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|E: 2 )

TEFAET ==/ (DEBP) O 28 HRERE O RGEMMR (518 14 ) ZHkED
Sprague-Dawley 27 v FEAVVTEEM L7z, #iHEE b 15, 60 31T 240 mg/kg DHED
PRME R 5RERR B ONHR (20— ) Z2R5T 2RO 4 HAREL, 28 HRO
RAEBHIR ARG E1T o7z, WEBRICIIMEREL ©ARE 5 PEIThs, STHRRER X 240 mg/ke
HEZ IR E LCH 5 ILEMZ, 760 Lo A A L,

—RORTBBIEZ CIXRG5-6 9 ALIFE, 240 mg/kg BEDMEREIZ B 5% O — @M YREDS S 4R
B ST, FHEREIERR L OMRRE IR T R&EF IR <., KH, BiHE
R ER SO FEITFED bhvhols, BREHMKETHRE T, MRFERECT

b B R, TR b RS R F R DR S 240 mg/ke BEDMECED B
Tro T EETIE 240 mg/kg FEDONTIR TEEROMMAHES, FHxtEROHMISMEREL,
B CIIHRT R OB HEICERD S, AR T, RO /NER LY O
WaEX, BRI E CORE 1 OB e 240 mg/keg BEICBIE SNz,

7z, BHERBRE TRRE CIURE AR 2 5 OWBWER S ORBIIRD bh i)
=7,

LEDREEN G, ARBREME T2 % DEBP D4&EVER Btk & & 60 mg/ke/day Th
BrEZONE, £, ENRETEFRTHS ZEBHLAERD . BRYEHEREDEE
X 14 ARG PIICKVEIET S Z EBARB I,



(B A 1]

VIFAET = ok, RIEREE, BOMMERTLEE T V. ARRAE BB R D
EERGD—DOTHD,

48], OECD BLAF LA EE LM RRSIRIBEREO—RE LT, Ty MEHAVWS 28
ARKERNREBEMRNBRETER L 2O TEOR/BRELRET D, i, AREIL, 08D
{EFMEFEBRIELT A FT A 2 T[407] FoWmEICRBT 5 28 HHRER DRSS HMEFRR]
(1995 42 7 A 27 AR oL, M PHE GLP) (KB 124 3 B 1 BRIE, BARE
41 B, LR 268 5. VR 12-02- WERE 1 B, BHoEH#ERS I UERICHE
THMEME] CRA 114 12 A 22 AIE, RS 221 5) BLU [EREWMOREE R R
EEICET RN (BEMB54E3 H 2T H, Whk 14 F 5 H 28 Ho—HWIE, RENFETR
6 +5) AN LTERLT,



[R5 ]

1. WmE

PaFNET ==L (e Diethylbiphenyl, ¥#s DEBP) %, CAS No. 28575-17-9. 4
T8 21031, ¥ CieHis, W5 315°C, HEE 0.986 g/mL (25/4°C), #KUT 3.9kPa(200°C).
72.5kPaB300°C) DR AF A OMKIK TH 5 (HiERE TRIZR ), ARRBRIZIE.

Dy bFE EBR 9774%. RREE L LCTEA LY, SE L

BYE (BBRAFA 20034211 A 18 A) i, HABSBCANAT WK THRELE (£
HIfE 2~8°C),

R, HBRMERILETHD RO TERBRAIBICER Lz RE
BERICKY, HRMEIHRBRMEE L TETTHDL I E MR L (Appendix  A),

<> Q / \
s CH>CH3 )2

2. ERBYE X OWRE
4 WlH D Sprague-Dawley (SD) F (Crj:CD(SD) 1GS, SPF) OMHES v + (AAF ¥ —1 R -
YR— BEREGTEZ—-) AL, RELFATRE~DOILEZIFN T, AWMAEZED
T AETHEE Lic. BE - DL I3E E o—BIRIREIE. 1| OFMMERBER
BUNCAT AR K OMERT BOREREELERK Lz, TORR, B 16 CARF No. 11)
WIRBEEOENGNRD 6N OB RCH LA UHIERI Lz, oM, RESEDL
IZB RN b0 o, FRERICITHERES 30 IMAERA L, MEKRTRHOEFEELZ S LIz, K
BRHNEMAL L, BREDIEXL DS BAERBRY D225 I 518, IO B2 LR T
O EFER LT, FENECEBESHINEC L VST Lz, BRERARORmMIL 5 8
ETHh o7z, )\WH\#:J:SJ:UR‘E%‘LF#J&%B#@ PR K UOMRE Z AT IZR L,
A A ’c % REE

T ATTH 200444 A5 H HE 34 T 83.1~93. 6g (£ 87. 9g)
it 34 [T 73.2~83. 4g (SE# 78. 3g)

WS BER 200444 A 120 30 T 143.6~168.3g (*F-¥y 157.7g)
1 30 PT 121.4~136.7g (EH 129. 9g)




HoURoFENDYT. #RSYLRECRERBKTEETRE Lz, Z05h,
1 DI 4 BlidBEME =7V 7 E L TRIYMED R WA A U6 0 I RE IS ER M
Liz#%Em L. £ OthomAISY AR R T IS ESIMAmRER L OMRRER
MiCER Uiz, 728, BYYEZRE: D FRARAE L2 o722, MBBEIII TR -7,

LT OSSN E B S FIC R VB E SRR Lo, Fiz, @Blofigh e LT,
B AP ORRLE N — Nz, RBREHEES. i, # RE5EE) BLUIYES
ERAL, EES-VICET T, Rl BE - SEEIR b o RN RBRHEE SR XK
CURBIE S 2l LBy — N, B — Y TTo T,

@it FFARE 21.0~25. 00C, FFAIREE 40.0~75. 0%, #REEH 16 EBI/RpH, B
B9 12 Bef (7 B~ 19 REakD) ISl Sz BTERN T, @ BREGHER 77— (220wX 2704
X190h mm) 12 1 EFOUNAL, EREH (CE-2, BAZ L7) LAKEK (REFHAER
FAK) FEBICEREETHEE L (72U, Mo 18~21 RMieR), 2k, HEH
R DRI 22. 5~24. 5C, {BEIT 47. 56~64.5% ThH ¥, WTN LHFEFHENITH -7,
FEio, BHE LR L UKGEKRDOSTRERD b, RBICEEE X T RO H DRA
Wit EhizioTo,

3. TERBkOFHR
wREERREL, AAVI VA —FRWTHEAETH S o OEREEF Corn oil,
oy FEE V2P1825, BIEITETT T TATRAY) BMA T, 4.8 w/ivhBEEEFEK L

1]

Fro T0 4.8 w/vNIREEEMEFR LT 1.2 BLON 0.3 w/v%BEREER L, RRED
BEREIIA T AMEICHGM L, FiR - ERCRE L, £, ®ECHEYL, 2.00 BX
T 50,0 mg/nl OFFRBEIC OV TEEERR L Eh Li2&ER (Appendix B), =R - #
SETICRITS 8 BROREMNHER INH, BERECTRRIIER 51 8 ALIAICIT
o7,

7, WEFANBORSHREICOWTERNEY ER LHER (Appendix C). #HEW
GOV EBIITITERED 96.0~98.3% TH v, FFAHEAN (90.0~110%) THDHZ &
DR ST,

FER AR OWBYEREORE L, SFERED 05 mL ZERL. T 2 TE
BE Lk, 7o GEEARLUTHEEHERERAR Lz, Blic, #RME 2 LEEMR
L, 7 b ool UCEMERR (05, 1, 2 pg/ml) ZFAR L7, RBHAERE L UEFE



WA ERER S n< 777 (HPLC) HBIZL 0 RIE L., EEEE) LIERT 2B
EHRAWTCERE AR, HPLC &2 TIor L,

NI A Inertsil ODS-2
(A& 4.6 mm, &X 150 mm, K75 um, P—x W1 T R)
¥ @ 8- T b= b=k (41 viv)
i W 1.0 mL/min
H 7 NREE =R
il A 250 nm
AEHEAR - 20 uL

4. BEBORER LOESHE

A MEZ, ARBRICEY - TEE L TR RBRHEES C-03-037) oFRE
HATWE Lz, B, DEBP % 62.5. 250 ::vscto“ 1000 mg/kg AT, HEHEEE3 LD

Mz 7 HEIRE®RES U7/, 1000 mgke FECEREZEFEMMG 25D 5, 1000
mg/kg 5B O HECiT R FMA I IV T/ IMRED 3 IREEIZ L L TR R LTz,
HIRET R CEFE o X% A DEBP RE5£F CBZEsh., BHEE TLHEBRYERED
HEEMENIRD N, U LORRNPE, REHHS 28 AMTHLIZEE2EEL, B
CEMRBO T BoB b RERMER 5 ORERRD bz 250 mgkg [KEEIL
7o 240mg/kg AARBMOEHARE L, BLTAK 4 THRLT, FREBIWERERZNE
160 B IS meg/kg WWERTE L.

Begid 1 B 1 HOEET, 28 HE. 80 9~12 BFOBIZITW, 7y PHEEEZRWT
SREEICR ARG L, & 5IEL T0ECD (L2 ERBRIET A RT 4 ] ICit>THT»
Teo BEHREIIFERGROGERFOERE L EICMEAERNICEN U, SRR L OE A &R
DEWYERS DFE T bS5 TR 5% T#. 14 BHEOEERBRICHW:,

EHOREERBIUVEMESEZEDERTELZUTIIR L,

REHE RE RSEE mE S

Y rAC = F_- 2o Hf,’r
ORI gk vt kg B B S
. 1~ 5  31~35 Eifi-S
iR = 0 0 5 ~
& i 6~10  36~40 i
KH & DEBP 15 03 5 [1~15 41~45 # 5.
HHE DEBP 60 1.2 5 16~20  46~50 &5
EAE  DEBP 240 48 5 21~25  51~55 [

26~30  56~60 &5

i1 SR T &, EERRICHY, BEERET B2 RICERRE 21T o 1,
e b SRR T B BB ICERERN 21T o T,

mB. WEHMT o RS LUBORTE., REFGR B I UOREMERZ Thth#k



GH 1 BBLORGE 1 HE L, EEARBRT O B s LU oETES ZhicE LT
FIHEAS | B L OMES 1B L Lz,

5. BRI UME

1) —RRE DB

fE R RGP IR GRS SO EGEE | B, BRI 1 B 1 ED, 2fhc
DWTAEFEE G —RIRE L B2 Lz,

2) REM7IE IR A

RESIE T 1 |l EHIR R JOEEREREE H I 1 @ 1 BoSmE T, EH 13
Hr~16 BRI REIOFMAERBEE, 2Aa7 ) JHEEHWTITok, £, D8
LT (B8 - i, BRES, B7F, RE. &) 2T7okk. 8% r—Unb
MOHLTHAREZBEEL MYVHLEE, B E. DB, KR, %S, BEA, TH
FEIE, FRUR. RERZEH, BEFLA. WE) . (EESLTOBE (K- B8, RETH. ¥
S AW, BFE, BREUG, BT, WRITE. FRTE. RE, S8, R IE,
IR, HERES. PREEL. BT 5. BERG, BAER) 21To7k, REE
BLUEHESOBERIZT T RICLTEBELE,

D B

B4 4 B L O 2 MO DRI S OREZT - 12, MIBREILHE
SRR AT B S (RFSBUS) . BRSO SIS (BN, HILRAD) , EAR
B R SRS (ERE) 285 L,

1) R

Pelig 1 BITEE 1L 2 BL 04 T, % 2 ELMERES 2 W Crimil 2 BIOMET
FAEROEOE 1 B EE 4 AOWFRbEEICAHORELNE L, £, B
BETH (5% 28 A), EERBHEKTE (MES 14 1) BLOWRIICbEES
BIE Lk,



5) FATERIE

EWNCOWT, BEH 1TRETE, BEFE 1 A6 2 AET T 1 By o+
JEL, DUREIES 2 B E Cal 1 BOHEE T, ZRFRoBEOF 1 HSE 2 BiZhiT T
L &7 OBEE L RlE L,

6) JRIEZE

BEHE 4B (B5%) BLOEES 2 B 2R8r —CRE L., EREGE% 4 5
BORRCREER LU CUTOEBICOWTHRE LR,

I H B E i %O

B - W 832

pH - 1l - /H « 77N OB - FhER ey - BIBRRGE 7V =5 w7 200+

ETUMET Y (/\4’ T« =38)

ThE iR SERATNEE

7) B

2F %, BT (BEERED I 18~21 BEEesEh, F0#%, v v —
A R U U LRERT T, EESKERRD S LUTF OIERF TEM L, HMIXFEERIRY SR
HENLIE, P, BABROIEICSE 1 LT, BMEEOBE VI DLRBEL TiTo T,

O MEEHREREL (FUEEHR : 78 Y 7A)
@ Mgk AEL (BrEeE A « EDTA-2K)
@ MmiKACFERERRL (BURER . ~%U 2

8) MLiEFHTE

EHICOWT, R DERLOEQTHEE LZLiKZ v, BUTOHBIZ2WTHRAL
Too TEL. 7' b B BB L OISHERS b e RS T AT LI, N IRO TR
Bt U 7o Mg s & M i 2 4Bt L RIS AV 2, eds. MR, Wik 8 #hodrisid o
X0 HEMZIT, BREOHS E U TEE L AR ARD B BREAR (Wright-Giemsa Bufd) O]
""" EBi3iThierote, Eie, BIRRIUR G, MR ARZ ER U725, JRIERET ME
HEE BEERAD G s HEMNLBEII TR T,



7 R | W o T
==
Z=0

kI (RBC) EIEE 077 & oy b
CELL-DYN3500
(FAFE P

A fEk%E (WBC) Ta—HA FA Y — - FE
L— Pl E S E
11 BR 55 $H Ta—H%A A RY—- Eill=
L— St EEL L
mezRE (Hb) W SR VA i
EERMERATE (MCV) BRIEAE =
JiIRANY 88 il Gl
~<h7 U v ME (Ht) HE (RBCXMCV X0.001)
R mER M 23 (MCH) & (Hb X 1000/RBC)
25 R I BR o 62, 3 3 5 (Hb X 100/HY)
(MCHC)
FR AR MBRL R Brecher 7 pjiead =i €
7o b B VR (PT) SERCELIR TR £ E#RERNEER
CA-1000 (REEEFRET)
RS by RS 52F FEL Gl

EFR (APTT)

9) MARAlFmE
AoV T, £ DELOES THRR LcMEbmEE S8 L, ELFOEBIICD

WTRE L,
HE B EVE i I as
REBRE v Ly bk LA BBV HTIEE COBAS
‘ MIRA plus(n¥a+4" 4777 ) A7 497 2)
TNT I BRE BCG £ [l
o v RFa— e L RFou—FFxF FE
— +HDAOS £
FUZ YT FIRE GPO-HDAOS Eill=
(CARAINEESN
TNa— APRE ~% ) FxF—¥ G-6-PD [[{L
H ik

REBHRRE v L7 —¥-GIDH ik Ak
AV A 31l Jarfé ik FE
Bey e e FTYEI L Sl
TR T ATy - GSCC BN

(ALP) iRtk
TAN 7% VERTIJVovA729-7"  IRCC & Bl

(AST (GOT)) it
TI=vTI]VvAT a7t El [+
(ALT {(GPT)) ¥Htt
R AN RSV IR ¥ A A i HE
(v -GTP) &M




HH HEE (i it

B AT NRREE OCPC ¥k B

TERE Y R =Y 7T BREREE Al

A/G I 2

T U T AA A PRE A A BRI & BBV E IR EAOS
(AT Y RT 1)

B YDA PRE Cill= Cli=

HERA A PRE A L [l -

10} BRI

SHlICSNT, 7) FORME. BECH U CHEDRY O L CRLEBR L, 855
TN O MRS R L, £, ATMOREL B BT, R, R,
PRI, FEMR. B, GRS EOOBOER (RER) RRELEES, SREOEELER
A ORECER LTI AR (GRsEE) 2HMH L,

RIRAELZIC Al X4 x| 2P ORIRIEZE . B, 87, B B (+R,
veip. [ERBY). KB CREMS*. MM . R, RERT. mUBY. FRERY. LMY, FR.
RIS, B (SR AET) . ARIR CBE*. SIEY) . BARER (ML
TN, TEY. KRR IB). BEBET. U oSHi GBEBEY L oSER . FEY LoSEY).
SRR (BRI B AT, ARG L OB, KBER. 5. A, BT, B TR
EFMY, TR, LRMAR DR 2 RAERE L, BERE LT, SIS LU
B LR T T U, F ORI - RER & ONTEELE XUV E Lo RIIHEAEICIE 0. 1M
D U EMEE 10% < ) SRR L, i, M. BERERE L 0 EAL T
BEETH BB LI, & 510, BEMMIE THOR R R & O A RBESH O H 2
LIe S - Sk ST 7 4 VB LTI L, ~ R D) 2 - mA U e B Ak
Uik, S2miisie Ml CREESIICRE L7, —OREOER, FE. BRICHERY
B 5 AT LT AT D 8 B ES AR B 7, [EE BRI 2 & T MERE 2 100 R
5 L OBHOMEEORE R B L, S bic, HOX R LU ARIE 2 OB (8

3

|

WEF6, 1. 27, 29) EHla, 70T Y UHE (877 AHLERH) AV ABC IEIC
K D SRR G (0 R I L7,

6. T —H DT
EREEOFTIE. UTOFIRTIT o/, WThOHSLEBREKEELL% & L,
1) EEAREM



WE, REERE, MEERES L ONRAECEREER > I BT EROERIE S0
T, BEZ L ITEHER L OEERFESE S RO, RICRBREORBEAIC £ THEE2RR L.
KR L BRI E R G L O OVHEOZERE LT,

BEHIRE L OB 5 HIMA T RO A E G BB E &0 T 4 ) 12 oW T, ¥ 9 Bartlett
OFEC LY HGBO—FEIC OV TRER T, ROT, SER—ETh - =410k
—ERBEOSBOI 2TV, BRI BENED b BAE, Dunnett HEICL VS E
WEEITod, —F ., SEA—H TR -84 Kruskal-Wallis DONEMREZITV,
FEFENAE BIER RO N BAITIE, Dunnett BLOREHRE TEERE 21T o7, =751,
WTNDORETHEN 0 &2 2HA121E, Bartlett OMEZITHTIC Kruskal-Wallis
DNERLRE ATV FRIC L BB 21T - 7, EERBYIHR & CEERBERE TR
HE CHREZED T 2 1) oW T, FREZITV., EOMOEAIT Student @ t 1R
E. NESBDBEICT Aspin-Welch D tREZIT o7, 7Z L. EH bOFETHEMN
0 Ligolee. tHREREEL o7,

2) ¥IERBMA AR

ROVERAMIZ L H5BAERE. ROGHEB LO\REIZ S\ T, REBBOMRIC L0 FiE
BN, MBEHELERYERSEHELOBMOI L — FOERRE L, 7L, &tk @
LCHHR0 &2oHBIIMELER Led T,

HEE 4 BIEONZEREMIT. TRICRTIIOBRBEELEDERERAND x> BE
ZIT\V (pl, HEORERIZOWTHEHERET) . FEMEPED N HEITIZ. Dunnett
BOREHEICLVZERREIT o7, £, 2X2 OFBROHE ., BRI OWSRY
BERGE. B ) BIUBME (~+) oLl EESE 2 B onzgRAE

tX. FTHEITRT Wilcoxon DB EZ T2 72,

mOE H Ik
B A 3WL EH B L& 2 BERH
x 2 NE{74l Dunnett Wilcoxon NEGZFD
B E% mXn Eaglil Gl
REE F\ D G Al Al
FRER AL

pH (SRt [EIRL Al
HE T (R EaR Ll i il

i3 FNDRTR Al Fr Al
7RO maElER 2x2 SRl Al
7 Rk LD RIE Fl 1l

-10-



W OE H

HA 3 HUESB X 2 B
%2 E{7{t: Dunnett Wilcoxon IBNZFD
vULE s SElER 2X2 Al Al
=il SEIERE  2X2 el AW
vuel) ) —rry ORI Jr Al pag il
Wiy
MRE (XM

3) JREMBRETR
Fl— KBS LS —&1Z Mann-Whitney @ U #REIZL Y, F-EHES L— FOEEHE
% Fisher OEEMEORAIBEICL Y, SRELEZERVER SR DEOCHEEMRE

IT o7,

-11-



[RBRRER]

1. FETH
LB IUHEBRNIWVTI ORI LA LR o7,

2. —HxIRHE (Table 1 | Appendix 1)
BEE 9 H b, BEOERBICBMEOTREY &R B OIS 8 FlClEinr-, |
HRBRHE P O—BREBIZIEB RO vk o7,

3. FEMIZRFERBIE (Table 2. Appendix 2)

FEHE 2 Bz, ~ P TREOREOFHENSHEROME 1 FlicB0bhi, €0
fit, #FH5HMB S CEERRIAME & b PTROBC b ERTRELERH NP, M
REELTRET DA BBEI o T,

4. e (Table 3, Appendix 3)
BEE 4+ BBIUOMEES 2 BOBREE HIZ, WTNOEICBWTLEEIIRO b2

7,

5. {K&E (Fig. 1. Table 4~5. Appendix 4~5)
B E5HEE L OEERBRRIM 28 L ¢, SEIIMHE - L EE s SR ERGEE LD
RITHEZIIRD 6, BIRJERZ2ENER 2R L.

6. BAEE (Fig. 2, Table 6. Appendix 6)
B EE R L OEERBHEZE L C, SHERMHE S D EEE S SRR ER SO
R HR S22 338 b o T,

7. FRIBRE (Table 7, Appendix 7)

B 4 BORETIE., SRELERYERSH L ORICHLPRERS LN -T2
D, RTHRERORE 2 B (@E S 4, 5) T, BE () OBMA A oiv, EPICRILERD i
BTz, EERBRE 2 BORE T, SRBEOHE 1 61 @E S 2) ICEHREN R

-13-



bhvfe. 7o, WBRMBERSEOHE 1 4 (WES 24) CEEOEM, LED ORI
RO EEAEA RSN, BEE 4 BOBRET, MBEEORE 2 FIC D 5k #ii i
EIERERE 2 BROKRETIHHRL T &, EbIE. Zhb 4 fICIBIEY 5 K,
A RERFRRAR RICER XA Do 2 & 5 O —BIEOBFEETR & Ik
L7z,

[EEREREE 2 HORE TIIMOBERYER SE TR ol BB L THFRICE
TRV (29) ZRULEN, HEORBRHICRBWTY 3 #ITHnT AL Y EREESHh
TWaZ &, MBAMFREFTRICRERZ NV E0 o, B FNERITED T
IRV S D & LTz,

8. IMiKZEHRA (Table 8, Appendix 8)

BREMFKR TROBETE, GHEBHOETY o b o v 2R L USRS ha v
R T AF HEICEBRIERN A LI,

M ERE TR TR RIS L TEERDT 5 a2 A b s, JREE 1 4 (BmE
7 6) DENREEZ T L2 BICEE L THBBOEIE» T LI VA LD T,
BHALCERV LI U, IR O AW 235 ERE O CBIER S e s, o
14 (BB 59) ICH ORI RIIEREDY 348x104/ul. LIKETH-Tn 2 EREEL
THELEEETHY, i, ZOHBYEZSO THETDIMERRICERE ISR LR -
T2 D LMBETR LW U, M/ MREITHE ORI X W A& TSN A b 2D,
MBEFENEL TN &2 LWRWER S ITER T 220 Tiday &l L,

EIE BRI R TR OBRE T, BHOWBRYEKEH CHROREOFERHEM & EHHR
MERFEOFRERBD, WM OEBRBEMABESNER, FEOHCHEINTE
tTHY, WThOELEBENZEHELZE L BAS DO TIERNWI & OHBRYER
B BhE S A2 Ty &l Lz,

B, MMREHEICE L, 15 ne/e BEREOBHES 13 OREHLERRAL
ETCH o Te DA MU THE LB HRER LR UEE2RH L,

9., MPEA{LFHE (Table 9, Appendix 9)
BEMREK THROBE TR, BaLXAFo— VEEORB MBSO S BT BE
Ahiz, REBREEFEORELRENAEOEBS L OB ERICESINEDS, by

-14 -



THORABEEERS DNARWZ & LT F oV BEER VIR AR LM
- 2 1e D E D DR RGBT S B WIS S b TRV LD L E X B,
EIE R MRS THERZ T, MR L A5 o — LIRS LT ALP JEHET S & i3,
METEIED Leds, T b OE AT s LT/ & < HENAE U B HEES 220
Ll bERGEPIE Ul 2 &I BT 28 LT & T L,

1 0. HEEHRE

1) 8@ A (Table 10~11, Appendix 10~11)

FEHFRE T R T TR W TCEREROF B RN B HEROMCA S
T EEOR B2 MM EH ER oM R s h i,

ZOfh, IO E 'R RN & &0 TR b,

[E1 7 BB M RS T R Cid . REER JUMB ER & IO REE L sk Ei% 55
B CHLDRENRD LNDBE X b ol,

2) FIMRFTR. (Table 12, Appendix 12)

R D32 S T IRds L ORERBRIIRIE TRERIRSI & bic, BIEED b -o
7o

3) MUERFMRAFT A (Table 13, Appendix 13, Photo 1~8)

O B LR TSR

RERg T, B e s DT R R S HE D AT B 3 BB bz, Z DiED,
TP 7 PANRIEI B PE D RR (LA HE T FREE 2 Fll L UmMERE 1| #illc, MTildRitcr g
W ETED 2~4 BN, 7/ NAZEFD M TII B E SO &R0 1~3 fllcilsg s
NI, XREE & DR TERIORER KU AR EIZETR Lhiehro i,

ML, BETUALIRAE O AR SR ECR O b, BlhORE T A
B 2 I CHEE Ch - 7 30TRB~REDE Th - T, MM/ IMEDHED ST
HREGHECBEIN., aHERO | fAT3RE, RBLICHPHEHRD 3 GLIRMRERET
BoTr, ay 77 Y RE A TR LIRS RO RAREE O 4 BT, G MK
DVIFES ., PR | B E IS BTRDR OB SOS B BE Sz, Z0E0, REEDIT
FEREAHEO RO 1 AliC, BMAREY LT U kB ES MR R, i

HLFEPEPRARAE DI MERES- BRI . BREBE FEE ORISR SUE TR S E D = I B A B < BB

S15-



BINTR, W GLXREE S OB CELOBRES L OSBAEREICZ A bl T,
PR C L BEAN I UL DS TR~ TR, M TR AR R RS S A & b R
AE & G E R 5 & O CRAERE R LU EOREICEIA bR ho iz,
JiliC v it HEL PR DR R 7 TR RN R TR S RE 0 S BE A 1 i, ANSZIR IR Y 2 SERIZ I A3
BELUCSHEROTHLEN 2 fllICBEIn=n, ZGEARBERETLLTLIELIE
BIBRIND Z LN LMIETR LN LT,

@ [EE BRI RIS T e AR {51

PN C i, MEME & b IR PMIRE BE SR O B AL AR 28 S v, BB T, 45 HE Bk fR
BV N ERRESMERELS . SALRME O IRASHEC . BRI AR OB SUE T A 23
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Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats
Body weight changes in males and females
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Table 1

Twenty-eight-day repeat dose oral toxioity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Clinical signs in males

. L Day of
(“]:l)c;ie ) Clinoal signs Day of the dosing period the recovery ~ Total
BKE, 123456 7 8 910111213 1415161718 1920 21 22 23 24 25 26 27 28 17 814
Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 5 10
0 Noabnommalityingencral -, 44 161010 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 5 10
condition
Number of animals 555555555 5555555525252525252525252555 5
15 Noabnommalityingeneral ¢ o s 5 5 5 5 5 55555 555555555555555 5
condition
Number of animals 5555555555555 555555253525253525355°5 5
60 Noabnormalityingeneral 5 ¢ 5 5 5 5 5 55 555 555555555555 555°5 5
condition
Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 s 5 10
240 Salivation immediately
00000000 43554476¢6¢657¢675455757 0 0 8
after administration
Clinical signs in females
. - Day of
Do;{c Clinical signs Day of the dosing perioc “the recovery  Total
(mekg) 1 234567 8 910111213141516 1718 1920 21 22 23 24 25 26 27 28 17 8-14
Number of animals 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 s 10
0 Noabnormality ingeneral 1044 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 5 10
condition
Number of animals 55 5555555555555 555525252525255°555 5
15 Noabnormalityingeneral 5 5 5 5 5 5 555555555 555555555555 5
condition
Number of animals 555555 5555555555555 555555515°5 5
60  Nosbnormelityingeneral 5 ¢ ¢ 5 5 5 5 5555 5555555555555555°5 5
condition
Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 5 10
240 Salivation immediately 000000003 1232054552 41433343°5 0 0 8

after administration

Parameter, number of animals with clinical signs



Table 2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Detailed clinical observations in males

Dose 0 mg/kg 15 mg/kg 60 mg/kg 240 mg/kg
Observations Score . :
lcode Period Pre.?D1°D2D3D4R1I°R2  PreDID2D3 D4  Pre.DID2D3 D4  Pre. DI D2 D3 D4 R1 R2
Number of animals examined 10 10 1010105 5 555 55 55 5 5 5 10 10 10 10 10 5 5
Home cage observations
Posture O 10 10 101010 5 5 5 55 5 35 555 55 10 10 10 10 16 5 5
R 0O 0 0 0 0 0 O 00 0 0 0 0 00 0 0 6.0 0 0 0 0 O
Locomotor - 6 1 5 00 2 2 03 3 2 2 0 01 0 2 03 40 2 21
6 9 5 10103 3 52233 5 5 4 5 3 107 6 108 3 4
Responses to handling
Behavior while removing from cage 0 7 10 108 9 4 4 4 5 4 5 5 55 5 5 5 9 9 91010 5 5
2 3 06 0211 1 101 0 0 0 0 00 0 11100 0 0
4 o 0 0 0 0 0 O 00 0 00 0 0 0 00 ¢ 0 0 0 0 ¢
Handling behavior 0 7 9 101010 4 4 4 5 4 5 5 55 5 55 9 o 16 10106 5 5
2 3 1 0001 1 10100 00 0 0 O 110 ¢ 0 0 ©
4 0 0 ¢ 0.0 0 0 00 0 0 0 00 0 0 0 00 0 0 0 0 O
Salivation 0 10 160 101010 5 5 555 55 55555 1010 9 1010 5 5
2 6 0 0 0 0 0 0 00 0 0 0 0 0 0 0 0 0661 0 0 0 0
Observed at the ountside of home cage
Posture 0 100 10 1010100 5 5 55 5 55 553535 55 10 10 10 10 10 5 5
Urination (frequency/30sec.) 0 0 7 6 910 5 4 4 4 4 4 4 5535 55 8 77 9 8 5 5
1 0 3 4 1 00 1 1 1111 60 0 0 0 90 23 3 0200
2 o 0 0 0 0 0 0 0 00 0 O 00 0 0 0 6 001 0 0 0
Defecation (frequency/30sec.) 0 7 8 8 8 9 5 5 S 4 35 55 5 5 5 5 5 8 9 7 8 10 4 5
1 3 2 2010 0 01 0 00 00 0 0 0 113 2010
2 0o 0 0 200 0 0 0 0 0 O 0 0 0 0 0 100 000 0
Touch response 4 10 10 9 1010 4 4 55 5 55 5 55 55 10 10 8 10 10 4 5
6 0 0 1.0 0 1 1 0 00 00 0 0 0 0 O 002 0010
a, pre-treatment (the acclimatizing period) Parameter, number of animals showed the signs

b, 1st week of the dosing period
¢, 1st week of the recovery period

Posture: O, sitting or standing position; R, rearing

Locomotor: -, not determined due to the usual sleep; 4, normal

Behavior while removing from cage: 0, very casy, 2, easy (vocalization without resisting being picked up); 4, rat flinched

Handling behavior: 0, very low (no resistance, tat was easy to handle); 2, low (vocalizes but dose not resist handling); 4, moderately low (slight resistance to being handled)
Touch response: 4, nermal; 6, refused slightly



Table 2-2
Twenty-cight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rafs

Detailed clinical observations in females

s Dose 0 mgrke 15 mg/ke 60 mg/kg 240 mgikg
Observations core "
/code  Period Pre.” D1 " D2 D3 D4 R1 ° R2 Pre. D1 D2 D3 D4 Pre.D1 D2D3 D4  Pre. DI D2 D3 D4 R1 R2
Number of animals examined 10 10 1610 10 5 58 5 5 5 5 5 5 5 5 5 5 10 10 10 10 10 5 5
Home cage observations
Posture o} 10 10 101010 5 5 5 5 5 5 5 5 5 5 5 5 10 10 10 10 10 5 5
R 0o 0 0 0 0 ¢ 0 0 00 0 ¢ 9 0 0 00 00 0 0 0 0 0
Locomotor o 2 35 3 03 1 0 0 3 0 0 0 01 1 0 01 5 0 0 1 1
4 0 8 5 7 102 4 5 5 2 55 5 5 4 4 5 10 9 5 1010 4 4
Responses to handling
Behavior while removing from cage 0 9 9 10108 5 5 5 4 5 55 55 5 55 9 10 10 10 10 5 5
: 2 1 1 0 0 2 0 0 01 0 0 0 0 6 0 0 ¢ 10 0 0 0 0 0
4 0o 0 0 0 0 0 O 0 0 0 0 O 00 0 0 0 00 0 0 0 0 O
Handling behavior 0 9 10 8 109 5 5 55 5 55 5 5 5 5 5 9 10 10 10 9 5 5
2 i 0 2 0 10 © 06 0 0 0 00 0 0 0 1 0 0 01 00
' 4 0 0 0 0 ¢ 0 0 0 06 0 0 0O 00 0 0 0 00 0 0 0 0 0
Salivation 0 10 10 10 10 10 5 5 5 55 5 5 5 55 5 5 10 10 10 10 10 5 5
2 6 0 0 0 © 0 © 00 0 0 0 00 0 0 90 00 0 0 0 00
Observed at the outside of home cage
Posture (e} 10 10 1010 10 5 5 555 5 5 55 5 5 5 10 10 10 10 10 5 5
Utrination (frequency/30sec.) 0 9 & 8 9 5.4 3 5 4 5 5 5 4 4 4 4 5 10 10 10 5 5
1 i 2 2111 2 01 6 0 0 1 11 10 01 0 010 0
2 0 0 ¢ 0 0 0 O 0 0 0 0 O 60 0 0 ¢ O 00 0 0 0 0 0
Defecation (frequency/30sec.) 0 § 9 9 1015 S 5 5 5 5 5 3 4 5 5 5 10 10 10 10 10 5 5
1 2 1 1 000 0O 00 0 0 0 21 0 00 00 0 0 0 00
2 0o 0 0 ¢ 00 O 000 0O 00 0 0 0 00 0 0 0 00
Touch response 4 10 9 1010105 5 5 4 5 5 5 555 5 5 10 10 10 10 10 5 5
6 0o 1 0 ¢ 0 ¢ O 61 0 0 0 ¢ 0 0 ¢ 0 00 0 0 0 00
a, pre-treatment (the acclimatizing period) Parameter, number of animals showed the signs

b, 1st week of the dosing period
¢, 1st week of the recovery period

Posture: O, sitting or standing position; R, rearing
Locomotor: -, not determined due to the usual sleep; 4, normal
Behavior while removing from cage: 0, very easy; 2, easy (vocalization without resisting being picked up); 4, rat flinched

Handling behavior: 0, very low (no resistance, rat was easy to handle); 2, low {vocalizes but dose not resist handling); 4, moderately low (slight resistance to being handled)

Touch response: 4, normal; 6, refused slightly



Table 3

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Functional observations in males and females (sensory reactivity to stimuli)

Sex Female
Dose (mg/kg) 0 15 60 240 0 15 60 240
Score  Period D4 *R2® D4 D4 D4 R2 D4 R2 D4 D4 D4 R2

Number of animals examined 10 5 5 5 10 5 10 5 5 5 10 5
Auditory

Startle response 4 10 3 5 5 10 5 10 5 3 5 10 5
Visual

Visual placing 4 10 s 5 3 10 5 10 5 5 5 10 5

Pupillary reflex 4 10 5 5 5 5 10 5 5 5 10 5
Proprioceptive stimuli

Righting reflex 4 10 5 5 5 106 5 10 5 5 5 10 5

a, 4th week of the dosing period
b, 2nd week of the recovery period

Parameter, number of animals showed the signs

Score 4, normal score



Table 4-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Body weight changes in males

Compound Diethylbiphenyl

Dose (mg/kg) o? 15 60 240

Day of the dosing period
1 1559 + 85 10) 1609 + 7.0 { 5) 1578 + 59 (5 1578 + 6.5 (10)
2 1624 + 9.6  (10) 1680 = 78 (5 1662 + 54 (5) 1645 + 62 (10
4 1798 + 89 (10 1872 = 112 (5 1855 + 54 (3) 1829 + 67 (10
8 212.0 + 10.0 (10) 2222 + 145 (» 2208 = 6.1 (S 2167 + 9.1 10)
11 2359 + 108 (10) 2479 =+ 204 (5 2457 = 74 (S 240.1 * 10.0 10)
15 2700 =+ 126 am 2838 + 273 (5 2798 = 6.1 (S 2710 + 136 (10)
18 2945 + 145 (10) 3002 =+ 289 (5 3069 = 76 (5 2956 + 15.8 (10)
22 3249 =+ 149 (10) 3393 + 344 (5 3396 = 8.1 (5 3206 = 17.7 (10)
25 3452 & 17.2 (10) 3595 + 350 (5 3606 = 7.9 (5 3393 = 220 (10)
28 3617 + 18.1 (10) 3781 + 384 (5 380.4 =+ 11.7 (5) 353.0 + 243 (10)

Day of the recovery period
1 3568 =+ 15.7 (5) 353.9 =+ 29.7 (95
4 372.8 + 20.5 (5) 3679 =+ 304 (95
8 390.6 + 219 (5 3857 =+ 35.0 (95
11 4069 =+ 245 (5 402.1 =+ 3438 (95
14 4179 + 21.5 (5 412.5 * 369 (5

a), vehicle control (corn oil, 5 mL/kg)

Values represent at mean + S.D. in grams
Parentheses indicate the number of animals



Table 4-2
Twenty-cight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Body weight changes in females

Compound Diethylbiphenyl

Dose (mg/kg) 0% 15 60 240

Day of the dosing period
1 1303 + 41 (10) 1293 + 41 (5 1299 + 3.5 (5 129.8 = 46 (10)
2 1346 = 49 10) 1329 = 64 (5 1350 = 4.0 (5 1337 + 63 (10)
4 1449 + 52 (10) 1445 = 42 (5 1462 = 52 (5 1435 + 58 (10)
8 1609 = 74 (10) 1597 = 5.7 (5 1611 = 6.1 (% 1586 + 84 (10)
11 1712 + 88 (10) 1702 + 8.7 (% 1703 =+ 8.1 (9 171.0 + 103 (10)
15 1839 =+ 116 (10) 1832 + 72 (9 1836 = 71 (5 1813 =+ 101 (10)
18 193.1 £ 12.0 (10) 1916 + 10.1 (5 1913 = 33 (95 1917 = 119 (10)
22 2056 & 13.5 19 2055 4 83 (5 2043 = 44 (35 2028 =+ 14.1 (10)
25 2130 % 162 (10) 2111 & 52 (5 213.7 = 5.2 (5) 2092 =+ 135 (10)
28 2207 + 134 (10) 2200 + 91 (5 . 2205 + 66 (95 2158 = 120 (10)

Day of the recovery period
1 2180 + 193 (5 2187 =+ 194 ()
4 2262 * 18.5 {5 2266 =+ 17.7 (@)
8 2358 + 201 (5 2353 =+ 169 (5
1 2424 = 228 (S 2463 + 20.8 (%
14 2426 = 266 (» 2509 <+ 227 (5)

a), vehicle control (com oil, 5 mL/kg)
Values represent at mean + S.ID. in grams
Parentheses indicate the number of animals



Table 5-1
Twenty-cight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Gain in body weight in males

Compound Diethylbiphenyl

Dose (mg/ke) 0¥ 15 60 240

Day of the dosing period
1-2 65 £ 23  HH 71 £ 19 (5 84 + 09 (5 67 + 21  (10)
2-4 173 = L5 ###H 192 + 40 (5 193 £ 23 (9 184 + 12 (10)
4-8 322 & 27 H##H 350 + 38  (3) 353 = 27 (5 337 = 45 (10)
8-11 240 £ 29  #H# 257 = 62 (5) 249 £ 22 (5 234 = 32 (10)
11-15 341 &£ 45  ## 359 = 73 (5) 341 + 21 (5 309 £ 47  (10)
15-18 244 = 33 #H# 254 = 26 (5) 271 = 42 (5 246 £ 45  (10)
1822 304 + 66  #iH 301 = 63 (5 327 = 46 (9 250 + 48  (10)
2225 203 + 38 444 200 = 31 (5 211 = 44 (5 187 + 64  (10)
2528 165 + 49  ## 187 = 49 (5 197 = 57 (%) 138 + 40  (10)

Day of'the recovery period
1-4 160 + 54 ## 140 = 26 (9
4-8 178 + 3.0 # # 178 + 58  (9)
8-11 162 + 34 ## 164 = 37 (5
11-14 110 = 63 # # 104 + 27 (95

a), vehicle control (corn oil, 5 mL/kg)
Values represent at mean +'S.D. in grams
Parentheses indicate the number of animals



Table 5-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Gain in body weight in females

Compound Diethylbiphenyl
Dose (mg/kg) 0¥ 15 60 240
Day of the dosing period
1-2 43 = 19 #Hit# 36 £ 29 ( 5) 510 + 21 # # 39 = 21 (10)
2-4 103 + 3.9 it 116 + 64 (@) 112 +. 16 ## 99 + 20 10
4-8 160 =+ 3.5 #Hi# 152 = 20 (5 149 + 26 # # 150 + 39 (10)
8-11 102 = 37 Hit 105 + 35 (5 92 + 55 ## 124 + 44 10)
11-15 128 += 37 it 131 + 27 (5 133 + 19 #o# 104 + 1.8 (10)
15-18 92 = 33 #it# 83 = 4.1 (3 78 + 6.0 # i 103 = 29  (10)
18-22 126 + 3.1 ittt 139 .+ 25 (5 130 + 37 ## 111 = 24 (10)
22-25 74 + 52 Hit 57 + 5.1 (5 93 = 24 ## 64 + 33 (10)
25-28 77 & 63 Hitt 89 + 57 (5) 68 = 52 ## 66 = 5.6 (10)
Day of the recovery period
1-4 82 + 14 ## 80 = 22 (%)
4-8 96 = 1.7 ## 86 = 14 (5
8-11 66 = 45 ## 11.0 + 42 (5
11-14 02 + 58 # # 46 + 3.8 (95

a), vehicle control (corn oil, 5 mL/kg)
Values represent at mean + S.D. in grams
Parentheses indicate the number of animals



Table 6-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Food consumption in males

Compound Diethylbiphenyl

Dose (mg/kg) 07 15 60 240

Day of the dosing period
1-2 208 + 24 10 207 + 1.8 (5) 208 =+ 15 (5) 202 + 19 (10)
8-9 222 + 22 (10) 232 £+ 33 (95 233 £ 11 (5 229 = 18 (10)
15-16 245 + 24 10) 252 + 32 (5) 250 £ 13 (5 244 + 22 (10)
22.23 250 + 24 (10) 254 £ 24 (%) 267 + 19 (5 253 + 35  (10)

Day of the recovery period
1-2 255 £ 23 (%) 278 £ 28 (5
8-9 287 £ 22 (9 20 + 19 (5

a), vehicle control (com oil, 5 mL/kg)

Values represent at mean + S.ID. in grams
Parentheses indicate the number of animals



Table 6-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Food consumption in females

Compound Dicthylbiphenyl

Dose (mg/kg) 0¥ 15 60 240

Day of the dosing period
1-2 158 £ 17 (10 158 = 19 (3 168 £ 13 (5 158 £ 1.6 10
8-9 159 + 16 (10) 169 + L3 ( 5) 182 + 0.8 ()] 163 = 16 (10)
15-16 158 = 21 10) 163 + 21 ( 5) 163 + 12 (5 166 + 1.7 (10)
2223 176 = 22 10 178 £ L6 (5 54 £ 28 (%) 163 £ 25 (10

Day of the recovery period
1-2 177 £ 4.0 (5 192 + 038 (@)
8-9 195 + 24 (5 226 £ 35 (5

a), vehicle control (corn oil, 5 mL/kg)

Values represent at mean & S.D. in grams
Parentheses indicate the number of animals



Table 7-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Urinalysis in males and females on day 25 of the dosing peried

Sex Males Femalcs
Compound Diethylbiphenyl Diethylbiphenyl
Dose (mg/ke) 0¥ 15 60 240 0¥ 15 60 240
Number of animals examined 10 5 5 10 10 5 5 10
Quality
Color ly 10 5 5 10 10 5 5 10
Turbidity - 10 5 5 10 10 5 5 10
pH 6.0 0 0 0 0 2 0 0 3
6.5 1 0 0 0 2 0 1 4
7.0 2 2 1 5 2 4 3 1
7.5 1 2 1 3 2 1 1 1
8.0 4 1 2 0 2 0 0 0
853 0 0 1 2 0 0 0 1
9.0 2 0 0 0 0 0 0 0
Protein - 0 0 0 0 5 4 3 3
+ 0 0 0 0 2 0 1 3
+ 3 2 1 4 2 1 1 4
++ 7 3 4 6 1 0 0 0
Glucose - 10 5 5 10 10 5 5 10
Ketone - 0 0 0 0 7 4 3 3
+ 7 1 1 6 1 2 5
+ 3 4 4 4 1 0 0 2
Bilirubin - 10 5 5 10 10 5 5 10
Occult blood - 8 5 5 10 10 5 5 10
* 0 0 0 0 0 0 0 0
+ 2 0 0 0 0 0 0 0
Urobilinogen + 7 2 2 6 8 4 5 6
+ 3 3 3 4 2 1 0 4
Microscopic examination of urinary sediment
Red blood cells - 8 5 5 10 10 5 5 10
+ 2 0 0 0 0 0 0 0
Crystal - 0 0 0 0 3 0 1 1
+ 9 5 5 10 7 5 4 9
+ 1 0 0 il 0 1] 0 0
Cast - 10 5 5 10 10 5 5 10
White blood cells - 10 5 5 10 10 5 5 10
Epithelial cells - 10 5 5 10 10 5 4 9
+ 0 0 0 0 0 0 1 1

a), vehicle control (corn oil, SmL/kg)

Color: ly, light yellow

Turbidity, ketone, bilirubin and occult blood: -, negative; +, trace; +, slight

Protein: -, negative; +, trace; +, 30 mg/dL; ++, 100 mg/dL

Glucose: -, negative

Urobilinogen: +, 0.1 EU/L; +, 1.0 EU/dL

Red blood cells, white blood cells and Cast (count/3 visual field): -, not observed; +, 1-9
Crystal and epithelial cells: -, not observed; %, a few



Table 7-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Urinalysis in males and females on day 11 of the recovery period

Sex Males Females
Compound Diethylbiphenyl Diethylbiphenyl
Dose (mg/kg) 0¥ 240 0¥ 240
Number of animals examined 5 5 5 5
Quality
Color ly 5 5 5 5
Turbidity - 5 5 5 5
pH 7.0 0 1 ¢ 0
7.5 0 1 0 0
8.0 1 1 2 0
8.5 1 2 3 1
=90 3 0 0 4%
Protein - 0 0 3 1
+ 0 0 2 2
+ 3 3 0 2
++ 2 2 0 0
Glucose - 5 5 5 5
Ketone - 2 2 5 5
+ 2 0 0 0
+ 1 3 0 0
Bilirubin - 5 5 5 5
Occult blood - 4 4 5 5
+ 1 0 0 0
+ 0 0 0 0
At 0 0 0 0
+++ 0 1 0 0
Urobilinogen + 4 2 3 1
+ 1 3 2 4
Microscopic examination of urinary sediment
Red blood cells - 5 4 5 5
+ 0 0 0 0
+ 0 0 0 0
++ 0 1 0 0
Crystal - 0 0 0 0
+ 5 5 5 5
Cast - 5 5 5 5
White blood cells - 5 5 5 5
Epithelial cells - 5 4 5 5
+ 0 1 0 0

a), vehicle control (corn oil, Sml/kg)

Color: ly, light yellow

Turbidity, ketone, bilirubin and cccult blood; -, negative; +, trace; +, slight, ++, moderate; ++, marked

Protein: -, negative, +, trace; +, 30 mg/dL;, ++, 100 mg/dL

Glucose: -, negative

Urobilinogen: -+, 0.1 EU/L; +, 1.0 EU/dL

Red blood cells, white blood cells and Cast (count/3 visual field). -, not observed, +, 1-9; +, 10-99;, ++, 100-299
Crystal and epithelial cells: -, not observed, £, a few

* Significantly different from 0 mg/kg, p<0.05



Table 8-1

Twenty-cight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethyibiphenyl in rats

Hematological findings in males and females at the end of the dosing period

Compound Diethylbiphenyl

Dose (mg/kg) i 15 60 240

Males
RBC(XIO"/uL) 742 + 18 (%) 728 = 46 (5) 722 = 58 (5) 753 = 26 (3)
Hemoglobin (g/dL) 150 + 03 (%) 149 = 05  (5) 146 + 09 ) 152 + 0.6 )
Hematocrit (%) 451 £ 12 (%) 46 = 1.6 (5 41 + 29 (5) 458 + 1.8 (5)
MCV (fL) 60.7 £ 20  (5) 614 = 21 (5 611 + 1.5 ® 608 + 18 Q)
MCH (pg) 202 £ 07 (5) 205 + 08 (5 202 £ 08 6] 202 £ 06 )
MCHC (g/dL) 333 £ 03 (5) 334 + 04 (5 330 £ 0.5 o) 332 + 02 )
Platelet (x10%/ulL) 1123 £ 73 (5) 132.1 + 446 (5 1161 + 83 () 1223 + 118 )
PT (sec) 215 = 57 (5) 225 £ 40 (5) 207 = 3.1 (5) 364 = 10.7%  (5)
APTT (sec) 28 = 16 (5 244 £ 25 (5 248 £ 1.7 ) 288 £ 23%  (5)
WBC (x10%uL) 1120 = 651 (5 918 + 198 () 809 + 292 () 7.5 £ 254 )
Neutrophil (%) 13 £ 3 5) I+ 4 (5) 4+ 5 5) 17 £ 10 5)
Eosinophil (%) 1+ 0 ) 1+ 0 (5) 1+ 0 (5) 1+ 0 ®)
Basophil (%) 0+ 0 ) 0= 0 (5) 0+ 0 (5) 0 0 )
Monocyte (%) 4+ 2 (5) 3 1 (5) 4: 1 5) 4z 2 )
Lymphocyte (%) 82 + 5 ) 85 = 5 (5) 81 = 6 (5) 78 £ 12 %)

Females
RBC (x10%/uL) 714 + 22 ®) 709 + 35 5) 739 £ 32 'S 663 + 176 5)
Hemoglobin (g/dL) 143 £ 02 (5 136 + 1.5 (5 144 + 0.7 ') 144 + 1.1 5)
Hematocrit (%) 426 £ 09 (5 426 = 16 (5 436 = 26 ®) 399 = 108 )
MCV (iL) 507 £ 17 (5 60.1 = 13 (5 590 + 14 ®) 601 = 19 5)
MCH (pg) 200 £ 07 (5 192 = 206 (5 195 £ 02 ® 234 £ 76 )
MCHC (g/dL) 335+ 05 (5 320 = 32 () 330 £ 06 ) 389 & 1238 ®)
Platelet (x10%/uL) 1163 + 137 (5) 1174 £ 122 (5 1135 = 45 5 1081 + 96 &)
PT (sec) 120 + 04 (5 120 £ 05 () 130 £ 06 5) 4 123 + 038 5)
APTT (sec) 207 + 12 (5 197 = 06 (5 201 = 16 ) 210 + 17 (5)
WEBC (x10%/uL) 660 = 264 (5) 61.0 = 121 (5) 609 = 221 (&) 504 4 139 (5)
Neutrophil (%) 15 = 6 (5) 11+ 6 5 12 £ 3 5 12 & 5 (5)
Eosinophil (%) 1+ 0 ) I+ 0 (5) 1+ 0 5) 1+ 0 5
Basophil (%) 0+ 0 ®) 0= 0 (5) 0+ 0 (5) 0+ 0 (5)
Monocyte (%) 3+ 1 (5) 2 £ 1 (5) 34 1 (5) 4+ 1 %)
Lymphocyte (%) 81 £ 6 (5) 8 + 6 (5) 85 = 3 (5) 84 £ 6 6)

a), vehicle control (corn oil, 5 mL/kg)
Values represent at mean £ S.D.

Parentheses indicate the number of animals

*: significant difference from control, p<0.05

**: significant difference from confrol, p<0.01



Table 8-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Hematelogical findings in males and females at the end of the recovery period

Compound Diethylbiphenyl

Dose (mg/kg) _ 0? 240

Males
RBC (x10*uL) 763 = 25 ) 816 + 43*  (5)
Hemoglobin (g/dL) 148 £+ 04 ) 153 £ 0.5 (&)
Hematoerit (%) 42 £ 13 (5 457 £ 19 (5
MCV (fL) 579 £ 09 (5 560 + 1.6% (5)
MCH (pg) 194 + 05 (5 188 + 05 (5)
MCHC (g/dL) 3B5 £ 03 () 36 £ 03 (5)
Platelet (x10%/4d) 1003 = 3.8 5 1092 + 6.0%  (5)
PT (sec) 204 £ 32 (5 259 = 88 (5
APTT (sec) 235+ 15 (9 260 + 26  (5)
WBC (x10%uL) 66.1 £ 185 (%) 628 £ 129 (5
Neutrophil (%) 16 + 6 (5) 15 =« 4 (5)
Eosinophil (%) 1+ 1 (5) 1+ 0 )
Basophil (%) 0+ 0 (5) 0+ 0 %)
Monoeyte (%) 5+ 1 5 7+ 4 (5)
Lymphocyte (%) 78 + 7 (5) 77 + 5 )

Temales
RBC (x10%/uL) 769 + 16 ) 754 + 20 ®)
Hemoglobin (g/dL) 147 + 0. (5) . 148 = 03 ®)
Hematocrit (%) B8+ 06 (5 41 £ 09 (5
MCV (fL) 570 = 13 (5) 586 £ 26 (5
MCH (pg) 191 £ 03 (5) 196 = 08 (5
MCHC (g/dL) 335 £ 04 (5 335 02 ()
Platelet (x10*/uL) 1116 £ 185 (9 1106 £ 6.7 )
PT (sec) 124 + 0.4 ) 126 £+ 0.8 (&)
APTT (sec) 197 + 2.0 ) 189 = 21 (5
WRBC (x10%uL) 501 + 151 (5) 561 + 146 (5
Neutrophil (%) 14 + 3 g6 15 + § (5
Eosinophil (%) 1+ 0 ()] I £ 1 (®)]
Basophil (%) 0+ 0 ) 0+ 0 (5)
Monocyte (%) 4+ 2 [&))] 5+ 2 (5)
Lymphocyte (%) 81 = 4 (5) 79 + 4 {5)

a), vehicle control (com oil, 5 mL/kg) *: significant difference from control, p<0.05

Values represent at mean & S.D.
Parentheses indicate the number of animals



Table 9-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Biochemical findings in males and females at the end of the dosing period

Compound Diethylbiphenyl

Dose (mg/kg) 02 15 60 240

Males
Total protein (g/dL) 57 = 02 ) 55 + 0.1 ®) 55 £ 0.2 %) 58 = 0.2 (©)]
Albumin (g/dL) 38 £ 02 (5 37+ 02 (5) 37 £ 01 (5 39 + 0.1 (5)
A/G 208 £ 042 (5 205 £ 032 (3 207 * 007 (5) 208 = 024 3)
BUN (mg/dL) 14 = 2 ) 14 + 1 (&) 15 = 3 (5) 14 = 2 [6)]
Creatinine (mg/dL) 06 = 0.1 o) 0.6 = 0.1 5) 0.6 + 0.1 (5) 0.6 = 0.1 (%)
Glucose (mg/dL) 173 + 17 ) 166 + 18 5 161 = 12 5) 164 =+ 21 (5)
Tola) cholesterol (mg/dL) 43 + 10 5) 44 £ 7 %) 57 £ 15 (5 53 + 8§ (5)
Triglyceride (mg/dL) 35 + 5 ) 40 = 21 &) 35 & 13 (5) 31 £ 2 (5
Total bilirubin (mg/dL) 003 = 001 (5) 0.03 + 000 (5 0.04 £ 0.01 (5) 0.03 = 0.01 ©)
Inorganic phosphorus (mg/dL) 82 = 05 ) 78 + 10 5 76 = 0.4 5) 79 £ 0.8 *)
Ca (mgfdL) 96 = 0.2 3) 95 = 02 ) 9.7 + 0.3 (5) 96 + 02 5)
Na {mEg/L) 1436 + 0.4 5 1432 = 09 &)} 1427 = 0.4 3 1426 = 0.8 %)
K (mEq/L) 391 £+ 617 (%) 3.79 £ 023 (5 370 £ 020 (5 3.83 + 030 )
Cl {mEq/L) 1055 £+ 1.2 (5) 1059 = 12 (5) 1048 =+ 1.2 ) 1055 = 1.1 5)
ALP (UL) 370 £ 111 (5) 337 £ 48 5) 325+ 45 5) 347 = 44 %)
ALT (U/L) 24 £ 5 (5) 25 + 3 5) 27+ 6 ) 24+ 3 5)
AST (UIL) 57 + 6 (5) 60 = 7 (5) 57+ 4 ) 58 + 4 5)
1-GTP (UL) 1+ 0 ) 1+ 1 (&) 1+ 1 (%) 1+ 0 5

Females
Total protein (g/dL} 55 £ 03 (5) 56 = 0.2 (3) 55 £ 03 (3) 57 + 0.1 5)
Albumin (g/dL) 38 = 0.1 3 37 £ 01 5) 38 £ 0.2 ) 38 = 02 [&)]
A/G 240 = 030 (5 204 + 021 (3) 223 £ 0.08 (5) 207 = 0.23 (5
BUN (mg/dL) 18 = 3 ) 24 = 2% (5) 23 & 3% ) 22 £ 3 (5)
Creatinine (mg/dL) 0.7 + 0.0 (2] 06 = 0.1 (3) 0.7 £+ 0.1 ) 08 = 0.1 5)
Glucose (mg/dL) 133 £ 12 S) 121 + 16 &) 135 + 20 5) 131 + 13 (6))
Total cholesterol (mg/dL) 48 + 7 (&) 56 + 10 &) 48 = 7 ) 64 + 5% (5}
Triglyceride (mg/dL) 14 =+ 2 [€)] 13 £ 4 %) 10 £+ 2 (5) 13 £+ 4 (5)
Total bilirubin (mg/dL) 0.03 = 001 (5 004 = 0.02 (5 0.04 = 001 (5 0.04 = 0.00 (5)
Inorganic phosphorus (mg/dlL) 79 £+ 08 3) 80 = 09 %) 80 = 0.8 {3) 88 + 08 (5)
Ca (mg/dL) 95 = 02 ) 95 = 02 (5) 94 £ 02 (5) 93 £ 02 $)
Na (mEq/L) 1421 = 0.7 (3) 1426 = 0.9 (&) 1417 = 09 (5) 1413 + 1.7 )
K (mEq/L) 375 £ 031 (5 372 = 019 () 371 + @18 (5) 3.81 = 0.22 5
CH(mEq/L}) 1070 + 1.2 (5) 1069 £ 11 (5) 1062 + 2.0 (&) 106.7 = 1.5 (5)
ALP (U/L) 194 + 355 ) 198 + 31 5 209 = 67 (5) 153 + 46 5
ALT (U/L) 20 = 4 (%) 19 = 4 (5) 25 + 9 (5) 23+ 9 %)
AST (U/L) 6 + 4 ) 58 £+ 3 (&) 69 + 12 (5) 62 + 7 (5)
v-GTP (U/L) 1+ 0 3) 3+ 2 (5) 1+ 0 (5) 1+ 0 (&)

a), vehicle control (com oil, § mL/kg)

Values represent at mean + S.D.
Parentheses indicate the number of animals

*: significant difference from control, p<0.05

**: significant difference from control, p<0.01



Table 9-2

Twenty-cight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Biochemical findings in males and females at the end of the recovery period

Compound Diethylbiphenyl

Dose (mg/kg) 0¥ 240

Males
Total protein (g/dL) 56 = 0.2 (5) 55 £ 0.2 (5)
Albumin (g/dL) 36 £ 0.2 (5) 37 £ 02 &)
AG 187 £ 021 (5 206 + 027 (5)
BUN (mg/dL) 18 = 3 () 17 + 2 O)
Creatinine (mg/dL) 06 = 0.1 (5) 06 £+ 0.1 8
Glucose (mg/dL) 151 = 13 ) 160 + 23 (5)
Total cholesterol (mg/dL) 47 + 14 3) 55 £ 10 5
Triglyceride (mg/dL) 36 + 12 5) 34 = 15 (%)
Total bilirubin (mg/dL) 008 £ 001 (5 008 = 001 (5
Inorganic phosphorus (mg/dL) 78 £+ 04 5) 79 + 05 (5)
Ca (mg/dL) 93 + 02 (5 93 = 01 (5
Na (mEq/L) 1442 = 0.6 3) 1445 = 1.1 3)
K (mEq/L) 432 = 010 (5) 412 £ 019 (5
Cl (mEq/L) 106.1 = 1.6 5) 1060 + 1.2 3)
ALP (ULL) 284 £ 44 (5) 300 = 62 )
ALT (U/L) 29+ 2 ) 29+ 2 (5)
AST (UL) 64 = 38 ) 64 £ 2 (5)
-GTP (UIL) 0+ 1 ) 1+ 1 (5)

Females
Total protein (g/dL) 57 £ 03 (5) 55+ 02 (5)
Albumin (g/dL) 39 + 03 (5) 3.7 £ 02 (%)
NG 222 £ 038 (5) 200 £ 032 (5)
BUN (mg/dL) 19+ 2 (5) 2 + 3 )
Creatinine (mg/dL) 07 = 01 (5 07+ 01 (5
Glucose (mg/dL) 126 + 19 (5 17 = 16 (5)
Total cholesterol (mg/dL) 66 + 14 ) 55 + 10 5)
Triglyceride (mg/dL) 12 + 4 ) 15 £ 5 (&)
Total bilirubin (mg/dL) 012 + 003 (5 011 = 001 (5
Inorganic phosphorus (mg/dL) 57 £ 0.8 ) 61 + 0.6 (5)
Ca (mg/dL) 89 % 0.1 (5 89 = 02 (5
Na (mEq/L) 1443 + 06 3) 141 = 0.7 (%)
K (mEq/L) 399 + 017 (5 393 £ 028 (5
Cl (mPg/L) 1085 + 19 (5 1080 = 08 )
ALP (U/L) 146 + 46 (5) 135 = 26 %)
ALT (UL) 18 = 1 (5) 20 % 4 ®)
AST (UL) 57 £ 9 5) 58 £ 6 (3
y-GTP (UIL) 1+ 0 5) 1+ 1 ()

a), vehicle control (com oil, 5 mL/kg)
Values represent at mean = S.D.
Parentheses indicate the number of animals



Table 10-1

Twenty-cight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Absolute organ weights in males and females at the end of the dosing peried

Compound Dicthylbiphenyl

Dose (mg/kg) 0? 15 60 240

Males
‘Terminal
body weight (g) 336.2 + 16.8 (5) 3479 + 38.0 5) 350.1 + 12.2 ) 3217 + 23.0 5)
Brain (mg) 1913.5 £ 66.5 ) 1896.8 + 36.2 ®) 1910.0 £ 63.5 ) 1843.7 + 89.0 3)
Thymus (mg) 5229 = 1480 (5 5726 = 1727 (5) 662.7 + 61.8 (5) 506.2 = 68.0 )
Heart (mg) 11495 + 1024  (5) 11277 + 1523 (5) 11075 + 546 (5) 1073.7 + 883 )
Liver (mg) 12077.6 + 8403  (5) 124035 + 22301 (5)  13187.7 = 5059  (5) 135174 = 13356 (5
Kidneys (mg) 2567.6 + 1675  (5) 26264 = 3627 () 28542 + 133.0  (5) 28184 + 1507 (5
Spleen (mg) 7705 + 1409  (5) 7169 + 1283  (S) 7097 = 346 5 639.5 + 93.9 )
Adrenal glands (mg) 540 = 5.8 *) 56.5 i. 8.0 [&)) 509 + 7.0 3) 48.7 4.7 (5)
Testes (mg) 2903.0 = 203.1 5 2905.2 + 2125 (&) 28985 + 216.8 5) 2985.7 221.0 )
Epididymides (mg) 665.1 + 21.4 5) 649.2 + 61.0 5) 6793 + 61.1 5) 660.0 203 5)

Females
Terminal
body weight (g) 2069 + 7.8 (5) 2040 = 8.3 (s) 2083 + 47 (5) 198.1 = 10.1 G)
Brain (mg) 1751.8 + 64.4 (5) 1685.8 £ 76.0 (5) 1704.0 + 69.6 (5) 1723.7 59.6 (6]
Thymus (mg) 4642 + 113.0 5) 421.7 + 80.7 (5) 425.6 + 784 5) 492.4 106.1 (5)
Heart (mg) 7240 * 61.0 ) T8 & 271 ) 7274 = 28.8 ) 7366 + 1022 (5)
Liver (mg) 7085.9 L 656.4 ) 7085.6 + 441.7 3) 6973.5 + 379.0 3) 7902.3 469.4*% 5)
Kidneys (mng) 18193 = 2014 (5) 1788.1 + 170.5 (&) 1864.2 + 74.2 5 17163 179.6 5)
Spleen (mg) 4555 + 407 (5) 4910 + 825 ) 4668 + 522 (5) 4662 *+ 554 5
Adrenal glands (mg) 60.8 + 5.1 5) 56.8 = 6.3 '6) 63.4 + 5.8 (5 592 + 53 (5)
Ovaries (mg) 829 + 3.7 (5) 803 =+ 6.1 %) 80.7 + 10.7 %) 75.8 6.7 5)

a), vehicle control (com oil, 5 mL/kg)

Values represent at mean + S.D.

Parentheses indicate the number of animals

*, gignificant ditference from control, p<0.05



Table 10-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Absolute organ weights in males and fernales at the end of the recovery period

Compound Diethylbiphenyl

Dose (mg/kg) 0? 240

Males
Terminal
body weight (g) 3829 £ 22.7 5) 373.8 £ 35.7 [&))
Brain (mg 1950.0 + 71.0 (s) 1881.1 + 7L.1 )
Thymus (mg) 4039 = 1194  (5) 4076 + 664  (5)
Heart (mg) 12386 + 914  (5) 12177 + 1314  (5)
Liver (mg) 11572.5 + 15314 (5) 11866.2 + 1251.9 (5)
Kidneys (mg) 20491 + 3339 () 20069 + 4441 (5
Spleen (mg) 647.8 + 40.8 3) 6838 + 1275 (3)
Adrenal glands {mg) 581 £ 6.0 (3) 56.6 + 3.1 (5)
Testes (mg) 3193.6 + 1853 6)] 3157.4 = 2324 (5)
Epididymides (mg) 973.7 + 28.8 ) 924.2 *+ 87.2 (5

Females
Terminal
body weight (g) 2214 + 22.1 ) 2290 + 21.0 (5)
Brain (mg) | 1768.0 + 8§74  (5) 17541 + 489 (5
Thymus (mg) 3888 £ 415  (5) 4460 + 1274 (5)
Heart (mg) 7702 & 67.0 ) 762.5 + 57.0 (%)
Liver (mg) 65692 = 57L7  (5) 65448 = 4703  (5)
Kidneys (mg) 17782 + 94.5 (5) 17276 + 1254 (5)
Spleen (mg) 5168 = 73.0  (5) 5063 = 627 (5)
Adrenal glands (mg) 66.2 = 3.6 3) 62.0 + 79 5)

Ovaries (ng) 79.8 = 18.7 (5) 83.7 + 9.2 3

a), vehicle control (corn oil, 5 mL/kg)
Values represent at mean + 5.D.

Patentheses indicate the number of animals



Table 11-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of disthylbiphenyl in rats

Relative organ weights in males and females at the end of the dosing period

Compound Diethylbiphenyl

Dose (mg/kg) 09 15 60 240

Males
Terminal
body weight (g) 3362 + 16.8 ) 347.9 + 38.0 ) 350.1 + 122 () 3217 + 23.0 (5)
Brain (mg/g) 5700 + 0261  (5) 5509 = 0.664  (3) 5457 + 0.168  (5) 5766 + 0634  (5)
Thymus (mg/g) 1.546 + 0.387  (5) 1625 = 0334 (5) 1.894 = 0.186  (5) 1.586 = 0.285  (5)
Heart (mg/g) 3.421 + 0269  (5) 3.239 + 0226 (5) 3.164 = 0.146  (5) 3344 = 0285  (5)
Liver (mg/g) 35933 + 1796  (5) 35449 = 2787 (5} 37.721 = 2430 (5) 41.974 = 1.790% (5)
Kidneys (mg/g) 7659 + 0.702  (5) 7.537 + 0.442 (5) 8.163 = 0.563  (5) 8.789 = 0.663* (5)
Spleen (mg/g) 2280 = 0319  (5) 2.069 + 0356  (5) 2,020 + 0.125 &) 1.986 = 0227  (5)
Adrenal glands (mg/g) 0.161 = 0.020 (5 0162 + 0.015  (5) 0.146 + 0023 (5 0.152 = 0.017  (5)
Testes (mg/g) 8.676 * 1.043  (5) 8.424 + 1032 (3) 8.290 = 0722  (3) 9310 + 0.809  (5)
Epididymides (mg/g) 1981 + 0.091 (%) 1874 £ 0.164  (5) 1942 + 0.188  (5) 2060 * 0.155  (5)

Females
Terminal
body weight (g) 2069 + 7.8 (&) 2040 = 8.8 5 2033 = 4.7 ) 198.1 + 10.1 )
Brain (mg/g) 8479 = 0.467  (5) 8281 + 0.617  (5) 8382 + 0313 (5) 8.710 + 0297  (5)
Thymus (mg/g) 2231 + 0468  (5) 2.064 + 0364  (5) 2,094 + 0385  (5) 2,480 + 0.500  (5)
Heart (mg/g) 3.501 + 0291  (5) 3.554 = 0231 (5) 3580 + 0.172  (5) 3.712 = 0411 (5)
Liver (mg/g) 34220 + 2350  (5) 34714 = 1210  (5) 34280 + 1447  (5) 39.885 + 1.003% (5)
Kidneys (mg/g) 8.785 + 0.782  (5) 8784 + 0968  (5) 9.169 + 0.289  (5) 8.653 = 0.659  (5)
Spleen (mg/g) 2205 + 0227 (5) 2408 + 0396  (3) 2301 + 0318 (5) 2353 + 0254 (5
Adrenal glands (mg/g) 0.294 + 0.021  (5) 0278 = 0.026  (5) 0312 + 0.033  (5) 0300 = 0.033  (5)
Ovaries (mg/g) 0.401 + 0.028 (5 0.394 + 0.035  (5) 0.441 = 0.047  (5) 0383 % 0.033  (5)

a), vehicle control (corn oil, 5 mL/kg)

Values represent at mean + S.D.

Parentheses indicate the number of animals

*: significant difference from control, p<0.05

**: significant difference from control, p<0.01



Table 11-2

"Twenty-cight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Relative organ weights in males and femalcs at the end of the recovery period

Compound Diethylbiphenyl

Dose (mg/kg) 0? 240

Males
Terminal
body weight (g) 3829 + 227 ®) 3738 = 35.7 (5)
Brain (mg/g) 5106 + 0349  (5) 5079 = 0.641  (5)
Thymus (mg/g) L.053 + 0.304 3) 1.095 = 0.184 ®
Heart (mg/g) 3232 £ 0065 (5) 3261 = 0233 (5)
Liver (mg/g) 30.127 + 2.406 ) 31.806 * 2.646 (5)
Kidneys (mg/g) 7.684 + 0.462 ®) 7.746 + 0.555 (5)
Spleen (mg/g) 1.698 + 0.170 ) 1.818 + ¢.191 )
Adrenal glands (mg/g) 0.151 + 0.007 5) 0.153 0.020 (&)
Testes (mg/g) 8.376 + 0.861 ®) 8.498 + 0.895 %)
Epididymides (mg/g) 2.549 = 0.148  (5) 2.480 = 0.195 (5)

Females
Terminal
body weight (g) 2214 + 221 ) 229.0 = 21.0 (5)
Brain (mg/g) 8.026 + 0.562 5) 7.712 £ 0.756 (&)
Thymus (mg/g) 1.762 + 0.164  (5) 1.930 + 0.424 (5
Heart (mg/g) 3.489 = 0256  (5) 3341 + 0260  (5)
Liver (mg/g) 20751 = 1.887  (5) 28.639 + 1274 (5
Kidneys (mg/g) 8071 + 0.565  (5) 7563 + 0433 (5)
Spleen (mg/g) 2341 + 0318 (5) 2208 = 0.142 8]
Adrenal glands (mg/g) 0.302 + 0.041 ) 0.271 0.023 )
Ovarics (mg/g) 0.358 + 0.053 (5) 0366 + 0.028 )

a), vehicle control (corn oil, 5 mL/kg)

Values represent at mean = 8.D.

Parentheses indicate the number of animals



Table 12-1-1
Twenty-eight-day repeat dose oral foxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Macroscopical findings in males at the end of the dosing period

Dose (mg/kg) 0¥ 15 60

Grade - + . + -

(All organs) [ 5] [ 51 [ 5 ]
No remarkable change

a), vehicle control (com oil, 5 mL/kg)
-, negative; +, positive.
[ ], number of animals examined.



Table 12-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Macroscopical findings in ferales at the end of the dosing period

Dose (mg/kg) 0¥ 15 60

Grade - + - + -

(All organs) [ 51 [ 5 1 [ 5]
No remarkable change

a), vehicle control (corn oil, 5 mI/kg)
-, negative; +, positive.
[ 1, number of animals examined.



Table 12-2-1
Twenty-eight-day repeat dosc oral toxicity study with subscquent 14-day recovery test of dicthylbiphenyl in rats

Macroscopical findings in individual males at the end of the recovery period

Dose (mg/kg) 0¥ 240
Grade - + - +

(All organs) [ 5] [ 5]
No remarkable change

a), vehicle control (corn oil, 5 mL/kg)
-, negative;, +, positive.

>

[ ]. number of animals cxamined.



Table 12-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Macroscopical findings in individual females at the end of the recovery period
Dose (mg/kg) 0¥ 240
Grade - + - +
(All organs) [ 5] [ 5 1
No remarkable change

a), vehicle control (corn oil, 5 mL/kg)
-, hegative, +, positive.
[ 1. number of animals cxamined.



Table 13-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Histological findings in males at the end of the dosing period

Dose {mg/kg)
Grade

60

240

+

e

Pos.

++ ++  Pos.

+ ++ +++  Pos.

(Liver)

Hypertrophy, hepatocyte, centrilobular

Fatty change, periportal
(Kidney)

Hyaline droplet, proximal tubule

Eosinophilic body
Basophilic tubule

Cellular infiltratior, lymphocyte
Celiular infiltration, neutrophil, focal

(Spleen)

Hematopoiesis, extramedullary

(Prostate)

Cellular infiltration, lymphocyte

(Lung & Bronchus)

Infiltration, foarny cell, alveolus

(Hear)

No remarkable change
(Thymus)

No remarkable change
(Stomach)

No remarkable change
(Brain)

No remarkable change
(Spinal cord)

No remarkable change
(leum)

No remarkable change
(Colom)

No remarkable change
(Adrenal gland)

No remarkable change
(Thyroid gland)

No remarkable change
(Trachea)

No remarkable change
(Testis)

No remarkable change
(Epididymis)

No remarkable change
(Urinary bladder)

No remarkable change

(Submandibular lymphnode)

No remarkable change
(Mesenteric lymphnode)
No remarkable change

(Sciatic nerve & Gastrocnemial musclc)

No remarkable change
(Bone marrow of femur)

No remarkable change
(Pancreas)

No remnarkable change

(Submandibular & sublingual gland)

No remarkable change
(Pituitary gland)

No remarkable change
(Eye)

No remarkable change
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a), vehicle control (com oil, 5 mL/kg)
-, negative; +, very slight; +, slight; ++, moderate; ++, severe; Pos., total of positive grade.
[ ), number of animals examined.



Table 13-1-2

Twenty-sight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Histological findings in females at the end of the dosing period

Dose (mg/kg)
Grade

o

60

e

+ ++ +++ Pos.

(Liver)
Fatty change, periportal
Microgranuloma
(idney)
Basophilic tubule
Cellular infiltration, lymphocyte

Mineralization, cortico-medullary junction

(Spleen)

Hematopoiesis, extramedullary
(Brain)

No remarkable change
(Spinal cord)

No remarkable change
(Stomach)

No remarkable change
(leurn)

No remarkable change
{Colon)

No remarkable change
(Adrenal gland)

No remarkable change
(Heart)

No remarkable change
(Thymus)

No remarkable change
(1hyroid gland)

No remarkable change
(Trachea)

No remnarkable change
(Lung & Bronchus)

No remarkable change
(Ovary)

No remarkable change
(Uterus)

No remarkable change
(Urinary bladder)

No remarkable change
(Submandibular lymphnode)

No remarkable change
(Mesenteric lymphnode)

No remarkable change
(Sciatic nerve & Gastrocnemial muscle)

No remarkable change
{Bone marrow of femur)

No remarkable change
(Parncreas)

No remarkable change
(Submandibular & sublingual gland)

No remarkable change
(Pituitary gland)

No remarkable change
(Eye)

No remarkable change

[
[

o 0 0 4
0 0 0 3
0 0 0 2
0 0 0 1
¢ 0 0 l
0 0 0 5

5

5

+H ++  Pos
0 0 3
L] 1
[N 3
[ 2
o 0

+H ++  Pos
[ k]
0o 0 3
o 0 4
0 0 3
0 0 2

0 00 2
0 0 0 3
0 0 0 4
0 0 0 2
0 0 0 0

a), vehicle control (corn oil, 5 mL/kg)

-, negative; #, very slight, +, slight, ++, moderate; +++, severe; Pos., total of positive grade.

{ 1, number of anitnals examined.



Table 13-2-1
Twenty-eight-day repeat dose oral toxicity study with subscquent 14-day recovery test of diethylbiphenyl in rats

Histological findings in males at the end of the recovery period

Dose (mg/kg) oY 240
Grade « * 4+ 4+ +H+  Pos - £ + ++ +H+  Pos.
(Liver) [ 5] - [ 5 ]
Fatty change, periportal 1 4 0 0 0O 4 1 4 0 0 0 4
(Kidney) [ 5] [ 51
Hyaline droplet, proximal tubule 30 0 0O 3 2 3 0 0 0 3
Basophilic tubule 1 4 0 0 O 4 3 2 0 0 0 2
Cellular infiltration, lymphocyte 1 4 0 0 0 4 3 2 0 0 0 2

-, negative; =, very slight; +, slight, ++, moderate; ++, severe; Pos., total of positive grade.
[ 1, number of animals examined.



Table 13-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of diethylbiphenyl in rats

Histological findings in females at the end of the recovery period

Dose (mg/kg) 0 240
Grade -~ * 4+ 4+ +++  Pos. - = 4+ + 4+ Pos
(Liver) [ 51 [ 5
Fatty change, periportal 3 2 0 0 O 2 4 1 0 0 0 1
(Kidney) [ 51 [ 5
Basophilic tubule 3 2 0 0 O 2 3 2 0 0 0 2
Cellular infiltration, lymphocyte 2 3 0 0 0 3 3 2 0 0 0 2
Mineralization, cortico-medullary junction 3 2 0 0 0 2 3 2 0 0 0 2

a), vehicle control (comn oil, 5 mL/kg)
-, negative; +, very slight; +, slight; ++, moderate; +++, severe, Pos., total of positive grade.
[ 1, number of animals examined.



	表紙
	目次
	要約
	試験目的
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-08-29T16:34:30+0900
	National Institute of Health Sciences




