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3. HABRIREHSE

3.1 HERFEE

AR g B-6354
kiR 2 : B-THEARAFL DT v FEAWVE

2 MMM R A Fe 28 B MRER O & TR

3.2 HEBAEMm

HWRMEE 7 v M2 BRIKERNES L, Z0RBEHALMNTHELELIC, £
O 2BEMOEEMEEZZT THEEOA U EZRRLZLEHNE Lz, 28, AR
BIIAESHR SV —F o ¥ - ERETESOEREZIT TV A,

33 HEBREFTE
EAEGEE EEANR EETHH (LEWEHZ MRS
T100-8916 HAEH TRHEXEIE 1-2-2

3.4 HEZiE
B RS Y —FE o —
T151-0065 HEANEEA KA LET 36-7

3.5 AREBREMMER

1) Bl

BAESLR SV —F & — HBEEZEAT
T412-0039 #fm RIS A FE £ 1284

2) IRERIEARERY

BASHR Y U —F v 2 — FUHIZEHT
T 156-0042 3 A A KPR A 1-3-11

3) JRBLEEABIE

BREHR SV —F 7 — HEHER
T419-0101  # [ WL M1 5 BR P FE T Z it = Af 1308-125
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4. EH

Sprague-Dawley & SPF 7 »  [Crl:CD(SD)] #A\\ T, B-7RERATF L D IEHE
HlizLaFEEEE I cFOEEZREH L, 58X 0 (2—40 : Xt | 30,
125 X% UF 500 mg/kg/day & L. 28 A M EMERE O H 5 Uiz, | B ORI B &
U 500 mg/kg #5157 THERER 12 PC, 30 X Tr 125 mg/kg £ G CHERER- 6 L& L7=, Z
D9 b, MBEEOMERES 6 (1 K& U 500 mg/kg #% 5-EHEDHE 6 (] Ll 5 iz Tlik, 28
H e B-1% 2 B RIIREE S &7z,

500 mg/kg FGEEOME 1 B2 E 3 BIZMT Lz, HREEREICBTIZ2EARE{LE
L TR IRAIC f MR K B O A & PR D KBk 72 &L FHAR 09I PR 0 /)36 rp o 5
FEE D oliile FR@E D BN, BRIFH LM TIERhol,

AR RE T, B H-BHAG BT 500 mg/kg £ 5 BEOMEMERF] T B FEER) O D 23R
LTz,

FEHI T —REE L, 5 3 BTN 48| 500 mg/kg K RE O THIERBR S
7= ZOERIIAREICLVEERLE,

RE T, BEHHIZ 500 mg/ke & 5-REO M CIEME R 2RO S,

B BT, &GPHIC 500 mg/kg £ -8 OMERECIMEDSFTRO bz,

FRIEH CIE, 125 mg/kg UL EO RGO CREOSME & REEOEMEL . 500 mg/ke
REROMTREOSEDS, £7-. BBV T 500 mg/kg & 5 REORET/ Y LR
Lo BHEFl O FEBBEE OBMAREL iz, hbZE v bz L
L7,

M b PR Tk, 125 mgkg L EOREHOM TRaL 2T o — U SJgED
FfE2Y, 500 mg/kg & GREDMEMECRI-AAEORMEN, HTT AT I L HHY o~
DOEfES, METHI Z7 VBT A REEBRORMEIRBO S, b DEMITIREZ
X iziEWELE,

PEL A T, RISV T, 125 me/kg B EOFR 580 MEHE Tt DV 3HE
RO A, 500 mg/kg Beb-HE O MERE T RARAYIC KB & AR RO NEE ik
AR R 2338 D iz, BIEIZ BV T, 500 mg/kg % G-REOMEME THixt & 5\ T
HEBEO®MEAN, A 125 mg/kg LA OB GAEOHECRAE LR A O 4f
/MEZS, 500 mg/kg & GHEOHETRME ZENTRD bivic, FUIRBIZHEWT, MkT
FILZ 125 mg/kg BL E O HEEOME L 500 mg/kg # 5RO HE TN AR O IR K AR
Hol, TNHOBITWTH BRI LV IEED D WD ITER L7,

LLEOERNG, BT uERF Ly OARRBREMTIZHIT 2 BMERETHMESL L 30
mg/kg/day Th D EHEE SN, £l AOohEEVWTh bl lsiEio o,
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BAT B ERREGR FEEER CTPPHLEAREORBEICLY, -7 xR
FLraTy MI28 HRIKERNEKES L, Z20EEZHLNITH L L bIT, 28[H
WL, EEOAHEMELZHRH IO TEOREEWMIET 5, 2l #T LEEELUHE
WL FTAREFUTOEY Th D
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6. HEHHRUAZX

6.1 R E R UK
6.1.1 wWERYE
R E X
&R, MESITROBY TH

B ;

Feth

CAS & &

AR

2y hEe

&

Pl

ANF&

K27

e

g1k

Jﬁ}E'H&

A7 Ik
R AT

B EoiEE

ilii:ﬂr::}

AL, HRABRICHER LB E O »
Lo Eilo, BB EZRMAER 11TR L7,
B-7HERTF L
B-Bromostyrene
103-64-0
CyH:CH:CHBr

183.05

99.6% (GC {k. cis- trans-{EE5 %)

500 g (25 g # 20K)

1007 R IR

1.42

130T

BB TR, B EHO ST A RBRZFEE T
HPLC EBlc kW ERL, BETHHZ L&A LT,
(A EE 2)

ek (FEHME - 3~9°C) | WX, BhiE

HESA SR SR E A= e OV | A e R )
EEEE

v A7, FREGHT S,

R NGIT R OERAO KR E BEE L, &R O S
LAl & DRl A BT 5,

BRWER 1 g2 REREE LTRF L, 72, &
MBI OZEELHRT D20, HEZOFERITE
TB-7 7 ERF L (Lot No.TEYUC) O & EMEER (G
Bk A-2153) ~BE L,

H) o REBREEE IO AT S L LTnwes, ERCE T E Ll aT,

6.1.2 LY.
ZE
gy NEE
R HE
PRAT 712
RIS AT

o—

WEKIJ3948
TSl gE T 3pk A
oS!

EERTFIEAT % | T E o
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6.2 HEHROHFR

WEZ S CHBEBROHRYE S EMICHRL, a— 2 MTHRL T 6emgmL ik (K
SRR . 25 mg/mL iR (A REFER) AT 100 mg/mL ik (@A EHER) 2L
7=, WEBRIRIEE 1 B R TR L, HERE 8 HUAICRE A LTz,

6.2.1 REBODREFAE
BT 1 HOXBESFORORIZ L, EHRE CHmET (MEEN, FHHIME

4~6°C) \ZHREFEL =,

6.2.2 EEPhTOREN

AT E D 0.5 BT 200 mg/mL AR (BEAE « =—i) X, @ (WRREA
1~10°C) T8 Hffl, TOZER T 24 B LETHSH Z L kA sty —F &
v E— BT CRERR LT GRBRE S - A-2109, WEATERF3) .

6.2:3 REYDEERER
WL 1B AEOEGICHND HREOHBRIEIZONWT, FOREZ#H SR Y
U H—F & — HBRGHFICHTC HPLC EEE AW TR L 72, £ ORR, Fnliost
T HREDEEIL 97.8~104.0% (FFAE®IM : 100£10%) THY . WTN L IFEEAN
Thole (FAER4 &5 o SriEoEERIRT,

1 IREEY 7 V) ORI L R &

14 (10mL)
HEXT R E : B-7mEARF LY
I 5E R A Y E
AR : -7 e RF L
2y & : TEYUC
(EEARTA : WE (WEEN, EJHE . 3~7°C) | e, B TR
17
I S
HPLC 414
BT A ; L-column ODS (4.6 mm [.D.x150 mm, 5 pm,
R ERE N (b E R 2e 6 )
B 7 LEIRFERR E IR
! 40°C
HPLC f2#)4H
WA B
Milli-Q 7K 50%
FER=FUA 50%

*: HPLC ¥ A7 A TRE,

12
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i : 1.0 mL/min
F— r 7T —EREIRE
: 4°C

& : 20 uL

i : UV (H7E & 257 nm)

HEAE P :

HAJET NI HEANE

1 3 EHEERIE (3 AT AEAPERD
2 3 e (Ea )
3 1 HEFEE (6 mg/mL)
4 1 HEZE (25 mg/mL)
5 | A HEE (100 mg/mL)

PRE . AR R OB E S EEUE OB E T 24 BERTLUNIC ERE L7z (o8
) F— 5 VRBRT, #— U7 5 —NICEIT S 24 BRRGFROE
EHRRER SN TNG) |

6.3 HEBEYWERUVRKOZIRER

HEREBRIETA R4 LD Zy PERHWERBAVLE L IR TS, Z o
I ENDERZEDT v MIFMER LMoL, HRENEECTHD Z LbHIER
Loy

6.4 HBEMRUHESIT

Sprague-Dawley#SPF 7 w b [Crl:CD(SD), AARTF ¥ — R « U SA—fR 2, &
AEHE Y Z—) MEHES 470" % SEEBTAF L, M7 T 7 BHEHE - BILEF L,
—HeREOBIE (1 RB/A) | AREAE GE) RO —ikEo R (18) &7
Wy, ERESINE, FEMR —BOREOBZER N BR BRI BE B A ST & b
HMERERE 36 B (THFE & L CHERESS 24 T, [RI784F & L THERESS 12 10) AJBTCY, 61w
THRERICHL Uz, #5004 B OFEHRFE I, #T 182~216g, T 145~171 g TH o 7=,
Bhix, BiE - BIEf b oA EINEIC X v ®Y%, oM e (BS5ko 28
A OERBEICESWTEIMEL, SHOFEHRENTE HLETHFLRL X I EHE
Wk Lz, BEoBTitarva—2EHWizT ey 7 BE kL OEEL SO
HEE (Fry 7EBECLERFEZMK L., WERER ORERNOREEES % M40
TETH) ITE VT2, Fio, RFEISE SR A ISR ORI L, L385E
SR/,

W) REBRFFEIEICAEL, ECPCEITMERER 45 I8 Th o A%, EEIC MRS 47 PUASIA X7

6.5 fBEH

IR EE 21~23°C, FHRHEAE 49~66%., #AEIE | FER 10~15 8], HBH 1 H 12 Ff
[ (07:00~19:00) D EWMEAF = (301 5E) C, 7 77 v MA@ EEME S — 7 (W250xD
350<H 200 mm : HAZ— Va4 CREEAEF L, B | BofEFERNOERE %
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fii U7z, EEEE CRF-1 (4 = Z LVERTEERASH, oy FEE 080305 K}
080509) K OMEEG i KEKEZHEAKBIC LY BARICER S,

6.6 HIHERUEEKPDEAYME

BRI ORAYEICEAL THEHEAE2e v MZoWTHHEA DRSS &2 —
& % X Eurofins Scientific Analytics THT 21TV, £ 7z, BEKIZ O W TIZH SR
R ¥ — A S TAEEICENL T 2 KEREZ SN (FE4R) 7072, Z
NHOGHTREEE AL, RBKEICEERW 2R L%, BLERFL
i

6.7 EYMOBEINBRVT—IADERT

B I AT RIS B 20855 U TN L7, ASi S EES T ATE CoMIZRBRE
B, MR EOCEEESPHT L r — &2 , BodgiE, SEOHE
T E (R, €, PAUEHEROIE) I4HTOFEEET T, ZOHE, 1000 D
(rIEBE, 100 OLITHE (0 F A2k, 1 /2 | 10 & 1 OfLXARES L Lz, &6EF
=ik, BOUHECERLEY Y5 UL0ERICHE B) JlizagiLE
TN BT, RS, B5RK, £58, Y 8% 5. FEEEROHBRTE
HEHF L, 2L, sl —BoRiEo@gs, MiEki, B K0 E BED) &5 E
PR BZEF ISR L TREOBHRERIRT 2720 77— V7L 2 R L CGRBRE 5.
MR OCHER SO ZE R LI,

6.8 BERZRE., H5HE. RER#AVEEIHME TI L ORREH

mERBET A R4 D, H5ERBIEIRND 2B L, H5HMIT28 BRI E L
7o BeHEEFEERSRBCTHBICITODRA TS 1B LE (7EAE) &L= |
EHREEEO UM ERFToOICHEY B bNS 28 (14 Af) &L, 2O
&G 2T Tz,

6.9 #®EAE

HEREX Sml/kgAEHE L, BY o FE#HWTEHIROZES Lz (08 : 00~11 :
57 D) o RRERICITEE (2—l) ARERICERS Lz, EFEZ L o 5iEEITE
FORELEEREITHB L,

6.10 H‘EERUVZTORFERNL BB

B-7mEAF L d 0 (Z—1H) . 100, 300 XU 1000 mg/kg/days 1 HEMEAES 5
IEDZ w M 14 ARBIRERN#S LERY | B2k s LT, 1000 mg/kgi -7
O MfeREERF T RBD D, 72, 300 mg/ket® 5 TIEBE EEICB W CHERET
AF I oD B B oD S, MECEM O EEO SEPEO bRz, LT, Kl
Bl o2& 581X, 500 mgkegZEmHEL L, UTAKK 4 THRLT, 125 LT 30

14
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mg/kg? 3 1 &%

L=

X /&

L7z, ZHICKTBEREEZ A,

A REERR T2, FRETIIMERES 6

UE., B BE Tl B R OVe ] B RE CHERES 6 IE & L 7=, BERE AR Z Ik DF 1.ITR T,

= 1.BBAE
e | B | B | REAE | x " oW
i (mg'kg) | (mg/mL) | (mL/kg) i e | il B %
4 e 6 1001~1006 6 1007~1012
i
Skl i 2 : i 6 1101~1106 6 1107~1112
.o e 6 2001~2006 -
{5 H i 30 6 5 i 6 2101-2106 i
; Viia 6 3001~3006 s =
TR | 125 _ 7 i | 6 3101~3106 - -
T # 6 4001-4006 6 4007~4012
R =9 19 8 i 6 4101~4106 6 4107~4112
6.11 BBRRUBREDAHE

FhEhifll S-SR EL2FE L7z, ABAoERRIZE L T FRE
DEY ThD,

#45 1 H (day 1 of administration) : W HBRMEH

#4138 (week 1 of administration) EH 1B EE TR

M 1 H (day 1 of recovery) : MIfEMHEEH (5-HEETOFRH)

E18 118 (week 1 of recovery) : [EIfE 1 725 [E1E 7 H

6.11.1 — KRB DERE

AT OV RS HRT3ER 3EL H#5AT L RGER RO GH 2 FFRE
(72720, LREROYAR IR GATEEGEEZO 2E) | BEMEPIIER 1E, &4
., KEIRE, B, THLROHEMY 2 EO—fiiRiBE BE L,

6.11.2 HML KBRS, HERE. BEARUVBREHEDATE

PEH e — R EEOBEIT,. 2T OEWIZ W TR ERLGTETIC 1n], Fi-. 24 FE
NI G P R ORI M P R | BT L7, £ 7o, MEEERE. BK
ONE ZERhEORICIE, 2/ F8mic oW Tk 48 (25250, 2RSS 26
H) ROUETE 28 (A1 11 H) (21T 72, Bd, BIELRTBREZREDOEREZFIR (7
A4 Fk) L, @E T oA aiciRE Lo RETTo -,

e G5 BALART (R - BMEEIRA ) o2 — ko BEIcB W TREILRD LR
AL Coly
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6.11.21  HEL—RREOHRE
) A—br—UNELER

B R, AFETH

2) FicH-o TOREE

=B ORYH LT X, R - HEORE, IR - Boowd, IRER (IREkZE
L ERBRPASUIRAR) | WTUURERS, ©AhRARRE (JEIR. LB, MEALER, JRME, BHIT
) | R SR B

3) A—F 74— FABE

WK, R, RETE. WRATE, ST, K. AR, H RS0 EH B
e (Hedet, HRR)

6.11.2.2 HRERE
BESEROG, RIS, SRS, ARG, BRI, 2P EmE AT, 45 b e

6.11.2.3 1 7 8I5E
CPU #—3 MODEL-9502A (7 A4 a—x 2 =71 72 4) A0 CHilkME
O 0fR 1 2 #lE Lz,

6.11.2.4 BXEEHEOHE
FEREN A R EEE Y —NS-AS0l (XA H=a—n¥ Az 2) ZANTH
BV A PE L7z, PIEIE 1 RF[E] & L, 10 23[R R K O 0~60 43 O JIE B 2 £ 5 L 7=,

6.11.3 HERIE
EATFEWICOWT, &5 1, 4, 7. 10, 14, 17, 21, 24 KT 28 H OS5I,
B HIBTIREE 1, 3, 7. 10 R TR 14 BICHIE L=, JIE X 08:44~11:05 DRIZIT -
7. Hio, 2RSHEYEOEES P oRESNELBEH L, @A s
BEERLOZD HTA 26 16 FE# & 7= % OREZHEIE L7z (08:04~08:40) ,

6.11.4 EEEAE
LAELFEYICOWT, REMEPIEES 1, 4, 7. 10, 14, 17, 21, 24 (¥ 28 H
OE5RNZ, EHEHMTIEEE 3, 7, 10 KT 14 FICE Lz, JE 08:57~11:15
DENZIT o7z, Tods, BEHEFOREE 1 BIZAMANLO 1 A&, T LIET 3~4
Ao REE, BE 1REEE 1263 0KCEEIAS TOETD 2720 1L 4 1R
ORMBERES, FORITIING4HITEZIRVLAHBORBEEREZHAT L., 1
IC1 HE#RHL/Z,
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6.11.5 FRERE

wh 4 8K OEE 2 BICITo 7,

BhH 4 (523 HOBEGH) THREYS HOBRGE®RICES2EFIHDIZOWT, b7 2
(e 12 B) (ZREHEOEALFEIZ T, FRENEREEZ 2y FLizr—
IR L, R - BHEEAKTT4RHEREZ, RWTHHER - BHEAKTTEOHED
20 PR 2L, R 2ICHRBLIZEHEROFEICLVBRA L, £z, BAEIL.
BRI —VICNELERETHIE2AED 1 HE 720 0B KEZ, MAREHWTHIE
| 5% o

®2. RIREDEL. BEZRVERESRT L

1) 4 BRI DL Tl

e BE T i

i =3 VAT 4 v 4 ATEARBIE (7— 2 LA k2 H)
=ABE d—a v AT 4w ¥ A-TJEARBMY (F—72 LA EASH)
Ay A—3a AT 4 5 7 ATEARBRMY (77— LA X&)
A F—t 3 VAT A v I ATEARBHEEY (7—2 LA X 24h)
£ A—va AT v 7 ATEARBMY (7 —7 b1 Hlath)
Y B A—sa VAT 4 v 7 A-TEARBHEE (7—7 LA Bk 2H)
PR Fgw F—ioa AT 4w Y ATEARBEED (7 —2 LA BXSH)
€78 e 2

s Sihris

RIE (4 M) HA A By Y B O ARG G : mL)

2) 20 BERRIC DWW T R

BREmH BT 5 3k

RE (20 RERTED) AAY Y v = P FERIE (B4 mL)

REIE KBS TIEY (AL : mOsm/kg)

o L 00 e 2

% ; AUTION MINI™ AM-4290 (7— % L $kai2fl)

) AEFRORELE 20 FMOREEZ G LT 24 BB R E (mL/24h) ZEMH L,
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6.11.6 mAEFRE

e 5 R ONEE R T 0B B o EERERIC, B 25— (5 16~20 BEfE)
Mo S 2AEFHWIZONT, =—7 VRRFr P TR L, XTIk 5 EDTA-2K
e (SB-41 : ¥R A w7 ARERSH) g (B 1mL) 8B Lk, Goik
M#EEIZ->WTE 3.1) IZFtd L72H A L OEIc kv mdE Lo, BIZ, Mk (K 0.9 mL)
38%7 T T N U ABRINGRERE (K 9 & Cx L 1 FoRE) ITHEIL, =
DSTEE (RE @ 9 3,000 rpm, #9 1,600xg, #J 10 53[H]) (Z& 046 miglz > T
# 3.2) WKRHBLAEEEROHEILEIIRE L, ol BRIZL2EEICHL. £
ATFENIZ 2V T May-Griinwald-Giemsa e @152 K A Mg EHEARZ/ER L7-28, 88
BICE DRI A S BN L, SEMmIESEmL Ao,

x3 MAFHREDER. AEZERVFERABSRLGE
1) EDTA-2K Mgz 2\ T O #

A I 5 i HLAL
ki EkE (RBC) 2REL—F—T7u—H4 bA b U—FEY 10*/uL
~F ST e (HGB) ST A TS Y g/dL
~v k7 U w Ml (HCT) I Bk E R DN AR i BR SRS s B 5 Y %
VERmMECERE (MCV) 2HEL—F—Fa—HA A FT—7EY L
PR MR 3 (MCH) MR R AT o B BB pg
T AR MBI B EEE (MCHC) ~T 7 rbErBRU~< F 27 U v MED DB g/dL
MR MmEE (Reticul.) RNABUEIZ L B L—HW—Ta—4 o bt p U —iEY %
i/ # (PLT) 2MEEL—F—TF u—d A bR pY—iED 10*/uL.
([ fuEk % (WBC) DMPEL—F—Ta—H oA pR Y —E 10*/uL
H R y 5 P F R —PRI BT a—H A b A U —iE %
2BEL—F TG A Y 10%/uL

2) xR U AImES B A L Al o TR
AR H ] E 5 i HEAL
7' hrs R (PT) ey gD $
i 3 5 i A = i

79 AF W (APTT) oy hkb 8
74 7Y S —4 B (FIB) oG RAF D Mg/dL
{e FH 0 7 e

O AR EREE T K7 4 7 120 (Siemens Medical Solutions Diagnostics, New York, USA)
PR B NS ACL 100 (Instrumentation Laboratory)
1E) U ionER (LYMP) | 4fBk (NEUT) | 4f8E:Ek (EOS) | 44 ALEK (BASO) | HiER (MONO)
REOSRBIIER R (LUC) , F7z, PAMERE 3 L Ak b &0l o EH AT Uiz,
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6.11.7 mEEERE

IfiL 398 = FR A P St & [RIIRELZ B L 7 i i 2 R M A 0 BT (= P = 7 M 1I-
A—rEy 7 TAERKSH) (CIY, EORE GRIE 4 3,000 rpm, #9 1,600xg,
#1043) L, BohizmEiconwT, £4.1) IZEE LAEARCHEICEL Y HRE
L7z, F£72, ~2 ) VIIEBRE (I 1mL 4720 8 20 LD~ U ) ([ TEHEL &
Mg 2 D4 B (FRE : K9 3,000 rpm. £ 1,600xg, #1 10 &) L. B ozl
DNTHE42) ICRREHLEHE AR EIC L VAL,

K4 MARLFHREOER., AEERUVERREGE

1) 47BE L 7o figic oo

i A TE H i ik HifT
ALP Bessey-Lowryi:® IU/L
o b A7 a—Jb (T-CHO) CEH-COD-PODi%Y mg/dL
R ZUETA K (TG) LPL-GK-GPO-POD{EY mg/dL
U BT (PL) PLD-ChOD-POD® mg/dL
wE YA EY (T-BIL) EUE g Ty — PR mg/dL
Ja—A (GLU) FAra—ATE Fad-—EE) mg/dL
REZEFE (BUN) Urease-LEDH " mg/dL
Y L7 F=> (CRNN) Creatininase-creatinase-sarcosine oxidase-POD7:® mg/dL
T U 7A (Na) A F LR B R mmol/L
B UL (K) A A BN E LY mmol/L
iz (D TR EEY mmol/L
HA- L (Ca) QCPCiEY mg/dL
ek > (P) £ ) 7T kY mg/dL
Wiz AHE (TP) Biuret?5® g/dL
77 2 (ALB) BCGIEY g/dL
A/G o (A/G) BI-AVAEBLUGTAZ I bR

2) o3V iR S4B L i o T OB

15 A5 H M E ik B
AST UV-ratej: IU/L
ALT UV-rateit" 1U/L
LDH UV-ratei&=" TU/L
y-GTP L-y-Z N2 I 3-AARFid4-=bar=]1 FiEY 1U/L
{2 R RE

O PR BENSTHTEEE TBA-120FRE (faUS b fE)
M L HENEMEOHTERE PVA-all (BBEHT VT AN - A AV ALY)
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6.11.8 REFERE
6.11.8.1 Bt

SELEMIC W TRl RS, £, AFEY TR L% IE KERGIFZ X
HOMETE X, KSR S - W - B A S 2T ONRTE - MO WIRIC X B
TRfREMRE AT R EFES LT,

6.11.8.2 BHEFEAE

EHREFIMIZOVWTIE, RICTTEREOEE (BXEE) 2HET AL L LT, i
R EE L FIBEF O ESEE 100 g 4720 mgxqﬁiyggm L=,

A, *HlA M Ll OBE I W TIRESN 4 I2HE L. 053 E CEh
[,

M, RIES, MIR. FRBER. DEE, FPER. R, ORFELC. RSEL LfR*. SREC, FE

6.11.8.3 REHEERE

ETOEPIZONWTIRICTTERE - MREFEIL, Y U BERE 10vol%h A~ U ik
THEE L, =720, MixV CEREE 10vol% /b~ U i & i A, IRER KA OMEARER
XY ERFREIR TR L7 3vol% Z VA LT T B N2 5vol% b+ ) i CREIER.
FEREORBE BRI 7T R CHEE Lck, 2h8h, U BEREE 10vol% i~ U >
WREFEL, "Z 7488 LE, 20%., HIFEL T~ bR )y e g PG
EEAEZER L, SRR CERER (RIRMOEF BTSN TIERE]) T2 TE
L=, 708, #eBaM i 5 OB S b7 ke FFI K OV R . o B IS
e O A BERESE N RIERE O 2 4, & L2, T TOREILIZ2VW T iﬁﬁ*ﬁbfco
Fo. ERIZEWT ERAMEORES KA S5 T 1 HICRD e, DEfIT
%U 2o, B OSHAERICBWTELBED LR TR b, REBREEIC

XA B LA, * TR LM TEIC oW T @Al ZRE L7223, #Eki
}#fﬂlJfD%Lﬁo .

KA, /K, R () | AcBrpRe, HRER*, TEME, HRMER* ERMME*, &l
R MR, RN, BT U o8I, BRI Y o8, D, KB M (RE X EET) |
B, + 8. =0, Blls (N = aREET) . B, W, B, IThE. B bR,
e, FEE*. REE LfR*. giciR. ONE* FE. WE (FHixat) | KBEEF (F
BE& i) ROSKEERVE 4T

filz, ~—&—f*, HehER*, MRBEIUR, F., Bl FETR*, T FR* IR, 8,
g, FLAR (BB | &E (R | fEdEesEAr () ROMREZA®RH LT
R L7,
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6.12 #istAE4m

A =77 4= FNBEOERWER BREmEICRIT 2 E&ER B HHEIE,
H¥EfEOMNT, AE (FREENE) | #iisE, BKkE, RREOTEAMEH, M
BERE, WEEFHRERVRERET — 21250 T, WL RBEEH L OB TR
AHEMT 1T o 1=, Y57 Bartlettf R ©IZ X O D HMEORIE 217 - 72 (B EAKKE: bl 1%) ,
STEEANVEE L WIS X DunnettiE 2 FH W T, FFE S HO %5 (X Dunnett’! O mean rank test
ERAWT, WRPEEERGHEDOMTREZIT 72 (BEAE . @l 5 X 1%) .
e, BIEREZOWTE, FREIZEVEBONHOE—MORE (BEAME . T4
5%) BiTo72, TORE, SRR 5N AT R L R EE LR L
DELED T ST StudentOHRE (T EAHE « i) 5 LT 1%) %, FoHtENRH
D BRI o BB T I T Aspin-WelchD tHE 7E (F B K : /il 5 RO 1%) {77229,
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7. GAERRER

7.1 —fRikEE
Ji%A& % Table 1-1~1-3 & T¥ Appendix 1~10 1275 L7z,
1) £&5
30 K OF 125 mg/kg £ 7B OMERETIL, BIEHRZ8H L TRETBO ORI o7Z,
500 mg/kg FGHETIL, M 1 6] (EMHES « 4111) PG 3 RICET Lz, ZOH)
Wik, &SEGBICE BESHORDRES LR, FO®RIT—HOREBIC R I8
WENIRP Tz, F oA, HEHEDE CH GBI B ICBRIES) OB TRD LA,
Z OB BB TREITL R0 T,
2)  [nl4E AR
WFROEICE T, EEBIFZEC TRFEIRD o T,

7.2 FHMTRIKE, HERE. EARUVEREDE
7.2 T — AR AR

[ % Table 2-1~2-18 & OF Appendix 11~70 {275 L7z,

1) F=5HH

(1) &4 18

F—T 74— FRBEIZEWT, 30mekeg REMOHETYESL EARAY REOAHE
REERZ LT, BHEFICFRRLRZ(LITRO b TWRW I ENLEEEL Y
WL 7=,

(2) 528

WTFNOBREE B IZEWTHBFITR, FEBRYERGHOHER S bt REEL O
M BEEITRBD LR h o Tz,

(3) &E3E

FACRio CTOBEE BT, 500 mg/kg $2 G- OHE 4 451 & M 1 (1] CHREE 72 it e A3 58
iz,

(4) #5434

T2 > TOBBRIZE VT, 500 mg/kg BEGREOHE 3 F1 & M 2 5] TEERE 70 it BEH3 58
H oL, FoMizixAd—7 70— FRBLZICE W T, 500 mg/kg & 5#E 0T
N ERY EIEOAEREEABD NN, I<KBETHY, -, B 1-3HEF
TORFKEIFERBETHY B REEER SO L7ZEHEIC O BRI Eh b,
{BFEPE & W L 7=,

2)  [nliE HfH]

W OBEEAIZB O TS R I132 <, 500 mgkg #GREOMERE - & SRR L O
e BEETREO Lo T,
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722 HEERE

A& & Table 2-19, 2-20 &% Appendix 71~76 127 L 7=,

1) #4548
WThOBEBEHEBICBW TS BE TR, SEREEGHOMREE L XHREE D
WICEERILRD bk Tz,

2) A1 208

500 mg/kg < G-REOHET A PN AR RIEMEN RO Doy, &5 4 HTlEA
BITWRWZ L EREME LB LT,

7.2.3 Eh

FHE 4 Table 2-21, 2-22 KU Appendix 77~82 (25 L7z,

1) #5431

125 mg/kg 2 5-FEOME THRIEICAEREAEAFE O vl & H I Rk 2L
A DI TWRNT &b R4 &Il U7z,

2) 1€ 238

500 mg/kg L REOHETRIRICABRINENRED bR, #E 4 BizALRTHD
ZPNT E BRI &I LT,

724 BREHE

mefE % Fig. 1~4, Table 2-23, 2-24 K (O} Appendix 83~88 (25 L 7=,

1) #5438

BRI AR GREOMERE & b IR I TIERERICHERS L, AR EITED O o
7

2) [EIfE 28

500 mg/kg % 5-FE O HETHRIE B 40~50 5 ORITFIZAH ERISEAFRD =3,
BH 4B TIZHR LN TN & bR L FIk LT,

7.8 rE

J%#& % Fig. 5, Table 3-1, 3-2 & T Appendix 89~94 (Z7R L 7=,
1) $&5 Wi

500 mg/kg X G-fF OMERE T 5 4 B ICEREER RO b ic, £ OMIZIE 125 mg/kg
BEHOMTERE 17, 21 KU 24 A L ESHIRPOEEBMEICARERHENRD S
e, mAERN TIRERRE(IIALN TW NI L b EIEMN L Rk L,
2) A&

500 mg/kg ¥ L-BEOD M CEIEHIH D ORI E A BREMATED bz, @
HHEOLONLRBEOETHDL Z LL BN LW L,
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7.4 EfEE

A% % Fig. 6. Table 4-1, 4-2 %O} Appendix 95~100 (27 L 7=,

1) 5 HIR

SWmM@&ﬁﬁ@Mﬁf&ﬁ4EE BEREERAD LRI, ZOMIZIE 125
mg/kg % 5-HEOMETE S 7., H&UZH] . 500 mg/kg ¥ 5 REOMETHR G 7.
14, 17, 21 R 28 A ﬁﬂﬁwmm WO LN, WThbBaE AN IBREORE
ECTH 2D Z LA LA L I Lz,

2) (A5 ]

500 mg/kg % G-REOHE CEIE 7 X T 14 HICAERRMEARD bz, Wi
HHONOIBREOENTHD Z & GLMEBM LML,

7.5 REE (EKEET)

A& % Table 5-1~5-8 & TF Appendix 101~118 (278 L7,

1y #hH 44

125 mg/kg Eij:o)%%iiﬁ%cifﬁﬁﬁEkﬁiaiiiﬁfixﬁﬁﬁi&:E%EEEEO)%?E?i:ﬂkﬁiﬁﬁ\ B,
500 mg/kg B GO TR EOAELRSENED NIz, £72, LB VT 500 mg/kg
B EREOME 12 flrh 5 Bl ME 11 B 1 BC/AAE BRI O BEEER S B, 500
mg/kg 5 G-FE O MECxEFREE & BB EIN Lz, ZoMiciX 125 mgkg #25-8f
Ot THEABROAELZEMEIRD bz, EmAER CIRERLERIZA LR TV
WZ &G EZRME &Il LT,

2) [ElfE 2

500 mg/kg B EREOMEME L HEEMNEE CREIIEOL LT, F, RE, BAE
EOEELETHLRERELEOMICABEATRED BRI T,

7.6 MERFRE

fifcA# A Table 6-1~6-6 & (8 Appendix 119~136 (277 L7z,

1) FHHIMRE TR

30 mg/kg £ 54 O BT AR K 62 3w O A B RRE Y, 125 mg/kg B G- O
TIEHRIEEH b o R T ZAF U HROREREMRE 74 7Y /—F - BORE RS
fEPFED LA, BAERICFERRE(RIEA LR TR S &G WAt & p L
72o FE7z. 500 mg/kg £5-HEOMERE T2 R MER M 535 8 O A B2 IKEHS f“ﬁETT—
HRin kil o O A B IRES, i THRRMEREO A B REESRD Sz,
THhb IS RELRE(ETHY, FRMERESEIZH 5o %miﬁhhfwﬁw:&ﬁb
RRPE &Il L7z, S6i0, METHMEKE = & B sk 6 HH U 7o &5 8 0598k
ICBWTHEREOFEREMEATEO o, Z<RERELTHY , AlERERE O
LB By SR8 I T A H A TR D & 2 & B3 LT Lz,

2) [l A A T g

500 mg/kg 5O THMERT BBV THBERILROAE KM, HTH
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MERE /T RICE O THEREEROFERRBEARBO LN, W bgEHIF®& T
REIZ A DAVTWARWN T & b RFEM: & Al L7,

7.7 MRIEFRE

Hiké & Table 7-1~7-4 Appendix 137~148 {278 L 7=,
1) $ IR T R

125 mg/kg UL LR EREOM G a L AT o—A L ) VIEEOFEREEN, 500
mg/kg HEREOMEME CRI-A BB OF B2 BB, %ﬁﬂﬁjy&Wwaiymﬁ
BEEs, MTr) 7V eI/ FROBRROABEREMENED LRI, € OfIC
125 mg/kg £ 5-#E DT LDH O A B0 {KE, 125mg/kg UL O HHFOMHET AST coﬁ
HMEEE S00 mg/kg B GHEDHETALT & 7 VT F = DA BERIKENTED b =23,
Wb BEE TR T SEEOEATIE RV L b @R L T Lic, £72, 125
mg/kg LA EDREHOHET AN 7 LOAFTLRESEO NS, BEA-LNDE
FEOELTHD Z L LT L MM L,
2)  [AFE AR A TR

500 mg/kg W EREOMT N Y Z U 54 FOFRERESHEIERD b,

78 #HEEE
%4 & Table 8-1~8-8 J2 UF Appendix 149~172 |73 L7z,
1) &5 HAR AT I
HRMWERGIZL D EB 2 LR ITFEE OEIEIZRD b,

FHF ik : 500 mg/kg %G HEOMEMEIZHE R R U ERO A E 2
A, 125 mg/kg B G EEOMEIZHE R ED A BER
fE7Y, 125 mg/kg FHHEOHEICHY BEEOA E 2 &
D bl

T fik ; 500 mg/kg $xH-FEOHEIZ M R O R EOHERE
fE23, 500 mg/kg F 58 OMEIZHHN EREO A E 2 RIE

DB T,
LLFIZART BRIz oW TR, FOHBARIE O W T bR E B 5 & ofF#EMED
7R\ WEEAL &l LT,

it ; 125 mg/kg &5 BEOMEIZFEROAH B R {KENFED
bz,

TR ik : 30 me/kg R EHEOHEIZAART EEOAE 2 REARD
.

i B : 500 mg/kg $GREICHE HEOA ZREMANRRD b
ey
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2) (a4 HATET RS TR
WM E R GIC LD EEZ NS BV FRICED b,
T ik : 500 mg/kg #EGFEDOMEIZHG EEDH EREEFED
bhiz,
LRI BIBIZ oW TiE, ZOHBURI D b HERME R 5 L 0B EEO 2 WE(L
b 1] L TR ol

Lol : 500 mg/kg G- HEDMEIZFH* EEOHE R SENR
Lz,
79  EI#ER
% & Table 9-1~9-3 F U8 Appendix 173~244 127 L7z,
1) ETEW
&7 - 4111 TUTORTRAZED b,
I e ; AN ARETE 2338 0 BTz,
It e : M AER AR 378 BTz,
H-Figk : KEULBEBD Lz,
H : ﬁﬁﬁﬁ‘zj’f\{ﬁ%i)‘ AR PASY Wy el

2) B G HARTRE TR
HRMEREICLD EBEZ LRI EDIRICED b,
T fik i 500 mg/kg £ G-REOHE 3 F] & M 2 FIT RKEUEIED B
i
LRI R Tz T, FoHBIRE O W b iR E %S & oo
TRk & b Lz,

i (REZEETe) SRBEOME | . 125 mg/kg 3 5REORE | BlICHER G
HASED biT,

e D125 ROR 500 mg/kg 2 GREOMER |11 I REAR L
MR bR,

AR R D 30 T8 500 me/kg B 5 EOMES 1 BTN OF )
MO BT,

3) [ HAMETRE TR
RV EEGITED BN ELAHIICFED bz,
ek : 500 mg/kg # G- AEDOBE 1 B KB EAFRD Biviz,
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710 RFRELABFRE

fi¥#& % Table 10-1~10-7 K OF Appendix 173~244 275 L 7=,

1) sECE
[Elf% (/N1 =S Te)

" ik

AT Hik

fit (REEET)
TR U > 2
U 3

B2 /A TR OFEREITR O b,

BT RANE OIRIRDFE D Bz,

HHEIE A/ NIEFRUDEESE LR 7 5 - i 23ERD BT,
R 72 BR R L ifn. & YA D FE GRS T,
B EEP RO bR,

%wm%W@wmantD

J1E i R E MmO & AR OZER B ik,
= BRERIREOVLADRED iz,
J¥ap 5 B NG R b,
HH R BHAEDBERNHD Gz,
2) BeGHIMIRET
THRMERGICLD B L2 LN DL MEHED I CF R & HEOBIRIZED 6
i Pl
5 Tl 125 mg/kg # G-REDOHE 2 HHERIL 2B AL O RN LR

- fide

FER R

LLFIZR AT I 20 TR,

AR O AFERVE/ MRS, 500 me/kg & 5-RF ORELFICE
JE 72 B FE OO R AR L R oD B /MR A . E 72, 500
mg/kg £ H5-EEDORE 2 FICERJE 70 IRAE AR D b i
o

FHRRIZIB W TR O KEUEA A BTz 500 mg/kg $&5-
BEDHE 3 4] & 2 51 25 b O FT R3S ST, 500
mg/kg #&GHFEOMERERHNITERMH D U R Z/ g
DRI AR R D3GR B,

125 mg/kg $& 58O ME 1 . 500 mg/kg £ 5- B O HE 2 B
& 5 iR e e i R D IE R 338D BT,
F O BRI H B WITHBERR AR A S 0T

D ZE b & Il L7z, Zeds IR RE I B CIREIR B3GR & A7k BREE O 1 i),
125 mg/kg B2 5-HEDKE 1 5] & FURIR T/ MEUEAE® S 7z 30 LT 500 mg/kg BHHEO
MESS 1 Bl W TR EFERR AT B W THEFT I HEET 2 BE IR O b

S,
N
=8

% B OB 1 BHUTEBAR IR B LR FED b,

it BEREDHE 1 M R T o0 et 12 3580
e

T RREEOOHE 2 51 & M 1 1, 30 mg/kg 3= H-HF OBE 3 1,
125 mg/kg £t G-HEDHE 2 5], 500 mg/kg % F-HEOHE 3 {1
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JHF fik

AT 7 i

PN LI i
L ik

HEDR MR

15 e

3)  [E4E HARET S T IR

& M 2 BB e AR AR IR AR D3, KT PRBEOME 1 1, 500
mg/kg & GEEOHE 3 BB T, B
HE 1151 & ME 4 41142, 30 mg/kg 2 S-HEDORE S 1,125 mg/kg
B HHEOHE 4 1, 500 mg/kg 5 5-BEDOHE 4 5] & it 2 %
WS TRV O SR IR A DS . KRR O M 2 (1) & 3 151,
30 mg/kg $5& GREOTE 1 ), 125 mg/kg & GAEOHE 1 1],
500 mg/kg < G-EEOHE 3 BIZEEA 72 WV o fNE = 23
B LTz,
R IZB W THIEO KRB LA A 5 L7z 500 mg/kg 5 4-
BEOHE 3 B L 2 Bl & B DO MRS bhiz, *t
FEREOHE 1 (7] & it 4 71, 30 mg/kg B¢ 5-HEDME 4 171, 125
mg/kg & GEE O 141, 500 mg/kg £ G-HEOME 2 ]2
T D W TR 2l iy D ZERufb s, 30 mg/kg & 5
DREL ], 125 mg/kg I G-HEOME 1 7], 500 mg/kg 25
BEOME 1 HlRE e s E A%, 500 mg/kg % 5D
HE 1 IR AR Y BERE A, R RREE O HE 4 1] & M
30 mg/kg B G-REDOHE 4 {51 & 5 1], 125 mg/ke B 58
DOt 4 5] & HE 5 ], 500 mg/kg e G-REDOHESH] & ME 2
FHIEER S 2 WITEEEE 20NN R R D BTz,
XTHABED 4 1], 500 mg/keg #& 5D 5 FITEME D
R U Bkl RO bz,

X HRHEOHE 1 HHEBI AR E B LT,

* IRRE L OY 500 mg/kg 5% 5-HE O BER 1 BT IR R i
OGRS B,

FIRRIZ BN TIRE O RARN LG 72 125 X T 500
me/kg ¥ G REOMES | FlC TR IRE OGS AR
SRSV 4 ral
*HRREOLE 2 Bl Bpr 23, 500 mg/kg & 5D
HE 1 FHCERUe M E ORI, T REEOMEHES 2
B, 30 mg/kg ¥ H-REOHE 1 ] &t 2 B, 125 mg/kg &
BREOME 2 #, 500 mg/kg ZGHEDOLE 1 4] & M 3 41
fEBRAROBE/BO SN,

500 mg/kg FEEHEOME 1| BTG 22K ORI R i
NRH LT,

HRMEREIC LD L EAONDEDPHEOERE L FRIRIED b,

EX']JF_‘E

ﬂmmy@&%HWH3WGEm&%#®EW <l 4,4
L DA MENRD Bz, E7o, xHHBEEOR 3
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GiRINI

#1500 mg/kg £ 5-HE O HE 4 BRI FFAE R 23,
500 mg/kg % 5-BEOME 2 FlIZBEE 22 A RS 3 2 5
AL, 500 mg/kg Fe G- ORETHERER 25380 bl

500 mg/kg & H-HEOHE 1 FlCEEM/RIENR F GO IE
KizEH T,

IR RIZOWTIR, £ OHILRIS © WITHEEE LR b W Th b
BREOE AT L, ok, ARSI KEUED RS vz 500 me/kg #5
FEOME 1 oW T, WIS A IS B W THIR P LICRE T 2 R ITED 6

2otz
ik

Tl

FLR M

500 mg/kg ¥ G- HEDHE | BT MDY, SRl
FEOME 3 7. 500 mg/kg ¢ 5-HEDOHE 5 FIERM 2 R
DIELERRD LN,

xf MR OMERES 1 B, 500 mg/kg e H-REOME 2 FIZER
R0 R OZE A Ay, R HEEE D HE 1 & HE 5 1, 500
mg/kg 5 51 00 M IE 4= ) LSRR 2 0 N P 2R 3 3R
bz,

S RREEOME 1| (2 RPTPEM DS | st BREED IE 2 41, 500
mg/kg B FEDOMERESR | FlIZfEREOEENRRED B
i

29



B-6354
8. EE

Sprague-Dawley & SPF 7 » I [Crl:CD(SD)] {ZB-72EAF L %0 (22—
SHHREE) . 30, 125 & TF 500 mg/kg/day 0 BT 28 B ] SUERHIRNFE S L, £
MEBRFT 2 &L biT, TR 500 mgke 58X F 0% 2 AR S8, ik
OEWPEIZ ST LT,

%t%%mSMmM@&ﬁﬁwﬁlﬁ(@%%¥~mn)f&+3a_mme&to
ZOEWITIE, BB HICERESOEDPRD LTS, EOFRITRKERIZ
%mﬁﬁéh&ﬁotoﬁﬁ%@ﬁf@‘mﬁmﬁmﬁvwmmhm\Wﬁ@kﬂm
AN I B AR R AN W IRAIZEE D ALz, AEER RIS i oo BR R HH i & Ve RN
DR, TFIRO/NERLIEEE E 9 oifil, B RS OPLE, Mo 3E .o s &
RSO, RE OV A, HIRIROMEBEOETE, STV 288, MR, %%%
U U REi URA RO FERESRD B, R ER G 02 LW S L7 53,
FIZB Tl lemnoT=,

ATFE I, BEEERTE. B, B REEEE MR ISR E R S DR
ITABNRoTeh, LLFOREHERB ICE BB D LT,

—HRAETIL, 500 mg/kg & GHEOMMER TH BED O PBEO BRI, K
RGO OAOEAETHY . TOBIIEEFZZDEFIIBEI N>,

FEAR R —BOIRIE TIX, TZRE-o TOEESETES 3 KU 48T 500 mg/kg £ 5 REO
HETHHE (BRIE) AR shiz, ZoEidAEIC LV #EEL, REENRED BRI,

AT TIL, 500 mg/kg % GHEOHEME TR GO (&5 4 B) ICREERPED L
ey

HATE TiE, 500 mg/kg #GREOMEME TR G (5 4 B) ICRERED LR,

PRFRAE TlE. 125 mg/kg LA LD G- FEORE TR 5O &iE & =% O 23, 500 mg/kg
B GO CREORBMEN/ED bziEh, WEICBWV T 500 mg/kg 5 HEOHET/)s
M Rz A o B B oS BUAEEE S EE I L, $BRE R 512 X 2 FR~0 RNk
Nz, THEOBABIREIZ L VEEL L, BEESHED N,

M L F A TlE, 125 mgkg UL EOREHOM TR I VAT o — U CIRED
miEAY, 500 mg/kg THBOMHETRIZADEORED, HETT AT I - OFRMHEHL,
TR Z7UE7A4 FOBEIPBD LI, HRYWERS (LD HB~OREN R
7=, F£7=, 500 mg/kg T HHEOMETHM Y o OFED, M THEBORERRD Bz,
RELOBREIZBWT, ERLAEE{EMO ) 7Y T4 FoEEzikE, WTh
B L, [OEENRD b,

EL AR T, I, B R ORI SR B 5 o AR b, FFR
IZEBVWT 125 mg/kg $ 5 REO HE TR R & O &S M Cifx = &0 & ED, 500 mg/kg
B REOMERE TR R ORI B OB A A B, 500 me/kg 25 REOMERETIXAR
I R E S, MREER D IE PR R 3RO s vz, £z, Bz T
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500 mg/kg B¢ 5B O HE TR K OVFH x| 8 B S A, M TR A R B O S EARD S 7L,
FHARFAIIC 125 mg/kg LA L OF 5-BEO RET R |- B M fia o 4f Bt/ MAE A 500 mg/kg
BRSO TRME LR bz, Tz, HRBRIZHE W Tl e LR RO AR KD
125 mg/kg LL OB HHEOME L 500 mg/kg B HEHOBETRD Lz, 2L DEMITIN
FERITIEWE R Liess, X, RIRBYICAFiED REU L, MG iR o RNE Lk
il e OO G P 1/ A Je VR OO P AR 03850 & HOR IR O g el b BRI o0 K A5 | T,
KO BB OEERED BN, LavL, WP B RE H 5 U S I35 g
L. BEEEIED LI,

PLEDRERMND , B-7 2 RT L OARRBRELE FICH T 5 MR L & 30
mg/kg/day TH 5 LHEES Iz, £, BOREBMIZVTR S TIMERTRD bk,
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1)

2)

3)

4)

5)
6)

ik

IR BT R RTFLOT7 v M AW 14 HFRRER Q&G EreaER
(PR (ERASHRS Y Y—F o & —, RABRFES : C-B405, 2008 £F)
Snedecor GW, Cochran WG. Statistical methods.8th ed. Ames: lowa State University

Press:1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control.J Am Stat Assoc 1955; 50:1096-121.
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Table 1-1 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings

ng/ke 1 2 3 4 5 6 7 8 9 10 11 12 13 14

0 No. of animals 12 12 i2 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 I2 12 12 12 12 12 12 i2 12 12 12 12

Male 30 No. of animals 6 [ 6 6 6 [ 6 (] B 6 6 8 B 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6

125 No. of animals (3 6 8 6 6 6 6 [ 8 6 ¢ 6 [ 6

No abnormality 6 [ 6 6 [ 8 [ 8 8 6 6 6 [ 6

500 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 0 12 12 12 12 12 12 12 12 12 12 12 12 12

Decrease, spontaneous movement 12 0 0 0 0 0 0 0 0 0 ¢ 0 0 0

1] No. of animals 12 12 12 12 12 12 12 12 12 12 13 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Female 30 No. of animals 6 6 6 6 6 6 6 ] & 6 8 6 B 6
No abpormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6

125 No. of animals 6 6 ] 8 6 6 6 6 6 6 [ 6 B 8

No abnormality 8 6 6 [ 6 6 6 6 6 6 6 6 6 6

500 No. of animals 12 12 12 11 11 11 11 11 11 11 11 11 11 11

No abnormality 0 12 11 11 Il 11 11 11 11 11 11 11 11 11

Decrease, spontaneous movement 2{ 1) ¢ e [ 0 0 0 0 0 0 0 0 0 0

Dead 0 (] 1 0 0 0 0 0 0 0 0 0 0 0

Number in parenthesis indicated the number of dead animals that showed the respective clinical signs.
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Table 1-2 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings

ng/keg 15 16 17 18 19 20 21 2 23 24 25 26 27 28

0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 i2 12 12 12 12 12 12 12 12 12 12

Male 30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 8 8 8 8 i 6 8 8 6

125 No. of animals 6 6 6 6 ] 6 6 [ 6 B 8 6 6 6

No abnormality (3 3 8 6 6 8 6 [} [ 6 8 6 6

500 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Female 30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 8 6 6
No abnormality 6 6 6 6 6 6 6 6 B 6 6 6 6 6

125 No. of animals 6 6 6 6 6 8 ] 6 6 8 6 8 L} 6

No abnormality 6 6 8 (3] 6 6 6 6 6 B 6 6 6 6

500 No. of animals 11 11 11 11 11 11 1% 11 11 11 fil i1 11 11

No abmormality 11 ¥l 11 11 11 11 11 11 11 i 11 11 11 11
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Table 1-3 A 28-day oral toxicity study of £-Bromostyrene in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
bBay of recovery
Sex Dose Findings —
me/ kg 1 2 3 4 5 8 T 8 9 10 11 12 13 14
Male 0 No. of animals 6 6 6 (i1 6} G 6 6 6 4] 6 6 6 6
No abnormality 6 6 6 [ 6 [ 6 6 6 6 6 6 [ ]
500 No. of animals 8 6 6 6 6 6 6 6 6 [ 6 6 6 6
No abnormality 6 6 8 6 6 6 6 6 6 6 6 6 6 6
Female 0 No. of animals 6 6 6 6 6 6 6 6 6 € 6 ] 6 6
No abnormality 6 6 B 6 6 6 ] 6 6 é 6 6 6 (]
500 No. of animals 5 5 5 5 B ] 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Table 2-1 A 28-day oral toxicity study of [-Bromostyrene in rats with a recovery period of 2 weeks

Detailed cliinical signs : home cage observations (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 125 500 0 30 125 500
Parameter No. of animals 12 6 [} 12 12 6 8 11
Posture
Normal 12 6 6 12 12 6 6 11
Convulsion
None 12 6 6 12 12 6 6 11

Abnormal behavior
None 12 6 6 12 12 6 8 11
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Table 2-2 A 28-day oral toxicity study of pB-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 126 500 0 30 125 500
Parameter No. of animals 12 6 6 12 12 6 6 11
Posture
Normal 12 6 6 i2 12 6 6 11
Convulsion
None 12 6 6 12 12 6 6 11

Abnormal behavior
None 12 6 6 12 12 6 6 11
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Table 2-3 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 3 of administration period)
Sex
Dose (mg/kg) 0 30 125 500 0 30 125 500
Parameter No. of animals 12 6 6 12 12 6 6 11
Posture
Normal 12 6 6 12 12 6 6 14
Convulsion
None 12 6 6 12 12 6 6 11
Abnormal behavior
None 12 6 6 12 12 B 6 G &
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Table 2-4 A ZB-day oral toxicity study of [-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : howe cage cobservations (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 125 500 0 30 125 500
Parameter No. of animals 12 6 6 12 12 8 6 11
Posture
Narmal 12 6 6 12 12 6 6 11
Convulsion
None 1z 6 6 12 12 & 6 11

Abnormal behavior
None 12 6 6 12 12 6 6 11
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Tahle 2-5 A 28-day oral toxicity study of [-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (wWeek 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 500 0 500
Parameter No. of animals 6 6 6 5
Posture
Normal 6 6 6 5
Convulsion
None 6 6 6 5

Abnormal behavior
None 6 6 6 5
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Table 2-6 A 28-day oral toxicity study of @-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 500 0 500
Parameter No. of animals 6 6 6 5
Posture
Normal 6 6 6 5
Convulsion
None 6 6 6 5

Abnormal behavior
None 6 6 6 5
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Table 2-7 A 28-day oral toxicity study of J-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of administration perioed)

Sex Male Female
Dose (mg/kg) 0 30 125 500 Q 30 125 500
Parameter No. of animals 12 6 6 12 12 6 6 11

Ease of removal from cage

Easy 12 6 6 12 10 5] 6 14

Some resistance/avoidance 0 0 0 0 2 0 0 0
Fur condition

Normal 12 6 6 12 12 5] 6 i |
Skin

Normal 12 6 6 12 12 6 6 i1
Secretions-Eye, Nose

Absent 12 [+ 8 12 12 6 5] 11
Exophthalmos

Absent 12 6 8 12 12 5] 6 X1
Palpebral closure

Normal 12 8 B8 12 12 6 6 11
Mucosal membranes

Normal 12 6 6 12 12 6 6 11
Lacrimation

Normal 12 6 6 12 12 B 8 11
Piloerection

Absent 12 6 6 12 12 B 6 11
Pupil size

Normal 12 6 6 12 12 6 6 11
Salivation

None 12 6 5] 12 12 6 6 11
Abnormal respiration

Absent 12 8 6 12 12 6 6 11

Reactivity to handling
Easy 12 6 6 12 12 6 6 11
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Table 2-8 A 28-day oral toxicity study of §-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 125 500 0 30 125 500
Parameter No. of animals 12 6 6 12 12 6 6 11

Ease of removal from cage

Easy 12 6 6 12 12 6 6 L1
Fur condition

Normal 12 6 6 12 12 6 6 L ]
Skin

Normal i2 [ 6 12 154 6 6 11
Secretions-Eye, Nose

Absent 12 6 6 12 12 8 6 11
Exophthalmos

Absent 12 [ 6 12 12 8 6 11
Palpebral closure

Normal 12 6 6 12 12 6 6 11
Mucosal membranes

Normal 12 6 6 12 12 8 6 h i |
Lacrimation

Normal 12 6 6 12 12 8 6 11
Piloerection

Absent 12 6 4] 12 12 -] 6 11
Pupil size '

Normal 12 6 6 12 12 6 6 11
Salivation

None 12 6 6 12 12 6 6] 11

Abnormal respiration
Absent 12 6 3] 12 12 6 6 13

Reactivity to handling
asy
Slightly awkward 0 0 0 0 1 0 0 0
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Table 2-9 A 28-day oral toxicity study of AB-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 40 125 500 0 30 1256 500
Parameter No. of animals 12 8 6 12 12 6 8 11

Ease of removal from cage

Easy 12 8 6 12 12 6 6 Il
Fur condition

Normal 12 6 6 12 12 6 6 11
Skin

Normal 12 6 B 12 12 6 8 11
Secretions-Eye, Nose

Absent 12 6 6 12 12 L] 6 11
Exophthalmos

Absent 12 6 6 12 12 6 6 11
Palpebral closure

Normal 12 6 6 12 12 6 6 11
Mucosal membranes

Normal 12 6 6 12 12 6 6 : 5
Lacrimation

Normal 12 6 6 12 12 6 6 11
Piloerection

Absent 12 8 6 12 12 8 8 11
Pupil size

Normal 12 6 6 12 12 6 6 11
Salivation

None 12 6 6 8 12 8 6 10

Slight 0 0 Q 4 0 Q 0 f !

Abnormal respiration
Absent 12 6 8 12 12 6 5} 11

Reactivity to handling
Easy 12 6 8 12 12 8 6 11
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Table 2-10 A 28-day oral toxlcity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 125 500 0 30 125 500
Parameter No. of animals 12 6 6 12 12 6 6 11

Ease of removal from cage

Easy 12 6 6 12 12 6 6 11
Fur condition

Normal 12 6 6 12 12 6 6 11
Skin

Normal 12 6 5] 12 12 6 6 11
Secretions-Eye, Nose

Absent 12 6 6 i2 12 6 6 11
Exophthalmos

Absent 12 6 6 12 12 6 4] 11
Palpebral closure

Normal 12 6 6 12 12 6 6 11
Mucosal membranes

Normal 12 6 [} 12 12 B 6 11
Lacrimation

Normal 12 6 6 12 12 6 6 11
Piloerection

Absent 12 6 6 12 12 6 6 11
Pupil size

Normal 12 6 6 12 12 6 3] 11
Salivation

None 12 6 6 9 12 6 6 9

Slight 0 0 0 3 4} 0 O 2
Abnormal respiration

Absent 12 6 6 12 12 6 6 11

Reactivity to handling
Easy 12 6 8 12 12 6 8 11
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Table 2-11 A 2B-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of recovery period)

Sex Male Female
Dose (mg/ke) 0 500 0 500

Parameter No. of animals 6 6 5
Ease of removal from cage

Easy 6 6 5 5

Some resistance/avoidance 0 0 1 0
Fur condition

Normal 6 6 6 5
Skin

Normal 6 G 6 5
Secretions-Eye, Nose

Absent 6 6 6 5
Exophthalmos

Absent 6 6 6 5
Palpebral closure

Normal 6 6 3 5
Mucosal membranes

Normal 6 6 B 5
Lacrimation

Normal 6 6 6 5
Piloerection

Absent 6 G 6 5
Pupil size

Normal 6 6 6 5
Salivation

None [ 8 6 5
Abnormal respiration

Absent 6 6 6 5

Reactivity to handling
Easy 6 6 6 5
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Table 2-12 A 28-day oral toxiecity study of J-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical sigms : in-the-hand observations (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) Q 500 0 500
Parameter No. of animals 6 6 6 5

Ease of removal from cage

Easy 6 (5] b b

Some resistance/avoidance 0 0 1 0
Fur condition

Normal 6 B 6 b
Skin

Normal [ 8 6 5
Secretions-Eye, Nose

Absent [ 6 6 5
Exophthalmos

Absent 3] 3] 6 5
Palpebral closure

Normal <] 6 6 5
Mucosal membranes

Normal 6 G 6 5
Lacrimation

Normal 4] G (51 5
Piloerection

Absent 3] 6 [ 5
Pupil size

Normal 6] 8 6 5
Salivation

None 6 8 6 5
Abnormal respiration

Absent (5] 8 6 9

Reactivity to handling
Easy
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Table 2-13 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 1 of administration period)
Male Female
Dose (mg/kg) 0 30 125 500 0 30 125 500

Parameter No. of animals 12 8 6 12 12 6 5] 11
Arousal

Normal 12 6 B 12 12 6 6 11
Convulsion

None 12 6 6 12 12 6 6 11
Abnormal behavior

None 12 6 5] 12 12 6 6 11
Stereotypy

None 12 6 8 12 12 [ 6 11
Gait

Normal 12 G 6 12 12 B 6 11
Posture

Normal 12 8 6 12 12 B 8 11
Grooming

None 12 6 6 12 12 8 6 11
Rearing count (Mean+S5.D.) 2+ 1 5+ 3#+D 3+ 2 3+ 2 5+ 2 6+ B 2 6+ 2
Defecation count (Mean+S.D.) 1+ 1 1+ 1 1+ 1 5 1 6 0+ 0 0+ 0+ 0 0+ 0
Urination

None 8 5 5 7 12 5 5 10

Small amount 4 1 1 5 0 1 1 1

#n : p<0.01 (Significant difference
D : Dunnett's test

from control group})
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Table 2-14 A 28-day oral toxiecity study of AB-Bromostyrene in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 2 of administration period)
Sex Male Female
Dose (mg/kg) 0 30 125 500 0 30 125 500

Parameter No. of animals 12 6 6 12 12 6 6 11
Arousal

Normal 12 6 6 12 12 6 ] 11
Convulsion

None 12 6 6 12 12 6 6 11
Abnormal behavior

None 12 6 6 1z 12 6 6 11
Stereotypy

None 12 6 6 12 12 6 6 11
Gait

Normal 12 6 8 12 12 6 G 11
Posture

Normal 12 6 6 1z 12 6 6 11
Grooming

None 12 8 8 12 12 6 6 11
Rearing count (Mean+S5.D.) 3+ 1 4+ 1 3+ 1 3+ 2 5+ 6+ 1 T+ 2 6+ 2
Defecation count (Mean+S.D.) 1+ 1 0+ 0 0+ 0 1+ 1 0+ 0+ 0 0+ 0 0+ 0O
Urination

None 10 51 6 8 11 b 6 11

Small amournt 2 0 0 4 i 1 0 0

No significant difference in any

treated groups from control group.
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Table 2-15 A 28-day oral toxicity study of S-Bromostyrene in rats with a recovery period of 2 weeks
Detailed clinical signs : open fleld observation (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 30 125 500 [4] 30 125 500

Parameter No. of animals 12 6 6 12 12 B 6 11
Arousal

Normal 12 6 6 12 12 B 6 11
Convulsion

None 12 6 ] 12 12 6 5] 11
Abnormal bhehavior

None 12 6 6 12 12 6 6 11
Stereotypy

None 12 6 6 12 12 6 6 11
Gait

No/minimal location 1 0 0 Q 0 0 0 0

Normal 11 6 6 12 12 B 6 11
Posture

Normal 12 B 6 12 12 5] 6 11
Grooming

None 12 6 (] 12 12 3] 6 11
Rearing count (Mean+S.D.) 4+ 2 4+ 2 2+ 1 2+ 2 7+ 3 8+ 3 T+ 2 6r 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 6 6 T iz 6 G 11

Small amount 1 0 0 5 0 [} (4] 0

Mo significant difference in any treated groups from ceontrol group.
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Table 2-16 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 4 of administration periocd)
Sex Male Female
Dose (mg/kg) 0 30 125 500 0 30 125 500

Parameter No. of animals 12 6 8 12 12 6 6 11
Arousal

Normal 12 6 6 12 12 6 ] 11
Convulsion

None 12 6 6 12 12 6 6 11
Abnormal behavior

None 12 6 6 12 12 6 6 2 i )
Stereotypy

None 12 5] 6 12 %2 6 6 11
Gait

Normal 12 6 6 12 12 6 6 11
Posture

Normal 12 6 6 12 12 G 6 11
Grooming

None 12 6 [ 12 12 6 6 11
Rearing count (Mean+S.D.) 5+ 2 4+ 3 3+ 2 3+ 1 10+ 4 8+ 3 9+ 4 6+ 2«D
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 6 8 10 12 6 6 11

Small amount 0 0 0 2 0 0 Q 0

-
D Dunnett's test

: p<0.05 (Significant difference from control group)
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Table 2-17 A 28-day oral toxicity study of [-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) V] 500 4] 500

Parameter No. of animals 8 6 6 5
Arousal

Normal 6 6 6 5
Convulsion

None 6 6 6 5
Abnormal behavior

None B 5] 6 5
Stereotypy

None 6 6 6 5
Gait

Normal 6 6 6 5
Posture

Normal 6 6 6 5
Grooming

None G [¢] 6 5
Rearing count (Mean+S.D.) 5+ 2 5+ 1 B+ 4 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 4 E] 6 5

Small amount 2 L o Q

No significant difference between treated group and control group.



Table 2-18 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of recovery period)

B-6354

Sex Male Female
Dose (mg/kg) 0 500 0 500

Parameter No. of animals 6 6 6 5
Arousal

Normal & 8 6 5
Convulsion

None 6 6 8 5
Abnormal behavior

None 6 6 5 5

Minor 0 0 1 0
Stereotypy

None 6 6 6 5
Gait

Normal 6 6 8 5
Posture

Normal (5] 6 6 5
Grooming

None 6 6 6 5
Rearing count (Mean+S5.D.) 5+ 2 6+ 2 11+ 7 8+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Urination

Nane 5 5 6 5

Small amount 1 1 0 0

No significant difference between

treated group

and control group.
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Table 2-19 A 28-day oral toxicity study of [B-Bromostyrene in rats with a recovery period of 2 weeks
Manipulative test (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 30 125 500 4] 30 125 500
Parameter No. of animals 12 6 6 12 12 6 6 11
Auditory response
Normal 12 6 B 12 12 B 5] 11
Approach response
Normal 12 6 6 12 12 8 6 11
Touch response
Normal 12 (] 6 12 12 6 6 11
Tail pinch response
Normal 12 B8 6 12 12 6 6 11
Pupillary reflex
Pass, both 12 6 6 12 12 6 6 ;1
Aerial righting reflex
(Total score: Mean#S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 77419 T4+21 T5+14 82+26 60+16 55+15 59+18 62+17

No significant difference in any treated groups from control group.
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Table 2-20 A 28-day oral toxicity study of [-Bromostyrene in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 500 0 500
Parameter No. of animals B 6 8 5
Auditory response
Normal 6 6 [ 5
Approach response
Normal 6 6 1 5
Touch response
Normal 6 (1 6 5
Tall pinch response
Normal B 6 6 5
Pupillary reflex
Pass, both 6 6 8 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 D+ O 0+ O 0+ 0
Landing foot splay (mm: Mean+S.D.) 83+17 61+ B=AT 57+10 59+22

# : p<0.05 (Significant difference from control group)
AT : Aspin-Welch t-test
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Table 2-21 A 28-day oral toxicity study of [-Bromostyrene in rats with a recovery period of 2 weeks

Grip strength (Week 4 of administration period)

Sex Dose Fore limb Hind limb
mg/kg £ g

0 No. 12 12

Mean 833 416

S.D. 195 70

Male 30 No. 8 6
Mean 816 376

5.D. 54 84

125 No. 6 6

Mean 848 392

5.D. 169 29

500 No. 12 12

Mean 821 389

5.D. 118 1156

0 No. 12 12

Mean T02 306

S.D. 119 66

Female 30 No. 8 B
Mean 819 332

S.D. 101 69

125 No. 6 6

Mean 768 405#
5.D. 151 52D

500 No. 11 11

Mean 710 307

S.D. 168 83

# 1 p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 2-22 A 28-day oral toxlcity study of S-Bromostyrene in rats with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

Sex Dose Fore limb Hind limb
mg/kg g g

Male 0 No. 6 6
Mean 1150 aT7

S.D. Tl 41

500 No. 6 6

Mean 925+ 413

S.D. 208AT 61

Female 0 No. [+ 6
Mean 958 341

S.D. 63 T2

500 No. 5 5

Mean 973 344

S.D. 64 33

# : p<0.05 (Significant difference from control group)
AT : Aspin-Welch t-test
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Table 2-23 A 28-day oral toxicity study of [B-Bromostyrene in rats with a recovery period of 2 weeks
Motor activity (Week 4 of administration period)
Interval (minutes)
Sex Dose
ng/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-80)
Q No. 12 12 12 12 12 12 12
Mean 389 349 300 261 182 139 1620
S.D. 33 56 83 96 139 128 408
Male 30 No. 6 [ 6 6 6 6 6
Mean 394 361 318 258 243 189 1762
5.D. 46 43 41 124 126 112 447
125 No. 6 5] B 6 6 6 6
Mean 395 354 318 325 2B5 173 1849
S.D. 27 39 67 36 73 125 289
500 No. L2 12 12 12 12 12 12
Mean 415 387 348 282 258 238 1936
3D 36 31 37 43 B84 111 205
0 No. 12 12 12 12 12 12 12
Mean 405 345 304 222 259 286 1821
S.D. 50 30 72 112 124 28 307
Female 30 No. 6 6 6 6 6 6 6
Mean 433 335 306 257 285 299 1914
5.D. 25 54 39 148 76 139 315
125 No. 6 B8 6 6 6 6 8
Mean 407 314 314 276 296 283 18980
5.D. 26 T3 58 65 42 98 236
500 No. 11 i R 11 11 11 11 11
Mean 400 370 345 315 346 264 2041
5.D. 41 64 58 81 T7 131 260

Unit : Count

No significant difference

in any treated groups from control group.
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Table 2-24 A 28-day oral toxicity study of SB-Bromostyrene in rats with a recovery period of 2 weeks
Motor activity (Week 2 of recovery period)
Interval (minutes)
Sex Dose
mng/ke 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 6 6 6 6 6 6 6
Mean 415 319 293 301 282 243 1863
S.D. 42 44 40 87 87 63 228
500 No. 6 6 6 6 6 6 6
Mean 370 280 219 202 182+ 282 1516
S.D. 54 T4 72 70 66T 135 322
Female 0 No. 6 6 B 6 6 6 6
Mean 363 319 306 275 273 305 1840
S.D. 34 51 78 54 85 154 382
500 No. 5 5 5 5 5 5 5
Mean 380 276 248 269 203 253 1629
s.D. 54 95 137 58 85 81 395

Unit : Count

# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 3-1 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

Sex Dose Gain
mg/kg 1 4 T 10 14 17 21 24 28 1-28

0 No. 12 12 12 12 12 12 12 iz 12 12

Mean 196 222 249 273 305 326 351 365 383 187

5.D. 11 14 17 19 25 27 31 33 40 31

Male 30 No. 6 6 6 6 6 6 6 6 8 6
Mean 197 225 253 280 311 334 356 372 394 196

S.D. 11 16 19 23 27 29 35 35 42 33

125 No. 6 8 6 6 6 6 6 6 6 6

Mean 197 220 248 274 308 331 358 371 393 186

S.D. 9 13 14 15 18 17 21 21 22 17

500 No. 12 12 12 12 12 12 12 12 12 12

Mean 187 213 245 272 302 324 346 358 376 179

5.D. 8 12 14 16 i9 21 23 26 28 21

0 No. 12 12 12 12 12 12 12 12 12 12

Mean 158 167 175 186 202 210 221 229 237 79

S.D. i 9 12 12 14 17 18 16 18 13

Female 30 No. 6 6 8 6 6 6 6 (¢} 8 6
Mean 159 1687 175 187 201 213 225 231 240 81

5D 8 10 10 13 12 13 13 12 14 11

125 No. 6 6 8 6 [¢] 6 6 6 6 6

Mean 159 170 182 127 215 228+ 241= 245+ 253 Od»
5.D. i 5 4 7 8 10D 9D 10D 8 8D

500 No. 12 11 11 11 11 I 33 11 11 11

Mean 157 15638 177 186 201 211 222 227 236 80

S.D. 6 13 6 8 10 12 13 11 10 9

- B
p<0.05 (Significant difference from control group)

nit
: Dunnett's test
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Table 3-2 A 28-day oral toxicity study of pB-Bromostyrene in rats with a recovery period of 2 weeks
Body weight (Recovery pericd)
Day of recovery
Sex Dose Gain
neg/kg h i a3 T 10 14 1-14
Male 0 No. 6 6 6 6 6 6
Mean 396 405 420 436 447 51
S.D. 29 32 30 a1 33 10
500 No. 6 6 6 6 6 6
Mean 378 390 398 418 429 51
S.D. 36 39 39 42 42 11
Female 0 No. 6 6 6 6 6 6
Mean 243 247 257 261 265 22
S.D. 1T 16 18 21 1T 8
500 No. 5 o] 5 S S5 5
Mean 244 243 245 253 2556 11+«
S5.D. 15 11 9 13 13 4T
Unit

- g
# : p<0.05 (Significant

T : Student's t-test

difference from conirol group)
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Table 4-1 A 28-day cral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Food consumption (Administration period)

Day of administration

Sex Dase
ng/kg 1 4 7 10 14 17 21 24 28
0 No. 12 12 12 12 12 12 12 12 12
Mean 22 23 23 24 25 24 24 22 24
S.D. 2 2 3 3 3 3 3 3 3
Male 30 No. 6 6 6 6 8 6 6 6 6
Mean 23 23 24 25 26 25 24 23 24
5.D. 2 3 3 3 3 3 2 3 2
125 No. 6 6 6 6 6 6 6 6 6
Mean 23 22 24 24 26 25 25 23 25
5.D. 1 2 2 2 2 2 2 2 2
500 No. 12 12 12 12 12 12 12 12 12
Mean 23 20%x 25 25 26 25 25 23 25
§5.D. & 2D 2 2 2 2 2 2 2
0 No. 12 12 12 12 12 12 12 12 12
Mean 17 16 15 15 18 16 16 16 17
S.D. 1 1 1 1 1 2 1 2 3 B
Female 30 No. 6 6 6 6 6 6 6 6 &
Mean 18 16 15 16 17 17 17 16 bl
5.D. 2 2 1 1 2 1 2 1 2
125 No. 6 6 6 6 B 6 6 6 8
Mean 18 17 1T* 17= 19= 19# 19% iT 18
S.D. 2 1 1D 1D 1D 2D iD 1 1
500 No. 12 11 11 11 11 11 11 11 11
Mean 17 1lwe 18#e 17 18+ 18+ 19%# 17 15w
S.D. 2 3D 1D 2 2D 2D 2D 2 2D

Unit : g/rat/day
* : p<0.05 ; ## : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 4-2 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Food consumption (Recovery period)

Day of recovery

Sex Dose
mg/kg 3 ki 10 14
Male 0 No. 6 (] 6 6
Mean 26 28 28 28
S.B. 2 2 2 4
500 No. 6 6 6 6
Mean 27 28 29 28
S.D. 2 2 3 2
Female 4] No. 8 6 6 6
Mean 19 21 20 20
S.D. 1 2 2 1
500 No. 5 51 5 a
Mean 18 19» 19 18+
S.D. 1 1T 3 1T

Unit : g/rat/day
¥ : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 5-1 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Urinalysis {(Week 4 of administration period)

1) 2} 3)
pH Protein Ketone body Glucose
Sex Dose No.
ng/ke 5.0 5.5 86.06.57.07.58.08.5 9.0 . hem o ok okt R T T T B T T
0 12 0 0 0 0 2 2 0 4 4 0O 5 4 3 0 0 3 3 4 2 0 ] iz2 ¢ 0 0 O 0
Male 30 8 0 0 0 0 1 1 1 3 0 0 1 4 1 0 0 0 1 4 1 @ Q 6 0 0 0 O 1]
125 6 0 0 0 0 0 o 1 4 1 1 2 3 0 0 0 2 2 2 0 Q Q 6 0 0 0O 0 0
500 12 0 0 0 0 3 0 7 2 0 0 110 1 0 0 2 5 5 0 @ Q 12 ¢ 0 0 0 0
L] 12 (1] 0 1 4 0 1 1 5 0 8 3 1 0 0 0 & 2 4 0 0 0 12 0 0 0 0 0
Female 30 6 0 0 2 1 0 1 1 1 0 2 3 1 0 0 D 1 4 1 0 0 Q 6 0 0 0 0 Q
125 6 0 0 0 2 0 0 0 3 1 0 2 4 0 0 0 0 3 3 0 0 0 6 0 0 0 O 0
500 11 0 0 0 3 5 0 1 2 0 14 5 2 0 0 0 3 4 4 0 0 0 11 0 0 0 O 0
1} - ! <10 mg/dL += 1 10 - 25 mg/dL + ! 26 - 85 mg/dL ++ : 86 - 260 mg/dL +#+ 1 251 - 600 mg/dL ++4+ 1 >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL +4+ 1 31 - 70 mg/dL 44+ 1 T1 - 125 mg/dL ++4+ 1 >125 mg/dL

3) - : <30 mg/dL +- 1 30 - B0 mg/dL + @ B1 - 125 mg/dL ++ : 126 - 250 mg/dL +++ 1 251 - T5C mg/dL ++++ 1 >750 mg/dL



B-6354

Table 5-2 A 28-day oral toxicity study of [-Bromostyrene in rats with a recovery period of 2 weeks
Urinalysis (Week 4 of administration period)
4) 8) 6) )
Occult blood Bilirubin Urcbilinogen Color
Sex Dose No.
mg/kg - d= o okt A =k AF At FEE P T T T LY Y DY
0 12 10 1 1 0 O 12 0 0 0 0 7 3 2 0 Q 012 0
Male 30 6 5 0 0 1 0O 5 1 0 0 0 3 2 1 0 0 0 6 0
125 6 6 0 0 0 0O 6 0 0 0 0 6 0 0 0 0 0 6 0
500 12 11 1 0 0 0 12 0 0 O [ 8 2 2 0 0 012 0
0 12 12 0 0 @ 0 12 0 0 0 0 12 0 0 0 0 012 0
Female 30 6 6 0 0 0 O 6 0 0 0 0 6 0 0 0 0 0 6 0
125 6 6 0 0 0 O 6 0 0 0 0 4 2 0 0 0 0 6 0
500 11 11 0 0 0 0 11 0 0 0 0 8 3 0 0 0 011 0
4) - : <0.03 mg/dL 4= : 0.03 - 0.05 mg/dL. + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 - 1.5 mg/dL. ++ : 1.8 - 5.0 mg/dL +++ ! 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL. ++ ; 3.6 - T.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 A 28-day oral toxicity study of J-Bromostyrene in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg = =k St = += t+ +%+ +++ - 4e 4+ 4+ 44 - 4= o 4+ F4+ - %=+ — 4=+ 4 44 - = ot EE
0 12 11 1 0 0 O 12 0 0 0 0 012 0 0 0 12 0 0 0 0 12 0 O 11 1 0 0 O 12 0 0 € 0O
Male 30 6 5 1L 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 0 6 0 0 6 0 0 0 O 5 1 0 0 0
125 68 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 O 5 1 0 0 @
500 12 12 0 0 0 o0 12 0 0 0 © 012 0 0 O T 68§ 0 0 0 12 0 © 12 0 0 0 O 9 2 1 0 @
0 12 12 0 0 0 O 12 0 0 0O O 012 0 0 O 12 0 0 0 0 i2 0 0 11 1 0 0 O 12 0 0 0 O
Female 30 6 8 0 0 0 O 5§ 1 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 86 0 0 0 O 6 0 0 0 0O
125 8 e 0 0 0 O 6 0 0 0 O 0 6 0 0 © 6 0 0 0 0 6 0 0 6 0 0 0 O 6 0 0 0 O
500 11 1. 0 0 0 0 10 1 0 0 0 11 0 0 0 0 1 0 0 0 11 0 o 9 2 0 0 O 8 3 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + 1 Miid
co : Calcium Oxalate ++ ! Moderate

+++ : Severe
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Table 5-4 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4 of administration period)

Water Urine Osmolality
Sex Dose No. intake volume
meg/ke mL/24h mL/24h mOsm/kg
0 i2 Mean 31 T.4 2194
§.D. 5 3.6 365
Male 30 ] Mean 31 8.7 2113
S.D. 4 3.1 255
125 6 Mean 33 12.1» 1783+
SD: 4 3.0D 358D
500 12 Mean 33 13.1== 1665#+
SD: 5 4.4D 328D
0 12 Mean 32 6.4 1947
S.D. 4 3.2 618
Female 30 (5] Mean 35 5.8 2012
S.D. 5 1.3 463
125 6 Mean 25+ 6.1 2231
S.D. 8D 2.4 292
500 11 Mean 33 10.9%+ 1718
S.D. 5 3.5D 509

# ! p<0.05 ; ## : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 5-5 A 28-day oral toxicity study of [-Bromostyrene in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.06.5 7.0 T.56 8.0 8.5 9.0 - 4= 4 kd k4 et = w4 A4 A4 b+ I T A e
Male 0 6 0 0 0 0 0 0 0 5 1 1 0 5 0 0 0 1 1 4 0 0 0 6 0 0 0 O 0
500 6 0 0 0 0 0 0 1 3 2 1 & 2 @ © 0 2 2 2 0 0 0 6 0 0 0 O 0
Female 0 6 0 0 0 2 0 1 0 3 0 4 0 2 0 O 0 4 1 1 0 0 0 6 0 0 0 O 0
500 5 0 o o 0 0 1 0 3 1 3 1 1 0 0 0 3 2 0 0 O 0 5 ¢ 0 0 O 0
1) - : <10 mg/dL +- ; 10 - 25 mg/dL + : 26 - 85 mg/dL ++ ; 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >B00 mg/dL
a3 : <5 mg/dL +=~ + b - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 381 - 70 mg/dL ++4+ ¢ T1 - 125 mg/dL ++++ 1 >125 mg/dL
3) : <30 mg/dL +- : 30 - 60 mg/dL + : 81 - 125 mg/dL ++4 : 126 - 250 mg/dL +++ 1 251 - 750 mg/dL  ++++ : >750 mg/dL



Table 5-6 A 28-day oral toxicity study of jB-Bromostyrene in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

B-6354

4) 5) 6) 7)
Occult blood Bilirubin Urcbilinogen Color
Sex Dose No.
mg/kg - de 4 A - 4 44 44 A4 = 4 A4 et kbt LY Y DY
Male 0 6 6 0 0 0 0 6 0 0 0 5 1 0 0 0 0 6
500 6 5 0 1 0 © 6 0 0 0 6 0 0 0 0 0 6
Female 0 -] 6 0 0 0 O 6 0 0 0 5 1 0 0 0 0 &
500 5 5 0 0 0 O 5 0 0 0 5 0 0 0 0 0 5
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - ¢ <0.5 mg/dL + : 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL ++ : 3.8 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
T) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A 28-day oral toxieity study of [B-Bromostyrene in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Co

Sex Dose No.

ng/kg T S (Y R e - k= 4+ 44 444 A N o = 4 A+ ket - = ok b ke R T T
Male 0 6 6 0 0 0 0 6 0 0 0 0 6 0 0 0 0 0 0 0 8 0 1 0 0 0 0 0 0 O

500 6 6 0 0 0 O 6 0 0 0 0 6 0 0 0 0 0 0 0 6 0 0o 0 0 0 0 0 0 o©0
Female 0 6 8 ¢ 0 O 0 6 0 0 0 0 6 0 0 0 0O 0 0 0 6 0 0O 0 0 0 0O 0O 0 O

500 H] 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0O 0 0 o0 5 0 1 0 0 O D 0O 0 o
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +=- : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++

! Moderate
. Bevere
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Table 5-8 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 2 of recovery period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
Male 0 6 Mean 33 10.7 2168
5.D. T 4.9 351
500 6 Mean 33 10.6 2176
S.D. 4 3.7 320
Female 0 8 Mean 27 8.2 2054
S.D. 9 1.7 380
500 5 Mean 25 7.2 1948
S.D. 5 2.7 235

No significant difference between treated group and control group.
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Table 6-1 A 28-day oral toxicity study of p-Bromostyrene in rats with a recovery period of 2 weeks

Hematology (After administration period)

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
mg/ke X10*/ 1L g/dL % fL PE g/dL %  X10*/puL s s mg/dL
0 6 Mean 795 16.1 43.7 55.0 20.2 36.8 2.1 130.8 14.3 22.8 332
8.D. 31 0.5 1.7 1.4 0.5 0.3 0.5 6.2 1.0 3.1 25
Male 30 6 Mean 817 15.8 43.5 53.2 19.3» 36.38 1.9 130.1 13.7 20.8 334
S.D. 29 0.5 1.4 0.9 0.4D 0.3 {475 B 8.5 1.0 1.8 26
125 6 Mean 816 16.0 43.9 53.9 19.6 36.4 2.0 121.7 13.6 20.3 832
5.D. 31 0.6 Y B 1.5 0.6 0.2 0.2 13.5 1.0 1.8 31
500 6 Mean 831 15.9 44 .2 53.2 19.2== 36.1» 1.9 122.3 15.8 238.7 360
S.D. 38 0.5 1.9 1.2 0.6D 0.6D 0.3 16.2 1.5 2.2 26
0 B Mean 802 156.7 42.0 52.5 19.6 37.3 1.2 142.9 11.5 17.7 220
5.D. 31 0.2 0.5 2.1 0.7 0. 0.3 14.1 0.4 1.6 19
Female 30 B Mean 786 15T 42.0 2.7 19.7 37.5 1:5 136.9 1.3 16.2 234
5.D. 38 0.5 1.5 ) 0.6 0.6 0.3 9.8 0.6 T8 20
125 ] Mean 794 15.86 42,0 53.0 19.7 37.2 1.4 138.4 i15: 1355 1 15.4» 256%%
i B 37 0.5 LT 1.0 0.6 0.5 0.4 8.9 0.5 1.4D 12D
500 6 Mean 827 15.7 43.3 52.5 19.0 36.2nw 1.7« 130.8 11.6 16.1 243
5.D. 46 0.4 1.1 1.8 1.0 0.6D 0.2D 8.2 0.7 1.8 18

# : p<0.05 ; *= : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 6-2 A 28-day oral toxicity study of f-Bromostyrene in rats with a recovery period of 2 weeks

Hematology (After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mng/kg X10%/ mL LYMP NEUT EDS BASO MONO Luc
0 6 Mean 104.5 79.2 17.7 0.7 0.3 1.5 0.5
S.D. 2141 3.3 3.1 0.2 0.0 0.5 0.2
Male 30 6 Mean 100.0 82.1 14.7 1.0 0.3 1.4 0.6
5.D. 12.4 3.4 3.3 0:5 0.1 0.2 0.2
125 8 Mean 138.1 78.7 1T.7 0.8 0.3 1.9 0.6
8.0, 26.6 7.8 7.5 0.3 0.1 0.8 0.2
500 6 Mean 119.3 80.0 16.0 0.7 0.4 2.2 0.8
S.D. 10.2 3.7 3.9 0.2 0.1 0.4 0.4
(] 8  Mean 78.5 81.9 14.3 1.2 0.3 17 0.7
S5.D. 0.4 4.8 4.7 0.4 0.1 0.7 0.2
Female 30 & Mean 83.2 75.5 20.2 1.5 0.3 2.0 0.6
S.D. 16.5 8.1 8.4 0.7 0.1 0.7 0.3
125 B Mean 82.3 79.9 16.1 1.3 0.3 2.0 0.7
S.D. 10.7 8.9 8.5 0.3 0.1 0.9 0.4
500 6 Mean 91.5 78.5 iy el ) 0.3 2.2 0.6
S.D. 18.6 8.7 8.8 0.6 0.1 1.4 0.2

LUC : Large unstained cells
No significant difference in any treated groups from control group.
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Table 6-3 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts (X10%°/xL}

Sex Dose No.
mg/Ke LYMP NEUT EOS BASO MONO LUC
0 6  Mean 82.8 18.4 0.7 0.3 1.7 0.6
5.D. 17.6 4.3 0.3 0.1 0.7 0.2
Male 30 6 Mean 81.7 15.0 1.0 0.3 1.4 0.6
S.D. T 5.0 0.5 0.1 0.3 0.2
125 6 Mean 92.8 21.4 X0 0.4 2.2 0.7
S.D. 21.0 12.6 0.2 0.2 0.7 0.3
500 (5] Mean 895.7 18.8 0.9 0.4 2.6+% 1.0
S5.D. 11.9 3.5 0.3 0.1 0.5D 0.5
0 6 Mean 64.5 111 1.0 0.2 1.3 0.5
S.D. 9.9 3.2 0.3 0.3 0.6 0.2
Female ao 6 Mean 63.6 16.0 1.2 0.3 1.7 0.5
5.D. 175 5.2 0.5 0.1 0.8 0.3
125 (& Mean 66.0 13.0 0.9 0.2 L 0.6
S.D. 13.1 G.4 0.3 0.1 0.8 0.3
500 6 Mean T2.5 15.1 O 0.3 2.0 0.5
S.D. 20.3 7.8 g.3 0.2 1.2 0.2

LUC : Large unstained cells
# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 6-4 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Hematology (After recovery perilod)

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
ng/kg X10*/ 1L g/dL % fL PE g/dL %  X10%/pL 5 s mg/ dL
Male 0 6 Mean 8556 15.8 44.2 81.7 18.5 35.9 1.8 114.2 15.9 24.7 282
S.D. 15 0.4 31 1.2 0.4 0.4 0.4 13.8 3.3 2.1 27
500 5] Mean 873 16.1 44 .9 51.6 18.5 35.9 1.8 128.3 16.1 23.9 331
5.D. 39 0.4 1.2 2.3 0.8 0.3 0.4 11.8 1.5 1.6 38
Female (0] 6 Mean 825 15.8 42.5 51.6 19.1 37.1 1.3 137.2 12.2 18.2 214
S.D. 21 0.5 i DR | 1.5 0.6 0.4 0.4 14.4 0.5 1 o 15
500 5 Mean 861 15.9 43.2 50.2 18.5 36.8 1.2 131.9 12.1 20.6 246
S.D. 51 0.7 Z.1 0.8 0.4 0.4 0.4 8.7 0.7 2.0 40

No significant difference between treated group and control group.
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Table 6-5 A 28-day oral toxicity study of fB-Bromostyrene in rats with a recovery period of 2 weeks

Hematology (After recovery period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/Ke X10*/ 4L LYMP NEUT E0S BASO MONO Luc
Male 0 6 Mean 89.7 79.3 16.6 1.4 0.3 1.9 0.5
5.D. 19.5 2.9 3.0 0.4 [319% % 0.4 0.2
500 6 Mean 110.4 TTra2 19.4 0.9== 0.3 LT 0.5
S.D. 31.9 6.5 6.1 0.2T 0.1 0.6 0.2
Female Q 6 Mean 74.6 T7.9 18.4 1.4 0.3 1.4 0.5
S.D. 19.7 6.2 5.9 0.6 0.1 0.3 0.2
500 5 Mean 87.3 75.8 19.8 1.4 0.2 2.3+ 0.5
S.D. 23.5 4.6 B.6 0.8 0.0 0.7T 012

LUC : Large unstained cells
# ! p<0.05 : #= : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 6-6 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Hematology (After recovery period)

Differential leukocyte counts (X10%/4L)

Sex Dose No.
mg/kg LYMP NEUT EO0S BASO MONO Luc
Male Q 6 Mean 71.2 14.7 1.3 0.3 1.7 0.5
S.D. 16.3 3.9 0.5 0.1 0.5 0.3
500 6 Mean 83.9 22.6 1.0 0.4 2.0 0.6
B.iD. 17.9 13.1 0.5 0.2 1.2 0.3
Female 0 G Mean 67.8 14.3 1.1 0.2 s . 0.4
S:D. 12.4 8.2 0.5 0.2 0.4 0.2
500 5 Mean B65.6 18.0 1.1 0.2 148 0.5
B D 16.1 9.1 0.5 0.1 0.9 0.3

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table T7-1 A 28-day oral toxicity study of E-Bromostyrene in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH ¥ —GTP ALP T~CHO TG PL T-BIL GLU
Sex Dose No.
mg/keg 1u/L 1U/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 65 28 73 1 T04 52 50 88 0.1 137
S.D. 3 3 19 1 186 13 a3 21 0.1 17
Male 30 5] Mean 57 27 60 3} 647 54 T1 93 0.1 142
S.D. 4 3 11 0 112 12 26 14 (i T
125 1 Mean 56= 24 52« 1 G667 67 T2 110 0.0 137
5.D. 7D 3 8D 0 a5 12 35 19 0.0 11
500 6 Mean 57T» 23 75 1 645 67 54 108 0.0 137
8.D. 8D 4D 17 H] 116 13 18 15 0.0 12
0 6 Mean 63 25 60 b 334 41 10 T 0.1 98
S.D. 6 3 17 0 a0 7 4 11 0.0 11
Female 30 & Mean 61 24 58 1 407 53 14 91 0.1 110
S.D. T 5 1T 1 166 19 8 23 Bl 19
125 6 Mean 56 21 60 1 377 T2 18 113+ 0.1 115
S.D. 3 3 16 0 66 18D 6 23D 0.1 10
500 6  Mean 56 19 57 2 362 Q2uw 19 141% 0.1 114
S.D. 8 3 12 1 114 18D 5D 23D 0.0 9

# 1 p<0.05 ; #+ ; p<0.0l (Significant difference from control group)
D : Dunnett's test
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Table 7-2 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL  mmol/L mmol /L mmol/L mg/dL mg/dL g/dL g/dL
D 6 Mean 12 0.25 143 4.7 112 9.5 7.8 5.9 2.7 0.87
S.D. 1 0.03 i 0.2 2 0.1 0.4 0.1 0.1 0.04
Male 30 6 Mean 13 0.22 143 4.8 110 B.7 B.4 6.0 2.8 0.89
S.D. 1 0.03 1 0.2 2 0.3 0.6 0.2 0.1 0.05
125 6 Mean 11 0.22 143 4.5 111 9.0 8.3 5.9 2.8 0.88
S.D. 1 0.01 2 Q-2 2 0.2D 0.3 0.2 0.1 0.05
500 [+ Mean ich - 0.21w 143 4.9 111 G.9%n 9. Tuw 6.4%% 2. 0un 0.85
S.D. 1 0.03D 1 0.2 e 0.2D 0.8D 0.3D 0.1D 0.04
0 6  Mean 15 0.28 142 4.8 113 9.8 TT 6.1 2.9 0.82
S.D. 1 0.03 1 0.2 2 0.3 0.5 0.3 0.2 0.04
Female 30 6 Mean 16 0.28 142 4.7 114 9.7 T 6.1 2.9 0.91
S.D. 3 0.05 1 0.3 1 0.1 0.4 0.2 0.1 0.07
125 6 Mean 14 0.27 142 4.7 114 9.8 7.5 6.1 3.0 0.95
S.D. 2 0.03 1 0.3 Al 0.4 0.5 0.3 0.2 0.06
500 G Mean 12 0.23 141 4.6 116# 10.1 T.2 6.5+ 3.1 0.90
S.D. 2 0.04 1 0.2 1D 0.3 1.0 0.2D 0.1 0.04

: p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A 28-day oral toxicity study of fS-Bromostyrene in rats with a recovery period of 2 weeks
Blood chemistry (After recovery period)
AST ALT LDH ¥ —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/Ke 1u/L IU/L 1U/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 5] Mean 66 30 51 1 530 62 45 96 0.1 129
S.D. 3 3 6 0 100 16 19 15 0.0 11
500 6 Mean 64 27 54 1 542 69 52 108 0.1 127
5.D. 6 3 6 0 76 17 18 20 0.0 21
Female 0 6 Mean 61 25 52 1 304 63 i iy 4 113 0.1 107
S.D. W ] 12 0 63 8 T 16 0.0 9
500 B Mean 57 22 52 1 241 83 27= 137 0.1 117
S.D. 6 2 10 0 46 23 8T 20 0.0 18

# : p<0.05 (Significant difference
T : Student's t-test

from control group)
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Table T-4 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
ng/keg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 14 0.25 145 4.6 110 9.7 7.4 6.3 2.8 0.86
$.D. i c.02 1 0.2 1 0.2 0.6 0.3 9.1 0.08
500 6 Mean 13 0.25 145 4.6 110 9.7 T 6.3 2.9 0.86
S.D. 1 0.01 1 0.2 2 0.2 0.3 0.3 0.1 0.05
Female 0 6 Mean 18 0.31 143 4.8 113 8.9 T.0 6.5 3.1 0.91
5.D. 2 0.03 1 0.2 1 0.3 0.3 0.3 0.1 0.02
500 b Mean 16 0.2T 143 4.3 111 10.1 7.3 6,7 3.2 0.90
5.D. 3 0.05 5 0.3 2 0.3 0.7 0.1 0.1 0.05

No significant difference between treated group and control group.
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Table 8-1 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
Bg/kg g g(g/100g B¥) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) glg/100g BW) mg{mg/100g BW)
0 No. 6 6 8 6 6 6 6 6
Mean 355 2.02 513 1.16 10.50 0.71 2.53 63
S.D. 46 0.06 109 0.13 2.05 0.15 0.25 9
Absolute 30 No. 6 6 6 6 [ 8 6 6
Mean 369 1.98 518 1-22 12.02 0.60 2.84 53
5.D. 39 0.08 193 0.15 1.31 0.12 0.33 6
125 No. 6 6 6 6 6 6 6 6
Mean 364 1.98 532 17 12.08 0.64 2.88 86
S.D. 21 0.04 108 0.08 1.45 0.08 0.25 16
500 No. [ 6 6 6 6 6 6 6
Mean 344 1.96 451 1.13 14.83x+ 0.62 3.26%» 52
S.D. 21 0.05 40 0.04 1.49D 0.06 0.34D 6
0 No. 6 6 B 6 8 6 6
Mean 0.58 147 0.33 2.94 0.20 0.72 18
S.D. 0.06 35 0.03 0.20 0.02 0.07 2
Relative 30 Nao. 6 6 6 6 6 6 6
Mean 0.54 138 0.33 3.26 0.16% 0.77 14
s.D. 0.04 38 0.03 0.15 0.03D 0.05 2
125 No. 6 6 6 6 8 6 6
Mean 0.55 146 0.32 3.32+« 0.18 0.79 18
S.D. 0.03 29 0.01 0.29D 0.02 0.04 3
500 No. 6 6 6 6 6 6 6
Mean 0.57 131 0.33 4.31ne 0.18 0.95e# 15
S.D. 0.03 11 0.02 0.24D 0.02 0.08D 2

# : p<0.05 ; == : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-2 A 28-day oral toxicity study of f-Bromostyrene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididymis
Dose (R+L) (R+L)
wg/Kg g(g/100g BY) mg(mg/100g BW)
0 No. 6 6
Mean 3.12 796
S.D. 0.19 62
Absolute 30 No. 6 6
Mean 3.03 799
5.D. 0.14 63
125 No. 6 6
Mean 3.05 767
S.Db. 0.09 76
500 No. 6 6
Mean 2,87+ 761
S.D. 0.19D 93
0 No. 6 6
Mean 0.89 228
5.D. 0 B 35
Relative 30 No. 6 6
Mean 0.83 218
S.D. 0.07 13
125 No. 6 6
Mean 0.84 211
S.D. 0.04 14
500 No. 6 6
Mean 0.84 222
S.D. 0.07 31

#« : p<0.06 (Significant difference from control group)
D : Dunnett's test
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Table 8-3 A 28-day oral toxicity study of [-Bromostyrene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg g g{g/100g BW) mg(mg/100g BW) glg/100g BW) g(g/100g BW) g{g/100g BY) glg/100g BY) me(mg/100g BW)
0 No. 6 6 8 6 6 6 ] 8
Mean 221 1.86 444 0.77 6.26 0.47 1.687 61
5.D. 21 0.06 81 0.06 0.76 0.07 0.15 8
Absolute 30 No. ] 6 5 [ 6 6 6 6
Mean 226 1.88 457 0.79 6.69 0.49 1.T1 70
§.D. 12 0.03 B7 0.07 0.74 0.07 0.21 T
125 No. 6 6 6 6 6 ] 6 6
Mean 239 1.83 452 0.81 T.42¢ 0.51 1.91 66
S.D. i { 0.07 35 0.07 0.45D 0.07 0.18 6
500 No. 6 6 6 6 6 6 [} 6
Mean 216 1.81 371 0.76 9.3Tes 0.44 1.85 84
S.D. 11 0.03 682 0.02 0.79D 0.04 0.13 T
0 No. 6 6 € 6 6 G 6
Mean 0.BS 201 0,35 2.83 0.21 0.76 28
5.D. 0.07 31 0.03 0.19 0.03 0.04 3
Relative 30 No, 6 6 6 6 (] 6 [
Mean 0.84 203 0.35 2.96 0.22 0.76 31
S.D. 0.05 29 0.02 0.22 0.03 0.09 3
125 No. 6 6 6 6 6 6 6
Mean 0.77= 180 0.34 3.11 0.21 0.80 28
S.D. 0.02D 25 0.02 0.22 0.02 0.06 3
500 No. 6 i} 6 [} 6 6 6
Mean 0.84 172 0.35 4.34ne 0.21 0.86G 30
S§.D. 0.04 26 0.01 0.23D 0.02 0.07D 5

-

: p<0.05 ; #x : p<0.01 (Significant difference from control group)
: Dunnett's test
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Table B-4 A 28-day oral toxicity study of pB-Bromostyrene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Ovary Uterus

Dose (R+L)
mng/kg mg(mg/100g BY) mg(mg/100g BW)
0 No. 6 6
Mean 80.5 343
S5.D. 11.1 31
Absolute 30 No. 6 6
Mean 86.1 435
5.D. 10.7 97
125 No. 6 6
Mean 82.8 466
S.D. 10.7 128
500 No. 6 6
Mean 77.9 458
S.Db. 8.3 130
0 Ne. 6 6
Mean 36.4 156
S.D. 3.4 12
Relative 30 No. 6 6
Mean 38.2 192
5.D. 4.5 37
125 No. 6 6
Mean 34.7 1956
§.D. 1 | 52
500 No. 6 6
Mean 36.2 215
8:D: 4.3 68

No significant difference in any treated groups from contrel group.
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Table 8-5 A 28-day oral toxiecity study of B-Bromostyrene in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g(g/100g BW) mg(mg/l00g BW) g(g/100g BW) g(g/100g BW) g(g/100g B¥) glg/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 416 2.01 428 1.32 11.80 0.70 2.97 66
S.Db. 31 0.06 69 0.12 1.27 0.09 0.37 2
500 No. 6 6 6 6 6 6 6 6
Mean 401 1.98 445 1.26 12.06 0.67 2.98 63
5.D. 40 0.08 59 0.12 1.85 0.11 0.26 9
Relative 0 No. 6 6 6 [ 6 6 6
Mean 0.49 104 ¢.32 2.83 0.17 0.71 16
S$.D. 0.03 21 0.02 0.13 0.02 0.05 1
500 No. B 6 6 B8 6 6 6
Mean 0.50 112 0.31 3.00 0.17 0.75 16
S.D. 0.05 Iy 0.02 0.22 0.02 0.08 3

No significant difference between treated group

and control group.
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Table 8-6 A 28-day oral toxicity study of pB-Bromostyrene in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididymis
Dose (R+L) (R+L)
wg/kg g(g/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 3.21 1057
5.D. 0.20 53
500 No. ] 6
Mean 3.05 998
S.D. 0.24 92
Relative 0 No. 6 6
Mean 0T 255
S.D. 0.06 17
500 No. 6 6
Mean 0.76 249
5.D. 0.04 18

No significant difference between treated group and control group.
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Table 8-7 A 28-day oral toxiclty study of J-Bromostyrene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg E g(g/100g BW) mg(mg/100g BY) g(g/100g BW) glg/100g BY) g(g/100g BW) g(g/100g BY) mg{mg/100g BW)
Absolute 0 No. 6 6 6 6 6 [ 6 [}
Mean 247 1.90 442 0.81 6.29 0.49 1.77 71
S5.D. 16 0.04 73 0.04 0.62 0.03 0.11 8
500 No. 5 5 5 5 5 5 5 5
Mean 237 1.89 372 0.86 7.38 0.48 1.89 16
S.D. 14 0.05 37 0.10 1.10 0.09 0.28 12
Relative 0 No. 6 6 8 [} 6 6 6
Méan 0.77 180 0.33 2,05 0.20 0.72 29
S5.D. 0.05 35 0.01 0.10 0.02 0.04 2
500 No. 5 5 5 B 5 5 5
Mean 0.80 158 0.36« 3.10= 0.20 0.79 32
S.D. 0.07 22 0.03T 0.31AT 0.03 0.09 4

# : p<0.05 (Significant difference from control group)
T : Student's t-test
AT : Aspin-Welch t-test
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Table 8-8 A 28-day oral toxicity study of B-Bromostyrene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Female

Ovary Uterus

Dose (R+L}
mg/Ke ng(mg/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 77.0 422
S5.D. 18.7 104
500 No. 5 5
Mean 89.5 464
5.D. 14.8 81
Relative 0 No. 6 6
Mean 31.0 174
S.D. 6.8 52
500 No. 5 5
Mean 37.8 195
§.D. 5.8 28

No significant difference between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of B -Bromostyrene in rats with a recovery period of 2 weeks
Gross pathological findings (Found dead)

Organs Sex: F
Dose(mg/kg): 500

Findings Number: 1
Liver

Large 1
Stomach

Focus,dark red,glandular stomach 1
Abdominal cavity

Excess fluid 1
Thoracic cavity

Excess fluid d




B-6354

Table 9-2 A 28-day oral toxicity study of J-Bromostyrene in rats with a recovery period of 2 weeks
Gross pathological findings (After administration period)

Organs Sex: M M B E
Dose(mg/kg) = 0 30 125 500 0 30 125 500

Findings Number: 1 & 6 6 6 (]
Liver

Large 0 0 0 3 0 0 0 2
Lung(bronchus)

Focus.dark red 0 0 1 0 1 0 0 0
Stomach

Focus,dark red,glandular stomach 0 o o 0 0 0 1 1
Thyroid

Small 0 0 0 9] 0 1 0 1




Table 9-3 A 28-day oral toxicity study of f -Bromostyrene in rats with a recovery period of 2 weeks

Gross pathological findings (After recovery period)

B-6354

Organs Sex: M F F

Dose(mg/kg) : 0 500 0 500

Findings Number: 6 6 5
Liver

0 0

Large 0 1
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Table 10-1 A 28-day oral toxicity study of f -Bromostyrene in rats with a recovery period of 2 weeks
Histopathological findings (Found dead)

Organs Sex: F

Dose{mg/kg) : 500

Findings Number : 1
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellum
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine,duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum{Peyer's patch)
Number examined
Atrophy,Peyer's patch
minimal
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Dilatation, tubular
minimal
Liver
Number examined
Necrosis,centrilobular
moderate
Congestion

[ e i et e e e e o e el T Sy SE Sy A =y
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Table 10-2 A 28-day oral toxicity study of J-Bromostyrene in rats with a recovery period of 2 weeks
Histopathological findings (Found dead)

Organs Sex:
Dose(mg/kg): 500
Findings Number : 1

Liver (continued)
Congestion (continued)
mild
Lung(bronchus)
Number examined
Hemorrhage,focal
minimal
Accumuiation,foamy cell
minimal
Lymph node,mesenteric
Number examined
Atrophy
minimal
Lymph node,submandibular
Number examined
Atrophy
minimal
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Sciatic nerve
Number examinecd
Not remarkable
Skeletal muscle,femoral
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spileen
Number examined
Hematopoiesis. increased
minimal '
Atrophy,white pulp
minimal
Stomach
Number examined
Erosion,glandular stomach
mild
Thymus
Number examined
Atrophy
minimal

e e = ) S = S g e SR
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Table 10-3 A 28-day oral toxicity study of f-Bromostyrene in rats with a recovery period of 2 weeks
Histopathological findings (Found dead)

Organs Sex: F
Dose(mg/kg) : 500

Findings Number: 1
Thyroid

Number examined

Remnant,ultimobranchial body

minimal

Trachea

Number examined

Not remarkable
Urinary bladder

Number examined

Not remarkable
Uterus

Number examined

Not remarkable

e e e
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Table 10-4 A 28-day oral toxicity study of fS -Bromostyrene in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)

Organs Sex:
Dose(mg/kg) :

F F
0 30 125 500 Q 30 125 500
Findings Number : 6 6 6
Adrenal
Number examined 6 0 0 8
Not remarkable 6 0 Q 6
Bone+Bone marrow, femoral
Number examined 6 0 0 6
Not remarkable . 6 0 0 6
Bone+Bone marrow,sternal
Number examined 6 0 0 6
Not remarkable (3] 0 0 3]
Cerebellum
Number examined 6 0 0 6
Not remarkable 6 0 0 8
Cerebrum
Number examined 6 0 0 6
Not remarkable 6 0 0 6

Epididymis
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Myocarditis, focal
minimal
Intestine,duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine, ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Cell infiltration,submucosal
minimal
Kidney
Number examined
Not remarkable
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Table 10-5 A 28-day oral toxlicity study of J-Bromostyrene in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)

Number examined
Not remarkable
Lymﬁh node,mesenteric
umber examined
Not remarkable
Lymph node,submandibular

Number examined

Not remarkable
Ovary

Number examined

Not remarkable
Parathyroid

Organs Sex: M M M M F F
Dose(mg/kg) : 0 30 125 500 0 30 125 500
Findings Number : 6 6 6 6 6
Kidney (continued)
Regeneration, tubular 2 3 2 3 1 Q 0 2
minimal 2 3 2 3 I 0 0 2
Ecsinophilic body.tubular cell 0 0 2 6 0 0 0 0
minimal 0 0 2 0 0 Q 0 0
mild 0 0 0 8 ] 0 0 0
Urinary cast,hyaline 0 0 0 3 1 0 0 0
minimal 0 0 0 3 1 0 Q0 0
Mineralization, interstitial 1 5 4 4 4 Q 0 2
minimal 1 5 4 4 4 0 0 2
Cell infiltration,interstitial 2 i 1 1 3 3 0 0 0
minimal 2 1 1 3 3 0 0 0
Degeneration, tubular 0 0 0 2 0 4] 0 0
mild 0 0 0 2 0 0 0 0
Liver
Number examined 6 6 [ ] 6 6 B 6
Not remarkable 2 1 2 0 0 1 1 Q
Vacuolation,hepatocyte,periportal 1 0 0 Q 4 4 1 2
minimal 1 0 0 Q 1 2 ik 1
mild 0 0 0 Q 3 2 0 1
Hematopoiesis.extramedullary 0 1 1 4] 0 0 0 1
minimal 0 1 1 Q 0 0 0 1
Granuloma 0 0 0 0 0 0 0 i
mild 0 0 0 0 0 0 0 1
Microgranuloma 4 4 4 6 6 5] 5 2
minima 4 4 4 6 6 5 5 1
mild 0 1] 0 Q 0 0 0 1
Hypertrophy,hepatoeytic,central 0 Q 0 (3] 0 0 0 3]
minimal 0 0 0 5 0 0 0 5]
mild 0 0 0 1 0 0 0 1
Lung(bronchus)
6 0 1 6 6 0 0 6
B 0 1 8 6 0 0 6
6 ] 0 ] 6 [4] 0 6
6 [i] 0 6 6 0 0 6
6 1] 0 6 6 0 0 6
6 0 0 8 6 0 0 5}
6 0 0 ]
6 0 0 6
Number examined 6 0 0 6 6 Q 0 6
Not remarkable 6 0 0 6 6 0 0 6
Pituitary
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Prostate
Number examined 6 0 0 [ - = v -
Not remarkable N 2 0 [*] 1 = = T =
Cell infiltration,lymphocytic 4 0 o] 5 - - - i
minimal 3 0 0 5 - - - -
mild 1 0 ] 0 5 = = =

~ : Not applicable
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Table 10-6 A 28-day oral toxicity study of j-Bromostyrene in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)

Organs Sex: F
o Dose(mg/kg) : 0 30 128 500 0 30 125 500
Findings Number: 5] 6 6
Sciatic nerve
Number examined 6 0 0 6 8 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Skeletal muscle,femoral
Number examined 6 0 0 6 B 0 0 6
Not remarkable 5 0 0 6 5} 0 0 6
Cell infiltration 1 0 0 0 0 0 0 0
minimal 1 0 0 0 0 0 0 0
Spinal cord,thoracic
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 8
Spleen
Number examined 6 0 0 & 6 0 0 6
Not remarkable 5 0 0 5 6 9] 0 6
Hematopoiesis,increased 2 B 0 0 1 0 0 0 0
minimal 1 ] 0 1 0 0 0 0
Stomach
Number examined 6 0 0 6 6 0 1 6
Not remarkable 6 0 0 6 6 0 0 5
Erosion,glandular stomach 0 0 0 0 0 0] 1 1
minimal 0 0 0 ] 0 4] 1 5
Testis
Number examined 6 0 0 6 - = =t
Not remarkable 6 0 0 6 - i
Thymus
Number examined 6 4] Q 8 6 0 0 ]
Not remarkable 6 0 0 [ 6 0 0 6
Thyroid
Number examined 6 6 6 6 6 6 6 6
Not remarkable 2 5 4 2 4 4 5 Q
Ectopic thymus 2 0 0 0 0 4] 0 0
minimal 2 0 0 0 0 0 0 0
Cell infiltration,interstitial 0 0 Q 1 0 0 0 ]
minimal 0 0 ] 1 0 0 0 0
Remnant,ultimobranchial body 2 1 2 1 2 2 0 3
minimal 2 1 2 1 2 2 0 3
Hypertrophy,folliicular cell [} 0 0 2 0 (4] 1 5
minimal 0 0 0 2 0 0 1 5
Trachea
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 (5] 0 0 6
Urinary bladder
Number examined 6 0 0 6 6 4] 0 6
Not remarkable 6 0 o 5 6 [} 0 6
Cell infiltration,submucosal 0 0 0 1 0 Q 0 Q
minimal 0 0 ] 1 0 Q 0 0
Uterus
Number examined - = 6 0 0 ]
Not remarkable 6 0 0 6

- : Not applicable
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Table 10-7 A 28-day oral toxicity study of § -Bromostyrene in rats with a recovery period of 2 weeks

Histopathological findings (After recovery period)

Organs Sex: M M
Dose(mg/kg): 0 500 0 500
Findings Number : 6 6
Kidney
Number examined 6 6 Q 0
Regeneration, tubular 3 6 0 0
minimal 3 4 0 0
mild 0 2 0 0
Eosinophilic body,tubular cell 0 3 0 0
minimal 0 3 0 0
Urinary cast.,hyaline 0 1 0 0
minimal 0 1 0 0
Mineralization, interstitial 3 5 0 0
minimal 3 5 0 0
Liver
Number examined 6 6 6 5
Vacuolation, hepatocyte,periportal 1 0 1 2
minimal : B 0 1 2
Microgranuloma 6 8 5 B
minimal 6 6 5 5
Thyroid
Number examined 6 8 6 5
Not remarkable 3 4 6 4
Ectogic thymus 1 0 0 0
minimal 1 0 0 0
Remnant ,ultimobranchial body 2 1 0 1
minimal 2 1 0 1
Hypertrophy, follicular cell 0 1 0 0
minimal 0 % ! 0 0
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