBM 0 mg/kg
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Table 15 -1 Study No. : SR17144

Histopathological findings

Sex : Male Stage : Day 29 Species : Rat
Test article HBM HBM HBM HBM
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 7 12 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <7> <0> <0> <7>
Accumulation, macrophage, alveolar 6 1. 0 0 O 0 0 5 2 0 0 O
Mineralization, artery, focal 6 1. 0 0 O 0 0 7 0 0 O O
Trachea <7> <0> <0> <7>
7 0 0 7
Submandibular gland <7> <0> <0> <7>
7 0 0 7
Esophagus <7> <0> <0> <7>
7 0 0 7
Stomach <7> <0> <0> <7>
7 0 0 7
Duodenum <7> <0> <0> <7>
7 0 0 7
Jejunum <7> <0> <0> <7>
7 0 0 7
lleum <7> <0> <0> <7>
7 0 0 7
Cecum <7> <0> <0> <7>
7 0 0 7
Colon <7> <0> <0> <7>
7 0 0 7

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from HBM 0 mg/kg
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Table 15-2 Study No. : SR17144

Histopathological findings

Sex : Male Stage : Day 29 Species : Rat
Test article HBM HBM HBM HBM
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 7 12 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Rectum <7> <0> <0> <7>
7 0 0 7
Pancreas <7> <0> <0> <7>
Atrophy, acinar cell, focal 7 0 0 O O 0 0 6 1. 0 0 O
Liver <7> <0> <0> <7>
Microgranuloma 5 2 0 0 O 0 0 6 1. 0 0 O
Heart <7> <0> <0> <7>
Inflammation, focal 7 0 0 5 2 0 0 O
Kidney <7> <0> <0> <7>
Basophilic change, renal tubule 6 1. 0 0 O 0 0 7 0 0 0 O
Urinary bladder <7> <12> <12> <7>
Hyperplasia, urothelium 7 0 0 0 O 12 0 0 0 O 12 0 0 0 O 4 3 0 0 O
Testis <7> <0> <0> <7>
7 0 0 7
Epididymis <7> <0> <1> <7>
Granuloma, spermatic 7 0 0 O O 0 0O 1 0 0 O 7 0 0 O O
Prostate <7> <0> <0> <7>
Inflammation, interstitium 4 3 0 0 O 0 0 4 3 0 0 O
Seminal vesicle <7> <0> <0> <7>
7 0 0 7
Coagulating gland <7> <0> <0> <7>
7 0 0 7

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from HBM 0 mg/kg
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Table 15-3 Study No. : SR17144
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article HBM HBM HBM HBM
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 7 12 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Cerebrum <7> <0> <0> <7>
7 0 7
Cerebellum <7> <0> <0> <7>
7 0 7
Pons <7> <0> <0> <7>
7 0 7
Spinal cord <7> <0> <0> <7>
7 0 7
Sciatic nerve <7> <0> <0> <7>
7 0 7
Spleen <7> <0> <0> <7>
7 0 7
Thymus <7> <0> <0> <7>
7 0 7
Bone marrow, femur <7> <0> <0> <7>
7 0 7
Submandibular lymph node <7> <0> <0> <7>
7 0 7
Mesenteric lymph node <7> <0> <0> <7>
7 0 7

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 15-4 Study No. : SR17144

Histopathological findings

Sex : Male Stage : Day 29 Species : Rat
Test article HBM HBM HBM HBM
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 7 12 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Peyer's patch <7> <0> <0> <7>
7 0 0 7
Pituitary gland <7> <0> <0> <7>
Craniopharyngeal duct, remnant 7 0 0 0 O 0 0 6 1 0 0 O
Cyst, pars distalis 6 1 0 0 O 0 0 7 0 0 0 O
Thyroid <7> <0> <0> <7>
Remnant, ultimobranchial body 5 2 0 0 O 0 0 7 0 0 O O
Parathyroid <7> <0> <0> <7>
7 0 0 7
Adrenal <7> <0> <0> <7>
7 0 0 7
Eyeball <7> <0> <0> <7>
Dysplasia, retina, focal 7 0 0 O O 0 0 6 1. 0 0 O
Harderian gland <7> <0> <0> <7>
7 0 0 7
Skeletal muscle <7> <0> <0> <7>
7 0 0 7
Femur <7> <0> <0> <7>
7 0 0 7
Mammary gland <7> <0> <0> <7>
7 0 0 7

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from HBM 0 mg/kg
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Table 15-5 Study No. : SR17144

Histopathological findings

Sex : Female Stage : Day 5 after delivery Species : Rat
Test article HBM HBM HBM HBM
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 12 12 11 12
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <12> <0> <0> <12>
Accumulation, macrophage, alveolar 9 3 0 0 O 0 0 10 2 0 0 O
Trachea <12> <0> <0> <12>
12 0 0 12
Submandibular gland <12> <0> <0> <12>
12 0 0 12
Esophagus <12> <0> <0> <12>
12 0 0 12
Stomach <12> <12> <11> <12>
Erosion, glandular stomach, focal 12 0 0 0 O 12 0 0 0 O 10 1 0 0 O 10 2 0 0 O
Duodenum <12> <0> <0> <12>
12 0 0 12
Jejunum <12> <0> <0> <12>
12 0 0 12
lleum <12> <0> <0> <12>
12 0 0 12
Cecum <12> <0> <0> <12>
12 0 0 12
Colon <12> <0> <0> <12>
12 0 0 12

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from HBM 0 mg/kg
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Table 15-6

Histopathological findings

Study No. : SR17144

Sex : Female Stage : Day 5 after delivery Species : Rat
Test article HBM HBM HBM HBM
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 12 12 11 12
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Rectum <12> <0> <0> <12>
12 0 0 12
Pancreas <12> <0> <0> <12>
Atrophy, acinar cell, focal M1 1 0 0 O 0 0 2 0 0 0 O
Liver <12> <0> <0> <12>
12 0 0 12
Heart <12> <0> <0> <12>
Inflammation, focal M1 1 0 0 O 0 0 10 2 0 0 O
Kidney <12> <0> <0> <12>
Basophilic change, renal tubule 11 1 0 0 O 0 0 12 0 0 0 O
Infiltration, inflammatory cell M1 1 0 0 O 0 0 12 0 0 0 O
Mineralization 12 0 0 0 O 0 0 M1 1 0 0 O
Urinary bladder <12> <12> <11> <12>
Infiltration, inflammatory cell 2 0 0 0 O 2 0 0 0 O 11 0 0 0 O 6 6 0 0 O
FT$
Edema, lamina propria 12 0 0 0 O 12 0 0 0 O 11 0 0 0 O 8 4 0 0 O
Hyperplasia, urothelium 12 0 0 0 O 12 0 0 0 O 11 0 0 0 O 6 6 0 0 O
FT$
Ovary <12> <0> <0> <12>
12 0 0 12
Uterine horn <12> <0> <0> <12>
12 0 0 12
Uterine cervix <12> <0> <0> <12>
12 0 0 12

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Significantly different from HBM 0 mg/kg: $ P<0.05
FT : Fisher's exact test (two-side)
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Table 15-7 Study No. : SR17144

Histopathological findings

Sex : Female Stage : Day 5 after delivery Species : Rat
Test article HBM HBM HBM HBM
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 12 12 11 12
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Vagina <12> <0> <0> <12>
12 0 0 12
Cerebrum <12> <0> <0> <12>
Mineralization 12 0 0 0 O 0 0 11 1 0 0 O
Cerebellum <12> <0> <0> <12>
12 0 0 12
Pons <12> <0> <0> <12>
12 0 0 12
Spinal cord <12> <0> <0> <12>
12 0 0 12
Sciatic nerve <12> <0> <0> <12>
12 0 0 12
Spleen <12> <0> <0> <12>
Extramedullary hematopoiesis 12 0 0 0 O 0 0 111 0 0 O
Thymus <12> <0> <0> <12>
Hyperplasia, epitherial cell 11 1 0 0 O 0 0 12 0 0 0 O
Bone marrow, femur <12> <0> <0> <12>
12 0 0 12
Submandibular lymph node <12