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Fig. 1 Body weight
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E ¥

Sprague-Dawley 5% SPF #f#f > v b (Crj:CD(SD)IGS) #HWT. 1,3-¥70x7a/x>®
KEHRSIC X2 NCFOREEZRHM Uz, #E5RIZ 0 (MEoa i R |
10, 50 }%TF 250 mg/kg/day & L. 28 HREIRIEAGIRR LIRS Lz, 1 H#OSmEIT. HREE,
50 & TX 250 mg/kg ¥ 5 BETHEMESS 12 L. 10 meg/keg R SBETHHS 6 KL, 2036, 3
HERE. 50 KRTX 250 melkg BEHOMBES 6 FIIZDWNTIE. 28 ORI EH 2 ARMRER X /=,

1. —feREE
250 mg/kg ¥ 5RO MR TREN S 5 NIz,

2. H#&E
250 mg/kg H 5 H O THRERMMHAIRD Shiz.

3. EHE
HHNTNOBIC D HERYVERSOEEIZD SN o7z,

4. RieEx EABREZST)
50 K TX 250 mg/kg # 5O TR/ AREDIEMN. 250 mg/kg 5O THKER
VCREDHEM ERBBEEDRADBH S NI,

5. M#FHE
250 mg/kg e 5HOMTHRMERE, NEVOE & AT R2 Uy MERD) /385
18] b B DY & AR U ER R By M JRE AT R 7w FL R D S At & 7z

6. MEA(LFHRE
50 mg/kg % 5RO B KL 250 mg/kg 145 B OMH TR AR E DB S5 17z, 250
melkg G TII ZAIUTMA T ASAT, ALAT WZKZy-GTPEHE. 773>, BalL A
FO—)b. UVIEHE. REVIES, BERUTAN D LAOEMAKERIZ, LDH &,
AIGEHRTRI Z )T ROWMES U T LOEDIHEICH SN,
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WEERA

FFREG. BB R DB AL 3 S N7z . BT I EREO K BUL A 250 me/kg 15 FE DB
HEIWMNA 50 mg/kg 25 H O & 250 me/kg X5 ROMMIZA SN, HEFITITNE
LG O FFRIRAE KA 50 J TN 250 melkg $ G- BEOMEREZ. NI IFHIAIC BT 5%
Bk 58 50 me/kg 155 B O J2 U 250 mg/kg % 5B O M 12320 5 /2. £72. 250 me/kg
S5 FOLE THBER ORI L VR EROBDMNA SN,

[l 1%

HEKIZL D, FRROEMEDEIBIHEES A NZEEL ., RIEENRD Sz, 2720,
250 mg/kg ¥ 5 HOME TR SRz E U2 0 IBEE & o 212 aE BRI/ > THEW
Liahoiz. iz, HEGHTHIT 250 mgkg % 58 OMETH & N B MIKREEIZ L D Inlfg
U778, BETIREER TR > THhoEMMHESMERD, HTREBRMEORMERIZ
9B IERAMBEEICHERT S Z EAURME Nz,

LEom<, 1,3->70E7a/X%& Ty M2 28 ARIEERO#%S LER, £hafkEl

T 250 mg/kg 1 5B QMM THREE, Hin (=720, #TEERICER) . abOtAinE R
DisE o, HEE OB NI 3 5 A DO FFHIRAE K & /N B il e
BT DERMEANH SN, 50 mgkg BEFH T INSOELD D 5, NEROIEDHHI
MEXAMERE I, R R O, NSEDEIT #5115 2R R O 7z ABE O
NIz A SN/ —F . 10 mg/kg HESH TIRERME R SITERT 2R{LIdEED SN o 7.

INSOEREMNS, ARRICB TS 13- 70 o 08 ERIGHHE - HIT 10

mg/kg/day &HEE X317z,
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s B
BE4ANEHEERRFETHROKECKD. 13-V 708 70N & MPERLUZBEDOE
BEHETHIANT. HBEHEEZ T Y MI 28 HEIRERDOKREL . TOXBZHLMITEH L

EHIT, 2 HEREL, BEORERZRANZOTEZORMERET 5, 08, KR, D
TORERIHA RS54 2 &HFLUTEBL .

- - - = = - . - e — = = — — -- —
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HEBHHERUTE

1. HRMHARUKRE
1) #HBRWE
L3-7ne7un i3 BANHEERRFETER LEWHRTIRENSEES
Nz, EHLZHEBYWAEAOO Y FESEMERS EZB TITRLZ.

®oHE #

£ R C L3 TTOoETONY
(CAS #%5 : 109-64-8)

BT W sl = ST i 52

Bro -~ _Br

Oy b&ES

21 # © 99.8%

i3 TN D EAEHOWEK

o T &# 201.89

a4 ® : 1.9818

al = -36.2°C

b = 165C

7 H © o ER (REMETROERRRE - 19~26C) - #X - KF (BRI
EHRBEWEITHZ)

Bk EOFE
LREMNNRD S NAFMEATH D, KHE. ZalH DN IIHBIC
MU THRIBIERAS 572 0EERNZDRALRNEDIEET S,

Z 7w % C RHABOESEMEOH RN S, BEBRNIEThEZE TH 722
LR ENT,

k% B A D BB TERT BBMHEAEERURBRYERARE

B, IBEINSEEHMEOS S, # bg BREERRE L THIREGART OH%BRE R
FEEIIREL. TOMOERRKRYE I TRZEEEITRAL /.
2) Mk
A= = . FhSAT AR
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e i : hUEDODH

0y h&ES : VIM4456

R A TR ;o EiR

R 7 B D BBRGMIRT RRYERNE

2. HEREOESH
1) HBREOFMRKRRE S -
DEBOHBRWEZHFRL . BECERL TREERES L TESARMK (50 mg/mL #)
ERBLUz. PROEAEK (10 XU 2 mg/mL #) 13, 50 mg/mL i A TEPER
RUTHEL 2, A-IZEAXTASZ2—HLTTL, 1 B2 TR URGOLE L.
1~TCTREREL 2.
2) #HEBBOLEN
FHBRWMEO 2 KU 150 mg/mL EH (B, RoEDaTmWm) 13, #BE - KBEFRC
ANTHE (F4C) 8 BEEIR 24 RERGFETEE TH 5 Z LA R/ U —F+
VA —THEZEINTS (Attached Data 1) .
3) HWERIEDOBERED
REH 1RV 4ED 2, BREERLERBERIZOVT GCEICXDHEALHERY
DY —F 7 —THELZ. TORER, KBEMEREIIXRRBEICHL T 97.8~101.4%.
THO., WTNHHARMEAN BE KR £10%) TEIETH -7z (Attached Data 2, 3) .

. HR#$Y

Sprague-Dawley % SPF Jw bk (Crj: CDSD)IGS. AFF v —)LZ - UN—M, BEXRAF
Ty —) OUfES 57 LR 2 4 BEHTAFL. K 2 AMRE - BILEFEE Li-%. REEnN
JEF TR BICREOD SN VR & 42 IL2R Y, 6 B THBICH U -, #50
AHOREFHIZ, BT 196~228 ¢ CFIME : 213 g) . KT 152~187 g (CF¥fA : 165 g)
THY, WINOBYOEE S EWE +20% LN TH o 7.

Wi, B - BMCIRTh oA ERMEIC X DERIE, B NE R5HEE 2 BFD 0K
HIZEDWTHEINEL, SEOESHEAENTELZREIYF LRI S8HEERLE. B0
FOMFEA P Ea—FERWTT Oy JEBREUEESMEEOHEGE (T0y Vi Bk
THESHEBRL, RBERRUEANOBGES £ EBEBIZEIOL TR KL0KBLE, B
FURONHIMIABRIORAL, RERBEHICT—FIVEREIC X DERERIET,
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U ABRETEE ISR, EXICBGIMEME S 55 [T TH - /oA, EERICIMERES 57 VLATHA
7=,

4. FIERH

Ed. R 21~26°C, HIRE 32~66%. HRS[EIE 1 R 10~15 =], R4EA 1 H 12 FFH
(07:00~19:00) DFEEE (912 5%) THELL. 88z, 797y FALBERMAY —
(W254X D350X H170 mm : U—FI> =7 > 7HASH) 1T ONEL. @
Jeikt (AR CRF-1, 4 ) 24 )V BER T H#M A, Lot No. 010501, 010606) KX
K (BB EKEK - BEHGAK) #HBHICERISEET L. FERPORAWEICEL
T, FRALZ20y MIODWTHMHIEARAK BRI ¥y —Toh Lz —5 2 AF L,
Ei. REKIZDWTHEL KERICERL 7ZKEDBEZ I EE A SRR EERPREE S
—IZEHE GFE 4| KL, SONET—FEAFLTENETNRREDILWI & 2HREL
TREL =,

5. #HEER. BRE5EY. BSHERRUCEELRRE TOERER

FHARIED A RI4 ICHED, HBS5ERIIROZER, 5 MM EUMERMIZ 28 HH
K2 A (14 AR & U, BEHEMEBIRIERE S, 2, #5REIRER SRR T &
MIZfrbhTtwnad 10 1E (7E6E) &L,

6. EHFERUVEORIREH

BEART. b mU/kgRBEE LA, F BEAKITH>@EOROFSITEL Tz
TN TWaHEEER L. $4bb, 1H 10 (08:18~12:36 D) . #BHKEE > 7
ZROVTREZORSE Uz, MEEHOISAE (T E0asm) 2RISR L. BikZ &
O G RN, BHOREEZLECTHL /-,

1. BEERUETOREEA. BHERIEKCHNK

5 R, FHABRD ORBESHFICLTRELL. Tabs. 1,3-270870/,X20 20,
60. 200 M 7)r 600 mg/kg ZMEME S~ FIZ 2 MBIRER NS LIZET S, 600 mgkg % FHOD
MEMEARBIAME 5 2 B S 6 HORMITAET Lz, AT, HRFRSOHWMNN 20, 60 KT 200
mg/kg & 5 OMHE. REEFE O M 60 KU 200 mgkg % SHEOMIZH Sz, BT, 200
mg/kg REHTRHBEREBORIMDM S, B-AiREommig. CBREBRDHRILZA70O
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=N OMmMAREIzA SN, ZNEDRERM S, HSHREBEEBENTHEINS 260 mg/kg &
BRAREL., LFAK 5 THRUT50 KU 10 mgkg ® 3 HEZHEL . THICHBREZNAZ /-
BtABEMALKL. 1 BYZ00BMENL. 28 BRIBSHICHRT D8 (8D TS 6 IC
ZHW, Eio, dEE, PRAERLKCERRRTI 28 OMR5% 2 BRKEKL ZRICHKBT 3
#O(RIER) ICHEREE 6 LR RV, BERERETIRT.

HBE | R5E B E | BREFE | M . Bl #H
(mg/kg) | (mg/mL) | (mL/kg) B BhES L omES
Xt e 0 0 5 1 6 1001~1006 6 1007~1012
i 6 1101~1106 6 1107~1112
90 §:c3 10 2 5 HE 6 2001~2006 . -
i3 6 2101~2106 - -
PHERR 50 10 5 B 6 3001~3006 6 3007~3012
i3 6 3101~3106 6 3107~3112
R 250 50 5 # 6 4001~4006 6 4007~4012
i 6 4101~4106 6 4107~4112

8. EMMOBEAIRUY —SADERT
EFWIIAR N A EEZ DU TREEN 2T, SEEF -G AR ) &
EREHFLET—UIAEDY. RRES. BEE% BR5R. . BYES. HEES
RUHIRTEREHEL .

9. WEFE
1) —fREOER
REMEPIE3ER 3 B, #EAMERGERRIRE 2 B (2720, tERKKEI
BEaE5EEZO 2 B) . HEHBREEH 1B i) o ok K- 28 &
R 78, MRERRED -RREZREL .
feB. BTHRSHEEDZERS 1H, 5 1~7TA2E55 1E. £~ #ERTHOEA
ZEE 1R, EE1~THERERE 1BALEREL THRRL.
2) HREAIE
BREE1BEIKE1B. 4 KT THD 3E,. ZO®IZ3 HAWL 4 HHERTHE 2 [,
L HO®BESHIC, BEHFRIEESE LA 3 BRT T BICAIEL., Z0%iE 3 BAnL 4
AfETHE 2 BERlE L7z (08:22~10: 18 O . £/, HABEHREEHORD, #
GRTHEIEREX TROIMEAICHEBREZOEELZREL .



B-4735

3) fEHBHE

REEUAES 1B GIA250 1HR) 4 AR TH (Winhd 3 HRIORE)
D 3o, FNLREE 37200 4 ARKETE 2 18 3~4 HEORER) . £/, BIRE 1
EAEE 3 H (2 HORER) MOEE 7 B (4 BHEOREE) © 2 [, £NLREIE 3
H7aWwl 4 OMBETHE 2 A (3~4 QMO ZREE)  BEDO—ERRE (08 : 41~10:36 @
Bl Jods, RESREYIZERSED ICAEL. 11 AREEHLZ.

4) REE EKERNEZED)

5 E 4 R OREER 2 BIfTo .

259 48 (%522 H~23 AOM. =720, AREIRRS 24~25 HOM *2) 13, K&
HUAOBESRBRITEHMICONWT, EEE 2HE (B 10 H~11 NOK) XEEHO L
P DOWT, BRNCERRBZ Yy LT —~JICREL. Hf - BIEKTT 4 BRREZE
FHL7=. RWT. HHER - HHBAK T TZO%O 20 BERAFRR L 2. BERBIIL
TOEOTHD. 2B, BRIRLULRTIO 4 BFRICONWT pH U FLEE TORELIKE
. FTORIZESNE 20 REIREZ AW TREBEERVREOHE ZT., REIX 4 FFEOR
BRUO 20K MOREZGE L TEH Lz, KB BRBZEy MLEF—JITRAEL
IREETHIAMS O 1 HOEMEZ, AR ERWTRAIEL =,

2 AHREEN TNIC 10 RN 50 mglke G HOMEE 1 #1T 20 FREROREDN 0 TH-
oo FOEHINSOEMIDONTEHREEZERL LIS 20 BEERNBINTE L, £
ITINSOEYIZOVWTIR., REEOEEHII DLW THREOKEEZFEH L /=,

BREEH B & Ak

pH K-35 A-TEA B [7—2 L 1] »
7= A A-93VAF o IATEA B [V —27 L 18]
b AR A-Y3A5 49 0A-TEA B (7 — 7 LAR] @
7 A=A A-Yas AT IA-TEA S [7— 7 L1 ]
i 1 A-53/k7 49 A-TEA AR (77— L1H]] <
FULE A-YIV AT IR-TEA BB (77 LAR] @
vaEy =5 A-Ya AT A TEA GABRAR [7— 2 L1HR] ©
a3  mREs

L iR

R (24 B E) ARANE
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BAEEH f ow H O
BiEE KEgEFiEY
BkE (24 B R) EEE
185 F HIE t s
a) : AUTION MINI™ AM-4290 (7—7Z7 L %)
b) : HEHRBEEAMEEXE F—HL72FA¥v b OM-6030
(727 L1H)
ML AR

e B 50 R NEE IR T OB A OFIBREHZ, ATAMHS —] (59 16~19 K a3t
kG E. T—7)UMBTICHEL . X8RS S5 EDTA-2K MR (SB-41:
A Ay I AW B ERRL, DTFTORBIDWTHEL . =L, JoborE
VML EEEES PO AR T SAF URBMRO T T =5 CRIRDWTIL 3.8%7
TOES MU ABEMNRARE (L9 FZHL 1 F0ESE) ICHERL ik z 5050 8

(3000 rpm. %) 1,600Xg. 1077/ LTHSNIZMEEZRNTHIEL 7=

BELHE B & FH % B {r
RfERE RBC) BRI E(LREES 104/l
AEZTIE R (HD) ST A RANETRE LS | g/dL
AR MUy ME (HY  RMERE KR ERERMBEREN SHEN %
LR MERARE (MCV) BRIEHA (bR ES fL.
S FRmERfAREE (MCH)

FRIMEREB R IANET O E >V BH S5 EH pg

AR i ER i A B E (MCHC)
ANETOECBRUOAT RZ 1)y MEh SR %
MARMmERE (Reticulocyte)

Brecher i% %
ffi/hREC (Platelet) BRENZE L 104uL
iR (WBC) Efkin e daate 10%ul.
FmER &5 5> 26 May-Giemsa 34812 K 288k %
oo EEE (PT) 70w hE® s
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BT E HoE 5k He
EHEARS b O 2R T5 AF R (APTT)
70y hkd s

T4 TN FarRTTRAF ED mg/dL
G RE B8R

¢ : A —ZAFSKHEHMEKY > 1Y — T80

(Ry <> 2=)%—H)
d : MmEEEESHAEEE ACL 100 (Instrumentation Laboratory)

JUIRE: e (o2 o5

M F R D 7260 ORI & [FIRF I, BEABIIRAD S B L /- f#k % g EMEERA 0 RBRE
R/ bILA— bty 7 FOLER) ITRD, #O28 (3000 rpm. 9 1,600 X g,
10 726 LTHESNZMEZHWTUTORBICODWTHEELZ. 2720, ASAT. ALAT.
LDH kU7 -GTP iIZDWTIid, A/ VIERE (MK 1 mL 3 9% 20 BALOAN/XY )
IZERE L 72 3R %3 008 (3000 rpm. ¥ 1,600Xg, 10 /) LTHESHmMEEAN

THE L.
BERH
ASAT
ALAT
LDH
7 -GTP
AlP
#$aVA70—) (T.cho)
F)ZUtEZ74F (TG
U HeE (PL)
#EIVE > (T.bilirubin)
7)) a—2A (Glucose)
K#E=EF (BUN)
27 L7 F = (Creatinine)
F kUL (Na)

I BT -
UV.-rate % °’
UV-rate &’
UV-rate ¢’

70 WV I Fv-4-2hu7 )N ke

Bessey-Lowry i ¢’
CEH-COD-POD %<’
LPL-GK-GPO-POD i% ¢’
PLD-ChOD-POD i<’
EUNE S AFLH— ke

N A—ATE Rosr+—tike)

Urease-LEDH ¢’

IU/L
TU/L
IU/L
IU/L
IU/L
mg/dL
mg/dL
meg/dL
mg/dL
mg/dL
mg/dL

Creatininase-creatinase-sarcosine oxidase-POD #5¢’ mg/dL

A 7 R E L

mmol/L
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BREHH Bl & H % B fr
AL (K A F 2 EREMmIELS mmol/L
Hw\# (CD BRMEEE" mmol/L,
F 7 L (Ca) OCPC ¢’ mg/dL
i) > (P) TYTT B mg/dL
weABEE (TP) Biuret {%®’ g/dL
7IV 73 (Albumin) BCG i£® g/dL,
A/G i (A/G) BIABERET LT I UM 5HEI

1 A AIE 2R

e) : HERALFEEHWERE TBA-120FR % (B#E2)
)  ZBEEMFESMMNEE PVA.ol
B7FIFAL AN A RAVIAY)

7T WEPRE
(1) HRERUCBREERNT
SEGEEMIOVT, RMEEABRYIMIC X 0 nBoEx 3., #A%. Bl Wi
KUERZSDLHORE - #HBICDOWTEHMICEE - MHE L. KWT, BTFIRT
BE-HBCOVWTHEER MHER) 2HET2LEHIC. MUER EHRFOMK
EHHS, FE 100g 420 OMHMERBERHLZ. 428, *HZ2 D0 AmEMEOREIZD
WTIREANZICHEL =M, TOEFHETHML .
B, TEME, BRIR (EBUMEEEE) * BIR, Ol i (REXEZED) . FE.
MRS, B, BIREe. REY KRB Lk BB IR 7E
(2) RHEMEBIRE
EEMITONT, ROBE - #l% ) CBEH 10% TV <) VTEE, #ELE (=
7ZU. BEER. N—F—IRROESRIT) CBREER THER L2 3% 7NN TILTER-
2.5% RN IRT, BREVER EEIITY DB TEEL B S EBREH 10% )<
UHBTHRAELRE) o K0T, THREZBLUZSRE - HBiconwWTNRS 70 2all, =
DHILEROMBREBHBRBIODVWTHREL, AT KRFL U - IAPY (HE)
REETVERLE, ZOBR #BYERSIZI3ZENRONEFBROIEIIDN
TREROFRVERABHIIOVWTHHRE Lz, mEEI. PERTERMER SIS
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FAEENREDNFB AR AN ERED 2WIIBEEROKRED S HBYHE
5 ORENEONZFIRIR. BRE OB COWTHERESAER TREET- 72,
ZORFERMER S OZENFON - EEORBIZ. PHEBBHIIOVWTHREKRL .
e, ARRIC DOV THARICEBRBR L. BT, EERVCREMROREH
KDOWTERZERZ L,
KB, RN, HRARED. L. IRER. B, N—F R TEE, BRI (-
BAMEZED) . BB, B M. BT /8 BERY 2N, O, WAH
Ik, S&. i (KREXESY) . & fE B, 68 =8, BB 558 #5.

Efs. . TR . FR. BE. Bt B2 BRLE SR BE.
R, FE. B IUK RE (B O AR (BHEE) o KEAEEREE.

B (RER) . Mred. fEEEDIE (B

10. #Etgr2~*

BEREHE O S BEEL LA DWW T, 7 Bartlett I8 D BHOZB O£ DR
EO(EEOKE W@l 1%) Zfro7z. TORRE, 7835 —DOH 1213 Dunnett %% AW Tx
REESRGHEOTEHHEOEDORE (FEKASE  WH 5 XU 1%) 2. 7#ME—TR0ES
1213 Dunnett 810 4% (mean rank test %) 2R W THEBEH E{REH LOFIIAMOEDK
i (EEAME . Wil 5 R 1%) Z2iTofz, £z, ROEMEHIIEB RO EHEERE ORSIC
DWTIE. Mann-Whiteny @ U BE (FEKEE : Ffil 5 RN 1%) Z{To7.
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ERER
1. —RRIREE
FAE % Table 1-1~1-3 & U8 Appendix 1~11 iZ/R L7z,
1) &5

MW TRNOBICHIETIEAH 53T, 10 RN 50 mgkg & 5B OMH TIZ—AIREBOR
EbEDONABEMNo .

250 mg/kg S RTH, MEE 135 12 ALBICREDH T 5~10 #, BT 5~8 Hlic

HABERINE,
2) [EHE M
EEHIMEEC T, WTFhoEgicbBEIRBH snho 2,

2. @E
A& % Fig. 1. Table 2-1. 2-2 &7\ Appendix 12~18 IZ;RL 7z,
1) HEHIM
KT, 10 XU 50 mglkg 2 5B OEEITHIREE & FIRRICHER Lz, 250 mg/ke 58
OHEF. &5 18 HUBRMBRHZARICTH THBEL ., REHMZECZAEHENE D
MR ICHERERICEN S 2.
IETIE, SREGBHOKEIIIBE S FKICHBSB L,
2) [EIE AR
T, 50 mg/kg R SR OFEEITHIR EFRICHES L. 250 mg/kg & 5HOAEIL
EE M 28 U TR E2FEICTE - 2. 2720, BEHEPOKRERMEICDWTI,
S REE & Eld e o Tz,
T3, BRESBHOKREITTBEEFERICHEREL 2.

3. #fE
fk#& % Fig. 2, Table 3-1, 3-2 & T¥ Appendix 19~25 IZ;RL 7z,
1) 5 HRH ,
T 10 B O) 250 mglkg %5 BEQOBHERIT. MBS RRRICHER Uz, 728, 50 mg/ke
BHHTHS 11 BLR, MEEOATHEASHEINI LA LOMERRTA SN BRI
R L =B Tidieino .
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T, BREGHEOBHEE I EMSFERICHEBL 2,
2) [ElfE AR
FIEAMZRC T, HESTSHEOBMEIT T CRRICHEB L,

4. BRBRE BKEHEZED)
%A% Table 4-1~4-8 & T\ Appendix 26~46 |{Z;rL 7z,
1) &5 4 EBRE
1T, 50 R TX 250 me/kg G5B TRZABEOERETIMMNA SN 728,50 meke
¥ 5 TIROBEA O HR RN BRSO E M- 2 HEICHEL 228 Tidn
Mmolza
T, 250 mg/kg HGRETREKMEKBOR EMINEREZEOR BB NS
57z,
2) [E{EE 2 T
BT, #HERYEKRSICERTSEEL5NA2E IR N>z, BB, REE
FEDA ZE 2N 50 mg/ke T SBICA SN0 ARICEEL 2L TN 7z,
T, IR pH OAESEMED 250 mgkg He5HIZHA STz,

5. MEHRE
kA% Table 5-1~5-4 TN Appendix 47~60 IZR L /=,
1) G TR A

BT, SRS EEMEEORIZERASNRN -,

ETIE, RmEREOREDET. NEVOE VB AT MUy MERTY 2SR E
EOA B2 & B ERE K V7 B PER G B LR O R M 250 mg/kg 58
IZH 5Nz,

2) [elE U TR A

T, RMEREK, NEFOECR. AT MUy MEROEERMBDEEBEDOS
B SRR O/ TR 250 mg/kg e E5HICH SN,

T, NEJOECBDARRELET 7)) =5 o ORERBEND 250 mg/kg 1%
S#IZHALN.
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6. MAEERE
FkA# % Table 6-1~6-4 &2 UX Appendix 61~74 IZ5RL 7=,
1) 5 HRG T RR A

KT, BEABEOAEREND 50 KT 250 mgkg F5BICA LN FiZ, 250
mgkg ¥EHTIETIINTI>, BaLA5Fo—), U EE, #EUILES, HERDS
W LDOBEERBEMERFERETRT L7 F 0 OFELFHILIT ASAT. ALAT.
LDH K Uy-GTP i&# O mimnt s 5 hiz.

T, y-GTP . BI-ABE. PIVTI2. AGHR, 822570, NJTY
IR, UVIRE, REUIVED, BERTIN T LOFEBMEREZE, I
TFZRUOAD T LAOERESFEA U NT ASAT KT ALAT & O IEMAS 250 me/kg
BRERICHALGNE,

2) (A8 I T R

KT, ALATEHOFRRBME MY 7L 51 FOFEREDM 250 me/kg % 58
A 5Nz, 5B, BizABEOF RIS 50 megke HERICH SNA,. HERICEE
L= T3 h-o .

T, 8OV AFO0—-)ILOFEREMA 250 mg/kg R 5HICH SN,

7. #BEER
k4% % Table 7-1~7-8 (X Appendix 75~116 IZ:rL 7.
1) B5HIEE T Rl
PHERRYE RS EOBENEDN DA, M OB ICHE OB, OBk RIBICER

Hohniz,

FHRB: D TR W RHMEROE BN 250 meg/kg I 5HICA SN,
T, HEN O BB OH B IENAY 250 me/kg 2 58T, FIXTEE
DA ZEINA 50 me/kg HGEIZA SN,

i) D HETIE, BRSHIHBEORIZEZERA SN, .
METid, EMERORF BN 250 mg/kg HEHICH SN,

o DT, M EROA BN 250 melke 1% 5EICH S NN, kR
REOEMBEICER LA EE A LNE,
HETIE, X EROE BN 250 mg/kg e 5HEICAHA SN,

BB C BT, MR EROAEZEMA 250 mg/kg RS EICAH SN BB
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FRBEBOMKMICERKN LB EEZ SN,
T, MEREOF SN 250 me/kg 5B ICHASN.

128, HED 250 mg/kg IRGRFICHB VTR, FEAKEEOEMBEEON X AL
R RO BEEOFEZIINNA SN0, ko BEDOEMBEICERL =%
fb&EZ oz, ¥, TEOHEM MM BROARDIHMNA 10 meke HHHIZHON
A, ARICEE L 2 2{E TR M- 2,

2) [EIE R T REE R
BEBRME RS & OEAEEDN S NS, MO & MO IR, IR, OB R ORI
HHNT,
LT D HETIEL A ER OB &AM EROF RGN 250 mg/kg 55
IZH BT,
METIE, SRS EGEEOMIZEIIED SN o .

R - BT ARSHIHEHOMICZRZRD SN T,

T, M ROHEMBEROHR BN 250 mgkg X5 ICA LN,
ikl D TR, HMEBEROAEREAAN 50 mgkg RESEICALNEN. HRIC

B L =2 b Tida - o,

T, e RO BB OR BB 250 mg/ke R 5RICA SN,

W3 DT SERSEIHBEROMICERRED SR .
T, FNEROAZEZINN 250 me/kg R 5HIZA SN,
JH Rk DT, M M E R O BN 50 melkg ¥ GHEC S 5 NN

RAEITAEL AT M- .
Ty, MMEROFERE YN 250 me/kg & 5EICH SN,
BB, BEOMMEROAZT/LIEINN 250 me/keg I HFICHA SN, FE OFRBRIFA
BEOREMBROHBED -HITHENERONEYL CRIE, FIRP RSB 10X OXIHER
THEME< ol EICREET A EE X SN

8. BIRAR
A% Table 8-1, 8-2 KX Appendix 117~130 iZ;R L7z
1) &5 WM& TR )
HETIE. 250 mg/kg %58 THEBOABUED 4/6 #]. IR ORERARD 1/6 FlicA LN
7z,
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HTIE, 250 me/kg 5B TIRE ORER G 2/6 FIITH 5Tz,
7B, BREORGYE (KM 2SREORE 14, Mo aRAAMEROM 1 Fflizas
NN, FOHBIRRD 5 WIIHREFRERD S LT O AR R Sk L 72,
2) [EME R T R E
M- BHIZ, WTHOBMICHHEBRYEREGICTERT2ZFIRBD ooz, 8B,
BROB IR (K A% 50 mg/keg RGHOM 1 #. WHEONYE GEAE AR
Ho 1#licas N, EOHBRRENS WL ING MR EHE Lz,

9. REBHEBERE

pk#E % Table 9-1~9-4 & 7f Appendix 131~144 iZ, F/=. FrROAEHFI% Photo. 1~10 12

L7

1) 5T R
HRYWHEHR G ICHEET 5 EEX 5N HEOHBICH SNz, /rdb. BIRTA
NOWRMER S OZENFEOLNZBIZDLTLEREH THRRLZ. TORKR, HIZB
JRRALIIERENE S I L 7.

FTRE

B D 5 W IXEED/NEREIHFIRAEXR (Photo. 2) 4% 50 mg/kg & 5#f
D 4/6 Bl & M 3/6 FIKR TN 250 mg/kg TG BOMESFICA SN, INE
IDGERIT AR B 2 22 R b A% BB % 2 oM i R T O 2 61T (Photo.
1) HB0IEEE (Photo. 2) ICASHNAEM, BE AN HEE Tl 6/6 5
LI 5/6 #1l. 10 merkg R 5-BETHEMER 5/6 #]. 50 melkg 5B THE 4/6
il & 2/6 #]. 250 mg/kg B G-RETHELES 1/6 FITH O, 50 mg/kg % 58
DR TN 250 mg/kg ¥5HEOMEHE TIIZERANEAT 2HANH SN, 250
mg/kg HEHOMBETIIAREDRD SNz, 2B, WUNAIFREH IR
P EOHHFEESTED 3~6 FICH SN2, T OHBURN N S BFRFT R & HIlT
L7z,

iz, LU RORTRMNS S /z0s, AMKETH 2 OIS E M &k OB ABROWE
ZERE. T OHBURE R USRI S BRFT R S HE L 12,

i

FREMEMZE G BEEBEOMERE R 1 #1T. HEIZPERIC A EENRD 5 N/ F
%)

BE OV S A (RIRANZIRE OB REARNGED 57 250 me/kg 5D
1 &M 2 B
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A D ESAEMRUBEAEOINE CHHREE R 250 me/kg 55 O M & 2 5()

BB D APEEERME CHEREEOME 1 #i& 250 mg/kg % G EEOME 2 FIl. MERAEED
HIIREMICAARNZD SN | IRME LR OB/ MK (i
B & 250 meg/kg R E5REOHER 2 H1)

RIAMAR @ MEOMRERE GO 3 #& 250 mg/kg H5FHO 2 #)

BGH TRRRAITRE L 2 OBE - M. T/ab b KM, /M. FEEREE). LER
#&. BEERK, FEE, BIRIR (BR/MERESE) . BIR. R, SET O /\E. BRI >
JNEL OB R/E. FZIEB. 5. Ei. 5. . B, Bt KR, HE LK
R, 78, W (BHZE0) . ARG (FHz230) . KRBREEBHIEERRR
wHoNizholz,

2) (B R T R B

WEBRWERSICEET B EEX SNHREN, HHEOBERIZA Sz,

N : P4 (Photo. 7. 8) HBWWIHLE (Photo. 9. 10) 7St d&im Kk MERE
FOWHEM., FHEE. 50 KX 250 me/kg & 5B O MR 2 HITH 5 NT2H
#hshE M OB EZHIL 50 mg/kg 5B T 3/6 £, 250 mg/kg F5-8 THE
6/6 | 2 It 2/6 1 TH D . 50 mg/kg £ 5FEDME & 250 meg/kg 1% 57 O i
TREEANELATUET DA A S, 250 mg/keg BREHOBTIIHEE
bR b, £ BABRORFOBRELFNL. HEHOM T 2/6 F.
50 mg/kg R EBEOMET 1/6 #il. 250 mg/kg & 5B TS 5/6 I TH D .
250 mg/kg XS5 HEOMI® TA NI NAERNASN., BTIIAEE
b s sz,

iz, AT OFRMNA SN, ZOHBHRE M ORI FRERD S BRI R ST L
o iz, WEREBOMEN SHEMER GORENELNFREBR BRI D WTIE
HEFEN LIS s Nah -7z,

H: MRY DTS A (250 me/kg 5B O 1 #1)

JFF R D NEILBEH R O 2B e G BREE R UF 250 me/kg I GHOMHE2H)) |
Mo Cof BRBED 2 E 1 3 (IR T 250 me/kg $ G B OH 5 B L
3 i)

Bl A (WIRMICEERIEN RO 5N/ 50 me/kg GHEO% 1 )

"R D HHEOFER (RIERIT/NUENES S/ B EEO 1 F)



B-4735

z B

Sprague-Dawley % SPF Mt# 5 <~ b (Crji:CD(SD)IGS] 2. 13- 70E70/8>% 0 (b
RO IR . 10, 50 &K 250 mg/kg/day O FHR T 28 HEIREREIRORS L.
ZOHEMEBRMNT B EEHIC, MR, 50 R 250 mgkg FGRHZ DWW TIRT O# 2 BRASK
=W, ZhoREHICON TR .

BREMMZEBC CGRCEMIIAS NN -, —RIRE T, 85 12 B UK 250 mglkg $
HREOMERHE THREMNRD 5. AEBRYEOAMEEEARSY LARERYEOBEMRICT
LEENTREI NI,

HRETIX. 250 mg/ke BEHOME THREHMIMH DD S/, BEBHTIE, 250 mgkeg
BEBOHBOEKEIIMKA L U THBRICHAEBZRL 2L BEHAMPOEERNEIC3E
Wizino iz,

BEHETIE. BRELVTHORSHIIBW THHERMERSOZEIIRD sNno 7z,

RBRE T, 50 R 250 mgrkeg e 5HOETRIZABEOEMAA SN, HKBRYEDOBEEA
DOREN R INZ., HTIREBKBRIRBOMMERBEEOH DAL NE, UL, R
BEEOHDVOEEIIREOHEMICAG D THD., #HBYWEHOREREIIEERDKINS >
AZEHTEORERLRDOTRRN> . BEHRMTE. s DELHELEEENZRD
S5z, 728, MED 250 mg/kg H G TR pH OBENRAZ SN, BREEOTEREETIXF
BB OMEIZ BT DR pHIZAEN 8.0~9.0 DFEFAICH D . S ElH SN2 21 B T M
WM ERT 26 (6.6 R1UX7.0) BBoNRIL2BREOEBILEEZ SN

MEFRE T, 250 mgkeg HESHOM THRMEE, T/ BRUEAT R Uy Mi
DOW AN MERB O A SN, HBEHEBGICL2BEFEOHMMNRBD SNz, Fiz.
FEE T Y > /R E LR O A &/ Ei i R ER S B RO MR A S 2, BEEL TR
HENTHVHEBRYEREOEBIGELRLOLEZ SN, IEKTHOBRETEIINGD
BIWEH D NIERKL. AEENRD N, 2B, 74 7)) /—7 > O8N 250 mg/kg
BEFOMEICH SN, RERTHORIASNIRERENTH D EEENERIT NS
T U7ze = Ji. HEO 250 melkg 5B TIHIE 58 TRICHE A & Uah > 2B EL. 72
bERMEE, NEFDEVE, AT MUy MERCFESRMEKIEFREORINA SN
2o ZRUREHHIZEN TWSHOOREHRTRIE THONEEMNEAED LD EEZ SN,
MR MERE O R EROMBIC BT DA S M D ITENASN TS T NG, KEHIH
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FHETNEEE T S AREEIRWEEX SN,

MR T ASAT. ALAT K Uy-GTP i HINAT 250 mg/kg £ 58 Ot 2. LDH
IEPEOMARBE DRI A 53, HRYEIC L BN AR EN M SN, £, A ME
DAY 50 mg/kg B GO HE & 250 mg/kg 5B ORERE T, 250 mg/kg I 5-#E T 2 U0
ATNT 22 AV ATO—=)b, U VRERUHBE D ILE > ORMAEREIZ. A/G LRV
7071 ROEMAEICASH., TS bEBRPEONBAOZEBEZRETLIH0DLEL
5Nz, FEAEE TIIMICHEEORMAEEIC. B ) DA ORI 4 5 N )T IR
T%otaKB.@ﬁ%i&ﬁV??:y®ﬁ9ﬂ2%m%@ﬁ5ﬁ@%ﬁtﬁ5ﬂtﬂ\ﬁ
MTIRRNZ L oFHERBERIIWEHM L2, /2. AN T LOHMA 250 mg/kg 1%
HEEOMHICHOSNZN, PN TIMEMLEZ EiZED THMFEOAN I LEHT O
EEZLN, BHFHNERIZLWEESZ LN, MERTRTIRINSOELBHEED 50N
R L. BEENRD SNz, 7B, 250 mgkg S5 HOBIZBO TR U514 ROE
WINB SN, BERTEIZASNEFERICEET 2RIk 2 0IIEEEL TWD
ZEMNSHEREEOEL WL 1,

REZFRETIE. . BEECRBRIZZ LSS SNz, BT WRAAZKEED 250
mg/kg X 5RO, BREEROEMD 50 mgkg 5O & 250 mg/kg &G BEOMEREICH S
Nz, MHEEFEANTINESR OO MR 50 R TF 250 mg/kg HEFHOMHIZHAS, &
N EROHEFTFRRVSBREERMIORR EE A 5N/, iz, NETEGTFMRICBT S
2RI A8 50 meglkg H 5 R OME R X 250 melke IR G HFOMERICH SN, MIR(LFEREICS T
HIREOEICE# L 250 SHEE Sz, B TIEEERMA 250 mg/ke X5 HOMIZ4H S
N, RBEOKEE EHICHERMEOERBADOEEI R INZ., BRTHEGHERDH DOE
R AY 250 me/kg S OMICH SN, LA L., BREEURR TSN 22 EIER
HENT. WRENOEBIRELHOEEZ SN, BEEATIFICEINS OZLIZHESD
HNEEML . EEENRED ST, 7aB. BIER TRFIC 50 mgkg KGEEOE & 250 mgke
P SR OMEMETIEBRIZ 3V S S MO FHE, TIZ 250 me/kg 258 TIIMEIZ B0 5 @606
FOILHK MR, BRTTEROWNAEICA SN2, BRI OHESE i TERE f» 5
OEEHRTH D, HEaRONETIEMICHEEL 22 bEEX 50 /2. /2, 250 mgkeg &5
BEOMETHWIR N O FRIRO EBPHINML 228, BROZ IR G# THICA s N B o
F#hE£zond b, HIRBOSIZIEETREOHIZA S N BEFHELETEDL 0D
DTHDHIENoHEFNER TRV EHWL 2, 2, 250 mgke R E5HOM T-OROMHM
HROBEMAR S 7R UEIEE TRICA SN0 S REE0EEHORLBRELRDD
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THO. |EBRTHOMMIREIIBNTORLRASN N> EM6 TN HENENE
FiIrnny L L 7=,

BEom<, 1,3- 27087025y M 28 HEIREROHRS LR, EBEl
T 250 mg/kg 5RO THE., it (7L #TIHEZEICRER | FD-ABE RN
feE o, HESO RN I FHRIZ BT 5 /A ZE A0 O FFFRARK & /N ETREEDZER D
BANRASNT. 50 mgkg HEGHETIIINSOR(ED D B, NEPLEDBREAE K ATHERE 2.
FrIRE B DM, /NEDGERMIIC BT 2 2D ROz A QB 0Btz s hiz,
—77. 10 mg/kg REF TRIHRBYHEKR G ITERT H21LEBD 5o,

INSORENS, EERICBITS 13-708 70 0EFERIIMEEHIZ 10
mg/kg/day &H#EE SNz,
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HWiEfmE. KaH
L,3-270870/>07y bEAW: 2 BRREROH 5H AR (Pl
HERA2HEAV VY —F 25— HBES U-2222. 2001 F 8 A)

Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In
Principles and Methods of Toxicology (A. Wallace Hayes, ed.), 3rd ed., pp. 221-274,
Raven Press, Ltd., New York.

FEARIRE (1981) : FEZha¥Ali— 5t & #74T — 1T, pp.23-27, HMKFRE, R

oA (1981) « 3Ezh3EME — At & 6T — 11, pp.387-389, ALK MRS, HA.
BEitwE. Kahn

L3-Y7ae7ani o7y FEROESICL 2 aLHEERR

Bt /U —F o y— HEBRES B-4734, 20024:9 A)

PEHIESE (1985) : AL A, ALK (FKZEHT) | 532 : pp 456~459.
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300+
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100, FeMale o—@ 0 mg/kg
A~ — A 10 mg/kg
M— —0 50 mg/kg
&—-—& 250 mg/kg
O | { ] | | | i I 11 i | . | !
1 4 7 11 14 18 21 25 281 3 / 10 14 {day)
; Administration {

Recovery ————

F1g.1 Body weight of rats administered orally with 1, 3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks



Food consumption (g/rat/day)
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40~
30+
20k
Female
10+
&e—o 0 mg/kg
A — A 10 mg/kg
m— —m 50 mg/kg
&—-—o 250 mg/kg
O L ! { 1 | A | ] 1 1 | I |
1 4 7 " 14 18 21 25 28 3 7 10 14 (day)
— Administration | — Recovery ———
Fig.2 Food consumption of rats administered orally with 4, 3-dibromopropane for 28 days

and followed Dy a recovery period for 2 weeks
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Table 1-1 Clinical signs of rats administered corally with 1,3-dibromopropane for 28 days

Day of administration

Sex Dose Findings
mg/ kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
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
Male 10 No. of animals 6 6 6 6 6 6 6 6 8 6 6 6 [ 53
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
50 No. of animals 12 12 12 12 12 12 iz 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 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 5 2 2
Salivation Q o o G 0 0 0 0 0 0 0 7 10 10
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 i2 12 12 12 12 12 12 12
Female 10 No. of animals 8 6 8 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 8 8 6 ) 51 6 [ 6 6
50 No. of animals 12 12 12 12 12 12 i2 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 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 6 4 4

Salivation 0 0 0 0 0 0 0 0 0 0 0 6 8 8
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Table 1-2 Clinical signs of rats administered orally with 1,3-dibromopropane for 28 days

Day of administration

Sex Dose Findings
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
4] 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
Male 10 No. of animals 8 6 6 6 6 6 6 6 6 6 6 6 6 S
No abnormality 8 6 6 6 6 6 6 6 6 8 6 6 8 6
50 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
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 3 3 3 4 3 7 6 6 5 5 5 5 7 5
Salivation g 9 9 8 9 5 6 6 7 7 7 7 5 7
4} 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 10 No. of animals 6 6 6 6 6 6 6 6 6 6 [ & 6 &
No abnormality 6 6 6 6 6 6 6 6 6 51 6 6 6 6
50 No. of animals 12 12 12 12 12 12 12 i2 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 4 5 5 4 5 6 5 6 6 4 7 4 6 6
Salivation 8 7 7 a8 7 8 7 6 6 8 5 8 6 . 6
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Table 1-3 Clinical signs of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks

Day of recovery

Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 6 6 6 6 6 6 6 6 3] 6 6 6 6 6
No abnormality 8 6 6 6 6 6 6 6 6 6 8 [$] 8 6
Male 50 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 51 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 8 6
250 No. of animals 6 6 6 6 6 6 6 &) 6 6 3 6 G [§]
No abnormality 6 6 6 6 6 6 6 6 6 6 [¢] 8 6 [
¢ Na. of animals &) 6 6 6 6 6 6 6 6 6 6 G 6 G
No abnormality 8 6 6 6 6 6 6 6 6 G 6 G 6 &)
Female 50 No. of animals 6 ) 6 [§} 6 6 6 5] 6 6 ¢ 6 G G
No abnormality 6 51 6 6 41 4] 6 6 6 6 5] 5 51 6
230 No. of animals 6 6 6 6 6 6 6 6 6 6 G 6 5 6
No abnormality 3] 6 6 6 6 6 8 3] 6 6 8 6 6 6




B-4735

. Table 2-1 Body weight of rats administered orally with 1,3-dibromopropane for 28 days
3
Day of administration
Sex Dose Gain
mg/kg 1 4 7 11 14 18 21 25 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 213 236 260 297 321 347 3686 388 401 188
S.D. 10 11 16 18 23 28 32 35 36 29
Male 10 No. G 6 6 6 6 6 6 6 6 G
Mean 215 238 262 299 324 352 370 392 409 194
i S.D. 10 13 18 21 27 32 35 35 37 29
1 50 No, 12 12 12 12 12 12 12 12 12 12
! Mean 214 239 266 307 334 363 382 407 422 208
S.D. 8 10 12 13 17 19 22 25 27 22
! 250 No. 12 12 12 12 12 12 12 12 12 12
Mean 213 234 259 287 304 318+ 3324 3444 3526 139ss
! §$.D. 8 11 12 14 16 18 18 21 22 17
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 166 175 186 202 215 227 232 241 247 82
S.D. 7 9 9 11 14 18 16 15 15 12
Female 10 No. 6 6 5] 6 6 6 6 ] [¢] 6
. Mean 166 178 186 199 211 225 230 239 248 82
S.D. 9 8 9 11 12 12 15 18 13 7
l
1 50 No. 12 12 12 12 12 12 12 12 12 12
Mean 167 i78 187 200 213 223 235 243 247 80
5.D. 9 8 8 10 13 13 17 17 18 11
250 No. 12 12 12 12 12 12 12 12 12 12
Mean 164 178 189 200 211 220 227 233 240 76
! $.D. 9 10 12 14 15 15 17 29Q 17 14
Unit g
Significanty different from control group (#:p<0.05, #»:p<0.01)
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Table 2-2 Body weight of rats administered orally with 1,3~dibromopropane for 28 days
and followed by a recovery period for 2 weeks

Day of recovery

Sex Dose Gain
mng/kg 1 3 7 10 14 1-14
0 No. 6 B 6 6 6 6
Mean 405 411 432 447 459 54
5.D. 35 33 39 40 38 8
Male 50 No. 6 6 6 6 6 [
Mean 429 435 451 469 481 52
5.D. 31 30 32 36 35 7
250 No. S (3] G 6 6 6
Mean 354+ 360+ 383 400+ 414 60
S.D. 13 12 9 6 7 12
0 No. 6 6 G 6 6 6
Mean 246 250 257 2683 267 21
S.D. 19 17 19 24 24 8
Female 50 No. 6 6 6 6 6 3]
Mean 252 253 260 270 276 24
S.D. 24 24 26 28 31 9
250 No. 8 6 6 6 6 6
Mean 237 239 245 250 255 18
S.D. 23 23 23 24 25 9
Unit : g

Significanty different from control group (#:p<0.05, ##:p<0.01)
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Table 3-1 Food consumption of rats administered orally with 1,3-dibromopropane for 28 days
Day of administration
Sex Dose
mg/kg 1 4 7 11 14 18 21 25 28
0 No. 12 12 12 12 12 12 12 12 12
Mean 24 23 23 24 24 24 24 22 23
S.D. H 2 2 1 2 2 2 3 2
Male 10 No. 6 l§] 6 6 6 6 6 6 [§]
Mean 24 23 23 24 24 24 24 23 24
S.D. 2 2 3 3 3 2 2 2 2
50 No. 12 12 12 12 12 12 12 12 12
Mean 24 24 24 26» 26» 26w+ 26 2584 26%»
S.D. 2 2 2 2 2 1 2 2 2
250 No. 12 12 12 12 12 12 12 12 12
Mean 25 22 24 24 23 23 24 22 24
5.D. 2 1 2 2 2 2 2 2 3
1] No. 12 12 12 12 12 12 12 12 12
Mean 18 17 17 17 18 18 17 16 17
S.D. 2 1 1 2 2 3 2 2 3
Female 10 No. 6 6 [¢1 6 6 [§] 6 6 &
Mean 19 17 17 17 17 17 16 16 18
5.D. 1 1 1 1 1 1 1 1 0
50 No. 12 12 12 12 12 12 12 12 12
Mean 19 17 17 17 18 18 18 17 18
S.D. 2 2 1 2 3 3 3 2 3
250 No. 12 12 12 12 12 12 12 12 12
Mean i8 17 18 18 18 18 i8 17 19
S.D. 2 1 2 1 2 1 2 2 2
Unit : g/rat/day
Significanty different from control group (=:p<0.05, ##:p<0.01)
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Table 3-2 Food consumption of rats administered orally with 1,3-dibromopropanc for 28 days
and followed by a recovery period for 2 weeks

Day of recovery

Sex Deose
ng/kg 3 7 10 14
0 No. 6 6 6 6
Mean 28 28 28 28
5.D. 2 2 2 1
Male 50 No. 3] 3 3 B
Mean 30 30 31 30
S.D. 2 2 3 3
250 No. 6 6 &) 6
Mean 25 28 28 28
S.D. 3 2 2 2
o] No. 6 6 6 B
Mean 20 20 20 20
S.D. 1 2 3 1
Female 50 No. 6 6 6 6
Mean 20 21 21 21
S.D. 4 3 4 4
250 No. 6 6 G 6
Mean 21 21 20 20
S.D. 2 3 3 4

Unit : g/rat/day
No significant difference in any trcated groups from control group.
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Table 4-1 Urinalysis of rats administered orally with 1,3-dibromopropane for 28 days
1) 2} 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - - 4+ ++ tt 4 - 4= + 4+ At A+t - +- + o+ttt A+
0 12 0 o] 0 o] 2 1 2 7 0 i 7.4 0 O 0 7 4 1 0 O 0 12 0 0 0 0 0
Male 10 6 0 4] 0 0 0 o] 2 4 0 0 3 3 0 O 0 4 1 1 0 O 0 6 0 0 0 O 0
50 12 0 0 0 0 0 3 2 7 0 1 2 6 3 0 Ow 4 4 4 0 O 0 1z ¢ 0 0 ¢ 0
250 12 0 o] 0 2 2 2 2 4 0 0 1 6 5 0 One 4 3 5 0 0 0 12 0 0 ©0 O 0
0 12 0 0 2 2 2 1 2 3 0 4 3 5 0 0 0 9 2 1 0 0 0 12 0 0 0 O 0
Female 10 6 0 0 2 1 1 0 1 1 0 4 0 2 0 0 0 5 0 1 0 © 0 6 0 0 0 O ]
50 12 0 0 4 2 1 1 2 2 0 4 6 2 0 0 0 9 3 0 0 0O 6] i2 0 0 0 o0 ]
250 12 [¢] 0 1 6 1 2 1 1 0 3 5 3 1 0 0 T 3 2 0 O 0 12 ¢ o0 0 O 0
1) - : 0 - 5 mg/dL +- 1 10 - 20 mg/dL + : 30 - 70 mg/dL ++ 1 100 - 200 mg/dL +++ 1 250 - 400 mg/dL ++++ 1 »400 mg/dL
2) - : 0 mg/dL +- : 5 mg/dL + : 10 - 20 mg/dL ++ ¢ 30 - 45 mg/dL +++ : 60 ~ 80 mg/dL ++++ >80 mg/dL
3) - : 0 - 10 mg/dL +~ 1 30 - 50 mg/dL + 1 70 - 100 mg/dL ++ : 150 - 200 mg/dl. +++ I 300 - 500 mg/dL ++++ ; 21000 mg/dL

Significanty different from control group {(#:p<0.05, #=:p<0.01)
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Table 4-2 Urinalysis of rats administered orally with 1,3-dibromopropane for 28 days
4} 3) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/Kg - - + 4+ - +- + e+ FE+ F A+t +— + o+t ket et LY Y DY
0 12 i1 1 0 0 © i2 0 0 0 0 0 12 0 0 0 012 0
Male 10 [§] 6§ 0 0 0 0 6 0 0 0 O 0 6 0 O 0 ¢ 6 0
50 12 7 02 2 1 0 12 0 0 06 0 0 11 1 0 0 012 0
250 12 1T 001 0 0 i2 0 90 0 Q0 0 9 3 0 0 012 ©
] 12 12 0 0 ¢ ¢ 12 0 0 © 0 0 12 0 0 0 012 0O
Female 10 6 6 0 0 0 0 & 0 0 O 0 0 6 0 0 0 O 6 0©
50 12 12 ¢ 0 © 0 12 0 0 ¢ 0© 0 12 0 O 0 g9 12 0
250 12 12 0 0 9 0 i2 ¢ 0 0 O 0 10 2 0 o] 012 0
4) - 0 mg/dL = 0.03 mg/dL + 0.06 - 0.1 mg/dl. ++ 0.2 0.5 mg/dL +++ : 21.0 mg/dL
5) - 0 mg/dL - 0.2 mg/di. + 0.5 - 1.0 mg/dl +4 2.0 4,0 mg/dL 44 6.0 - 10.0 mg/dL  ++++ : >10.0 mg/dL
G) +- 0.2 - 1.0 mg/dL  + 2.0 - 3.0 mg/dl. ++ : 4.0 - 6.0 mg/dl. +++ 8.0 12.0 mg/dL ++++ >12.0 mg/dL
7} LY Light yellow Y Yellow DY : Dark yellow

No significant difference in any treated groups from control group.
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Table 4-3 Urinalysis of rats administered orally with 1,3-dibromopropane for 28 days

B-4735

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Sex Dose No.
mg/kg - 4= + F4+ E+ - +- + ++ +++ - +- + ++ 4+ - +- + ++ +++ - +- + - +- + ++ 4+ - +- + ++ e+
] 12 12 0 0 0 O 12 0 0 0 0 012 0 0 O 12 0 0 0 O 12 0 0 8 3 1 0 O 12 0 0 0 0
Male 10 ¢ 6 0 0 0 0 86 0 0 0 0 0 6 0 0 O 6 0 0 0 O 5 0 0O 4 2 0 0 0 6 0 0 0O 0
50 12 12 ¢ 0 0 O 12 0 0 © 0 012 0 0 0 12 0 0 0 °0 12 0 0O 9 3 0 0 0 12 0 0 0 0
250 12 12 0 0 0 O 12 0 0 ¢ O 011 1 0 O 12 0 0 0 ¢ 12 ¢ ¢ 7 4 1 0 0 12 0 0 0o ¢
¢ 12 12 0 0 O O 12 0 0 0 0 011 1 0 0 11 1 0 0 0 12 0 O 5 7T ¢ 0 0O 12 0 0 O 0
Female 10 G 6 0 0 0 O 6 0 0 0 0 0O 6 0 0 O 5 1 0 0 0 8 0 O 4 2 0 0 O 6 0 0 0 0
50 12 12 0 ¢ 0 O 12 0 0 0 O 012 0 0 0 12 0 0 0 O 12 0 ¢ 5 58 2 0 0 12 0 0 0 0O
250 12 12 0 0 0 0 11 1 0 0 o0 011 1 0 o0 11 1 0 0O ¢ 12 0 0 6 4 2 0 0O 12 o 0 0 0
SEC : Squamous Epithelial Cell - . Negative
SREC : Small Round Epithelial Cell +- 1 Slight
s : Phosphate Salts + v Mild
co : Calcium Oxalate ++ : Moderate

+++ o Severe
No significant difference in any treated groups from control group.
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Table 4-4 Water intake and urinalysis of rats administered orally with 1,3-dibromopropane for 28 days
Water Urine Osmolality
Sex Dose No. intake volume
ng/kg mL/24h mi/24h mOsm/kg
¢] 12 Mean 43 8.3 1915
S.D. 9 4.1 559
Male 10 6 Mean 43 7.0 2254
S.D. 4 4.1 740
50 12 Mean 49 7.4 2160
S.D. &) 4.1 441
250 12 Mean 50 11.5 1828
S.D. 14 8.3 564
0 12 Mean 33 3.6 2552
5.D 5 2.2 584
Female 10 6 Mean 34 3.4 2439
S.D. 7 1.0 819
50 12 Mean 40 3.8 2334
5.D. 10 2.1 704
250 12 Mcan 48=s T.9%= 1360+
5.D. 14 2.9 426

Significanty different from control group (#+:p<0.01)
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Table 4-5 Urinalysis of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.07.5 8.0 8.5 9.0 - = 4+ttt A+t - 4= + ++ FFt +E+ - -+ e+ FE i+t
0 8 o] 0 0 0 0 0 2 4 0 1 5 0 0 0 0 6 0 0 0 O o] 6 0 0 0 O 0
Male 50 6 0 0 0 0 0 0 0 5 1 11 3 1 0 0 3 1 2 0 O 0 6 0 0 0 © 0
250 B 0 0 V] 0 0 0 0 [3) 0 1 4 1 0 © 0 8 0 0 0 O 0 8 0 0 O 0O 0
0 6 0 0 0 1 1 0 3 1 0 6 0 0 0 O 0 6 0 0 0 O 0 6 0 ¢ O O 0
Female 50 6 0 1] 0 0 0 0 3 3 0 6 0 0 0 O 0 6 0 0 0 O 0 6 ¢ 0 ¢ O 0
250 6 4] 0 0 0 0 0 1 5 O» 3 3 0 0 O 0 6 0 0 0 O 0 6 0 0 O O 0
1) ~: Q0 - b mg/dL +- : 10 - 20 mg/dL + : 30 - 70 mg/dL ++ : 100 - 200 mg/dL +++ : 250 - 400 mg/dL ++++ 1 >400 mg/dL
2) -+ 0 mg/dL +- : 5 mg/dL + : 10 - 20 mg/dL ++ 1 30 - 45 mg/dL +++ : 80 -~ 80 mg/dL ++++ 1 >80 mg/dL
3) - : 0 - 10 mg/dL +- ¢ 30 - 50 mg/dL + : 70 - 100 mg/dL ++ : 150 - 200 mg/dL +++ : 300 -~ 500 mg/dL ++4+ 1 21000 mg/dL

Significanty different from control group (#:p<0.05)
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Table 4-6 Urinalysis of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - - + ++ - 4= + 4 Ft 4+ A+ +— + o+ 44+t LY Y DY
¢] 6 5 1 06 0 0 6 ¢ 0 0 O ¢} 6 0 0 O 0 0 6 0O
Male 50 [§] 5 1 0 0 © 6 0 0 0 O 0 5 1 0 0 0 0 6 ©
250 6 6 ¢ 0 0 O 6 0 0 0 O 0 6 0 0 0 0 0 6 0
O 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 0 0 6 O
Female 50 [§] 6 0 0 0 O 6 0 0 0 0O 0 6 0 0 0 0 0 6 0
250 [ 6 0 0 0 O 8 ¢ 0 0 © 0 6 0 0 0 0 0 6 0
4) ~ + 0 mg/dL +- 0 0.03 mg/dl + . 0.06 - 0.1 mg/dL  ++ 0.2 - 0.5 mg/dL +++ : 21,0 mg/dL
3) - 0 mg/dL +- 1 0.2 mg/dL + 1 0.5 - 1.0 mg/dL ++ 2.0 - 4.0 mg/dL +++ 1 6.0 - 10.0 mg/dl  ++++ ; >10.0 mg/dL
Gy +- : 0.2 - 1.0 mg/dL + : 2.0 - 3.0 wmg/dl. ++ : 4.0 - 6.0 mg/dL +++ 8.0 - 12.0 mg/dL ++++ : »>12.0 mg/dL
7) LY : Light vellow Y : Yellow DY : Dark yellow
No significant difference in any treated groups from control group.
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Table 4-7 Urinalysis of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/}(g - +- + o+ e+ - +- + ++ F++ - 4= + ++ Attt - 4= + ++ 4+ - - + - +- + o+ +++ - +- + ++ t+t
0 6 6 0 0 0 O 6 0 0 0 O 0 86 0 0 O 6 0 0 0 0 6 0 O 5 1 0 0 0 6 0 0 0 O
Male 50 6 6 0 0 0 O 6 0 0 0 O ¢ 6 0 0 0 6 0 0 0 0 6 0 0 4 2 0 0 0 6 0 0 0 O
250 6 6 0 0 0 O 6 0 0 0 0 ¢ 6 0 0 0 6 0 0 0 0O 6 0 O 6 0 0 0 O 6 0 0 0 O
0 6 6 0 0 0 O 6 0 0 0 O ¢ 6 0 0 O 6 0 0 0 0O 6 0 O 4 2 0 0 0 6 0 0 0 O
Female 50 6 6 0 0 0 O 6 0 0 0 O ¢ 6 0 O O 6 0 0 0 O 6 0 0 4 2 0 0 0 6 0 0 0 O
250 6 6 0 0 0 O 6 0 0 0 0 ¢ 6 0 0 O 6 0 0 0 O 6 0 0 2 4 0 0 O 6 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ : Sevcre
No significant difference in any treated groups from control group.
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Table 4-8 Water intake and urjinalysis of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 6 Mean 56 17.1 1586
8 6.7 400
Male 50 6 Mean 46 10.2 2298s
8 4.8 418
250 6 Mean 46 11.5 1866
8 4.1 370
0 6 Mean 36 8.7 2270
7 5.2 266
Female 50 6 Mean 42 6.8 2177
5. D. 12 3.8 868
250 6 Mean 42 5.2 2115
5 7 3.0 514

Significanty

different from control group (#:p<3.05)
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Table 5-1 Hematological findings of rats administered orally with 1,3-dibromopropane for 28 days
RBC Hb Ht MCvV MCH MCHC Reticu- Plate- PT APTT Fibri-
Sex Dose No. locyte let nogen
mg/kg X10YpL g/dL % fL pg % % X10¥mL s s mg/dL
0 6 Mean 694 15.4 42 60.7 22.1 36.5 2.6 106.8 13.1 18.1 255
S.D. 86 1.8 4 1.8 0.6 0.3 1.7 8.7 0.9 1.0 14
Male 10 [ Mean T24 15.4 42 58.4 21.3 36.5 1.9 115.9 12.4 17.1 253
S.D. 26 0.3 1 1.1 0.5 0.4 0.4 18.7 0.5 0.8 18
50 6 Mean 719 15.8 43 59.7 22.0 36.8 2.3 112.0 13.3 17.8 258
S.D. 35 0.4 1 1.3 0.6 0.3 0.3 12.2 0.8 1.3 25
250 6 Mean 737 15.7 43 58.7 21.3 36.2 2.2 97.9 12.5 17.8 278
S.D. 50 0.8 2 2.2 0.7 0.3 0.3 7.2 0.4 1.2 31
0 6 Mean 725 16.1 44 60.9 22.2 36.4 1.5 102.5 11.5 13.7 2086
S$.D. 31 0.8 2 0.9 0.4 0.5 0.5 9.7 G.2 0.7 8
Female 10 ) Mean T42 16.2 45 60.4 21.8 36.1 1.7 105.4 11.5 14.4 209
S.D. 14 0.4 1 1.1 0.3 0.2 0.4 8.0 0.4 0.8 20
50 6 Mean 716 15.9 44 60.9 22.2 36.5 1.7 110.3 11.3 14.4 206
S.D. 34 0.5 2 0.9 0.5 0.5 0.4 7.8 0.3 0.5 13
250 6 Mean 693 14.Qex 41w 59.6 21.5 36.0 2_Buaw 95.8 11.3 13.35 220
S.D. 43 0.8 2 2.7 1.0 0.2 0.7 2.0 0.5 0.6 16

Significantly different from control group (#:p<0.05, =«:p<0.01)
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Tahle 5-2 Hematological findings of rats administered orally with 1,3-dibromopropane for 28 days
WBC Differential leukocyte counts (%) Erythroblast
Sex Dose NO. B counts
mg/kg ¥ 109 L Lymph. Stab Seg. Eosino. Baso. Mono ., Others (/200 leukocyte)
Q 6 Mean 121 89.7 0.0 9.4 0.4 0.0 0.5 0.0 (0]
S.D. 47 3.7 0.0 4.0 0.4 0.0 0.6 0.0 0
Male 10 6 Mcan 117 93.8 0.0 5.5 0.3 0.0 0.5 0.0 0]
S.D. 32 1.4 c.0 1.7 0.4 0.0 0.3 0.0 0
50 6 Mean 113 92.4 0.0 7.0 0.3 0.0 0.3 0.0 4]
§.D. 42 5.8 0.0 5.8 0.3 0.0 0.3 0.0 0
250 6 Mean 134 91.6 0.0 7.7 0.3 c.0 0.5 0.0 0
§.D. 19 1.4 0.0 1.5 0.3 0.0 0.4 0.0 0
0 6 Mcan 88 93.3 0.0 6.0 0.4 0.0 0.3 0.0 4]
S.D. 34 2.2 0.0 1.9 0.5 0.0 0.4 0.0 0
Female 10 6 Mean 90 92 .4 0.0 6.5 0.8 Q.0 0.3 0.0 0
§.D. 12 1.1 0.0 1.4 [} 0.0 0.3 0.0 4]
50 6 Mean 98 92.5 0.0 6.9 0.3 0.0 0.3 0.0 o)
5.D. 29 1.4 0.0 1.3 0.4 0.0 0.4 0.0 0
250 6 Mean 76 90 .2 0.0 3.0s 0.5 0.0 0.3 Q.0 4]
S.D. 21 2.5 0.0 2.9 0.6 0.0 0.3 0.0 0

Significantly different from control group (#:p<0.05)



Table 5-3 Hematological findings of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks

B-4735

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-

Sex Dose No. locyte let nogen
mg/kg ¥10%4L g/dL % fL PE % %  X10¥pL s s mg/dL

0 6 Mean 812 15.7 47 57.9 19.3 33.4 1.5 106.7 13.7 18.2 250

S.D. 34 0.6 2 1.9 0.8 0.3 0.4 9.2 0.9 1.6 11

Male 50 [ Mean 787 15.3 46 57.9 19.4 33.6 1.7 112.0 13.4 17.8 271
S.D. 23 0.5 1 0.6 0.3 0.5 0.3 8.9 2.0 1.4 16

250 8 Mean TT2w 14 .5#= 44%w 57.4 18.7 32.T»= 2.7#% 121.5 13.9 18.2 275

S.D. 22 0.4 1 1.7 0.6 0.3 0.8 15.1 1.5 1.6 36

0 6 Mean 764 15.2 45 58.8 19.9 33.8 2.0 102.7 11.8 14 .4 210

S$.D. 39 0.6 2 1.5 0.6 0.6 0.5 8.1 0.5 0.6 21

Female 50 [{] Mean 761 14.9 44 57.7 19.5 33.7 1.9 100.2 11.7 14.3 203
5.D. 30 0.4 1 0.8 0.4 0.6 0.4 15.0 0.4 0.7 20
2590 5] Mean 726 14 .2+ 43 58.4 19.6 33.5 2.2 111.6 11.8 14.4 243»

S.D. 50 0.9 3 1.2 0.4 0.5 0.3 7.0 0.4 0.6 26

Significantly different from control group (#:p<0.035, #+:p<0.01)
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Table 5-4 Hematological findings of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks
WBC Differential leukocyte counts (%) Erythroblast
Sex Dosc No. . counts
mg/ kg ¥ 107uL Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte}

0 6 Mean 97 92.1 0.0 6.2 0.9 0.0 0.8 0.0 0
S.0. 30 3.2 a.0 2.8 1.1 0.0 0.6 0.0 0
Male 50 8 Mean 206 90.7 0.0 7.8 0.8 0.0 G.7 0.0 0
5.D. 17 3.2 0.0 3.8 0.6 0.0 0.6 0.0 0
250 6 Mean a6 89.86 0.0 9.8 0.3 0.0 0.3 0.0 0
S.0. 17 3.6 0.0 3.4 0.3 0.0 0.4 0.0 o0
o 6 Mean 56 91.4 0.0 7.8 0.2 0.0 0.6 0.0 9]
S.D. 11 2.7 0.0 3.0 0.3 0.9 0.5 0.0 Q
Female 50 6 Mean GY 89.3 0.0 9.6 0.7 0.0 0.4 0.0 8]
5.D. 12 3.9 0.0 3.5 0.9 0.0 0.4 0.0 0
250 3] Mean 63 87.4 0.0 12.0 D.5 0.0 0.1 0.0 0
S.D. 15 5.6 0.0 5.8 0.4 Q.0 0.2 6.0 0

No significant difference 1in

any treatcd groups from control

group.
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Tahble 6-1 Blood chemical findings of rats administered orally with 1,3-dibromopropane for 28 days
ASAT ALAT 1.DH AlP v —GTP TP Albumin A/G T.cho TG PL
Sex Dose No. (GOT) (GPT)
mg/kg 1U/L IU/L U/ IU/L TU/L g/dL. g/dL mg/dL mg/dL mg/dL
¢ 6 Mean 62 28 54 602 1.2 5.6 2.8 0.88 52 40 93
S.D. 6 G 13 147 0.3 0.1 0.0 0.04 13 20 12
Malc 10 6 Mean 63 27 48 599 1.3 5.7 2.6 0.84 62 43 107
S.D. 6 4 3 158 0.3 0.2 c.0 .03 13 8 17
50 3] Mean 63 28 49 582 1.4 5.9« 2.7 (.86 58 45 106
S.D. 10 5 8 128 0.4 0.2 0.1 0.03 5 13 G
250 6 Mean 115 85 129 454 1.7 G.2%» 2.8%» 0.88 T 39 142
5.D. 97 104 117 138 0.7 0.3 0.1 0.05 26 11 41
0 [ Mean 62 23 42 365 1.2 5.9 2.7 0.86 51 13 97
S.D. 9 5 9 77 0.2 0.2 0.1 0.04 14 4 18
Female 10 6 Mean 60 23 43 350 1.3 5.9 2.8 0.88 56 15 104
S.D 7 4 5 47 0.4 0.3 0.2 0.01 10 5 12
50 6 Mean 55 21 40 316 1.2 6.0 2.8 0.87 GO0 15 111
S.D 6 4 8 103 0.4 0.2 0.1 .06 12 4 17
250 6 Mean 83 49 45 322 1.7+ G.3%x 3.0ne Q.91+« 83w 24%w 154 %»
S.D. 49 49 14 117 0.3 0.2 0.1 0.02 7 7 15
Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 6-2 Blood chemical findings of rats administered orally with 1,3-dibromopropane for 28 days
T.bili- Glucose BUN Crea- Na K Cl Ca P
Sex Dose No. rubin tinine
mg/kg mg/dL mg/dL mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL
0 6 Mean 0,07 135 11 0.28 143 5.0 108 10.1 8.0
S.D. 0.01 16 1 0.01 2 0.4 1 0.3 0.7
Male 10 6 Mean 0.06 145 12 0.31 143 4.7 108 10.2 7.6
S.D. 0.01 11 1 0.03 2 0.3 1 0.2 0.2
50 6] Mean 0.07 142 10 0.28 143 5.0 108 10.2 8.0
5.D. 0.01 11 1 0.02 1 0.3 1 0.3 0.4
250 4] Mean 0.13w« 138 O 0.23nw 141 4.7 Tllms 10.6+ 7.9
S.D 0.02 9 1 0.02 1 0.3 2 0.3 6.7
0 6 Mean 0.07 115 16 0.33 141 4.9 110 10.1 7.0
S.D. 0.02 13 2 0.03 1 0.3 1 0.2 0.5
Female 10 6 Mean 0.07 122 14 .30 141 4.8 110 10.1 6.9
S.D. 0.01 8 1 0.02 2 0.3 1 0.2 0.5
50 G Mean 0.07 113 14 0.30 142 4.7 111 10.3 7.0
S.D. 0.01 9 2 0.02 2 0.4 1 0.3 0.1
250 6 Mean 0.12%» 115 12w 0.27%» 141 4.4» 114%» 10.5= 6.6
5.D 0.02 9 3 0.03 1 0.3 2 0.2 0.4

Significantly different from control group (=

:p<0.05, =»:p<0.01)
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Table 6-3 Blood chemical findings of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks
ASAT ALAT LDH AlP T —GTP TP Albumin A/G T.cho TG PL
Sex Dose No. (GOT) (GPT)
mg/kg 1U/L 1U/L 1U/L 1U/L IU/L g/dL g/dL mg/dL mg/dL mg/AaL
4] G Mean 64 27 48 471 1.4 5.8 2.6 0.84 63 54 107
S.D. 4 2 11 35 0.5 0.2 0.1 0.05 14 33 17
Male 50 6 Mean 59 26 50 418 1.1 6.1» 2.7 0.78 81 65 129
S.D. 7 3 9 38 0.6 0.3 0.1 0.04 33 49 40
250 6 Mean 70 340w 53 464 1.4 5.8 2.6 0.81 60 26+ 100
5.D. 9 5 15 54 0.6 0.2 0.1 0.04 10 6 9
[\] 6 Mean 60 20 36 298 1.2 6.1 2.8 0.84 61 16 123
S.D. 4 5 9 83 0.1 0.2 0.1 0.06 4 11 8
Female 50 6 Mean 58 22 48 248 1.3 6.0 2.8 0.88 T4 20 140
S.D. 3 4 13 77 0.2 0.3 0.2 0.04 13 8 27
250 6 Mean 56 20 39 234 1.2 6.3 2.9 0.85 T3 18 144
S.D. 7 2 14 27 0.2 0.4 0.2 0.03 9 6 17
Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 6-4 Blood chemical findings of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks

T.bili- Glucose BUN Crea- Na K c1 Ca P
Sex Dose No. rubin tinine
mg/kg mg/dL mg/dL mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL
0 B Mean 0.07 138 14 0.30 142 4.9 109 9.9 6.9
S.D. 0.01 8 2 0.03 1 0.3 1 0.2 0.8
Male 50 6 Mean 0.06 150 14 0.28 143 4.8 108 10.1 7.0
S.D. 0.01 14 1 0.03 1 0.3 2 0.3 0.6
250 [ Mean Q.07 128 16 0.30 143 5.0 110 16.0 7.7
S.D. Q.01 8 3 0.02 1 0.1 1 0.2 0.5
0 6 Mean 0.06 122 17 0.35 142 4.7 113 10.0 8.1
5.D 0.0t 18 4 0,06 1 0.3 1 0.2 0.6
Female 50 3 Mean 0.08 135 16 0,32 141 4.6 113 10.2 6.4
S.D. 0.01 20 3 0.04 2 0.4 1 0.2 0.7
250 6 Mean 0.06 113 17 0.31 142 4.4 113 10.1 6.0
5.D. 0.01 12 1 0.03 2 0.3 1 0.3 0.8

No significant differcnce in any treated groups from control group.
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Table 7-1 Absolute and relative organ weights of male rats administered orally with 1,3-dibromopropane for 28 days
Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver
Dose {R+L}
mg/kg g g(g/100g B¥W) mg(mg/100g B¥) mg(mg/10Cg BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW)
V] No. 6 6 6 6 6 6 8 6
¥Mean 373 2.03 11.3 17.4 516 1.16 1.36 11.79
5.0, 39 0.07 1.5 1.6 79 0.12 0.21 1.85
Absolute 10 No. [ [ [ 6 8 6 [ 6
Mean 381 2.04 12.1 20.1 609 1.20 1.33 12.44
S.D 32 0.03 1.0 3.0 1186 .12 Q.12 1.06
1
{ 50 No. [ 6 6 6 6 6 3] <]
, Mean 389 2.04 11.3 19.8 659 1.27 1.42 13.21
S.D. 24 0.06 Q.5 2.9 129 0.06 0.11 1.47
i 250 No. 6 6 6 6 8 6 6 6
Mean 316+= 1.87s# 9.7 21.0 447 1.15 1.27 15.284»
S.h. 23 0.09 0.8 5.5 80 0.13 0.10 1.14
[4} No. 6 6 3] 6 6 6 6
Mean 0.55 3.0 4.7 138 0.31 0.36 3.15
S.D. 0.06 4.2 0.5 18 8.01 0.03 0.23
Relative 10 No. ] [ [ 6 6 6 6
Mcan 0.54 3.2 5.3 160 0.31 .35 3.27
{ S§.D. 0.04 0.1 .9 29 0.01 0.01 0.08
{
50 No. 6 [ 6 6 ] [ 6
! Mean 0.53 2.9 5.1 169 0.33 0.37 3.39
S.D. 0.05 0.2 0.8 33 0.02 .02 0.22
250 No. 6 6 6 6 6 6 4]
Mean 0.59 3.1 6.6% 141 0.36ns 0.4Ges 4,84un
$.D. 0.03 0.2 1.7 22 0.03 8.01 0.31

Significanty different from control group (#:p<0.05, #»#:p<0.01)
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Table 7-2 Absolute and relative organ weights of male rats administered orally with 1,3-dibromopropane for 28 days
Spleen Kidney Adrenal Testis Epididymis Seminal
Dose (R+L} {R+L) (R+L) (R+L} vesicle
ng/kg glg/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) mg(mg/100g BW) glg/100g BW)
0 %o. 6 6 6 6 8 6
Mean 0.72 2.81 58 3.04 764 4.90
5.0. 0.24 0.34 8 0.26 22 0.05
Absolute 10 No. 6 6 6 8 8 6
Mean 0.72 2.72 55 3.16 791 0.98
S.D. 0.10 0.37 9 0.18 48 0.14
50 Xo. 8 [ 6 6 6 6
Mean 0.69 2.91 59 3.08 782 (.90
S.D. 0.14 0.15 12 0.22 55 0.08
250 No. 6 5 6 6 6 6
Mean G.85 2.80 59 2.81 725 0.65%w
S0, 0.12 0.21 11 0.27 76 0.19
0 No. [} [ 6 6 [ 6
Mcan 0.19 0.73 16 0.82 207 0.25
$.D. 0.08 0.04 2 0.09 18 0.03
Relative 10 No. 6 6 6 [ [ G
Mean 0.19 0.71 14 0.83 209 0.26
$.D. 0.01 0.05 3 0.07 19 0.04
50 No. 6 6 6 6 6 6
Mean 0.18 0.75 15 0.80 202 0.23
S5.D. .03 0.02 3 0.08 18 0.02
250 No. 6 6 6 6 6 6
Mean 0.21 0.89%s 19 0.89 230 0.20
3.D. 0.03 0.05 4 0.08 24 0.05

Significanty different from control group (#»:p<(0.01)
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Table 7-3 Absolute and relative organ weights of female rats administered orally with 1,3-dibromopropane for 28 days
I
Body weight Brain Pituitary Thyroid Thynus Heart Lung Liver
Dose (R+L)
ng/kg g gl{g/100g BW) mg{mg/100gz BW) ng(mg/100g BW) mg(mg/100g BW) g{g/100g BY) g(g/100g BY) glg/100g BW)
Q No. 8 & 6 6 6 6 6 8
Mean 232 1.87 14.2 14.7 446 0.80 1.12 6.91
S.D. 11 0.09 1.8 1.9 94 0.05 0.06 0.47
Absolute 10 No. 6 ] 6 6 6 6 6 6
Mean 231 1.90 13.9 15.5 457 0.81 1.086 7.15
S.D. 14 0.07 2.0 2.1 115 0.03 0.05 0.57
|
1 50 No. 6 6 6 8 6 8 8 8
. Mean 229 1.87 14.2 15.3 425 0.80 1.09 7.57
S.D. 9 0.11 2.2 2.5 44 0.07 0.12 0.48
250 No. 6 6 6 6 6 5] 8 8
. Mean 218 1.82 12.6 16.4 328« ¢.85 1.05 9.34+»
S.D. 13 0.04 0.8 2.9 44 (.08 (.08 0.37
0 No. [ 8 6 6 3] 8 8
Mean 0.81 6.1 6.3 192 0.34 0.49 2.98
S.D. 0.05 0.8 0.7 34 0.02 0.02 0.16
Relative 10 No. [ 6 6 8 6 [ &
Mean 0.82 6.0 6.7 197 0.35 0.46 3.09
| 5.D. 0.05 0.7 0.9 44 .02 0.01 0.13
50 No. 6 6 6 6 6 8 &
Mean 0.82 6.2 6.7 186 0.35 .47 3.31en
S.D. 0.04 0.8 1.0 17 0.02 0.04 0.12
' 250 No. [ 6 6 8 6 6 6
Mean 0.83 5.8 7.5 151 0.30es 0.48 4,208+
S.D. 0.04 0.6 1.0 19 0.03 0.03 0.22

Significanty different from control group (#:p<0.05, #=+:p<0.01)
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Table 7-4 Absolute and relative organ weights of female rats administered orally with 1,3-dibromopropane for 28 days
Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg glg/100g BW) g(g/100g B¥) mgi(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
0 No. 6 8 6 6 6
Mean 0.49 1.87 68 84.1 338
S.D. 0.06 0.14 8 14.9 21
Absolute 10 Na. 6 6 6 6 6
Mean 0.51 1.88 66 83.2 456w
S.n. 0.09 0.14 6 $.6 103
50 No. 6 6 6 6 6
Mean 0.52 1.83 76 87.5 393
S.D. 0.1¢ 0.20 6 13.1 59
250 No. S 4] 6 6 6
Mcan 0.48 2.00 67 83.3 394
S.D. 0.06 0.08 5 22.8 70
0 No. 6 8 6 6 6
Mean 0.21 0.81 29 368.2 146
S.D. 0.02 0.06 3 5.7 6
Relative 10 No. 6 G 6 6 6
Mean .22 0.81 29 36.0 198»
S.D. 0.03 0.05 4 3.2 47
50 No. 6 6 8 6 6
Mean 0.23 0.80 33 38.3 172
S5.D. 0.04 0.07 3 5.8 27
250 No. [:] 3] 8 [ 3}
Mean 0.22 0.92e» 31 38.1 181
$.D. 0.02 0.06 3 9.9 a2

Significanty different from control group (+:

p<0.05, ##:p<0.01)
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Table 7-5 Absolute and relative organ weights of male rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks
Body weight Brain Pituitary Thyroid Thymus Heart Liung Liver
Dose {R+L)
mg/kg g g{g/100g BW) mg(mg/100g B¥) mg{mg/100g BW) ngi{mg/10Cg BW) g{g/100g BY) g(g/100g BW) g£(g/100g BW)
] No. 6 6 [ [ 6 8 6 6
Mean 4235 2.02 11.3 20.3 490 1.28 1.44 11.51
S.D. 36 0.08 2 4.0 60 (.08 0.11 0.95
Absolute 50 No. [ 6 6 6 6 6 6 6
Mean 447 2.05 12.9 19.7 432 1.87 1.40 13.91ss
$.D. 35 0.13 1.0 4.0 66 0.13 g.11 1.87
250 No. 6 6 6 6 6 6 8 6
Mean 383= 2.00 11.4 20.9 447 1.25 1.33 11.31
S.b. 5 0.06 1.2 2.1 58 0.03 0.08 0.50
0 No 6 6 [ 6 [ 8 6
Mean 0.48 2.7 4.8 116 0.30 0.34 2.71
S.D. 0.03 0.3 1.0 11 0.03 0.02 0.15
Relative 50 No. 6 B 5 6 6 6 [
Mean 0.46 2.9 4.4 g7s 0.31 0.31 3.108»
S.D. 0.04 0.3 0.8 13 0.02 0.02 0.22
250 No. 6 6 8 6 [ 6 §
Mean 0.52 3.0 5.5 117 0.33 0.35 2.95
S.D. 0.02 0.4 0.5 15 0.01 0.02 0.13

Significanty different

from control group (#:p<0.05, #+:p<0.01)
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Table T7-6 Absolute and relative organ weights of male rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks
Spleen Kidney Adrenal Testis Epididymis Seminal
Dose (R+L) (R+L) (R+L) (R+L) vesicle
ng/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW)
0 No. 6 6 6 6 6 6
Mean 0.67 2.85 60 2.46 848 0.99
S.D. 0.04 (.18 7 0.94 214 0.11
Ahsolute 50 No. 6 8 6 6 6 6
Mean 0.79 3.09 60 3.15 1027 1.14
5.0. Q.14 0.28 T 0.17 48 0.16
250 No, 6 [ 6 6 6 6
Mean 0.81 2.79 55 3.00 919 1.11
5.0. 0.11 0.14 5 0.10 32 0.23
0 No. 6 8 8 6 6 6
Mean 0.186 0.67 14 Q.59 201 0.23
S.D. 0.01 0.08 2 0.23 56 0.04
Relative 50 No. 6 6 ) 6 6 6
Mean 0.18 0.69 14 0.71 23 0.26
S.D. 0.02 0.04 2 0.07 23 0.04
250 No. 6 [ 6 6 6 6
Mean 0.210s 0.73 14 0.78¢ 240 0.29
5.0, 0.03 0.04 1 0.03 9 Q.06

Significanty different from control group (=:

p<0.05, ew»:p<0.01)
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. Table 7-7 Absolute and relative organ weights of female rats administered orally with t,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks
Body welght Brain Pituitary Thyroid Thymus Heart Lung Liver
Dose (R+L)
ng/kg g g(g/100g BY) mg(mg/100g BW) mg(ng/100g BW) ng{mg/100g BW) g{g/100g BW) g(g/100g BW) g{g/100g BW)
0 No. 6 6 6 6 [ 6 6 6
Mean 248 1.93 15.2 13.8 385 0.82 1.10 6.86
S.0. 19 0.12 1.9 1.9 19 0.06 0.06 1.03
Absolute 50 No. 6 6 6 6 6 6 6 6
Mean 255 1.88 13.6 14.9 368 0.81 1.07 7.26
4 S.D. 29 0.06 2.4 1.2 50 0.05 0.05 1.42
-4 250 No. 8 6 6 6 6 6 8 6
- Mean 236 1.85 14.8 18.2s 426+ 0.88 1.07 7.47
S.D. 24 0.08 1.4 4.1 47 0.12 0.07 1.07
-
0 No. 8 6 6 6 6 6 6
Mean Q.78 8.2 5.6 148 0.33 0.44 2.76
S.D. 0.04 0.8 0.4 14 0.02 0,01 0.25
Relative 50 No. 6 6 [ 8 6 6 [
Mean 0.74 5.4 5.9 144 0.32 0.42 2.83
S.D. 0.07 0.8 0.8 10 0.02 0.04 0.26
250 No. 6 6 [ 6 8 (] 6
! Mean 0.79 6.3 T.Tex 181#» 0.372s 0.46 3.16s
wd S.D. 0.06 0.8 1.0 10 0.02 0.05 0.21

Significanty different

from control group (#:p<0.05, w»#:p<0.01)



Table 7-8 Absolute and relative organ welghts of female rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery perlod for 2 weeks
Spieen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) {R+L}
mg/kg g{g/100g BW} g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
0 No. 6 8 6 [ 6
Mean 0.47 1.81 75 83.5 427
S.D. 0.06 0.22 15 14.8 61
Absolute 50 No. 6 8 6 ] 8
Mean Q.52 1.85 74 78.4 479
S.D. 0.10 0.23 12 14.0 160
250 No. 6 6 6 8 5
Mean 0.48 1.80 598 88.6 405
5.D. 0.02 0.20 7 22.7 62
V] No. 6 53 8 8 [
Mean 0.19 0.77 30 33.8 172
S.D. 0.03 0.05 5 5.7 18
Relative 50 No. § 8 6 [ 6
Mean 0.20 0.73 29 30.8 188
S.D. 0.02 0.04 5 3.1 34
250 No. 6 6 6 53 G
Mean .20 0.76 25 37.1 171
5.D. 0.02 .08 4 5.9 20

No significant difference in

any treated groups

from control group.



B-4735

Table 8-1 Gross pathological findings of rats administered orally with 1,3-dibromopropane for 28 days
Sex Organs Dose (mg/kg) 0 10 50 250
Findings No. of animals [ 6 [ 6
Male Liver
Large 0 0 0 4
Kidney
Focus, white (unilateral) 1 ] 0 0
Stomach
Focus, dark red, glandular stomach 4} 0 0 1
Female Lung
Focus, white 1 0 0 0
Stomach
Focus, dark red, glandular stomach 0 0 0 2
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Table 8-2 Gross pathological findings of rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 2 weeks

Sex Organs Dose (mg/kg) 0 50 250
Findings No. of animals 6 (3} 6

Male Kidney
bilatation, pelvis (unilateral) 0 1 ¢}

Testis
Small {(bilateral) 1 0 0

No lesions were found in females.
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Table 9-1 Histopathological findings of male rats administered orally with 1,3-dibromopropane for 28 days
Organs Dose (mg/kg) 0 10 50 250
No. of animals 6 6 6 6

-findings Grade 01 2 3 P Obs TE 0 1 2 3 P 0Obs TE 1 2 3 P 0Obs TE 0 1 2 3 P 0bs TE
Lung {Bronchus)

-pneumonia, focal 5 1 1 6 ] 8
Stomach

-erosion, glandular stomach 6 6 6 6 6 5 1 1 (]
Liver

-hypertrophy, hepatocyte, centrilobular 6 6 6 6 4 4+ 6 2 4 Ges 6

-vacuolation, hepatocyte, perilobular 6 6 6 1 5 6 6 2 4 6 6 5 1 Gess 6

-microgranuloma 3 3 3 [ 3 3 3 8 5 5 8 4 2 2 6
Spleen

-extramedullary hematopoiesis 5 1 6 6 5 1 6 6

-deposit, brown pigment 6 6 6 6 8 6
Kidney

-basophilia, tubular 5 i 1 6 4 2 2 6

-eosinophilic body 4 1 1 2 6 4 1 1 2 6
Prostate

-cell infiltration, interstitial 3 3 3 6 4 2 2 [
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate P : Present

0bs : Observed number
TE : Total Examined

Significanty different from control group (=:

p<0.05, «»:p<0.01)



Table 9-2 Histopathological findings of female rats administered orally

with 1,3-dibromopropane for 28 days

B-4735

Organs Dose {me/kg) 0 10 50 250
No. of animals 6 6 8 6

-findings Grade 0 1 2 3 P Obs TE 01 2 3 P 0Obs TE 0 1 2 3 P Obs TE 1 2 3 P Obs TE
Lung (Bronchus)

-pneumonia, focal 5 1 1 6 [
Stomach

-erosion, glandular stomach 6 6 6 [} 6 [ 2 2 6
Liver

-hypertrophy. hepatocyte, centrilobular 6 6 6 ] 3 3 3 6 2 4 Gee 6

-vacuolation, hepatocyte, perilebular 1 5 6 6 1 5 6 6 4 2 6 6 5 1 6 &

-microgranuloma 3 3 3 6 6 6 6 6 6 6 4 4 6
Spleen

-extramedullary hematopoiesis [ 6 6 5 1 [ B

-deposit, brown pigment [:] 6 6 5 1 6 6
0 : No remarkable changes 1 : Slight 2 @ Mild 3 : Moderate P : Present

Obs : Observed number
TE : Total Examined
Significanty different from contrel group (#:p<0.05, #e#:p<0.01)
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Table 9-3 Histopathological findings of male rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 14 days

Organs Dose (mg/kg) 0 50 250
No. of animals 8 [ [

~-findings Grade 0 1 2 3 P 0bs TE 01 2 3 P 0Obs TE 0 1 2 83 P Obs TE
Liver

-vacuolation, hepatocyte, perilobular 5 1 6 6 6 6 6
-microgranuloma 6 6 6 15 5 8
Spleen

-extramedullary hematopoiesis 8 6 6 3 3 6 8 & Ges 6

-deposit, brown pigment 6 6 6 6 6 [} 1 5 Ges 6
Kidney

-dilatation, pelvic 1 1 1
Testis

-atrophy, seminiferous tubular 1 1 1

0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate P : Present

Obs : Observed number
TE : Total Examined
Significanty different from control group (##:p<0.01)
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Table 9-4 Histopathological findings of female rats administered orally with 1,3-dibromopropane for 28 days
and followed by a recovery period for 14 days

Organs Dose (mg/kg) ¢ 50 250
No. of animals [ 6 8

-findings Grade ¢ 1 2 3 P 0Obs TE 01 2 3 P 0Obs TE 0 1 2 3 P 0Obs TE
Stomach

-erosion, glandular stomach 6 6 5 1 1 6
Liver

-vacuolation, hepatocyte, perilobular 4 2 6 6 5 1 6 6
-microgranuloma 3 3 3 6 3 3 3 6
Spleen

-extramedullary hematopoiesis 8 6 6 6 6 6 4 2 6 6
-deposit, brown pigment 4 2 6 6 5 1 6 6 1 5 6

0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate P : Present

Obs : Observed number
TE : Total Examined
No significant difference in any treated groups from control group.
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