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MR 5L, 600mg/ kB OUETIZAEREMOMFIN —BHEIZERD Sfc. BHE - K
REICE, BREUEMERS SN -7, MRFHRETIE, 600ng/kefE CTHEICMBRE,
SEEFRMKARE, HRMBkMERE, SFRMRkMERBE R OEELES o vk
75 AF B, MEICEERMIRARE R OCEERMROERED, WIhbOFELHE
DERSD SNt MIEELFERE T, 600mg/kgff THELEIZ, REVILE VOEELE
MRED SN, BWEEETIE, 600ng/kehf THEM ICBBOMS RO ER, HICkH
BOHEMBEEOAELIEMNED S, HOFBENER bIEMERILZR L, REY
BE T, 600mg/keBf DREMEN U200ng/ ke BE D HEIZ BB O 2 FIE TR, 600mg/kgEF
DHEZFFIRDFFRIINE R EED SN, 600ng/keBFDOMEMED BRI PIRENIC JEARL TV
fo. E7z, 600mg/keBE CHEMEICH B ORE SHLENRD oNicd, WEHEBFENICEE
{LRBH SN -7,

ik, BEEZEOBEHEOMIICEWT, 600ng/keBEDiD 2 ILR D 1 PLo—k
RENEEICEBILL, ETHAWIUHEER L. REESFRET, BRICERER
R EUEBEREORD SN

EEFMORSHOBERVHEEHBKR THOBRAE T, —RIREE, ARo{LikE
BEEE, KA MEFRERVIEECFERET, BB EORSICERTT 521,
BHoNEh-7t. BEEETIE 600mg/kgBEOiEHOBREROE LIIEHEMERIE T L
t2HbOD, HWEEOERSENSD 2 WIBEIMERNRD Shic, REABFRETE,
B D% FMETFH200mg/ ke BED M '600mg/ kg BE DHEMEICERAE L TRRD S hvfzidd,
600mg/ ke B DMEME T I3ERH LA L - TH D, WIRMITIIBERORRMER D 5 W TR
»ohic,

PDEDER NS, 4,4 -0 a7 ER @2,6-V7a€72/ L) OF vy b
P RICd A g S HEE, R FRROEBOIEE M O HILERRICNT 5
T, BICEBOBENELIFEN T 7. £/, WEHORFICXORBLL
ZRAENTH B 00, BREOZLIBZEHFKR TROREICIBVWTHEEL TV
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L4 -4 Ty F o rER 2,6-97 07/ =) BEEGT NS ToEER Y
=/ =IWVAERRL, 5 RAF v 7, K BOFOHERHE L TRV LN THWA{LENE
TH 5.

L4 -4 7abYFUoER (2,6-70F7 2/ —)) OFBMHICOVT, in vitro
T bay P 7OREEERARVCEMERZRET SN TVAEY . Sy M
BT BEMAECOLD; o E(35000mg/kgll £ T, HE0. 1%BE (AT OEREOng
/kg/day) O28AMREIEEICHEWT, T v bO—RIKE, BREREHERICEITR
wohvd, £/7 v FEAVWSOHBERRMC K 5 RERSHEERRICBVWTD, &
=100mg/kg/dayiTH ¢ 2 BEDREG TERIERD SN TWEWY | v 22\ 3
oA RIERHRIC & 5 RIS EERBRICEWTIE, EESNOME], Mk, meE
FE ATbhIUy ME MEN) 7Y €T4 FRUOBRS V37 OFED, BBOEEE
MRS EIMAEES SN, EEMEII0.49% (T00mg/kg/day) SHEINTWSEY .
Ty PEROWEREERBR TR, #EFEREEDIATHENY,

—7, BEREFEOL MIXfd 282, FrAER NNE RAFTREZBED0H S
TENRSNTED, —REFEME T 2BEZM S, BN EZ N5, L
MUBEH S, {LEMEOBHEFNEED EAROEYMZEZHVWTEBRINTED, Hi4
RIZHEG LIRS0 H>WTIR, BEAEHMSITORN.

AEEB

LA -4 7aB)FUrER (2,6-Y7aE T/ - 2Ty bOHFAERICHEN
P REZEORS L, FrERISHT 2 RERSERLCICZORDT v FORE, #iE
RO R THEEREJ 5.

AR R O

1. #ERRYE

4L,4 -4y oy FUER (2,6-V70E T/ —)b) [CAS No.79-94-71i3, &F
B543. 88, RiS182°C, #3I6C, KITAKE, Ty, AF /-, T—5IUIH
‘EhAf - EROBERT, REBCIE Y-St (LDEHmEEETBRKET4560%&)
SIEtxnooy FES8Y2916, ME9.5% (MEELThY JuoEERT 2/ - )b
ARED) ObOEGER (4°C) TERLTREL, #HH L. SEBMEOFHMIL
Appendix 1 /R U7c. HIWHERE =30 — bhlathic Bt U CRBR T RIS
L, RBRUIEhEETH -7 I 2R L (Appendix 2). EEMBERITHKIZOWT,
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L, -4 7ae) FUER 2,6-¥Y7aET7 2/ —Ib) BBEETH LY, /i
BRIV EIEBECEBTERWIEN D, B s LT0. 1% Tween8078M0. 5% 4
IWRF L AFINA)a—ZF b7 LIKIER (Tweend0 : Difco Laboratories, @w b
FF101911401 ; ANRF U AF LI O~ ZXF MY YL BEEAEHALH, oy b
F=00761484 ; RAREEUK - sk att, oy MEEI8IITE) A, FREDE
SH&IC85 X BRBEORBRICHBI L., HERIZDHEELSHEIREETH S
CENMERINTVWAYOCHE I EFEEL, | HOSEAEI &I LTERHIFET
SRR (4°C) - ERTTREL, HRRTBLIPNCER L., o, oENCHER L
REBIZOWTHIT L, IECBE THEINTWA Z L 2HE L7 (Appendix 3).

2. WEEMROEE RN

Ei3SD% [Crj:CD(SD)IGSISPFZ w b (9:8#%) OiFfRIE GFRISH) %, BARF
v =R YN -HARH BAREFE L V7~ (WRNEEART FTHRTSELM) /5
20/THR A L, S fRthfrAlRds 3 AdhicEd 5 £ TOI0BEHHRE - BULET L, ORI
BEAERVERBEZITY, BRIKEE SERRE WERESEZER L KBRicH
WAREEYNZ, HEIR2IH D% 5 RIS ARG L, TR22H OFRIfIC AR K
T UCEERSHEREZRTEFHMON, Frl B R EIE MEED O IFIC 1208 %
ER U7, $rEROBSITIL3I Bl (HER%. 0 AMET5) BTV, EIRL/CBH
WIOFHAERZEN OB L THERRNC 7 — L LA BREELZREL, AEOFRIEITIVE
D OIEICHEE R ASIL D FT A IR %E R L, | BEMERER 120 U TR ICE D < JBLaEfE
AR I D ABICRD S e, RO EEOHIEROHEIES 1 T4, EIEAM
HEIC L 0 120t (B IR A, BB O BEORL HEHS | ILDEt
BIEAEID BT o B K ST Lz (Appendix 4). FHAEROES BWIGAE ((KEFHH)
35 10.4 (9.8--11.2)g, # 10.009.4-10.5)g, ZTOEHOEREEBAGEE Uk
=EHD (3#12.6(11.0—13.5)g, #f 12.1(10.7-13.0)gTH » 7. &EEE, T v 7
RO — O~ OEEIL CHRE R OBEAZ O RE IS E S 7, BEFLATOFTAERIR
MR AARIBRBEOREICANBT B LILOEN L. Ty M3, 1BE21-23C,
IRERS —62%, MREEIOBILILE B (-7 by vaxT —ARK, BE - BEOR
TEASER : Appendix 5) . FRUABSRAI285RE, /B (4FET 6 Besid], 4R 6 BERAT) I/l
NN T — VAT LEME (BALE) T BREBYROBEAR CER21EICHA DR
Y A EASNC, BAAEIESE R EERIETRE L. B8y - ViR, A
B SN E R CEERLE TR Y & — KRR — M — D (265WX 426D X 2000 (mm),  AREX
ELTCHRTA 7L =7 (AARF v — L2 - UL ), BAKREXT VR
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Sl — Y (260 wx380D X 180H(mm)) AV, THAEXF Y LABSEBEOS v 7 ICkRE
U7z, ikl (BEBMER S RMRR b v 7, AARBRETEKNSH, oy FES09.03.73,
99.06.53, 99.07.55) &&URIK (1 undA — bV v U7 4 L5 — THRIBKREINE IR
L7 BEkEK) REBICBIRES ¢ @8, REROBRKD OB AEIC >\ T o
S ORER (Appendices 6—8) HVEFNGHABECRENT, BMEORE - B
DRIERERN S b, RBRBHOEEN B ERET & BbN 2 BEEROZ(LIR I
ShbDEHWTI NI 1, WEMIOBETLE SHEEME RS DB Uiz,

3. REBEORE, FRREOBRKRUESHE

BERR, ARRICEUSER L HEEFTEABOBRICESOTEE L, #E
BRERRI | BMHES S ICoHAERS v M4, 4 -4/ FoEY FUER 2,6-07
TaET /) - %0, 40, 200K 0r1000mg/ke/day T, 4% 4 HMS21HE TDI8H
RIS L7c. 1000me/keBf THEMEICHLFIAIB OB N, FEENOIMGIERR, /MR
¥, MJALDH, GOT, MEVYINE Y, REEHR /V7F=r, FRKUBBEREOWT
nNbEE MBeXE 7oborE Uk BREEOWINHEE FBHoisk 200
ng/kgBETHEIZ T o0 b o v B UESROEENERD S, 1JIZ1000ng/keEEO B RERED
ZAbid, SREOH6BICETIFEELLOTH 7.

PIEOFERMNS, AR 21%E58(13, HECERFENRET LTINS
600mg/kg/dayZ S8, EHEENRELLLVWETRIIN540ng/kg/dayZERHEE L,
INSOHEDRIZ200mg/kg/dayDat 3 HEAHRE Lic. ABREBEOBRIE, (1) BFEx
525 (LT, d@ED ., (2) #HEMEDL0ng/ke/dayiR 58 (40mg/keBP) . (3) [F 200
mg/kg/dayi% 58 (200mg/kgBEE) , (4) [E 600mg/kg/dayi% 5 8% (600mg/kegE) D 4F &
U, REHEERI2ED D b, MI#ES 6 ILIIREETOED Q2HED) ITHRIITHRT 51
SR TIHEHEN, RO OEIIERZKRTER QoHE) IRt d 2 BIRK T
HEhih & Ui

BE5hER, BE5RETEE 1 kgX/cD 3uls L, A80.6mDRY =5 L o 8F o
~7HHVRTF 7o ey 2ROV VT RES UOERBERVWT A% 4805
218 (B3 Fcol8EM, 8 10 GFEit) . BRIES L., EEkORSHKE
13, BEHORERELE G EICEH U, WHEEICE, HBRYMEERERICHRT 51
DI OB EERICRS L

4. BERUKRE
BT, L5HE> SHBMRBREYOMILE T, REM3EmsdaEce L,
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IREMWNC OV TIIERZA IR G TR O], SORICHRER TIROBHZIT-7. %
DN, ROBERUBREZFEML 7.

1) HE)

(1) —fRIREERE

BEMARREH, WETSZE0—RIREBII VW TEER L

(2) =&

HE 4 (DBETOWREHEWE 0B ETS) , 10, 16KRU21IBICHIE L.

(3) BeHE

HWHE6~T, 12~13RU18~19H DED245RGEHERE Y, REMEED i BE)
PIELNL TRIE L 7.

2) REY)

(1) —RIKAERRER

#H, D E s 1 EEREMO—REBICOWTEHE L. 5P, &8 20
BEMOIRTC LB OTREHR Lz, BILATOBE T, HEn &gt L/cikke
TOBEBIT- T2

(2) B - DU HaeRE

AR08, BEE2IBICAITY V7V RT AL DESITIREE (1 - K8, 2 ¢
EH, 3 :&ADL, 4 BEMERE G140, 5 BASlIZRL, 6 : BilO5]
2P0 MEENKZENLN, T DFRILTHT, 8 HFEFIETE R,
FURS (1t EBICRG, 2 RIEE L) , BARE (Prever &) RUHAENST
(1 D IEE, 2 PeGEN, 3 RIGEWL, 4 REEL) , REHEABED X
B (1 tBEBIK22E, 2 : 20 ) EBRDELLEZEOSHD, 3 :2hb D ETHEN
HREdEZ S, 4 :o0b2& UMW), HEERERERE (1 ZFELOER/EE,
2 eREVWIBEE 3 BV 2BEE 4 R okE), EhikERg
(1 - IEECEM, 2 - fif 3 :F6D HicEfEHRRE (1 B5ICRENCK
&, 2 BOHANCBUS, 3 @ RUSIE L) ionwWTkE L.

(3) SR REE R

2FNzoWT, RSKTHEZRESL LTERTENSEBE, I HA S UIERL, 11
Ho S RGHAOIKEZBIICS 5 T, FBEPRK TREBREVIZOVLWTODA,
HEIZERITE ORERTE, MIZ20H N SEROOIREZBHICE 5L TEREEL
7c.
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4) =&

H 4, 7, 10, 13, 16, 19, 21H, ZO®%E THRBTHEL, #E5HMSR S
ZOROFENMTOhEENEZREHE L. BRECHANEL .
(5) fBEEE

BEFLIR, BREOHEHICALE THTHL S O2UEGHEEEEEZHIE L /2.
(6) PRMER

HRTIB~82HDORICREZIT> 7. T78bH, FEREZFNURRKE (L7 4
AT 4w TR, N« ZHBASH) Ik BEIN, i F o7, BT Uk
EVILE Y, vabEy ) =S OERRE, £y MERESY - DCERE B
JERD WAL TEERIIOWT, B8HOBE, WEORE JBFil, Tl <%
HRett) RUEowA (URI-CBLLEE, 770y D5 A 7ay s b, T
B LTER) 2iT-72. 3512, ISHEOREEME L.
(1) IR

RIS, HREHRKRTEARCEESRRR TEBEIC T — 7 URREF T CRIIE L TIEXR
BIRE0IT-7, BEHIEOFROBEIVREL, KoAE5 L0, BRI MM
d30EIL, £0-—-#Bid EDTA-2K TEHERFILAE L, £IFEBEIMBkGTHEEEE (B-
4000, WHEEHAEBEFHAR) &b, FRkE EXBHREHR) |, NERE
(VIS M) o L-~EFOEVE), AT MY v ME COULZBEAR),
SEEGRMKAR, FHERMkneRa, FornRnergs (Bt #EE . A
MBRER: Mgy (PLE, BREHREAR) %2, B HRERZER U TRIKR
Mm3kE (Brilliant cresyl blueffEARMEER) RUHMMKESR May-Ciemsaf:
BIEAROSR) ZRE L. 51, —#i33.8% 7 ~ Vg MY T L THOIRRIM
WAL, MKEEEEIEESE KC-10A, XKE7 AL /i) cibFobor
BB (Quick —Bi&) ROEMALES bo Y RT75 27 Vi (25 9 VRGN
i) Z=HlE L7z
(8) IMmikAE/LFmE

R L 7o i O—Rs SMiEZESBE L, ELFEESTREE (JCA-BMR Y Y 5
A —, BABTHRLH) KXy 37 (Ea-Ly b)), TILTI 6B
), A/G e GHE@) , IMmEE (Glck -6-6-PHD® &%) , oL 27 o—Ib (B,
CESS)*CD4)~PODS)3§), N)Z YT AR (EERIE LPLY -GK™ -GPO® -POD® ) ,
Vg (PLDY -COD'® -POD® &) , BEVILE Y (UTVH) , REFEHR (LT~
¥k , 7L 7F = Jaffei , GOT, GPT, ALP, y-GTP (LLE, JSCC'Y i),
LDH (SFBC'? ) , aY v X735 —+ (BIC'® -DINB' ¥ i) , A ¥ L (OCPCHE)

-1- Study No. 98-094



RUMEREY » (BESRE, PNP'® -X0D'® -POD® &) %, F I EMEHESHEE (VAKL
-132, HEEFETEKKSH) kD F YL, AT LARUER ClE 14
B ZHE L7
DN akF -, D U3 - x-6-1 CEBIKREER,
DAV ATA-NIRTI -, Y aLRFOo- gt FY
y—t, D N FFvy—-¥, U yRSaFA Y-,
DY ka—LExF—¥, P il-a- FUwOY B
=8, PV RZAT A Y=, 1O a3y vt RV -V,
0 KRR ES, 1P 7S5 U ABREYES
18 FFYLFATY Y, 15 5-UFF EZ-2-2 b1
ZRER, 1V SV I LAY RERRTAY S -
19 YUt FUS -
(9) ik
FECEMIZ R RGN, BCIREBICH 283 = — 7 LT C, RUAETF
YIRS HOEE H 5 WIIEEK T HOBHORMICHE W TW TN b AUNE
U, & BEOEHERUAEESE ZREMCER L.
(10) NEEE
i, TEE W BRE O R (KEzSOTER) R ERE SE
B, HTRIOITHE BELE AR BE (SR TEENEY TIREIT
BREE&DHTHER) , TR, FE28E (BUER) L, BHEOKEICED
WTHHHRER (BHERE) 2BH L. BB, IHRBEREGEZ LT TEHK
HRIRIEER ISR L.
(1D R RE
TRSEZREL, 10%Hiy VEEEERIL<Y ViR GER, BERLER 7TV
W CHIEE) THEE L TREZE L.
fs, TFEEGA, BB AR BRI (BR/MEZED) , BF
(FEXZEZEG) , JE OB & 8E&8 8 B (215
B Al B BB R BB . R ORE R
B OBIR, U Lo GEESY o6, BBRREY LoRED
BEbt, BHOE, W, B , B KEE, ke . %8
MR, KEhiR, THER=GEES, T OMPRMIREMAE, oI
CHETIOEE, R LA BIZRR, RBE MTRIE FE
RIEHAAR R L, WTERRE L 600mg/keBE D LBV DMK, TEM, Koff, HIRE
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i, &, L. B, 8B PR RRER AR B BIE. U UoSH, BEB: T
B ABME OBRE BRLE AR BE NERUFEICOVLWTEMELL.
40F0200mg/kgBHIC DWW, RS HARIKE T AR TIEM) T 13600mg/ ke O BRA T

B OB B SO ICZ AR S Nic O THEEDO BRR CHEDIFRIZ >\ T
WAL &£, £, BREREEPMETRENGY TE, HEOBRBICE/N
ROONIDOTHIEOBRIC >WTEM L. RER, FREIE-TT5 74 1)
FEEBIL, H-BiiE U T8k Uic, MEHIEARI, Wlarisnl s
CEEEEMTERER-THSL- 15 TR LTERL .

5. EaEtART

BONIESED 2 VIBEEICOVWT, WEEEOFEE EREDLBLT) 2K
DOHETHRE L. 318b5, 54 N) v I F—% (KE - (FEEINE - EEE -
AR VIREEEIER 7 — & - IRERUIRILE - MEFERET - 7 - IRE(LFERET —
5 - WEER) 13, BartrettDSEBREZIT - 7o, FE—HRIGE & IZ— BB DS
Both 2Ty, ZOREFEZNRD oNiciEa, Dunnett ##d B\ (dScheffe 3

(BRI CTEAKDNRLBIBE) ICX0, KEMERS KB &ML OLBREZTT
St DEBS—RETIHRWEERY/ V852 M) v i F -5 (HMXRESE - RIgE
B AEMRT — %) (3, Kruskal-WallisDIBRIREZITV, T DREEEIR
»HES, Dunnett Bd A0 (idScheffe B (M TEARNRILBEE) ORE
kD, WRMERSSEEHRBELR L. ATTYANT -5 (—RRIREDE
& RERSTERE « 3 - REERFREDOE T —F) T3, FisherOEZER
EEREW.
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ARG R

1. RE

1) —RRIRRERUFEL (Tables 1, 2, Appendices 9, 10)

B ESHRPOBZICEWT, THRFZUCK AIIFRERDBEND, iR 120,
200mg/kgEECHED UL, MED 9 PEX UF600mg/ keBF CTHERED 2FNERD o sz, FETIF
RHLNIEh-T.

REKRTHOBRESRSTOEZICE VLTI, 600mg/kgBE THED 2 FLR UHED 1 PLIHI
¥, BREHET, B, LED S WIESEESFOERNEEK TR 4 BRI RH
L, BE5RTRTBICHES 1 ILARIER I, £/, Hofio 1 IEHHBTIREL
-72DT, FEIUEBRL. 20BN, ZLREDSNEN -7

2) EH - RRETH%RE (Table 3, Appendices 11, 12)

BRI OREIZEWT, HPREGCIcZRIERRE, REEREAE D R,
JERE, BB, BARMECEANSOSERIEICODWTIE, RELILETOH
TIEETH -7, BHEERREIIOWTIE, &120tH200mg/kgBED i 1 PLif MZ600mg/
kgBEODIfE 1 PLR UM | PTICEREEI B AERS SN 7ehS, HETEMICHEERE(L T -
7.

3) A4 kiRkEE (Table 4, Appendices 13, 14)
Mt DREEREA, UIEiEH, RIS, HORBETERRUCHOEEDOORIZBWT,
BERELRZED SN -T2,

4) {&% (Figures 1, 2, Tables 5, 6, Appendices 15, 16)

B SHARICEB VT, 600ng/keBE CTHEDIR S 7 B DEENS KRB I~ THEIDE D
ot L LEas, REHETofEENIRCIFEESEERDoNEM -7 &
B THRORELM TR, s bBRBECHERRLSELRRD oG- 72,

5) {EE& (Tables 7, 8, Appendices 17, 18)
WERTHROBERMICEWT, BHEEBICHEEREMERDSNEh 7.

6) FRA&# (Tables 9, 10, Appendices 19, 20)
BEPMDOREICB VW, SREEHICEEREZLEZED ohEh -7,
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T) M w#E (Tables 11—14, Appendices 21—24, &E57 — % : Appendices 43,
44)

RGBT ORAEICB VT, 600ng/kgBED O MEFEBR U M7 U v ME
BT HEANT PP EEZRL, BOMBRBICEHEEENRD SN £, EE
THERE I SPIGRIMBK AR R SR MEKMERE, X S B RNkMEREE D
WIFNDFERRDHIEED S, E7o, 600mg/keBE CHICTEIE(LS S b v R S5 %
F URHOFELEMENZD 6N, BBV THRIBOEBNRD Sz, 85, 40ng
/kgBEDMEDTEMALIRSY b T VR T 5 R F VI BB LN TR RN B R L
2, ZLICHEEBEERZEDONT, FBERT - BT A EFHANTOESHTH
- 7.

BEOMRTEROBRECEV TR, SREBEICHELE(LERD SNEh - 1.

8) M tEME (Tables 15—18, Appendices 25—28, &7 - % : Appendices
43, 44)
LTEHIMKR TEOREICEWT, 600mg/keBE CHEEICHRE ) L E v OB EBSIEMNE
H o,
BEPFRTROBEICSVW TR, &RBEERFICEERZLERD ohdd -1,
158, 3OFETEMD S B, BRI LUEHD 1 IETIE, REERORES
¥ L TGOT, ALP, v -GTP, ChEDEEAEED SNz,

9) &k (Tables 19—20, Appendices 29—32)

S MR T RSB B\ T, 600ng/keBETHEIER 6 [Trh2flic, BRODS
ELSWLEEOEANRD SN, MO 1 LIC3RE - BRE - RHBOZE RS bR
wonf. £, EETHD 2IIRUHD 4 T2, EBEOBRELILENZD ok,

W H B WIUEER L 72600mg/keBEOHED 2 ILROHED 1 it W TH, BEOE
B EA R O EE SR/ IBAE U TR o v,

BRI TEHORHEYICHEWT, 600mg/keBE CERBOBE IV UPEE 1S AL
W, HED 4 VLA 3 PLROMED S ILH 5 LB SN, HED 2 ILIZ3BBOETHED &
7z,

BB, WBRYEORS & ZEEGREELNSE(LE LT, BIERIRK T R OEIIEY)
OXIBBEOHED 1 Lo Bs, 600mg/keBrDMED 1 PLIZ/KEHENRD o 7e.
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10) 23EEE (Tables 21—24, Appendices 33—40)

BRSIARIE TIRROMRENICH VT, 600ng/ kel CHEEIC BB OB EER UHYERD
B, o, BEESENAED SN X511, FETHICRREORNEROEEN
LW FROESEREOF B SBNNED Shi., FEOHENEROM @R I3,
600mg/ kgFEDHEIZ HEED L7z,

BEWRE TIROMRENCHB W TIE, 600mg/keBf THEICBIROEI EEDOF RSN
RHon, EEFOHEICEVWTHEBIMERMNRD S/, LHLEXNS, BB T
WCHART, Z(LORBEGHS MR LT,

11) REEFRAE R (Tables 25—28, Appendices 29—32)

LSRR TIRESEY I B W T, BRRUFBICHEBRMEDREIC X 2E1ED
shiz. Tbb, HEREOEITHEECESVTLRD ohfch, KEEREN S K
BARIINT TORSERCEMRMEOHRIC L 5 & Bbh 2L RIEDERD, 200
mg/kg BFCHED 6 L 2 T, 600mg/keB* CHEMES 6 PLrh2fNCERYD 511, 600mg/kgdfD
ZALIRRENC OHEBERN IRV OREZETHEHEEL HOT, BESHBIOKER®
PEHEL TV o, KEERAMICEY 2858 LRMEROZEERBIEHN, £
HEDZRATHERD 5 72200mg/kgEEDHED 2 PLRK 1'600ng/kgBEDIED 6 PL, HED 4 FLIZER
Hohfe. I6IC, 600mg/keBF T3, MEMEICIRME O FHEM IFHEEHRBEDL D
1Zof), MG FbhE A{UREOREZMET 2H bED SN, FgIc>WTE,
INEEA M DB TS AT EAAE A N600mg / kg BE THED 3 ILIZERS o,

600mg/kgBECRD SNIHE 2 VT, i 1 IEOSETENTIE, BRI G UIRER TS
I TED o NI ENRD o i3, FREE S 5 WILRME LR OBIER OFERH
H2ME LT, 2 U IMFHEERIRAE ORMARD o, 2ILE bAEFEYIC A
TEMADNEETH 7. BEUADOENE LTI, HIIFEOEELRD oN/idd,
FFROBINEE, MEOUSA, MDH -k, MO RZEER MO OEEERE
ZOEDRD SN, FREEYNIHE L LTI - 72,

BRI TRESE BV T HERICE AR o, £REOFEH200mg/ke
BCHfED 6 PTrh 1 UL, 600mg/kgBECHE 4 UL, HfES IED2HNIRD o N/2i3hy, 600ng/ke
BT S b A RITEEEEBD SN, HTFHE BEDY v/ 5EE, FEEMER
HE O b IEERIZRD SNz, ZOENT, PRV SRR TRIR A,
BB, RAIESN, BeaRins f64% LERMIOER R UEIRZFOLR LR
» o,

h, RSUKTEENEY, BRPERTRRNEYROTECEHICEWT, L
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OBV O BE L CEGE CENED o, BRYMEORS & oBEH: T
Hdohiih-T.

2. HEMWOM@EEIKEE (Appendices 41, 42)
—HIREE, REMOINEIRE, AERCEHERICERIIEAD SN -7
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B

LA -4 7a)FrER (2,6-Y70F 7/ ) 25y NOFAERICHE
RS L, FERISH T 3 RIERSERECITZORD T v FORE, #EERT
RIS R EII > WTRRET L7z

RIS 5 IR EHEEICOWVWT, 200K% U600mg/kgBE T, MEHEICTHINRD S
iz, HETRE, —@HOEIHIHIA, 600ng/keBf THEICEED Sz, MEFER UMK
ALFRAE T, 600ng/keBF CREICIIBRBOERLREDNRD o, ORI
AR OFERMRINEREG MO ERMRMEREE L, BELEBEERL
fo. F7z, 600mg/kgBE CHEMEICHAE Y L E LV OFRELEN, ROHICERHS bo v
RS 52F VIFEOBEREMMNRD S i, REFRETIE, 600ng/ ke CHEMICE
BORIRMNER, ESRCBYEEOTE, 1o, BEEWSHEM EBEOE HICHE
O EZOTELIENM OHITIBIERN RS S iz, REHEEFEICIE, 200mg/ke
DR U600ng/ keBrDHEME I B RO L AN, HICHBOFMERIZDoh, &
B3 ZEMRTED oL -7 £/, HEHEKRTROBEKMMOMEAIZ, 600mg/kg
BXDHE 2 VER O [ FEASELC L, FELCHlicIE L CERICEBIIREE £ 5 EELRE
HEERZR LD SN, 61T, BIERIME TRO#EIEMICEVW TS, RE5HA
mOZEIc X 5 & b s BROL RIEERAS, 200mg/kgD K 1F600mg/ kg BEDHEMEIC
Byoni. BREHETOEREREE - REHEREICIE, BRLEELBEDoNLL -
7.

BiROZHEBIEERICOWT, KEERABOEAER EMKAEDIRICES b
DT, FREERBORSEIT LEMEOEMEZ ¥ - 7B R T EA2ED S
nre.

ZHUBEINBITOWTIE, diphenylamine®, nordihydroguaiaretic acid®, diphe-
nylthiazole®, alloxan, ferric-nitrilotriacetate, streptozocin™, 2-amino-4,5-
diphenylthiazole® HEDLFYEDKSIZL D RET L EVAILGNTWA, {LEWME
OFFEIC LD R 70 T AIERCERIICHGET 2EALIIR L5 DD, ERIERD
EIWEFEICOWE, REELES D WEIEERORBZELI Y, TOMR RO
Teis, BIEm, EELMEEA< MY v 7 ROEEFICIORMENAZEL, EEEOL
Rz DEROERINS EEZONTHEY 1V,

LA -4 7abYyFUER (2,6-V 70872/ —)) OFRBICIOBD SN
ORI IARHTH 0%, HHERTOREE D LRICEELPBIRNZED ok
ZEDS, EABICHENE I DHENEE - fofcd, REE B I CEMRME SR
L, BRLSERINICHOEHERHS NS,
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{bFHVEC K A S RUBRBOFRIZOWT, diphenylthiazoleDEEi1z X 22 kit
ALEMTC, EESHEBEEICEET 2 ErmonTHEY,

LA -4 FaYFrER (2,6-¥70E 7 2/ —)L) 5% 0BT T E®
HEMOBRICHE W TR, BROKIIRSHMK TIENEMICTDl, BRE
BOZOBEESBRL TW7eh, BHELROELEBEET 2L EZ2 SN BRo
MR & 2 WIIEEDBD 5N, diphenylthiazoleDE S5k 3L & TR 8%
R

Bk, BEERE TRAENEIY R O SR OBEESR TIESIEM & &, [IREL
FHREFCTEMELMEET ARSI T, BEEZI TRV 70V BIERR
BREZHES L CWA T EAVRIB X N, 72721, FECHI eI L Thd LB/
LIETR, REERORESEN RO N, BEANENRRTH S I L MEElE
REICTBWTOHRIN:.

AEl, FERS v bADLL -4 ToBYFUoEZX (2,6-Y78E T/ ) D
BEICXOEHEUBERBEIBD SN, EROBHES v NS L Tirbh i RigkSE
HRBICET A |MED LB LAERMNEB O N, ZoBVICOWT, FEIDKRE %
ELTCEEIEAEROEIIRIT v MIHRTHFFS v P THEN EDHMSNTE
DI EGT v MRAKEAT v MIHANTREBROAERENRKEA LSV SO SHER
IN5,

BT 28I D\WT, ISR ER DD 5 W 3R, M
FIDEADZBED SNfe, Fio, ML SABE ) LE oG, FRICHT 5
HEEEELILELEEZ SN B,

THIZOWT, PKIRREZRET 5 MR FEN R CMRAENFNZLERD 57, FE
X 2B LRERLLDOTH >/, HRTEDOSNICEEOIRII TR EEET HE
{bEEZ oD, REARFOIELEFEDITWEMISHETS - .

B RIZ>WT, EFOZEL L -1 o) FrER (,6-Y7O€ 72/
=) O=Y2AERWRERSBEESRICBEVWTLERDONTE DY, AYEOEI
ERY 1L B bDEEZLSNS, LM LENS, BESFCEBNERETEINEDTY v
OWECER, B REIICEMCTT 2 EMARONKIG e RET 3 EZ(1BH 5N
9, FMEBHIEFEME (Appendices 43, 4488 HNOBRERETH - 1:.

HIZERD SN EMALE S b o VR 7S5 X F VEROEREITOWT, BV THE
HOMEEMNPRDOSNE I END, WHRMEORSICLZEEEEZEZ oN LD, ELDE
BB REEHFHNOBELEZ(LTH » 7.

15, 600mg/keBE THEC HIRIBOHSTER DO ADFERE/DNRD L, R
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BERELIEDONT, FARHBITRIOL I BERBRDSNEN -7 LM, B
BB OREIC X BB TN, BROEHTRE S HE I

BERTHDT v FORE, BRERUBREBCRITHEICOVWTE, BEROEEL
ORISR FNRD S, EABRBICERSHER TIRICED ONAZ(HIEEL
Ty, —MRIREE, 1BEHE, ARMUIREE, RIRE ME¥ERE, MKE(LERE,
Mg, BEEER REMEEEREICBVWT, ERNEENEEZELRET IE(LIEZRDS
s, -7z,

VIEDHEERENS, 4,4 -4 7oyFrER 2,670 7/ —)V) ®F v b
B IRIC 2 XN R EREEEASBICHT 28T, T, Mgk O E ke
ZALAME D FEICHT 2B LS o, BRICHT 3 FENIIR 5% OB
THRCBEWTHEEL TV, ERNIBUZEEIRD oS -7, BERER,
ik & H40mg/kg/day L HEE S L7z,
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Table 1 Mortality rate and incidence of clinical signs of male rats treated orally with
4, 4’~iso13ropy11dene bis(2, 6-dibromophenol) during 18 days from 4 days of age to weaning

Administration period Post-administration period
Dose (mg/kg/day) 0 40 200 600 0 40. 200 600
Fate TK TK TK TK TK TK TK TK KE/FD Total
No. of animals examined 12 12 12 12 6 6 6 4 2 (6)
Mortality (%) Grade 0 0 0 0 0 0 0 33
Clinical signs | .
No abnormalities detected 12 12 5 0 6 6 6 4 0 (4)
Diarrhea + 0 0 7 kk 12 sk 0 0 0 0 0 0)
Decrease in locomotor activity + 0 0 0 0 0 0 0 0o 2 (@
Piloerection + 0 0 0 0 0 0 0 0 2 )]
Emaciation ettt 0 0 0 0 0 0 0 0 2 93]
Pale skin + 0 0 0 0 0 0 0 0 2 )
Abdominal distension + 0 0 0 0 0 0 0 0 1 (1)

TK : Terminal kill: KE : Killed in extremis; FD: Found dead; + : Slight; +++: Severe
Significantly different from control (#%: p<0.01)



Table 2 Mortality rate and incidence of clinical signs of female rats treated orvally with
4,4 ~isopropylidene bis(2, 6-dibromophenol) during 18 days from 4 days of age to weaning

-9-

Administration period Post—-administration period
Dose (ng/kg/day) 0 40 200 600 0 40 200 600
Fate TK TK TK TK TK TK TK TK FD Total
No. of animals examined 12 12 12 12 6 6 6 5 1 ()
Mortality (%) Grade 0 0 0 0 0] 0 0 17
Clinical signs ‘
No abnormalities detected 12 12 4 0 6 6 6 5 0 (5)
Diarrhea + 0 0 8 Hk 12 kk ¢ 0 0 0 0 (0
Decrease in locomotor activity + 0 0 0 0 0 0 0 0 1 (1)
Piloerection + 0 0 0 0 0 0 0 01 )
Emaciation bttt 0 0 0 0 0 0 0 01 )
Pale_skin + 0 0 0 0 0 0 0 01
Abdominal distension + 0 0 0 0 0 0 0 01 (1)

160-86°0N ApnIg

TK : Terminal kill; FD : Found dead; + : Slight; +++: Severe
Significantly different from control (k¥: p<0.01)



Table 3 Sensory functions of rats treated orally with 4.4 -isopropylidene his(2, 6-dibromophenol)
during 18 days from 4 days of age to weaning

Sex Contents Dose{mg/kg) 0 40 200 600
Male No. of animals examined 12 12 12 12
State of Normal 12 12 12 12
gait
Pupil reflex Normal 12 12 12 12
Pinna reflex Normal 12 12 12 12
Corneal reflex Normal 12 12 12 12
Visiual stepping  Normal 12 12 12 12
reflex
Righting reflex Normal : 12 12 11 11
Slightly slow 1 |
Alr righting Normal 12 12 12 12
reflex
[spilateral Normal 12 12 12 12
flexor
reflex
Female No. of animals examined 12 12 12 12
State of Normal 12 12 12 12
gait
Pupil reflex Normal 12 12 12 12
Pinna reflex Normal 12 12 12 12
Corneal reflex Normal 12 12 12 12
Visiual stepping  Normal 12 12 12 12
reflex
Righting reflex Normal 12 12 12 11
Slightly slow 1
Air righting Normal 12 12 12 12
reflex
[spilateral Normal 12 12 12 12
flexor
reflex
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Table 4 External differentiation and estrous cvcle of rats treated orally with 4, 4’ -isopropylidene bis(dibromophenol)
during 18 days from 4 days of age to weaning

Dose (mg/kg/day) 0 40 200 400
Male
Appearance of hair (days of age) 7.0 20.002) 7.0 0.0 (12 7.0 £0.012) 7.0 £ 0.0 (12)
Eruption of lower incisor (days of age) 9.7 + 0.8(12) 9.3 + 0.7 (12) 9.4 +0.7 (12 9.5 +0.9012)
Separation of eyelieds (days of age) 14.1 £0.3(12) 14.1 £0.5(2) 14.0 0.4 (12) 14.3 £ 1.0 (12)
' Descent of testes (days of age) 18.0 = 0.0 (6) 18.2 + 0.4 (6) 18.0 = 0.0 (6) 18.0 £ 0.0 (6)
[0 9}
Female
Appearance of hair (days of age) 7.0 +0.0(12) 7.0 = 0.0 (12) 7.0 £0.0 (12) 7.0 20.002)
Eruption of lower incisor (days of age) 9.3 = 0.5 (12) 9.6 +0.8 (12) 9.3 +0.6(12) 9.6 =£0.9 (12)
Separation of eyelieds (days of age) 14.0 £ 0.0 (12) 13.9 + 0.5 12) 13.8 0.7 (12) 13.6 = 0.5(12)
Opening of vagina (days of age) 33.3 + 1.4 (B) 33.8 +3.1 () 3.7 +1.0 (&) 34.0 £ 2.3 (5)

Each value is expressed mean + S.D. (No. of rats observed)

$60-86'0N Apnig



Table 5-1 Body weights of male rats treated orally with 4,4'-isopropylidene bis(2,6-dibromophencl) during 18 days

from 4 days of age to weaning
< Administration period >

(2)

Dose Days of age Gain
(mg/ke/day) 3 4 7 10 13 16 19 21 4-21
0 10.4 12.5 19.1 26.1 33.6 41.5 50.0 59.8 47.3

+ 0.4 + 0.6 + 1.1 + 1.7 + 1.9 + 2.2 + 25 + 2.7 + 2.4

(12) (12) (12) (12) (12) 12) (12) (12) (123

40 10.4 12.5 19.0 26.0 33.7 41.7 51.1 60.6 48.1
+ 05 + 0.6 + 1.0 + 1.6 + 2.1 + 2.8 + 3.6 + 3.4 + 34

(12) a2 {12) 12 12 (12) (12) (12 a2

200 10.5 12.7 19.0 26.4 34.3 41.9 51.0 60.8 48.1
+ 04 + 04 + 0.8 + 1.2 + 1.8 + 24 + 3.2 + 3.4 + 3.2

12 (12) (12) (12) a2 - 12) (12) 12) 12

600 10.4 12.6 17.8 251 32.8 40.2 48.6 58.0 45.4
+ 04 + 05 += 0.8 + 1.3 + 1.8 4+ 2.5 + 3.2 + 4.1 + 3.9

a2 (12) (12 (12) (12) (12) (12) (12) (12)

FE0-86°ON Apnig

Each value is mean and SD.  (n): Number of animals weighed.
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Table 5-2
from 4 days of age to weaning
< Post-administration period >

Body weights of male rats treated orally with 4,4'-isopropylidene bis(2,6-dibromophenol) during 18 days

(=)

Dose Days of age Gain
(mg/kg/day) 21 28 35 42 49 56 63 70 77 84 21-84

0 61 102 165 227 289 347 390 421 454 471 410
+ 1 + 4 + 6 + 7 + 9 + 11 + 16 + 20 + 27 + 30 + 29

)] )] (6 (6) (6) 6 (6 6) (6) (6) 6)
40 62 104 164 226 289 345 391 424 457 478 416
+ 3 *x 6 + 13 + 20 + 25 + 29 + 29 + 31 + 34 + 34 + 33

6 6) (6 (6) 8 (&) (6) 6) (6 (6 6)
200 63 104 171 240 304 364 411 449 484 509 447
+ 4 + 5 + 9 + 14 + 18 + 25 + 28 + 306 + 37 + 41 + 40

®) (6) ®) (6) ®) (6) 6) (6) 6) (6) (6)
600 59 89 164 232 296 355 400 443 473 497 435
+ 5 + 23 + 20 4+ 24 + 25 + 25 + 28 + 32 + 39 + 41 4 42

) ) @) ()] 4 (4) @ &) (@Y ) 4

Each value is mean and SD. (n): Number of animals weighed.
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Table 6-1 Body weights of female rats treated orally with 4,4-isopropylidene bis(2,6-dibromophenol) during 18 days

from 4 days of age to weaning
< Administration period >

(@)

Dose Days of age Gain
(mg/kg/day) 3 4 7 10 13 16 19 21 4-21
0 10.0 12.1 18.6 25.8 33.2 40.3 48.6 57.8 45.6
0.3 + 05 + 1.2 + 1.6 + 2.0 + 28 3.5 + 4.4 + 4.1

(12) (12) (12) a2 12} 12) (12} (12) (12)

40 10.0 12.2 18.8 25.8 33.2 40.7 494 58.0 45.8

+ 0.3 + 0.5 + 0.9 + 1.4 + 15 + 2.3 2.8 + 35 + 3.3

(12) (12) 12) (12) (12) 12) 12 (12) (12)

200 10.0 12.1 18.0 25.0 32.5 395 48.7 56.8 44 .8
+ 0.3 + 0.6 + 1.0 + 1.6 + 2.0 + 26 3.0 + 3.5 + 3.2

a2 (12) az (12) 12) 12) 12) 12 12)

600 10.0 12.2 175 24 .4 32.1 39.3 48 .0 56.5 44 .3
+ 0.3 + 04 + 0.7 + 14 + 1.5 + 25 2.8 + 44 + 4.2

(12) (12) (12) (12) (12) 12) 12) (12) (12)

Each value is mean and SD.

(n): Number of animals weighed.
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Table 6-2 Body weights of female rats treated orally with 4,4'-isopropylidene bis(2,6-dibromophenol) during 18 days

from 4 days of age to weaning
< Post—administration period >

(g)
Dose Days of age Gain
(me/keg/day) 21 28 35 42 49 56 63 70 77 84 21-84
0 60 95 141 174 199 223 240 252 263 274 214
+ 4 + 4 + 8 + 9 + 10 + 13 + 14 + 16 + 17 + 19 + 17
(6) (6) (6) (6) (6 (6 (6) (6) 6 6) 6
40 60 95 140 174 197 218 233 246 256 267 208
+ 4 + 7 + 10 + 10 + 9 + 10 + 10 + 11 + 10 + 11 + 10
6) (6) (6) &) (6) 6) 6) ©) (6) 6) 8)
200 59 97 146 183 204 228 214 259 273 281 223
+ 4 + 8 + 12 + 12 + 12 + 14 + 12 + 12 + 15 + 18 + 14
6 6) ® 6) (6) 6 (6) 6 )] (6 ®
600 58 94 145 182 208 234 250 267 280 292 234
+ 1 + 6 + 9 + 9 + 9 + 12 + 9 + 11 + 9 + 11 + 10

(5) 6y (5) (5) (5)

(5)

(5) (5) ®) (5)

5)

Each value is mean and SD.  (n): Number of animals weighed.



Table 7 Food consumption of male rats treated orally with 4,4'-isopropylidene bis(2,6-dibromophenol) during 18 days
from 4 days of age to weaning

< Post—administration period >
(g)

Dose Days of age

_81_

(mg/kg/day) 28 35 42 49 56 63 70 7 84
0 20 25 30 34 36 35 36 39 33
* 5 + 1 + 1 + 3 + 4 + 3 + 4 + 4 £ 4

(6) 6) (6) 6) (6) (6) (6) (6) (6)

40 19 26 30 34 37 37 36 37 33
+ 1 2 + 3 + 2 + 4 += 3 += 5 + 5 + 4

6) (6) (6) (6) ® 6) (6) . ®) (6)

200 19 26 33 31 39 39 39 40 38
+* 1 + 3 + 1 + 10 + 6 + 6 = + b 4

(6) 6) ©) (6 (6 ® (6) 6) (6)

600 18 26 34 37 40 36 43 39 37
+ 3 + 4 + 3 + 4 = 4 = 3 * O + 5 + 4

@ @) @ €)] (4) 4 Y “4) 4

P60-86'0N ApnIg

Each value is mean and SD.  (n): Number of animals weighed.
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Table 8  Food consumption of male rats treated orally with 4,4'-isopropylidene bis(2,6—dibromophenol) during 18 days
from 4 days of age to weaning
< Post-administration period >
(g)
Dose Days of age

(mg/kg/day) 28 35 42 49 56 63 70 77 84
0 17 22 23 23 25 25 25 23 25

+ 1 + 2 += 2 + 2 + 2 + 1 + 3 + 2 + 2

(6 (6) (6) 6 (6) (6) (6) (6) (6)

40 17 22 22 23 25 24 24 24 24
2 + 2 + 2 + 2 + 2 + 4 + 2 + 3 + 3

(6) (6) (6 (6) (6) (6) (6) (6) (6)

200 18 23 24 25 26 25 27 27 25
+ 2 + 2 + 3 + 3 * 3 + 2 42 + 3 + 4

(6) (6) 6) 6) 6) (6) (6) (6) (6)

600 17 23 25 26 28 26 27 26 27

+ + 3 + 1 + 3 + 2 + 2 + 4 += 4 + 2

)] %) () &) (5) (5) (5) ) (5)

Each value is mean and SD.

(n): Number of animals weighed.
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Table 9 - 1 Urinary findings of male rats treated orally with 4,4 -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 11 weeks of age >
Dose No. of Color Cloudy Volume Specific pH Protein
(ng/kg) enimals PY =~ +  (ol/18hrs)  gravity 5.06.06.5 7.0 7.5 8.0 8.5 — T 4+ 44+
0 6 6 4 2 10.9 1.054 1 4 1 5 1
+ 1.9 * 0.018
40 b 6 6 10.9 1.042 4 2 5
+ 2.6 + 0.018
200 6 b 4 2 13.6 1.048 2 3 3 1
+ 7.4 + 0.015
600 4 4 4 16.7 1.034 4 2 1
+ 4.8 + 0.009
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — £ + ++ +H+ — £ + ++ ++  — F 4+ 4+ttt 0.1 1 2 4 —  + 444
0 6 6 3 3 5 1 6 6
40 6 6 3 2 1 6 6 6
200 6 6 2 3 1 6 6 6
600 4 4 3 1 2 11 4 4

Color : PY(pale yellow)

Cloudy : —(negligible), +(cloudy)

Protein : —(negligible), +(15~30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300mg/dL)
Glucose : —(negligible), *£(0.1g/dL), +(0.25g/dL), ++(0.5g/dL), +++(lg/dL)

Ketone body : —(negligible), =+ (bmg/dL), +(15mg/dL), ++(40mg/dL), +++(80mg/dL)
Occult blood : —(negligible), +(trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : — (negligible), +(slight), ++(moderate), +++(marked)



Table 9 - 2 Urinary findings of male rats treated orally with 4,4 -isopropylidene bis(2,6-dibromophenol)
auring 18 days from 4 days of age to weaning

< 11 weeks of age >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(ng/kg) animals =+ ++ +++ —  + tt —  F + FHF = F tt tHt =+t 444
0 6 6 6 1 3 l 1 6 6
40 6 ) 6 1 1 4 5 1 6
200 6 6 6 3 3 6 6
600 4 4 4 2 2 4 4
' Epithelial cells Casts Fat
= Dose No. of Sq R S G H W globules
' (ng/kg) animals — "+ ++ FH+ - "+ H — 4+ - + - + - + — +
0 6 5 1 6 6 6 6 6 6
40 6 6 6 6 6 6 6 6
200 6 6 6 6 6 6 6 6
600 4 4 4 4 4 4 4 4
— . Not observed; + : A few in some fTields; +% : A few in all fields; +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ans{amorphous) S{spindle) W(waxy)

¥60-86'ON Apnig



Table 10 - 1 Urinary findings of female rats treated orally with 4,4 -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 11 weeks of age >
Dose No. of Color Cloudy Volume Specific pH Protein
(ng/kg) animals PY — + (mL/18hrs) gravity 5.0 6.0 6.5 7.0 7.5 8.0 8.5 — + 14
0 6 6 4 12.5 1.062 1 1 1 3 2
+ 9.3 + 0.012
40 & 6 5 11.6 1.053 1 1 3 1 1
+ 5.8 + 0.020
200 6 6 5 9.5 1.052 3 3 1
+ 3.0 + 0.025
= 600 5 5 3 17.3 1.046 1 112 3
+ 9.7 + 0.016
Dose No. of Glucose - Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — + + ++ ++ — + + = 4+t 0.1 1 2 4 — 4t 444
0 6 6 6 6 6 6
40 6 6 5 1 6 6 6
200 8 6 5 1 6 6 6
600 5 5 5 5 5 5
g Color : PY(pale yellow) -
& Cloudy : —(negligible), + (cloudy)
z Protein : —(negligible), +(15~30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300mg/dL)
Q Glucose : —(negligible), #(0.1g/dL), +(0.25g/dL), ++(0.5g/dL), +++(lg/dL)
2 Ketone body : —(negligible), +(5mg/dL), +(15mg/dL), ++(40mg/dL), +++(80mg/dL)
IS

Urobilinogen ;:
Bilirubin :

Occult blood : —(negligible), *(trace), +(slight), ++(moderate), +++(marked)
Ehrlich unit/dL
—(negligible), +(slight), ++(moderate), +++(marked)



Table 10 - 2 Urinary findings of female rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals — "+ ++ +44 —  + Ht +tt — F  +t +tt = F F Htt =+ H O+t
0 6 6 6 3 1 2 6 6
40 6 6 6 6 6 6
200 6 6 6 2 2 2 6 6
600 5 5 5 4 1 5 5
. Epithelial cells Casts Fat
= Dose No. of Sq R S G H W globules
' (ng/kg) animals — + f+ F++ — + + — + ++ - + - + - 4+ - 4+ +4
0 6 5 1 6 6 6 6 6 6
40 6 6 6 6 6 6 6 6
200 6 1 4 1 6 6 6 6 6 6
600 5 5 5 5 5 5 5 5
~ : Not observed; + : A few in some fields; ++ : A few in all fields; +¥+ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G{granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ans(amorphous) S(spindle) W(waxy)

¥60-860N ApnIs
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Table 11 Hematological findings of male rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)

during 18 days from 4 days of age to weaning

< 22 days of age >

Dose No: of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals  (10*/uL)  (g/dL) ) (fL) (pg) €3] (%) (sec) (sec)
0 6 480 9.7 30.9 65 20.1 31.3 227 13.6 15.2
+ 9 + 0.4 + 1.2 =+ 2 + 0.7 + 0.8 + 44 + 0.3 + 0.4
40 6 479 9.6 30.7 64 20.1 31.4 230 13.7 14.4
+ 14 + 0.5 T 1.7 + 2 + 0.6 + 0.4 + 44 + 0.3 + 0.7
200 6 483 9.3 30.4 63 19.3 30.6 221 13.7 14.4
+ 24 + 0.9 + 2.3 + 3 + 1.4 + 0.8 + 30 + 0.3 + 0.8
600 6 483 8.9 29.1 60 x 18.5 x 30.5 240 13.3 14.2
+ 19 + 0.7 + 1.6 + 2 + 1.0 + 0.7 + 26 + 0.4 + 0.3
Differential leukocyte counts (%)
Dose  No. of WBC Neutro. Plat.
(mg/kg) animals (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL
0 6 16 0 1 0 18 78 4 0 145
+ 5 + 0 + 1 * 0 + 6 + 5 + 1 + 0 + 14
40 6 18 0 0 0 13 84 3 0 139
+ 5 + ] = 0 4 0 + 5 + 4 A+ 1 + 0 + 11
200 6 16 0 0 0 15 82 2 0 141
+ 7 = 0 + 0 + 1 + 5 + 5 + 2 + 0 + 9
600 6 18 0 0 0 15 83 2 0 153
+ 7 + 0 + 0 + 0 + 6 + 5 + 1 + 0 + 15

Fach value is expressed as mean=*S.D.
Significantly different from control(x:P<0.05)
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Table 12

< 22 days of age >

Hematological findings of female rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

Dose  No. of RBC Ib Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/uL)  (g/dL) ) (fL) (pg) (%) (%0) (sec) (sec)
0 6 507 10.0 31.5 62 19.8 31.8 197 3.9 14.4
+ 26 + 0.8 + 2.0 + 2 + 0.7 + 0.4 + 28 + 0.2 + 0.7
40 6 512 10.2 32.7 64 20.0 31.3 207 14.0 15.6 *
*+ 12 + 0.4 + 1.3 + 2 + 0.6 + 0.4 * 21 + 0.6 + 0.9
200 6 507 9.9 32.0 63 19.6 31.1 215 13.6 14.2
+ 23 + 0.5 + 1.8 + 2 + 0.8 + 0.8 + 18 + 0.4 + 0.6
600 6 503 9.0 *x 29.5 59 *x 17.9 *x 30.5 xx 210 13.6 13.5
+ 12 + 0.4 + 1.0 + 2 + 0.7 + 0.7 + 25 * 0.4 + 0.9
Differential Teukocyte counts (%)
Dose  No. of WBC Neutro Plat.
(mg/kg) animals (10%/uL) ~ Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL
0 6 23 0 0 0 14 85 1 0 142
+ 7 90 + 0 + 0 * 3 + 3 + 1 + 0 + 17
40 6 23 0 0 0 19 80 2 0 155
* 6 + 0 + 0 + 0 + 3 + 3 + 1 + 0 + 15
200 6 26 0 1 0 13 84 2 0 152
+ 14 + 0 + 1 + 1 + 8 + 10 + 2 + 0 + 22
600 6 25 0 1 0 12 86 2 0 160
+ 4 + 0 + 1 + 1 + 3 + 4 + 1 + 0 + 23

Fach value is expressed as mean=+S.D.

Significantly different from control(x:P<0.05, *x:P<0.01)
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Table 13 Hematological findings of male rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)

during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/uL)  (g/dL) (%) (fL) (pg) (%) (%o) (sec) (sec)
0 6 838 15.8 44.5 53 18.9 35.6 32 12.7 18.7
+ 27 + 0.4 + 1.2 + 1 + 0.2 + 0.3 + 9 + 0.3 + 0.3
40 6 853 15.7 44.6 52 18.4 35.2 31 12.9 17.9
+ 26 + 0.7 + 1.6 + Y/ + 0.7 + 0.4 + 8 + 0.4 + 1.1
200 6 831 15.3 43.7 53 18.4 35.0 38 12.5 17.3
+ 37 + 0.7 + 1.7 + 2 + 0.5 + 0.3 + 15 + 0.2 + 0.9
600 4 817 15.6 44.6 55 19.1 34.9 42 12.5 17.6
+ 41 + 0.6 + 1.5 =+ 2 + 0.5 + 0.3 + 7 + 0.3 + 1.0
Differential leukocyte counts (%)
Dose  No. of WBC Neutro. Plat.
(mg/kg) animals (10%/uL) Baso. Fosin. Stab Seg. Lymph. Mono. Other  (10*/ulL
0 6 67 0 0 0 12 88 1 0 125
+ 13 + 0 + 0 + 0 + 5 + 6 + 1 + 0 + 10
40 6 62 0 1 0 12 86 0 129
I+ il T 0 + 0 + 0 + 5 4+ ) + + 0 + 12
200 5 66 0 1 0 16 82 2 0 129
+ 15 =+ 0 + 1 + 0 =+ 4 + 5 =+ 1 + 0 -+ 7
600 4 64 0 1 0 19 79 2 0 132
+ b + 0 + 1 + 0 + 8 + 8 + 1 + 0 + 10

Each value is expressed as mean+S.D.
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Table 14 Hematological findings of female rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)

during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/uL)  (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)
0 6 803 15.5 43.6 h4 19.3 35.5 27 2.7 16.7
+ 28 + 0.7 + 1.6 + 1 + 0.8 + 0.6 + 10 + 0.3 + 1.6
40 5 803 15.2 43.0 h4 19.0 30.4 24 12.9 15.8
T+ 54 + 0.9 + 2.2 =+ 1 + 0.4 + 0.3 + 8 + 0.6 += 0.9
200 6 792 15.0 42.7 54 19.0 35.2 25 12.4 16.2
= 17 + 0.6 T 1.2 =+ 1 + 0.7 + 0.9 T 5 + 0.2 + (.6
600 5 795 15.4 43.2 54 19.3 35.6 34 12.2 15.9
+ 43 + 1.0 + 2.5 + 2 + 0.7 + 0.5 + 12 + 0.5 + 0.8
- Differential leukocyte counts (%)
Dose  No. of WBC o Neutro. Plat.
(mg/kg) animals (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10%*/ul
0 6 40 0 1 0 9 88 2 0 125
T g + 0 x l + 0 + 4 + 4 + 2 + 0 + 10
40 ) 44 0 0 0 10 89 1 0 . 1?7
+ 8 + 0 * 0 + 0 + 4 + 4 + 2 + 0 + 24
200 6 39 0 1 0 12 86 1 0 137
= 10 + 0 + 1 + 0 + 4 + 4 + 1 x 0 + 16
600 5 37 0 1 Q 13 86 1 0 131
+ 14 + 90 + 1 + 0 + 2 + 3 + 1 + 0 + 23

Each value is expressed as mean=+S.D.
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Table 15 Blood biochemical findings of male rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning -

< 22 days of age >

Dose  No. of LDH GOT GPT ALP v ~GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (IU/L) (IU/L) (IU/L) (IU/L) (Iy/L)  (g/dL) (g/dL) (mg/dL) (mg/dL)
0 6 521 127 25 995 1.09 94 4.93 3.13 1.76 80 29
+ 120 + 12 + l + 184 £ 0.17 =+ 24 X 0.12 + 0.07 +0.17 + 15 + 6
40 6 462 129 28 1079 1.08 98 4.71 2.98 1.76 82 24
+ 198 £ 11 * 5 + 138 £ 0.13 N V- + 0.24 + 0.21 + 0.32 + 7 + 3
200 6 957 132 28 1075 0.84 83 4.69 2.95 1.7 74 25
+ 143 + 10 * 4 + 9 + 0.19 + 11 + 0.23 + 0.18 + 0.14 + 13 + 4
600 6 536 139 3 1224 0.9 &9 4.70 2.99 1.75 80 24
+ 143 + 17 £+ 5 £ 146 + 017 £ 14 £0.16 + 0.14 + 0.13 + 12 + 6
Dose No. of PL Glu. BUN Crea. T-Bil. Ca 2 Na K Cl
(ng/kg) animals (mg/dL)  (mg/dL)  (mg/dl)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mEq/L)  (mq/L (mEq/L)
0 6 121 140 15.2 0.45 0.41 9.9 9.4 143 6.93 107
+ 17 % 9 + 3.4 £ 0.03 + 0.02 + 0.3 + 0.4 + 1 * 0.65 + 2
40 6 121 140 15.4 0.43 0.40 9.8 9.1 142 7.07 108
+ 11 + 7 + 3.0 +0.056 + 0.03 + 0.3 + 0.2 + 1 + 0.31 + 1
200 6 115 144 16.0 0.45 0.43 9.8 8.7 142 7.19 107
+ 14 £ 7 + 40 002 =+ 0.03 + 0.4 + 0.2 + 1 + 0.60 + 1
600 6 121 142 14.8 0.45 0.50%x 9.9 9.1 142 6.80 106
+ 13 + 9 + 4.2 £ 0.02 + 0.05 + 0.2 + 0.6 + 1 + 0.54 + 2

Each value Is expressed as mean+S.D.
Significantly different from control (xx:P<(.01)
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Table 16 Blood biochemical findings of female rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 22 days of age >
Dose  No. of L.DH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (1U/L) (1U/L) (1U/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 6 598 135 19 925 0.9 83 5.01 3.25 1.85 69 25
+ 249 + 18 =+ 2 + 189 + 0.24 + 10 + 0.25 + 0.20 + 0.17 + 13 + 5
40 6 613 137 21 1007 1. 10 85 4.94 3.15 1.77 74 27
+ 48 + 16 + 4 + 99 + 0.27 + 10 + 0.07 + 0.11 + 0.16 + 23 + 7
200 6 479 119 20 933 0.75 83 4.77 3.03 1.75 72 26
+ 88 + 11 * 4 + 150 + 0.12 + 13 + 0.17 + 0.18 + 0.21 + 11 + 8
600 6 615 148 23 1109 2.85 88 4.82 3.03 1.73 93 33
+ 158 23 =+ 4 + % + 4.83 + 20 + 0.39 + 0.08 + 0.26 +* 31 + 18
Dose No. of PL GIu. BUN Crea. T-Bil. Ca P Na K (1
(mg/kg) animals (mg/dL)  (mg/dL)  (mg/dL) (mg/dL)  (mg/dL)  (mg/dL (mg/dL)  (mEq/L)  (mEg/L (mEq/L)
0 6 108 135 18.5 0.46 0.38 9.8 9.0 142 7.18 108
+ 16 + 20 + 4.1 + 0.04 + 0.03 + 0.4 + 0.7 * 1 + 0.69 + 2
40 9 115 139 16.6 0.47 0.39 9.7 9.1 142 7.29 108
+ 27 * 6 + 2.6 + 0.03 + 0.03 + 0.2 + 0.4 + 1 + 0.43 =+ 1
200 6 112 133 14.6 0.43 0.41 0.0 9.5 142 7.24 107
+ 11 + 9 * 2.0 + 0.03 + 0.02 £ 0.2 + 0.2 + 1 + 0.20 * 1
600 6 133 136 21.6 0.48 0. 50%x 9.8 9.3 142 7.01 106
+ 37 + 10 + 13.4 + 0.11 + 0.13 + 0.3 * 0.5 + 1 + 0.53 + 3

Fach value is expressed as mean=+S.D.
Significantly different from control(xx:P<0.01)
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Table 17 Blood biochemical findings of male rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (1U/L) (1U/L) (IU/L) (IU/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 6 382 80 41 492 0.87 45 6.29 3.28 1.09 65 62
+ 229 + 10 + 8 + 70 + 0.23 + 12 + 0.13 + 0.11 + 0.08 + 10 + 24
40 6 490 77 38 489 0.92 41 6.24 3.30 1.13 77 86
+ 500 + 10 + 3 + 115 + 0.18 + 3 + (.29 + 0.10 4+ 0.11 + 17 + 38
200 6 265 79 41 556 0.71 55 6.14 3.09 1.02 77 89
+ 84 =+ 8 x 4 += 87 + 0.09 + 13 + 0.11 + 0.14 + 0.09 =+ 8 + 22
600 4 310 87 41 627 0.92 43 6.07 3.12 1.06 77 b4
+ 119 + 13 + 6 + 135 + 0.42 + 6 + 0.16 + 0.12 T+ 0.04 =+ 5 + 23
Dose No. of PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) animals (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mEq/L)  (mBg/L (nEq/L)
0 6 104 153 14.6 0.57 0.35 9.9 7.4 144 5.08 103
+ 14 + 10 + 2.1 I+ 0.04 + 0.02 + 0.3 = 0.2 + | + 0.17 + 2
40 6 121 161 16.0 0.59 0.31 10.0 7.3 145 5.18 103
* 21 + 12 + 1.7 + 0.03 + (.03 + 0.4 + 0.4 + 1 + 0.27 + 1
200 ) 124 158 14.9 0.59 0.34 10.2 7.5 144 4,88 102
+ 8 + 22 + 2.3 + (.07 + 0.02 + 0.2 + 0.8 + 1 + 0.21 + 1
600 4 117 153 17.8 0.60 0.36 10.0 7.7 146 4.91 102
=+ 9 + 25 + 2.7 + 0.04 * (.03 + 0.2 + 0.5 =+ 1 + 0.26 x 2

Fach value is expressed as mean®S.J.
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Table 18 Blood biochemical findings of female rats treated orally with 4,4 -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (1U/L) (IU/L) (1U/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 6 328 79 37 383 1.57 412 6.39 3.55 1.26 89 25
+ 136 + 16 + 18 + 117 + 0.36 + 110 + 0.39 + 0.17 + 0.08 + 15 + 11
40 5 335 73 30 311 2.28 375 6.16 3.49 1.31 90 20
+ 65 + 13 + 6 + 104 + 1.32 + 201 + 0.38 + (.25 + 0.12 + 17 + 7
200 6 410 T2 30 326 1.52 456 6.65 3.78 1.32 98 23
+ 145 S 1 ) 7 + 85 + 0.82 + 105 + 0.22 + 0.17 + 0.09 + 14 + 12
600 5 300 70 25 317 1.41 424 6.36 3.56 1.27 95 22
+ 57 + 4 + 2 + 42 + (.28 + 117 + 0.19 + 0.17 + (.08 + 10 + 6
Dose No. of PL Glu. BUN Crea. T-Bil. Ca P Na K €1
(mg/kg) animals (mg/dL)  (mg/dL)  (wg/dL)  (mg/dL)  (mg/dL)  (mg/dL) (mg/dL) (mEq/L) (mEq/L (mEq/L)
0 6 147 131 13.4 0.60 0.31 10.2 7.1 145 4,53 105
+ 18 + 10 + 1.4 + 0.05 + 0.02 + 0.4 + 0.4 + 1 + 0.19 + 1
40 5 140 131 12.9 0.60 0.33 10.1 6.9 144 4.72 104
+ 21 + 14 + 1.0 + 0.04 + 0.04 + 0.3 + 0.3 + 0 + 0.30 + 1
200 6 155 133 15.2 0.60 0.32 10.1 6.7 145 4,84 104
+ 16 + 12 + 3.1 + 0.04 + 0.03 + 0.4 + 0.4 + 1 + 0.14 + 2
600 5 149 134 14.7 0.62 0.31 10.1 6.9 145 4.60 106
+ 10 + 6 + 2.5 + 0.04 + (.04 + 0.3 + 0.7 + 2 + 0.20 + 2

Each value is expressed as mean®S.D.
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Table 19 Incidence of necropsy findings of male rats treated orally with 4,4 ~isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning

Scheduled scrificed FD/KE
{22 days of age> <85 days of age>
Dose(mg/kg) 0 40 200 600 0 40 200 600 600
Organ : Findings Grade No. of animals 6 6 6 6 6 6 6 4 2
Lung : Black spot - 6 6 6 6 5 6 6 4 2
+ 0 0 0 0 1 0 0 0 0
Cecum : Dilatation -~ 6 6 6 4 6 6 6 4 2
+ 0 0 0 2 0 0 0 0 0
Kidney : Enlargement - 6 6 6 0 6 6 6 4 0
++ 070 030 0 0) 4 ((6)* 0700 0O 0730 0O 0@
4+ 0 0 0 2 0 0 0 0 2
Dark red spots - 6 6 6 6 6 6 6 4 0
++ 0 0 0 0 0 0 0 0 2
Hydronephrosis - 6 6 6 6 6 6 6 3 2
+ 0 0 0 0 0 0 0 1 0
Kecessed area 6 6 6 6 6 6 6 1 2
070 o 1(0) 070 o0 1(0> 0 W(o) 0 W(m 0 W«D 2 }(3)* 0 ()
++ 0 0 0 0 0 0 0 1 0 ‘
e P s s e e e

FD/KE : Found dead or killed in extremis
- : Negative; + : Slight
Significantly different from control (¢ : p<0.05; sk : p<0.01)
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Table 20 Incidence of necropsy findings of female rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
Scheduled scrificed FD
{22 days of age> <85 days of age>
Dose(mg/kg) 0 40 200 600 0 40 200 600 600
Organ : Findings Grade No. of animals 6 6 6 6 6 6 0 5 1
Cecum : Dilatation - 6 6 6 2 6 6 6 5 1
+ 0 0 0 4 * 0 0 0 0 0
Kidney : Enlargement - 6 6 6 0 6 6 6 5 0
++ 0 07 070 3@ 0O 0 O 070 00 0 (D
ot 0 0 ) 0 3 0 0 0 0 1
Red/dark red - 6 6 6 5 6 6 6 5 0
/grayish white ++ 0 0 0 i 0 0 0 0 1
spots/areas
Deformity - 6 6 6 6 6 6 6 3 1
+ 0 0 0 0 0 0 0 2 0
Recessed area = 6 6 6 6 6 6 6 0 1
+ 00 070 00 0O 070 00 o0 1(0) 4GEHx 0 0)
++ 0 0 0 0 0 0 0 1 0

FD : Found dead

— : Negative;

+ : Slight

Significantly different from control (x : p<0.05; ** : p<0.01)



Table 21 Absolute and relative organ weights of male rats treated orally with 4,4 —isopropylidene bis(2,6—dibromophenol)
during 18 days from 4 days of age to weaning
{22 days of age>

Dose No.of B.W. Brain Liver  Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Testis  Prost.”  Epidid.
(mg/kg) Animals (g (8 (® ® (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
0 6 514 1.50 1.67 0.65 187 284 413 230 9.1 3.0 25.5 290 92.6 53.4
Absolute +3.0 +0.05 +0.12 1.0.04 +17 +23 +23 +30 +0.8 +0.1 +1.6 +29 +11.6 +3.5
40 6 52.2 1.54 1.71 0.67 203 299 430 247 9.7 3.1 25.7 311 86.0 57.9
+3.4 +0.04 +0.14 +0.04 +25 +16 +29 26 + 0.8 +0.2 +2.2 +13 =13.9 +4.0
200 6 51.7 1.55 1.74 0.63 183 286 433 236 9.5 3.2 24.0 309 85.3 56.4
+2.7 +0.06 +0.06 +0.02 +21 + 14 +20 +18 +0.5 +0.2 +3.7 +11 +14.7 +5.7
600 6 50.7 1.53 1.83 1.81 % 179 304 415 203 7.8 * 2.9 21.7 295 82.5 50.6
+2.3 +0.05 +0.16 +0.43 +34 +20 +21 +28 +0.9 +0.1 +3.3 +18 +18.6 +5.1
s
e 0 6 51.4 2.93 3.25 1.26 365 552 806 450 17.7 5.9 49.6 566 180.1 104.1
Relative @ +3.0 +0.23 *=0.14 +0.04 +40 +33 +56 =76 +1.9 +0.3 +3.2 +65 +18.8 +8.2
40 6 52.2 2.97 3.27 1.28 389 575 824 472 18.6 6.0 49.2 599 165.0 111.1
+34 +0.14 +0.11 +10.04 +37 +57 +27 +29 + 1.5 +0.3 +1.6 +41 +26.7 +8.4
200 6 51.7 3.01 3.37 1.22 354 554 840 456 18.4 6.2 46.5 600 165.0 109.3
+2.7 +=0.13 +0.09 +0.03 +32 +28 +46 +=22 +1.7 +0.5 +6.7 +39 +26.4 +11.7
600 6 50.7 3.02 3.60 *%x 3.57 % 352 599 820 399 15.5 5.8 42.8 583 163.0 100.2
+2.3 +0.14 +0.17 +0.77 +55 +24 447 +42 +1.9 +0.3 —h.4 +35 +38.0 +11.6

T : Total weights of the prostate and seminal vesicle

Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight
Significantly different from control (¢ : p<0.05; *% : p<0.01)
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Table 22 Absolute and relative organ weights of female rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
{22 days of age>

Dose No.of B.W. Brain Liver Kidney  Spleen Heart Lung Thymus Thyr. Pitui.  Adrenal Ovary  Uterus

(mg/kg) Animals (g (2) (2 (2 (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

0 6 47.6 1.51 1.52 0.64 148 277 403 229 9.3 2.9 23.7 13.4 42.9

Absolute *4.1 +=0.05 +0.12 +0.07 +49 =15 +32 +56 +0.8 +0.2 +=2.7 +2.2 +3.7
40 6 48.4 1.47 1.57 0.65 142 273 421 238 9.5 3.0 22.4 16.1 41.5

+2.2 +0.04 +0.07 +0.05 +42 +20 +39 +42 +0.9 +0.3 +2.7 +=3.7 +6.6

200 6 48.2 1.47 1.60 0.66 165 279 421 246 8.8 3.1 21.9 14.7 43.6

2.4 +0.06 +0.12 +0.05 +30 +26 +26 +34 +1.1 +0.2 +2.6 =4.0 +=7.7

600 6 48.3 1.45 1.66 2.23 *x 145 291 393 202 8.8 2.9 22.1 13.9 449

4.2 +0.05 +0.14 +1.75 =27 =26 *41 + 40 +0.6 0.2 +=4.2 +3.8 4.4

0 6 47.6 3.18 3.21 1.33 308 584 848 477 19.8 6.2 49.8 28.2 90.3

Relative @ 4.1 +0.21 +0.21 =0.07 +81 =51 +26 + 87 *£3.2 +0.6 4.4 +=3.8 6.7
40 6 48.4 3.04 3.24 1.33 293 565 870 491 19.5 6.2 46.4 33.4 86.0

+2.2 *=0.10 +0.0b +0.06 46 =33 +58 +82 +1.5 +=0.7 =5.8 +8.4 +14.1

200 6 48.2 3.06 3.32 1.37 342 580 874 508 18.3 6.4 45.3 30.5 90.7

+2.4 +0.17 =0.11 +0.10 =28 +55 *+64 454 +2.3 0.4 =3.8 +=8.0 +17.6

600 6 48.3 3.01 3.44 4.86 * 299 607 812 417 18.2 6.0 45.7 28.5 94.0

+4.2 =0.22 +0.26 *+4.47 =40 =82 +26 =80 1.6 =0.3 =7.6 +=7.1 +16.1

Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight
Significantly different from control (* : p<0.05; %k : p<0.01)
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Table 23

Absolute and relative organ weights of male rats treated orally with 4,4’ ~isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
{85 days of age>

Dose No.of B.W. Brain Liver Kidney  Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Testis Prost. Semi.v Epidid.
(mg/kg) Animals (g (® (® ® ® (® (® (® (mg) (mg) (mg) (® (® (2 ®
0 6 437 2.05 12.58 3.16 0.83 1.41 1.46 0.52 33.7 14.0 70.4 3.36 0.70 1.98 1.21
Absolute +25 *0.05 +1.79 *028 *0.09 =0.16 =*=0.11 =*0.13 +3.5 +1.2 +4.4 *+0.11 +=0.09 *£0.12 £0.06
40 6 445 2.06 13.51 3.04 0.83 1.38 1.40 0.48 33.4 13.8 63.4 3.44 0.59 1.71 1.26
+33 +0.08 =£1.62 024 *+0.12 =£0.09 =*0.12 =£0.08 +5.3 +1.4 *11.3 =£044 +£0.18 =038 =*0.11
200 6 471 2.17 13.91 3.19 0.89 1.48 1.53 0.52 35.7 14.9 74 .4 3.70 0.62 1.94 1.31
+39 +0.08 =*1.21 +0.20 =*=0.08 =*£0.11 *£0.13 =*=0.07 +2.8 +1.2 +14.0 +£0.38 +0.15 *+0.24 =*0.11
600 4 459 2.13 13.67 4.18 0.92 1.53 1.56 0.50 32.3 14.5 68.0 3.51 0.68 1.85 1.23
+40 +£0.07 +2.01 +0.84 *>0.05 +0.06 *+0.11 +0.10 +2.1 +2.2 +174 *£0.09 =*£0.13 +0.11 +0.09
0 6 437 0.47 2.88 0.72 0.19 0.32 0.34 0.12 7.7 3.2 16.2 0.77 0.16 0.45 0.28
Relative @ +25 £0.02 +=034 +0.05 =£0.02 *+0.03 *0.02 £0.02 +04 +0.2 +1.3 =*£0.06 =*£0.02 X004 £0.02
40 6 445 0.46 3.03 0.68 0.19 0.31 0.32 0.11 1.5 3.1 14.3 0.78 0.14 0.39 0.28
+33 +£0.03 £0.20 *=0.04 =0.02 +£0.01 +0.02 £0.02 +1.2 +0.3 +2.3 *£0.11 +0.05 *0.09 £0.02
200 6 471 0.46 2.96 0.68 0.19 0.32 0.33 0.11 7.6 3.2 15.8 0.79 0.13 0.41 0.28
+39 £0.03 £0.16 *0.05 =*=0.02 *£0.02 =£0.01 =0.01 +0.9 +0.3 +2.7 X007 =0.03 =£0.04 +0.02
600 4 459 0.47 2.97 0.91 0.20 0.33 0.34 0.11 7.1 3.1 14.7 0.77 0.15 0.41 0.27
=40 *+0.03 =*£0.20 =+0.18 =0.02 *x0.02 *=0.02 =£0.03 =0.2 +0.2 +3.0 +0.07 =0.02 =006 £0.03
Lach value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight
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Table 24 Absolute and relative organ weights of female rats treated orally with 4,4'-isopropylidene bis(2,6—dibromophenol)
during 18 days from 4 days of age to weaning
{85 days of age>

Dose No.of B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary  Uterus

(mg/kg) Animals  (g) (& (8 (g) (g) () ) (® (mg) (mg) (mg) (ng) (8

0 6 252 1.91 6.78 1.94 0.51 0.90 1.10 0.43 24.2 16.3 76.2 84.2 0.59

Absolute +16 +0.08 +=0.61 +0.18 +=0.09 =0.04 +0.10 +0.09 +3.1 +3.1 +=7.1 =20.9 +0.22
40 6 246 1.97 6.56 1.95 0.54 0.90 1.08 0.40 23.8 141 69.9 7.5 0.53

+11  *0.08 +1.08 +0.17 =*0.03 =+0.10 +0.08 +0.05 +9.6 +92.9 +87 +276 *0.06

200 6 262 1.99 7.27 2.07 0.55 0.89 1.12 0.46 25.5 16.5 12.8 88.9 0.57

+14 +0.10 =+0.40 +0.16 +0.05 +0.09 +0.06 =0.07 +4.4 +1.7 +10.0 +18.9 +0.20

600 5 270 1.94 7.61 2.48 *x 0.61 0.98 1.17 0.48 23.4 16.5 66.3 84.6 0.69

+11  +0.07 =061 +0.30 +0.12 =+£0.09 =0.08 =£0.05 +0.9 +1.9 +5.3 +4.0 +0.17

0 6 252 0.76 2.70 0.77 0.20 0.36 0.44 0.17 9.7 6.5 30.4 33.7 0.23

Relative @ +16  +0.03 +0.22 +0.05 +004 +0.02 +0.04 -+0.03 +1.1 +1.2 +3.9 +9.6 £0.08
40 6 246 0.80 2.67 0.79 0.22 0.37 0.44 0.16 9.7 5.8 28.4 31.4 0.22

+11 +0.02 +0.41 +0.05 +0.01 +0.04 +0.03 +0.02 +1.0 +1.1 +2.6 =104 +0.02

200 6 262 0.76 2.78 0.79 0.21 0.34 0.43 0.18 9.8 6.3 27.9 33.9 0.22

+ 14 +0.04 +0.07 +0.03 +0.02 +0.03 =0.01 +0.03 +1.9 +0.5 4 4.4 6.4 +0.06

600 5 270 0.72 2.82 0.92 0.23 0.36 0.43 0.18 8.7 6.1 24.6 31.4 0.25

41t 44.62 +=0.23 +=0.13 =0.04 +0.03 +=0.03 +0.02 +0.4 =08 +=2.0 +=1.0 =0.06

Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight
Significantly different from control (% : p<0.01)



Table 25 Incidence of histopathological findings of male rats treated orally with
4,4’-isopropylidene bis(2,6-dibromophenol) during 18 days from 4 days of
age to weaning
<22 days of age>
Dose(mg/kg) 0O 40 200 600
Organ : Findings Grade No. of animals 6 6 6 6
Heart : Degeneration, myocardial 5 — — 6
1 — — 0
Lung : Metaplasia, osseous ~ 5 — - 6
+ 1 - - 0
Liver : Hematopoiesis, extra- - 0 0 0 0
medullary + 6 6 6 6
Hypertrophy, hepatocyte, - 6 6 6 3
centrilobular + 0 0 0 3
Kidney : Cyst, solitary - 4 4 2 6
+ 2 2 4 0
Cyst, multiple - 6 6 4 0
+ 0@ 070 272 0 By
F++ 0 0 0 6
Cast, hyaline - 8 §) 8 4
+ 0 0 0 2
Atrophy, cortical 6 6 6 0
070 070 070 5 ?(6)**
r+ 0 0 0 1.
Basophilic tubules 276 1 )6 17316 0714
4 5 5 4
++ 0 0 0 2
Cellular infiltration, - 6 5 6 6
lymphocyte, cortex + 0 1 0 0
Degeneration/hyperplasia, 6 6 4 0
collecting tubular epithelium 0 0 2 6 ok
Dilatation, renal pelvis ~ 5 6 5 6
+ 1 0 1 0
Pancreas : Proliferation, ductule, focal 5 — — 6
+ 1 - — 0
Spleen : Hematopoiesis, extra— ~ 0 - - 0
medullary ++ 8 — — 6

—: Negative; +: Slight; ++: Moderate; +++ : Severe;
Significantly different from control (** : p<0.01)
No abnormalities were detected in the organs of the brain, pituitary, thymus, thyroid, parathyroid, trachea,
stomach, intestine, adrenal, lymph node, urinary bladder, spinal cord, bone marrow, sciatic nerve,

testis, epididymis, prostate and seminal vesicle from control and 600mg/kg groups.

— : Not examined

Study No.98-094



Table 26 Incidence of histopathological findings of female rats treated orally with
4,4’ ~isopropylidene bis(2,6-dibromophenol) during 18 days from 4 days of
age to weaning
<22 days of age>

Dose(mg/kg) 0 40 200 600
Organ : Findings Grade No. of animals 6 6 6 6
Lung : Accumulation, foam cell - 4 — — 6
+ 2 - — 0
Liver : Hematopoiesis, extra- ~ 0 - - 0
medullary + 6 — - 6
Pancreas : Atrophy, acinar cell, focal - 5 — 6
+ | - - 0
Kidney : Cyst, solitary - 5 3 4 6
+ 1 3 2 0
Cyst, multiple - 6 B 6 0
++ 0 0 0 0 Kk
Cast, hvaline - 6 6 6 3
+ 0 0 0 3
Atrophy, cortical - 6 6 6 0 X
+ 0700y 0Y» O }(0) 5 1(6)x%
++ 0 0 0 1 /J
Basophilic tubules - 076 1 ](6) 1 W((s) 1 }(5)
+ 6 J 5 5 ) 4
++ 0 0 0 1
Degeneration/hyperplasia, - 6 6 6 2
collecting tubular + 0 }(O) 070 03O 3@
epithelium ++ 0 0 0 1
Degeneration, vacuolar, - 6 ] 0 6
proximal tubular epithelium + 0 1 0 0
Fibrosis — 6 5 6 6
+ 0 1 0 0
Hyperplasia, pelvic - 6 6 5 6
epithelium + 0 0 1 0
Inflammation, suppurative - 6 6 6 5
i+ 0 0 0 1
Spleen  : Hematopoiesis, extra— - 0 — — 0
medullary + 4 — — 4
++ 2 - — 2
- : Negative; + : Slight; ++ : Moderate; +++ : Severe; — : Not examined

Significantly different from control (* ; p<0.05; *% : p<0.01)
No abnormalities were detected in the organs of the brain, pituitary, thyroid, parathyroid, trachea, heart,

stomach, intestine, adrenal, lymph node, urinary bladder, spinal cord, bone marrow, sciatic nerve,
ovary and uterus from control and 600mg/kg groups.
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Table 27-1 Incidence of histopathological findings of male rats treated orally with
4,4’ -isopropylidene bis(2,6—-dibromophenol) during 18 days from 4 days of
age to weaning
{85 days of age>

Grade Scheduled scrificed FD/KE
Dose(mg/kg) 0 40 200 800 600
Organ  : Findings No. of animals 6 6 6 4 2
Heart  : Myocardial degeneration - 5 - - 3 2
/fibrosis + 1 — — 1 0
Lung : Hemorrhage/inflammation, - 5 — — 4 2
focal + 1 — — 0 0
Mineralization, artery - 4 — — 2 2
+ 2 — — 2 0
Metaplasia, osseous - 6 — ! 1
+ 0 - — 0 1
Liver : Microgranuloma - 3 — — 3 2
+ 3 — — 1 0
Necrosis, focal - §) — — 4 1
++ 0 — — 0 1
Pancreas : Cellular infiltration, - 6 - - 3 2
lymphocyte, focal + 0 — — 1 0
Stomach : Erosion, glandular stomach - 6 — — 4 1
+ 0 — — 0 1
Kidney : Cyst, multiple - 6 6 5 0 0
+ 070 070 1D 0@ 0 1@
+ 0 0 0 3 0
4 0 0 0 1 2
Cast, hyaline - 6 6 6 1 0
+ 070 070 01 133 0 1@
++ 0 0 0 2 |
ot 0 0 0 0 1
Cast, granular 6 6 6 3 0
0 0 0 1 2
Atrophy, cortical 6 6 6 3 0
070 07O 0 173 0 @
++ 0 0 0 | 0 1
+++ 0 0 0 J 0 1
Basophilic tubules - 476) 36 36 172 0 O
; 9 3 3 )1 0
++ 030 010 07O 27@ 1 @
et 0 0 0 0 1
- : Negative; + : Slight; ++: Moderate; +++ : Severe; — : Not examined

FD : Found dead; KE : Killed in extremis

Significantly different from control (* : p<0.05; ** : p<0.01)

No abnormalities were detected in the organs of the brain, pituitary, thyroid, parathyroid, trachea,
intestine, adrenal, lymph node, urinary bladder, spinal cord, bone marrow, sciatic nerve, testis,
epididymis and seminal vesicle from control and 600mg/kg groups.
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Table 27-2

Incidence of histopathological findings of male rats treated orally with
4,4’-isopropylidene bis(2,6-dibromophenol) during 18 days from 4 days of

age to weaning
<85 days of age>

Grade Scheduled scrificed FD/KE
Dose(mg/kg) 0 40 200 600 600
Organ  : Findings No. of animals 6 6 6 4 2
Kidney : Eosinophilic body, proximal - 3 5 5 3 2
(Continued) tubular epithelium + 213 1 | 1@ 1 0 WO
++ 1 0 0 0 0
+++ 0 0 0 0 0
Hyaline droplet, proximal - 0 0 0 0 1
tubular epithelium + 6 6 6 4 1
Cellular infiltration, - 6 5 5 0 R 2
lymphocyte, cortex + 010 1M 1L 2 7@=xx 0 O
++ 0 0 0 2 0
Degeneration/hyperplasia, - 6 6 6 2 0
collecting tubular + 00 0 1(0) 00 2 }(2) 1 ](2)
epithelium ++ 0 0 ) 0 0 1
Dilatation, renal pelvis 6 5 6 3 2
0 1 0 1 0
Fibrosis - 6 6 6 0 2
+ 0O 00 07110 1 1@ 0 (O
++ 0 0 0 2 0
4+ 0 0 0 1 0
Necrosis, tubular - 6 6 6 4 0
epithelium ++ 0 0 0 0 2
Prostate : Cellular infiltration, - 4 - — 4 1
lymphocyte, interstitium + 2 — — 0 1
Thymus : Atrophy, cortical - 6 - — 4 0
+ 0 - — 0 2
Spleen  : Hematopoiesis, extra- - 0116 — — 0 1@ 0 O
medullary + 6 — - 4 0
++ 0 — - 0 2
Deposit, brown pigment - 0 — — 0 1
+ 6 — — 4 1
Atrophy, white pulp - 6 — — 4 1
+ 0 — — 0 i

- : Negative;, + : Slight; +t+: Moderate; +++

FD : Found

dead; KE : Killed in extremis

: Severe;

Significantly different from control (% : p<0.01)
No abnormalities were detected in the organs of the brain, pituitary, thyroid, parathyroid, trachea,
intestine, adrenal, lymph node, urinary bladder, spinal cord, bone marrow, sciatic nerve, testis,

epididymis and seminal vesicle from control and 600mg/kg groups.
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Table 28~1 Incidence of histopathological findings of female rats treated orally with
4,4’-isopropylidene bis(2,6-dibromophenol) during 18 days from 4 days of
age to weaning
<85 days of age>
Grade Scheduled scrificed FD
Dose(mg/kg) 0 40 200 600 600
Organ : Findings No. of animals 6 6 6 5 1
Lung : Mineralization, artery - 4 — — 2 1
+ 2 - - 3 0
Metaplasia, osseous - 6 — — 4 1
+ 0 — — 1 0
Congestive edema - 6 — — 5 0
++ 0 — — 0 1
Liver : Microgranuloma - 5 — — 4 1
+ 1 - — 1 0
Pancreas : Cellular infiltration, - 5 — — 4 1
neutrophil, focal + 1 — — 1 0
Kidney  : Cyst, solitary 5 5 4 5 1
1 1 2 0 0
Cyst, multiple - 6 6 5 0 0
+ 07(0) 07WO) 1) 1B 0 WD
++ 0 0 0 4 0
4+ 0 0 0 0 1
Cast, hyaline - 6 6 6 1 0
y 070 073 010 2 }(4)* 0 W
++ 0 0 0 2 1
Cast, granular - 6 6 6 5 0
++ 0 0 0 0 1
Atrophy, cortical - 6 6 6 5 0
++ 0 0 0 0 1
Basophilic tubules 6 4 5 1 1
+ 0O 2@ 1YW 3 W(@* 0 1<0>
++ 0 0 0 1) 0
Cellular infiltration, - 5 9 6 2 1
lymphocyte, cortex + 1Y) 00 070 17®) 0 70)
++ 0 0 0 2 0 J

=i Negative; +: Slight; ++ : Moderate; 4++ : Severe:

FD : Found dead
Significantly different from control (% : p<0.05; ** : p<0.01)
No abnormalities were detected in the organs of the brain, pituitary, thyroid, parathyroid, trachea, heart,
stomach, intestine, adrenal, lymph node, urinary bladder, spinal cord, bone marrow and sciatic nerve from
control and 600mg/kg groups. .
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Table 28-2 Incidence of histopathological findings of female rats treated orally with
4,4’-isopropylidene bis(2,6~dibromophenol) during 18 days from 4 days of
age to weaning
<85 days of age>

Grade Scheduled scrificed FD
Dose(mg/kg) 0 40 200 600 600
Organ : Findings No. of animals 6 6 6 5 1
Kidney Degeneration/hyperplasia, - 6 6 6 3 0
(Continued) collecting tubular + 0W0) 070y o0YyO 2712 0 ](1)
epithelium ++ 0 0 0 0 1
Deposit, brown pigment - 6 6 6 3 1
+ 0 0 0 2 0
Fibrosis - 6 6 6 1 I
+ 00 070 0O 1 7Wx 0 (O
++ 0 0 0 J 3 0 J
Necrosis, tubular - 6 6 6 4 0
+ 0770 0730 0JO® 1 }(1) 0 1(1)
++ 0 0 0 0 1
Mineralization, cortico— - 5] 6 6 4 1
medullary junction/cortex + 1 0 0 1 0
Ovary : Atrophy - 6 — — 5 0
++ 0 — - 0 ]
Uterus  : Atrophy - 6 - - 5 0
+- 0 — - 0 1
Thymus : Hemorrhage 6 — — 4 1
0 — - 1 0
Spleen  : Hematopoiesis, extra— - 0 — - 0 0
medullary + 6 — — 5 0
++ 0 - - 0 1
Deposit, brown pigment - 0 - - 0 1
+ 6 — — 5 0
Atrophy, white pulp - 6 — — 5 0
+ 0 — — 0 1
- : Negative; + : Slight; ++ : Moderate; +++ : Severe; — : Not examined

FD : Found dead
Significantly different from control (¥ : p<0.05)
No abnormalities were detected in the organs of the brain, pituitary, thyroid, parathyroid, trachea, heart,

stomach, intestine, adrenal, lymph node, urinary bladder, spinal cord, bone marrow and sciatic nerve from
control and 600mg/kg groups.
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Appendix 1 Test article characterization

1. Chemical name (synonym)

. CAS Registry No.
. Lot No.

. Purity Cimpurity)

Ot &= W DO

. Supplier

6. Day of reception

7. Amount

(tetrabromobisphenol A)

1 79-94-7

: 8Y291G

: 99.5% (tribromobisphenol A)

: TOSOH Co., Ltd. (4560 Kaisei-machi,

shi, Yamaguchi, Japan)

: December 8, 1998

+ 2. 0kg

8. Physico-chemical characterization

Structural formura

Molecular formura

Molecular weight

Br Br
G
HO O c OH
CHj
Br Br
: CisHi2Brs0;:
. 543. 88

Appearance at ordinary temperature

Melting point
Boilinng point
Solubility

9. Preservation

: Solid, white

: 182°C

: 816°C

: Oil-solubility

: 4°C, Dark place and sealed

: 4,4 -Isopropylidene bis(2, 6~dibromophenol)

Shinnanyo-

Study No.98-094



Appendix 2 Test article stability

The purity of the test article was analysed after the termination of the
study, and the datum obtained was compared with that obtained by analysis
before the initiation of the study for stability. Analyses were made by the

TOSOH Co., Ltd. (4560 Kaisei-machi, Shinnanyo-shi, Yamaguchi, Japan)

Test article : 4,4 -Isopropylidene bis(2, 6-dibromophenol)

Lot number : 8Y291G
Method : LC method
Results
Date of analysis Purity
Before the initiation | December 2, 1998 99.5%
of the study
After the termination | November 5, 1999 99.5%
of the study
Conclusion : The test article was concluded to be stable

during the study period.

-2- Study No.98-094



Appendix 2-2

Test item stabilily
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Appendix 2-3
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Appendix 3  Analysis of concentrations of the test article in the dose

solutions

Test article : 4,4 -Isopropylidene bis(2, 6-dibromophenol)

(1ot No. 8Y291G>

Nominal concentrations of the test article in the dose solutions

1.3, 6.7 and 20w/v%

Method : LC method
Results
Date of preparation Nominal concentrations (w/v%)
1.3 6.7 20
June 11, 1998 1.2% 6.3% 19%
(Analytical value)

Each value expressed as mean from 3 analyses

Study No.98-094
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Appendix 4

Animal numbers of foster moiher rats and those of pups reared by

them

Foster Pups

mothers

No. 601 Males : Nos. 001, 013, 025, 037; Femals : Nos. 501, 513, 525, 537
No. 602 Males : Nos. 002, 014, 026, 038; Femals : Nos. 502, 514, 526, 538
No. 603 Males : Nos. 003, 015, 027, 039; Femals : Nos. 503, 515, 527, 539
No. 604 Males : Nos. 004, 016, 028, 040; Femals : Nos. 504, 5106, 528, 540
No. 605 Males : Nos. 005, 017, 029, 041; Femals : Nos. 505, 517, 529, 541
No. 606 Males : Nos. 006, 018, 030, 042; Femals : Nos. 506, 518, 530, 542
No. 607 Males : Nos. 007, 019, 031, 043; Femals : Nos. 507, 519, 531, 543
No. 608 Males : Nos. 008, 020, 032, 044; Femals : Nos. 508, 520, 532, 544
No. 609 Males : Nos. 009, 021, 033, 045:; Femals : Nos. 509, 521, 533, 545
No. 610 Males : Nos. 010, 022, 034, 046; Femals : Nos. 510, 522, 534, 546
No. 611 Males : Nos. 011, 023, 035, 047; Femals : Nos. 511. 528, 5385, 547
No. 612 Males : Nos. 012, 024, 036, 048; Femals : Nos. 512, 524, 536, 548
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Appendix 5-1 Environmental condition of animal room

Establishment : Temperature, 22+3C ; Relative humidity, 55+10%

Animal room No.4

Date Comment Range of Range of
temperature (C) humidity (26)
June 3, 1999 Arrival of animals 22,1 — 22.2 56 — 57
4, ' 220 — 22.3 86 — 57
5, 22.1 — 22.3 56 — 57
6, 22.1 — 22.4 55 - B7
7, 22.0 57
8, 22.0 — 22.3 5 — &7
g, 22,0 — 22.4 56 — 57
10, 22.0 57
11, 22,0 — 22.1 57 — o8
12, 22.1 56 ~ 57
13, Grouping, beginning 22,1 — 22.2 57 — 58
of administration
14, 22.0 — 22.1 57 — 58
15, 22.0 58
16, 21.9 - 22.1 57 — 58
17, 21,9 — 22.0 58
18, 21,8 — 21.9 58
19, 21.9 — 22.0 o8
20, 21.9 — 22.1 58 -~ 59
21, 22.0 58 — 59
22, 22,0 — 22.1 58 — &9
23, 21.9 - 22.2 58 — 59
24, 22.0 — 22.2 58 — 61
25, 22.0 — 22.1 b8 ~— 59
26, 22.0 — 22.1 59 — 60
217, 22.1 59 — 60
28, 21.9 - 22.0 59 — 60
29, 219 - 22.0 59 — 60
30, 21.9 - 22.1 60 — 61
July 1, 21.9 — 22.2 56 — 61
2, Terminal kill after 22,1 ~ 22.2 56 — 61
administration period
3, 22,1 — 22.2 57 - 59
4, 22,2 — 22.3 56 — 58

- Study No.98-094



Appendix 5-2 Environmental condition of animal room

Establishment : Temperature, 22+3°C; Relative humidity, 55+10%

Animal room No.4

Date Comment Range of Range of
temperature (‘C) humidity (%)
July 5, 1999 21.9 — 22.1 57 — 58
6, 21.9 — 22.0 58 — 59
7, 21.9 — 22.1 57 — 59
8, 21.9 — 22.2 57 — 59
g, 22.0 58 — 59
10, 22.0 — 22.2 87 — 58
11, 22.1 58
12, 21.9 — 22.1 59 — 61
13, 21.8 — 22.1 58 — 60
14, 21.9 - 22.0 58 — 59
15, 21.9 — 22.1 58 — 59
16, 22.0 — 22.1 58 — 59
17, 22.1 - 22.2 58 ~ 60
18, 22.1 — 22.2 58
19, 22.0 — 22.1 57 — &9
20, 22.1 58
21, 22,0 — 22.1 59 — 60
22, 21.9 — 22.1 58 — 59
23, 22.0 — 22.2 59 — 62
24, 22.1 — 22.2 58 — 59
25, 22.1 — 22.2 58 — 59
26, 21,9 - 22.3 59 — 62
27, ‘ 22.0 — 22.1 60 — 62
28, 22.0 — 22.2 59 — 61
29, 21,9 - 22.1 60 — 61
30, 21.9 - 22.1 60 — 62
31, 22.1 — 22.2 58 — 59
August 1, 22.1 59
2, 22.1 61
3, 22,0 - 22.1 59 ~— 61
4, 22.0 — 22.1 60 — 61
5, 21,9 — 22.0 59 — 61
6, 21.9 - 22.0 59 — 61
7, 21,9 —~ 22,0 59 — 60
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Appendix 5-8

Environmental condition of animal room

Establishment : Temperature, 224+3C ; Relative humidity, 551096

Animal room No.4

Date Comment Range of Range of
temperature ('C) humidity (96)
August 8, 1999 22.0 — 22.1 60
g, 21,9 — 22.0 59 — 60
10, 21.9 60
11, 21,9 - 22.1 59 — 60
12, 21.9 — 22,0 60 — 61
13, 21.9 —~ 22.0 60
14, 21.8 60
15, 21.9 — 22.0 60 — 62
186, 21.9 60 — 61
17, 21,9 — 22.0 61 — 62
18, 21,9 — 22.6 60 — 62
19, 22.5 58
20, 22.5 57 — 59
21, 22,6 — 22.7 57 — 60
22, 22.6 — 22.7 57
23, 22,4 - 22.5 56 — 58
24, 22,4 ~ 22,5 58 — 59
25, 22,4 - 22.5 57 — 58
26, 22.4 56 — 57
27, 22.4 57 — &9
28, 225 — 22.6 57 — 58
29, 22,5 — 22.6 58
30, 22.4 - 22.5 57 — 58
31, 22.3 - 22.5 57 — 59
September 1, 22.5 58 — 59
2, 22.3 — 22.5 58
3, Terminal kill after 22,3 - 224 56 — 57

recovery period
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Appendix 6-1-1

Authorized by the Miniatry of Health &

Analysis of contaminants in animal feed

Tallare of Japaa

&

TOKYQC KENBIKYOIN FOUNDATION

IMAS-MAKOZAXK| BLDG., 44.1.

CENTER FOR FOOD ENVIRONMENT HYGIENE

Minonbashl nakozaki-cho. Chuo-Ku, Tokyo 103, JARPAN

TEL:03(3883)9z31 FAX:03(3883;8833

Date : April 28, 1999

CERTIFICATE

Applicant

Samples

Date of Application April 5, 1999
Date of Examination :

Examination No. 3904801

NIHON NOSAN KOGYO K. K
LABO MR-STOCK, Lot No. 990373

April 5 ~ 28,1999

As aresult of tests carried out on the sample submitted under the above

mentioned name on April 5, 1999. We herewith report as follows :

RESUTS

Aflatoxin B,
Aflatoxin B;
Aflatoxin Gy cvreereer e
Aflatoxin G;

N-Nitrosodimethylamine - -
N-Nitrosodiethylamine
Arsenic (As)
Lead (Pb)

Mercury (Hg) ...... P
Chromium (Cr)

R R A N A B R A A A

quychlorinated bipheny!l (PCBs) +¢+ >
Total DDT*! «evevevevarannins cee

Total BHC*? -+« vvvee .

......
------
......

------

Cadmium (Cd) »+«reverrrvernssnes

......

RN

not detected (detection limit 5 ppb)

not detected (detection limit 5 ppb)

not detected (detection limit S ppb)

not detected (detection limit 5 ppb)

not detected (detection limit 10 ppb)

not detected (detection limit 10 ppb)

.....

0.06 ppm

not detected (detection limit 0.01 ppm)

......

1.1 ppm

......

not detected (detection limit 0.01 ppm)

Ve e

not detected (detection limit 0.05 ppm)

e e s

not detected {detection limit 0.05 ppm)

*! Expressed as total amounts of op'-DDT, pp'-DDT ,0p-DDD | pﬁ-DDD ,

op-DDE and pp'-DDE

x2

Expressed as total amounts of o -BHC, 8 -BHC, v -BHC and 6 -BHC

-10-
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Appendix 6-1-2  Analysis of contaminants in animal feed

Authorized by tha Ministry of Health & Welfare cf.u'apnﬁ

TOKYQ KENBIKYOIN FOUNDATION

CENTER FOR FOOD ENVIRONMENT HYGIENE
IMAS-HMAKOZAK! 3LDG., 44-1. Nihcnbashi hakozaki-eho., Chuo-Ku. Teckve 103, JAPAN

TEL:03(2353)9531 FAX:03{3833)3885
Heptachlor svverrveenvaniiniiniiaiai, not detected (detection limit 0.0] ppm)
Dieldrin +evvvveree R not detected (detection lirnit 0.01 ppm)
Aldrin  eovrrernieieiiiiiiiii e not detected (detection limit 0.01 ppm)
Parathion »+evrevevrecanens Serereeeania not detected (detection limit 0.05 ppm)
Malathion +» v« eveereean i 0.11 ppm

Director
Center for Food Environmment Hygiene
TOKYO KENBIKYOIN FOUNDATION
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Appendix 6-1-3 Analysis of contaminants in animal feed

DATE APR 21. 1999

MICROBIOROGICAL INSPECTION

Customer

RESEARCH INSTITUTE FOR ANIMAL SCIENCE
IN BIOCHEMISTORY AND TOXICOLOGY
Sample Designation

LABO MR STOCK

Lot No. 990373

SP.C. e 1.3X10* CFU/g
Coliform Group: - e Negative
Salmonella e Negative

Moidsg o EERRRERRRIEERY < 20 CFU/g

NIHON NOSAN KOGYO K.K.
R &D Center
, Safety & QC Station
52468, TAKURA, TSUKUBASHI, 300-2615 JAPAN
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Appendix 6-2-1 Analysis of contaminants in animal feed

Authorized by the Ministry of Henlth & Welfare of Japaf

TOKYO KENBIKYOIN FOUNDATION

IMAS-HAKQZAK] BLDG., 44-1

Applicant

Samples

Date of Application
Date of Examination :

Examination No.

CENTER FOR FOOD ENVIRONMENT HYGIENE

. Nihonbashi hakozaki-cho. Chue-Ku. Toxyos 103, JAPAN

TEL:03(33383)888" FAX:03(36823)8333

Date : July 23, 1999

CERTIFICATE

: NIHON NOSAN KOGYO K. K

: LABO MR-STOCK, Lot No.990653
July 2, 1999
July 2 ~ July 23, 1999

As a result of tests carried out on the sample submitted under the above
mentioned name on July 2, 1999. We herewith report as follows :

RESUTS
Aflatoxin By ¢+ crcevvreeens P not detected (detection limit 5 ppb)
Aflatoxin By «+ -+ Crrreaeen crvseeecies not detected (detection limit 5 ppb)
Aflatoxin Gy = erren iy not detected (detection limit 5 ppb)
Aflatoxin Gy +erreereres perenerenes not detected (detection limit 5 ppb)
N-Nitrosodimethylamine -+++++: sensesaia not detected (datection limit 10 ppb)
N-Nitrosodiethylaming =+« svevrerres «++  not detected (detection limit 10 ppb)
Arsenic (As) +creerririeiiiaiiiai, 0.29 ppm
Lead (Pb) v evvvvvvnns e 0.2 ppm
Cadmium (Cd) +vrvvvvvesvn Pl 0.08 ppm
Mercury (Hg) »«+ -+ ccvvrresrernnn e

Chromium (Cr) »¢rsvrsesesiiiiis
Polychiorinated biphenyl (PCBs) ++++++re+--
Total DDT*! ++cvvvneun
Total BHC* ««vrvvvevinnn

not detected (detection limit 0.01 ppm)
-------- 1.7 ppm

not detected (detection limit 0.01 ppm)
""""" not detected (detection limit 0.05 ppmy)
not detected (detection limit 0,05 ppm}

*! Expressed as total amounts of op'-DDT , pp'-DDT ,0p-DDD , pp-DDD ,

op'-DDE and pp'-DDE

*? _Expressed as total amounts of & -BHC, 8 -BHC, v -BHC and & -BHC
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Appendi'x 6-2-2 Analysis of contaminants in animal feed

Authorized by the Miniatry of Heunlth & Welfare of Japan

TOKYO KENBIKYOIN FOUNDATION

CENTER FOR FOOD ENVIRONMENT HYGIENE
IMAS-MAKOZAKI BLOG., 44-1. Nihonbashi hakozaki-cho. Chuo-Ku. Tokyo 103, JARAN

TEL:03({3683)9541 FAX:03(3823)92a¢8
Heptachlor +ovvvvvvveess veerrvcisiesness potdetected (detection limit 0.01 ppm)
Dieldrin +----- cerriveesisaiiiisiiien e potdetected (detection limit 0.01 ppm)
Aldrin  ceeeerieeenen R R not detected (detection limit 0.01 ppm)
Parathion ¢«reeereeroeviiniiiaini, -+ not detected (detection limit 0.05 ppm)
Malathion ot veresverrsienreninnnn

0.10 ppm

, D.V.M.,Ph.D.

Director

Center for Food Environment Hygiene
TOKYO KENBIKYOIN FOUNDATION
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Appendix 6-2-3 Analysis of contaminants in animal feed

DATE JULY 16. 1999

MICROBIOROGICAL INSPECTION

Customer

RESEARCH INSTITUTE FOR ANIMAL SCIENCE
IN BIOCHEMISTORY AND TOXICOLOGY

Sample Designation

LABO MR STOCK.

Lot No. 990653

SPC .......................................... 1.O><1O4CFU/g
Coliform Group: oo Negative
Salmonella B T PR RPRITPRNY Negative _
Moidg: e < 20 CFU/g

NIHON NOSAN KOGY0O KXK.
R &D Center

Safety & QC Station
5246, TAKURA, TSUKUBASHI, 300-2615 JAPAN

-15- Study No.98-094



Appendix 6-3-1 Analysis of contaminants in animal feed

Authorized by the Ministey of Health & We

TOKYO KENBIKYOIN FOUNDATION

CENTER FOR FOOD ENVIRONMENT HYGIENT

IMAS-HAKXOZ2AK] BLDG ., 44-

Applicant

Samples

Date of Application
Date of Examination :

Examination No.

1.

Mihenbash] hakozaki-cho. Chuo-Ku. Tokyo 103, JAPAN
TEL:03(3883)8831 FAX:03(38383

ltare ol Japan

19535

Date : Aug. 12, 1999

CERTIFICATE

NIHON NOSAN KOGYO K. K
LABO MR-STOCK, Lot No.990755
July 26, 1999

July 26 ~ Aug. 12,1999

3907807

As a result of tests carried out on the sample submitted under the above
mentioned name on July 26, 1999. We herewith report as follows :

RESUTS

Aflatoxin By s ererreianeinan vaeaaeaa not detected (detection limit 5 ppb)
Aflatoxin By o Y not detected (detection limit 5 ppb)
Aflatoxin Gy ++v+ee e Cereasaan Greeeaaaan not detected (detection limit 5 ppb)
Aflatoxin Gy rrerereeren R not detected (detection limit 5 ppb)
N-Nitrosodimethylamine «+++* - Grriaaiea not detected (detection limit 10 ppb)
N-Nitrosodiethylaming *:r v v v, not detected (detection limit 10 ppb)
ArSenic (As) st 0.17 ppm
"Lead (Pb) ccrrreeens R 0.4 ppm

Cadmium (Cd) «cccvererrmrrrrnneeen. 0.10 ppm

Mercury (Hg) «-- ¢+ R AR not detected (detection limit 0.01 ppm)
Chromium (Cr) «+revverrens EEEEREEEERRE 1.8 ppm

Polychlorinated biphenyl (PCBs) »+eevverne not detected (detection limit 0.01 ppm)
Total DDT*' - evvnnens R LR not detected (detection limit 0.05 ppm)
Total BHCH rvevvvvveniinns crevorevses ot detected (detection limit 0.05 ppm)

%l

Expressed as total amounts of op'-DDT , pp'-DDT ,ep'-DDD , pp-DDD ,

op'-DDE and pp'-DDE
*! _Expressed as total amounts of o -BHC, 8 -BHC, v -BHC and & -BHC

16-
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Appendix 6-3-2 Analysis of contaminants in animal feed

Authorized by the Mintstry of Health & Wellars of Jupan

TOKYO KENBIKYOIN FOUNDATION

CENTER FOR FOOD ENVIRONMENT HYGIEME

IMAS-MAKCZAKI BLDG,, 44-1. Nihcnbashl hakozaki-cho. Chuo-Ku, Tokye 103, JAPAN

TEL:03(3683)9531 FAX:03(3833)9533
Heptachlor -« «- ceereeaes Ceriene not detected (detection limit 0.01 ppm)
Dieldrin ««oovrvveree R A not detected (detection limit 0.01 ppm)
Aldrin  coreeeiennns R not detected (detection limit 0.01 ppm)
PArAthion v e erereeartent i not detected (detection limit 0.05 ppm)
Malathion +¢rreereveenineriiinn + 0.05 ppm

I

Director
Center for Focd Environment Hygiene
TOKYQ KENEIKYOIN FOUNDATION
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Appendix 6-3-3 Analysis of contaminants in animal feed

DATE AUG 2. 1999

MICROBIOROGICAL INSPECTION

Customer

RESEARCH INSTITUTE FOR ANIMAL SCIENCE
IN BIOCHEMISTORY AND TOXICOLOGY
Sample Designation

LABO MR STOCK

Lot No. 990755

S.P.CLevre et et 1.7X10*CFU/g
Coliform Group““; ----------------- Negative
Salmonella oo Negative
IVLOidg -+ vvvrerererrnrnorsortenineniamenaans < 20 CFU/g

NIHON NOSAN KO0G3YO K.K.
R &D Center

Safety & QC Station
5246, TAKURA, TSUKUBASHI, 300-2615 JAPAN

I o :o-

98-094
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Appendix 7-1 Analysis of contaminants in drinking water

Quality Anslysis & Certificate for Drinking Water

Certificate No: D —9800783

Messrs, Research [nstitute fcr Animal

- Date + 1938, F 5
in _Blochemistry and Toxicology

Tokyo Technle
Place of take up sample:

Bchome-7-6 Nakaka
Orinking Water for anim

Tokyo
8l of & BS ares TEL 03(3688
Date of take up sample .99 JAN, 28%h . .

(Tokyo Metropolice Registered 't86%327)

Responsible person : (NN

Examination purpose :

in water supply law

ftems 1 Results L¥ Reguiative Standard
Bacteria % 0 group/nml ig, Bellow 100grougs/ml
Escherchia l Negatlve l Negative
Nitrogen (as nitric & nltrous acld) i 1.7 i Below 10 mg/|
Chioride | 8.0 | Below 200 ng/!
Organtec (chemicel oxygen demand ) 1 0.7 § Below 10 mg/|
P I | s8-8
Teste t Norma | k Normal
Odor j Normal E Norms|
Color Standard Sclution l Below 1° 1 Below g
Turbidity Standard Selution 1 Below 1° \ Below 2

Method of Analysis are based on The Ministry of Health and Welfere Order N, 68

| Study No.98-094
_19-




Appendix 7-2 Analysis of contaminants in drinking water

Quelity Analvsis & Certificate for Drinking Water

Certificate No: D —3530778

Messrs. Research Institute for Aninal
in B iochemistry and Toxicology

] b Lo Letd.
Place of take up sample: Clean roon
Bchome-7-6 Nak T
TEL 03(368
Qatz of take up sample ' '83 July 9tf :

, (Tokyo Metropolice Registered WEEBW32T)
Examination purpose .

Propriety of & water quality standard
in water supply jaw B

Responsible person l

T‘ [ters

Results Reguiative tandard

Bacteria

0 group/nl Bellow 100groups/nm!

Escherchia

|
|
| e
|
\

|
%
gative 1 Negative

Nitrogen (as nitriec & nitrous scld) 1.3 1 Below 10 ng/l

Chloride 5.3 4{ Relaw 200 ng/i l
‘ Oreanic (chemical oxygen demand ) L 1.9 ﬁ Below 10 mg/l ‘
| ot R IR |

Taste l Normal E Normal 1

Odor L Norma! } kormal \

Color Standard Solution ALV Belew 1 ° % Below 5' ‘

Turbidity Standard Solutien l Relow U ° 1 Below 2! ‘

Lead | 0008 Under | 0.05 Belew |

Zine R Under | L0 Below \

fron | oo Under | 0.3 Belon \

Copser R Under | 1.0 Below |
lEvaporated Residue ’ 52 \ 500 Below l
| chiorotorn | 0.0080 | 0.05 Below |

Bromo-dichloromethane l 0.0Cz0 % C.C3 Below I

Chiero=dibromomethane 0.001 Under { 0.1 Below l

Bromoform 1 . 0008 Under i 0.0¢ Below

Total Trihalomethane \ 0.011 { 0.1  Below

¥ethod of Analysis are based on The Ministry of Health and Welfare Order Ni 89
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Analysis of contaminants in animal cage
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Appendix 9-1 Individual clinical signs of male rats treated orally with 4,4’ —isopropylidene bis (2, 6-dibromophenol)

during 18 days from 4 days of age to weaning

Fate

Dose Animal Age of Clinical signs
(mg/kg/day) number death
(days)
0 001 KT 22 NAD
002 KT 22 NAD
003 KT 22 NAD
004 KT 22 NAD
005 KT 22 NAD
006 KT 22 NAD
007 KR 85 NAD
008 KR 85 NAD
009 KR 85 NAD
010 KR 85 NAD
011 KR 85 NAD
012 KR 85 NAD
40 013 KT 22 NAD
014 KT 22 NAD
015 KT 22 NAD
016 KT 22 NAD
017 KT 22 NAD
018 KT 22 NAD
019 KR 85 NAD
020 KR 85 NAD
021 KR 85 NAD
022 KR 85 NAD
023 KR 85 NAD
024 KR 85 NAD

KT : Killed by design after administration period of 18-days ;

NAD : No abnormalities detected

KR : Killed by design after post—administration period of 63 days
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Appendix 9-2 Individual clinical signs of male rats treated orally with 4, 4 —isopropylidene bis(2, 6-dibromophenol)
during 18 days from 4 days of age to weaning

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death
(days)
200 025 KT 22 Diarrhea, +(5)°
026 KT 22 NAD
027 KT 22 Diarrhea, +(9)°
028 KT 22 Diarrhea, +(6)°
029 KT 22 Diarrhea, +(8, 10)°
030 KT 22 NAD
031 KR 85 Diarrhea, +(6)°
032 KR 85 NAD
033 KR 85 Diarrhea, +(7,10)"
034 KR 85 NAD
035 KR 85 Diarrhea, +(7)°
036 KR 85 NAD
600 037 KT 22 Diarrhea, +(5-7,9-11)°
038 KT 22 Diarrhea, +(6, 14)°
039 KT 22 Diarrhea, +(5-7,9, 10)°
040 KT 22 Diarrhea, +(5-7,9-12,16,17)"
041 KT 22 Diarrhea, +(5-17)"
042 KT 22 Diarrhea, +(5-11)°
043 KR 85 Diarrhea, +(5-7,10, 13-15)"
044 KE 28 Diarrhea, +(5-7,16,17)°

Decrease in locomotor activity, +(25-28)°
Piloerection, +(25-28)°

Emaciation, +(25,26)/++(27)/+++(28)°

Pale skin, ++(28)*

Abdomonal distension, +(28)°

KT : Killed by design after administration period of 18-days ; KR : Killed by design after post-administration period of 63-days
KE : Killed in extremis; NAD:No abnormalities detected; +: Slight; ++:Moderate; +++:Severe
a :Days of age when the sigh was observed
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Appendix 9-3 Individual clinical signs of male rats treated orally with 4, 4’ —isopropylidene bis(2, 6-dibromophenol)
during 18 days from 4 days of age to weaning

Dose Animal Fate Age of Clinical signs
(mg/keg/day) number death
(days)
600 045 KR 85 Diarrhea, +(5-7,9-10,14)%
046 FD 28 Diarrhea, +(5-7,9-11)°

Decrease in locomotor activity, +(25-27)°
Piloerection, +(26,27)°
Emaciation, +(25,26)/++(27)°
Pale skin, ++(27)° '
047 KR 85 Diarrhea, +(5-8, 11,16,17)°
048 KR 85 Diarrhea, +(5-10,17)°

KT : Killed by design after administration period of 18-days ; KR :Killed by design after post-administration period of 63-days
FD: Found dead; NAD : No abnormalities detected: +: Slight; ++:Moderate
a :Days of age when the sigh was observed
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Appendix 10-1 Individnal clinical signs of female rats treated orally with 4,4 —isopropylidene bis(2, 6~dibromophenol)
during 18 days from 4 days of age to weaning

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death
(days)
0 501 KT NAD
502 KT 22 NAD
503 KT 22 NAD
504 KT 22 NAD
505 KT 22 NAD
506 KT 22 NAD
507 KR 85 NAD
508 KR 85 NAD
509 KR 85 NAD
510 KR 85 NAD
511 KR 85 NAD
512 KR 85 NAD
40 513 KT 22 NAD
514 KT 22 NAD
515 KT 22 NAD
516 KT 22 NAD
517 KT 22 NAD
518 KT 22 NAD
519 KR 85 NAD
520 KR 85 NAD
521 KR 85 NAD
522 KR 85 NAD
523 KR 85 NAD
524 KR 85 NAD

KT : Killed by design after administration period of 18 day KR :Killed by design after post-administration period of 83-days
NAD : No abnormalities detected
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Appendix 10-2 Individual clinical signs of female rats trecated orally with 4, 4’ -isopropylidene bis(2, 6~dibromophenol)
during 18 days from 4 days of age to weahing

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death
(days)
200 h25 KT 22 Diarrhea, +(8)°
526 KT 22 Diarrhea, +(6)°
527 KT 22 NAD
528 KT 22 Diarrhea, +(10)°
529 KT 22 NAD
530 KT 99 Diarrhea, (6, 10)°
531 KR 85 Diarrhea, +(6)°
532 KR 85 Diarrhea, +(5,6)°
533 KR 85 Diarrhea, +(5,6)°
534 KR 85 NAD
535 KR 85 Diarrhea, +(7,11)°
536 KR 85 Diarrhea, +(5,6)°
600 537 KT 99 Diarrhea, +(5-11, 14,16, 17)°
538 KT 29 Diarrhea -(5-11.13 14, 16)°
539 KT 22 Diarrhea, +(5-9, 13, 14, 16,17)°
540 KT 22 Diarrhea, +(5-7,9, 10, 12, 14, 15)°
541 KT 29 Diarrhea, +(5-7,9-12, 15, 16)°
542 KT 22 Diarrhea, +(5-10,13-17°
543 KR 85 Diarrhea, +(5-7,9, 10, 12,16, 17)°
544 KR 85 Diarrhea, +(5-7,9, 14, 16)°
545 KR 85 Diarrhea, +(5-9, 11-13, 15,16)°
546 FD 28 Diarrhea, +(5-7,10)°
Decrease in locomotor activity, +(25-27)°
Piloerection, +(25-27)°
Emaciation, +(25,26)/r++(27)°
Pale skin, +(27)°
Abdominal distension, +(26,27)°
547 KR 85 Diarrhea, +(5-7, 10)°
548 KR 85 Diarrhea, +(5-10)°

KT : Killed by design after administration period of 18-day KR :Killed by design after post-administration period of 63-days

FD: Found dead:

NAD : No abnormalities detected:
a : Days of age when the sigh was observed

r: Slight; +++:Severe
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Appendix 11-1  Individual data on sensory functions of male treated orally with 4, 4 -isopropylidene bis(2, 6-ditromophenol)
during 18 days from 4 days of age to weaning

Dose Animal State of Pupil Pinna Corneal Visiual Righting Air Ispilateral

(mg/kg) number gait reflex reflex reflex stepping reflex righting flexor
reflex reflex reflex

Score range 1~8 1.2 1~4 1~4 {~4 1~4 | 1~3 1~3
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Appendix 11-2  Individual data on sensory functions of male treated orally with 4,4’ -isopropylidene bis(2, 6-dibromophenol)
during 18 days from 4 days of age to weaning

Dose Animal State of Pupil Pinna Corneal Visiual Righting Air Ispilateral

(mg/kg) number gait reflex reflex reflex stepping reflex righting flexor
reflex reflex reflex

1~4 1~4 1~4 1~3 1~3

L

Score range 1~8 1,2
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Appendix 12-1  Individual data on sensory functions of female treated orally with 4, 4" ~isopropylidene bis(2, 6 dibromophenol)
during 18 days from 4 days of age to weaning

Dose Animal State of Pupil Pinna Corneal  Visiual Righting Air [spilateral
(mg/ke) number gait reflex  reflex  reflex  stepping reflex  righting flexor
reflex reflex reflex
Score range 1~8 1,2 1~4 1~4 1~4 1~4 1~3 1~3
0 501 2 1 1 1 | 1 1 1
502 2 1 1 1 1 1 1 1
503 2 1 1 1 1 1 | |
504 2 1 ] 1 1 1 | |
505 2 1 1 1 1 1 1 1
506 2 1 1 1 1 1 1 1
507 2 1 1 1 1 1 1 1
508 2 1 1 1 i 1 1 1
509 o 2 1 1 1 1 1 1 1
510 ¥ 2 1 1 1 ! 1 1 1
511 2 1 l 1 1 1 1 1
512 2 | 1 1 | 1 t 1
40 513 2 I 1 1 1 1 1 1
514 2 1 I 1 I 1 1 l
515 2 | 1 1 i 1 1 1
h16 2 1 1 1 1 1 1 1
517 2 I 1 1 1 i 1 1
518 2 1 1 1 I 1 1 1
519 2 1 ! i i ! 1 1
520 2 1 | | ] 1 1 1
H21 2 1 1 1 1 1 1 1
H22 2 i 1 | 1 1 I l
523 2 l 1 1 I ! | |
524 2 1 1 I 1 1 1 1
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Appendix 12-2  Individual data on sensory functions of female treated orally with 4, 4’ -isopropylidene bis(2, 6-dibromophenol)
during 18 days from 4 days of age to weaning

Dose Animal State of Pupil Pinna Corneal Visiual Righting Air Ispilateral
(mg/kg) number gait reflex  reflex  reflex stepping reflex righting flexor
reflex reflex reflex
Score range I~8 1,2 1~4 1~4 1~4 1~4 1~3 1~3
200 525 1 1 1 { 1 1 1 1
526 1 1 1 l 1 1 1 1
527 1 1 1 1 1 1 1 1
528 1 1 1 1 1 1 1 1
529 1 1 1 1 1 1 l 1
530 1 1 1 1 1 1 1 1
531 i 1 1 1 1 1 1 1
532 1 1 | 1 1 1 1 1
533 1 1 1 1 1 1 | 1
H34 1 1 1 | 1 1 1 1
535 1 1 1 l 1 1 1 1
536 1 1 1 l 1 1 1 1
600 537 1 1 1 1 | 1 1 1
538 1 1 1 1 1 1 1 1
539 1 I 1 1 1 1 I 1
540 1 1 1 1 ] 1 1 1
541 1 1 1 1 1 1 1 1
542 i 1 1 1 1 1 1 1
543 I 1 1 ! ! 2 1 ]
544 l 1 1 I | 1 1 1
545 l ] 1 i 1 1 1 1
546 | 1 1 1 1 ) 1 1
H47 1 | 1 1 1 1 1 1
1 1 1 1 I ] 1 l

548
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Appendix 13-1 Individual external differentiation of male rats treated orally with
4,4’ -isopropylidene bis(2, 6-dibromophenol) during 18 days from 4 days
of age to weaning

Dose Animal Appearance  Eruption of Separation of Descent of
(mg/kg/day) number of hair lower incisor eyelids testes
0 001 7 10 14
002 7 9 14
003 7 11 14
004 7 9 14
005 7 9 14
006 7 9 14
007 7 9 15 18
008 7 10 14 18
009 7 10 14 18
010 7 9 14 18
011 7 11 14 18
012 7 10 14 18
Mean 7.0 9.7 14. 1 18.0
40 013 7 9 14
014 7 10 14
015 7 9 15
016 7 9 14
017 7 9 14
018 7 9 15
019 7 9 13 18
020 7 10 14 18
021 7 11 14 18
022 7 9 14 19
023 7 9 14 18
024 7 9 14 18
Mean 7.0 9.3 14.1 18.2

Fach value is expressed as days of age.



Appendix 13-2 Individual external differentiation of male rats treated orally with
4,4’ ~isopropylidene bis(2, 6-dibromophenol) during 18 days from 4 days
of age to weaning

Dose Animal Appearance  Eruption of Separation of Descent of
(mg/kg/day) number of hair lower incisor eyelids testes
200 025 7 11 14
026 7 9 14
027 7 9 13
028 7 10 14
029 7 9 14
030 7 10 14
031 7 9 14 18
032 7 9 14 18
033 7 9 15 18
& 034 7 9 14 18
= 035 7 10 14 18
036 7 9 14 18
Mean 7.0 9.4 14.0 18.0
600 037 7 9 15
038 7 11 15
039 7 9 14
040 7 9 14
041 7 9 12
042 7 9 15
043 7 9 14 18
044 7 11 15 18
045 7 9 13 18
@ 046 7 11 15 18
£ 047 7 9 15 18
e 048 7 9 14 18
£
8 Mean 7.0 9.5 14.3 18.0
jan]
Sal
[N

Each value 1s expressed as days of age.
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Appendix 14-1 Individual external differentiation of female rats treated orally with
4, 4 ~isopropylidene bis(2, 6-dibromophenol} during 18 days from 4 days
of age to weaning

Dose Animal Appearance  Eruption of Separation of Opening of
(mg/kg/day) number of hair lower incisor eyelids vagina
0 501 7 9 14
502 7 10 14
503 7 9 14
504 7 9 14
505 7 9 14
506 7 10 14
507 7 9 14 33
508 7 10 14 3
509 7 9 14 33
510 7 9 14 31
b1l 7 9 14 34
512 7 9 14 35
Mean 7.0 9.3 14.0 33.3
40 213 7 9 14
ol4 7 10 14
b15 7 11 14
516 7 9 13
b17 7 11 14
H18 7 9 15
519 7 10 14 39
h20 7 10 14 35
521 7 9 14 30
522 7 9 14 32
523 7 9 13 34
524 7 9 14 33
Mean 7.0 9.6 13.9 33. 8

Each value 1s expressed as days of age.
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Appendix 14-2 Individual external differentiation of female rats treated orally with
4, 4 ~isopropylidene bis(2, 6-dibromophenol) during 18 days from 4 days
of age to weaning

Dose Animal Appearance  Eruption of Separation of Opening of
(mg/kg/day) number of hair lower incisor eyelids vagina
200 525 7 9 14
526 7 9 14
527 7 9 14
528 7 9 14
529 7 11 12
530 7 10 14
531 7 9 141 32
532 7 9 14 32
533 7 9 13 32
534 7 9 15 33
535 7 9 14 30
536 7 9 14 31
Mean 7.0 9.3 13. 8 31.7
600 537 7 9 14
538 7 10 14
539 7 9 13
540 7 9 14
541 7 9 13
542 7 11 14
543 7 11 14 32
544 7 9 13 33
545 7 9 13 37
546 7 11 14
547 7 9 14 36
548 7 9 13 32
Mean 7.0 9.6 13.6 34,0

Each value is expressed as days of age.
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Appendix 15-1 Individual body weights of male rats treated orally with 4,4'-isopropylidene bis(2,6-dibromophenol) during

18 days from 4 days of age to weaning
(g)

Dose Animal Days of age Gain Gain
(mg/kg/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 77 84 21-84

0 001 11.0 127 19.2 270 34.3 42.1 495 56.2 435
002 10.7 123 185 249 31.0 38.6 48.1 58.9 46.6
003 9.9 11.0 163 226 29.3 35.9 435 053.8 42.8
004 10.6 129 188 26.2 33.6 42.6 51.8 634 50.5
005 10.4 13.0 205 26.8 34.3 419 51.7 60.6 47.6
006 10.1 12.2 18.8 25.7 33.5 41.8 49.6 58.7 46.5
007 10.0 12.0 188 250 33.3 426 51.3 62.2 50.2 62 103 161 225 286 349 392 428 468 482 420
008 109 12.6 18.8 263 34.8 426 50.2 60.2 47.6 60 104 170 230 292 358 403 444 481 495 435
009 10.7 13.0 20.7 28.7 36.0 43.8 52.0 609 479 61 100 161 225 279 330 362 386 412 425 364
010 10.1 127 187 249 337 41.7 50.3 60.9 482 61 100 159 224 290 351 395 417 437 452 391
011 10.3 127 19.9 273 336 408 489 593 466 59 98 162 220 282 338 382 414 447 468 409
012 105 126 19.6 281 360 43.1 527 62.7 50.1 63 108 174 239 304 356 403 434 479 506 443

Mean 104 125 19.1 26.1 33.6 41.5 50.0 59.8 47.3 61 102 165 227 289 347 390 421 4564 471 410

40 013 10.0 11.6 170 235 309 38.0 471 ©55.1 435
014 11.0 13.0 19.0 254 323 396 496 59.3 46.3
015 9.8 118 179 244 313 385 472 577 459
016 104 126 193 26.0 33.1 41.2 487 59.6 47.0
017 105 13.1 207 286 364 456 58.1 657 52.6
018 109 13.1 194 26.8 342 41.6 497 57.7 44.6

019 9.9 11.8 188 259 34.9 447 544 627 509 63 97 151 209 268 324 369 402 435 452 389
020 104 11.8 182 253 336 41.9 51.8 61.2 494 61 102 155 208 265 313 359 400 431 457 396
021 103 121 19.4 270 35.0 43.3 53.1 63.4 51.3 63 108 175 249 310 362 402 423 453 465 402
022 11.2 134 188 24.1 31.0 380 46.3 56.9 43.5 57 99 1562 210 266 323 369 395 423 450 393
023 10.0 122 19.2 267 344 423 527 624 50.2 62 107 167 231 303 369 419 462 500 520 408
024 10.7 13.0 20.5 285 37.7 457 550 654 524 65 113 183 251 319 381 426 464 497 522 457

Mean 104 125 19.0 260 337 417 51.1 60.6 481 62 104 164 226 289 345 391 424 457 478 416
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Appendix 15-2 Individual body weights of male rats treated orally with 4,4'-isopropylidene bis(2,6—-dibromophenol) during
18 days from 4 days of age to weaning

(g)

Dose Animal Days of age Gain Gain

(mg/kg/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 77 84 21-84
200 025 10.2 12.6 19.0 26.5 34.3 42.1 50.2 60.1 475

026 10.3 12.2 183 24.7 324 39.7 49.1 57.1 4149
027 11.1 124 184 252 32.1 38.6 456 56.0 43.6
028 10.6 13.4 199 272 35.0 427 526 61.3 47.9
029 10.0 125 19.2 273 353 429 528 61.4 489

030 10.8 12.7 187 2565 33.0 38.8 48.7 58.1 454
031 11.0 134 198 276 36.8 46.2 57.4 67.7 543 68 108 173 245 314 378 423 460 493 528 460

032 10.3 126 184 26.1 335 41.8 50.3 59.2 46.6 59 97 159 221 285 347 394 418 449 469 410
033 10.2 13.0 202 277 364 452 536 63.8 50.8 64 104 169 238 299 353 395 432 469 493 429
034 109 125 17.6 243 31.2 392 483 60.1 476 60 102 163 226 281 330 373 405 440 460 400
035 107 13.1 199 27.7 354 425 494 60.1 47.0 60 102 175 253 322 386 436 485 522 557 497
036 9.8 12.0 19.0 274 358 431 537 65.1 53.1 65 111 184 256 323 392 444 492 528 548 483

Mean 10.5 12.7 19.0 26.4 343 419 51.0 60.8 48.1 63 104 171 240 304 364 411 449 484 509 447

600 037 10.0 11.8 16.7 24.0 31.6 39.6 47.0 0559 44.1
038 105 123 17.2 232 30.3 369 449 548 425
039 11.0 124 181 246 31.1 373 448 56.3 43.9
040 9.9 120 17.0 243 31.2 394 480 57.6 456
041 10.7 13.1 19.0 26.0 33.0 40.0 50.7 608 47.7
042 10.3 12.8 181 25.7 334 40.8 49.6 60.8 48.0
043 105 130 189 269 364 452 54.0 644 51.4 64 103 159 223 286 338 376 410 427 452 383

044 10.7 129 174 239 32.7 38.7 46.3 509 38.0 b5l 52
045 10.0 126 17.6 253 338 424 51.9 59.6 47.0 60 81 139 203 266 330 375 421 404 472 412

046 10.2 12.3 168 23.6 30.8 37.8 4405 527 404 53
047 11.0 135 187 266 34.0 41.2 49.0 59.8 46.3 60 100 173 246 310 372 419 464 501 535 475
) 027

048 104 129 180 26.7 349 435 52.0 629 50.0 63 108 186 256 321 380 428 475 510 464

Mean 104 126 17.8 251 32.8 402 486 58.0 454 59 89 164 232 296 350 400 443 473 497 435
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Appendix 16~1 Individual body weights of female rats treated orally with 4,4-isopropylidene bis(2,6-dibromophenol) during

18 days from 4 days of age to weaning
(2

Dose Animal Days of age Gain Gain
(mg/kg/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 V7 84 21-84

0 o01 956 115 173 242 321 382 459 0543 428
o02 9.8 11.7 174 238 30.6 37.0 434 49.1 374
003 9.9 11.9 17.8 25.0 31.6 38.0 444 53.2 413
o204 105 129 20.2 273 33.6 40.6 487 579 45.0
005 10.2 13.0 19.6 27.2 343 425 51.6 59.9 46.9

o06 10.1 11.8 181 255 33.0 40.2 499 58.8 47.0
007 10.3 11.9 189 267 347 428 52.7 623 504 62 91 134 169 196 220 238 256 267 276 214

008 10.1 11.8 17.7 25.0 320 383 46.3 56.1 44.3 56 95 141 175 203 227 243 253 266 279 223
209 104 129 20.7 277 37.2 451 542 648 51.9 65 101 153 188 215 245 264 280 292 306 241
510 9.6 11.8 17.4 23.1 30.5 36.7 45.9 56.5 44.7 57 93 144 174 195 217 234 245 259 267 210
oll 9.9 121 18.9 26.1 325 398 478 57.7 456 58 91 131 162 185 205 222 232 241 248 190
ol2 10.1 120 19.5 27.8 357 43.8 523 624 504 62 96 141 177 198 223 240 244 261 265 203

Mean 10.0 12.1 18.6 25.8 33.2 40.3 48.6 57.8 45.6 60 95 141 174 199 223 240 252 263 274 214

40 013 9.9 122 19.1 275 345 415 498 55.9 437
ol4 99 12.1 177 239 30.6 384 476 056.8 4.7
015 10.1 119 18.2 244 31.7 383 455 53.2 413
016 103 124 19.2 26.0 33.2 415 487 576 45.2
ol7 94 114 179 248 315 374 478 54.1 427
ol8 10.4 12.8 188 25.7 33.3 40.8 50.1 59.2 464

> (9} Ing o R o7 —Q QQ Ay aaAc o0
519 98 11;7 18-9 269 343 488 50..‘7 QO "AiU.l JO (810 U 1Tul P70 k= 4 fi8 3 y1e) ZUU VSR G
~
/

17
020 9.5 115 17.3 244 325 395 475 569 454 57 93 137 169 189 206 219 226 236 200 193
b2l 10.0 124 20.2 28.0 358 454 56.8 67.0 54.6 67 108 152 184 198 224 231 250 255 266 199
022 10.3 127 189 249 328 40.3 496 60.9 48.2 61 98 150 185 210 233 248 260 264 284 223
023 102 127 19.6 27.1 329 392 484 574 44.7 57 90 133 167 191 209 226 244 259 267 210
024 10.5 12.7 198 274 347 425 505 59.0 46.3 59 94 144 177 203 222 237 251 264 268 209

o 711

~ 015 09p
161 189 )

Mean 10.0 12.2 188 258 332 40.7 494 580 458 60 95 140 174 197 218 233 246 256 267 208
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Appendix 16-2 Individual body weights of female rats treated orally with 4,4'-isopropylidene bis(2,6-dibromophenol) during
18 days from 4 days of age to weaning

(=)

Dose Animal Days of age Gain Gain

(mg/kg/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 77 84 21-84
200 525 97 115 175 254 325 394 471 549 434

026 104 124 181 246 314 37.8 47.8 53.6 41.2
527 9.8 10.7 158 21.4 28.2 344 43.7 528 42.1
028 10.0 124 18.6 26.1 32.8 40.6 49.4 55.0 42.6
029 10.1 12.2 183 254 33.2 41.7 52.0 59.5 473

030 10.2 12.8 18.0 23.5 30.7 37.9 464 557 429
531 104 121 18.2 26.2 33.3 41.3 51.1 59.7 47.6 60 102 153 183 204 228 248 265 279 282 222

032 9.8 120 181 246 329 388 48.7 542 422 54 87 131 169 190 211 232 249 264 264 210
033 10.2 13.0 200 275 363 442 541 64.6 51.6 65 109 165 204 222 250 264 275 292 310 245
034 96 115 169 239 319 367 451 545 430 55 90 140 176 197 220 234 251 254 268 213
035 103 122 183 250 32.0 395 483 57.3 451 57 97 143 175 199 221 237 245 261 271 214
036 100 123 185 26.1 343 41.8 50.5 60.3 480 60 98 145 188 213 235 248 269 285 293 233

Mean 10.0 12.1 18.0 25.0 325 395 487 56.8 44.8 59 97 146 183 204 228 244 259 273 281 223

600 037 10.4 126 17.2 20.0 32.5
538 10.3 125 175 234 30.7 349 443 52.0 395
039 95 11.3 16.6 23.1 30.7 38.2 47.2 549 43.6
040 9.9 119 17.0 22.8 294 36.0 43.3 46.6 34.7
041 99 126 179 255 329 41.2 525 61.3 487
042 101 126 179 249 32.8 40.0 48.1 58.6 46.0

043 10.2 123 177 249 345 424 493 593 47.0 59 99 156 194 222 251 263 282 293 306 247
044 9.7 11.8 16.7 240 31.8 386 484 59.0 47.2 59 93 140 177 204 231 249 266 280 295 236
045 104 12.2 180 250 34.3 42.2 50.6 589 46.7 59 87 136 173 201 224 241 2556 274 283 224
546 10.1 116 165 22.0 31.0 389 46.7 557 44.1 50

oA7 9.7 122 187 26.1 325

048 10.3 12.3 17.8 26.6 325 40.1 49.1 582 459 58 98 148 184 205 229 247 260 274 285 227
Mean 100 122 175 244 321 393 480 365 443 58 94 145 182 208 234 200 267 280 292 234




Appendix 17 Individual food consumption of male rats treated orally with 4,4'-isopropylidenc bis

(2,6~dibromophenol) during 18 days from 4 days of age to weaning
(g)

Dose Animal Days of age
(mg/kg/day)  number 28 35 42 49 56 63 70 77 84
0 007 18 26 30 38 41 37 42 42 37
008 20 27 32 34 38 35 36 43 36
009 17 23 29 30 30 30 30 34 26
010 29 24 32 32 37 38 37 35 32
011 18 25 29 31 35 37 35 38 33
012 18 25 30 36 35 32 33 40 36
Mean 20 25 30 34 36 35 36 39 33
40 019 17 24 27 32 35 35 32 36 32
020 19 24 26 33 33 33 35 35 33
021 19 28 33 34 35 38 32 34 30
o 022 19 24 28 33 35 36 33 31 31
' 023 20 27 33 37 41 42 45 47 40
024 19 29 32 37 42 38 38 37 33
Mean 19 2% 30 34 37 37 36 37 33
200 031 19 25 34 36 43 42 40 37 41
032 18 22 29 30 33 35 33 34 31
033 19 26 31 33 34 33 35 38 37
034 18 24 31 32 35 36 36 37 38
035 20 31 39 42 46 49 a7 48 42
036 19 28 33 12 43 39 40 44 36
Mean 19 2% 33 31 39 39 39 40 38
2 600 043 18 23 39 32 34 34 36 32 33
& 044
§ 045 13 23 31 36 40 33 43 39 36
g 040
2 047 20 29 38 39 44 39 43 41 42
048 19 30 35 42 42 39 48 45 38

Mean I8 20 34 37- 40 36 43 39 37
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Appendix 18 Individual food consumption of male rats treated orally with 4,4'-isopropylidene bis

(2,6-dibromophenol) during 18 days from 4 days of age to weaning
(g)

Dose Animal  Days of age
(mg/kg/day) number 28 35 42 49 56 63 70 77 81
0 507 14 20 20 22 24 25 26 25 22
508 17 22 23 24 26 23 21 22 24
509 17 23 25 22 26 25 26 23 28
510 17 24 22 21 22 23 23 23 23
511 18 20 22 25 25 25 28 26 25
512 16 21 23 21 25 26 23 21 26
Mean 17 22 23 23 25 25 25 23 25
40 519 16 20 21 25 26 25 22 25 25
520 18 20 21 21 23 22 21 23 24
521 19 21 22 21 24 19 24 19 21
522 20 25 26 26 27 30 27 24 29
523 16 22 20 22 25 24 23 26 24
524 15 21 21 23 22 23 24 26 22
Mean 17 22 22 23 25 24 24 24 24
200 531 18 24 20 24 23 22 27 27 24
532 17 20 24 25 22 25 26 27 20
533 22 27 29 30 30 27 27 28 30
534 18 22 24 23 26 24 25 21 23
535 18 23 22 22 26 25 24 26 26
536 17 22 26 28 28 26 30 30 28
Mean 18 23 24 25 26 25 27 27 25
600 543 20 27 26 28 29 2 28 25 2
544 17 24 25 27 30 25 23 26 26
545 17 23 26 27 28 29 23 32 30
546
547 15 20 24 26 26 27 31 27 27
548 18 23 26 21 25 24 29 22 25
Mean 17 23 25 26 28 26 27 26 27
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Appendix 19 - 1 Individual urinary findings of male rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Color Cloudy Volume Specific pH Protein Glucose Ketone  Occult Urobilinogen Bilirubin
(mg/kg) number (mL/18hrs) gravity body blood
0 007 PY - 13.9 1.052 8.0 + — — - 0.1 -
008 PY + 8.5 1.022 8.5 + — - — 0.1 -
009 PY - 10.0 1.052 8.0 + — * - 0.1 —
010 PY + 10.7 1.058 8.0 + — + - 0.1 —
011 PY - 9.9 1.074 8.0 ++ — - — 0.1 -
2Ry =123 1068 7.0 o = + 01 -
40 019 PY = 1.0 1.070 8.0 o+ — + - 0.1 -
020 PY — 11.2 1.022 8.5 + — — — 0.1 -
021 PY - 9.2 1.032 8.5 + - * - 0.1 —
022 PY - 10.9 1.032 8.0 + - - — 0.1 -~
023 PY — 15.4 1.038 8.0 + — — — 0.1 -
024 PY - 7.5 1.056 8.0 + - x — 0.1 —
Color : PY(pale yellow)
Cloudy : —(negligible), +(cloudy)
Protein : *(15~30mg/dL), + (30mg/dL), ++(100mg/dL)
Glucose : —(negligible)
Ketone hody : —(negligible), *(5mg/dL), +(15mg/dL)
Occult blood : —(negligible), + (slight), t+(moderate)

Urobilinogen : Ehrlich unit/dL
Bilirubin : — (negligible)
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Appendix 19 - 2 Individual urinary findings of male rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)

during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (mL/18hrs) gravity body blood
200 031 PY - 9.5 1.060 8.5 + - + - 0.1 -
032 PY — 9.5 1.048 8.5 + -~ + ~ 0.1 -
033 PY - 8.0 1.030 8.0 + - — - 0.1 -
034 PY + 11.5 1.042 8.5 + - - - 0.1 —
035 PY + 15.5 1.070 7.5 ++ - + - 0.1 —
R .- B PY T 218 1.036 80 T o T 0.1 o
600 043 PY — 2.9  1.026 85 =+ - - - 0.1 —~
044 - - -——- -——- -——- -——- -- -—=- -—=- - -
045 PY - 18.5 1.026 8.5 +4 - * +t 0.1 -
046 - -- -—- -—-- ———- - -- -——- —-=- ———- ----
047 PY - 16.0 1.042 8.5 + - — - 0.1 -
048 PY - 10.4 1.040 8.5 + — - + 0.1 -~

----: Not available
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Appendix 19 - 3 Individual urinary findings of male rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Erythro-  Leuko- Crystals Epithelial cells Casts Fat
(ng/kg) number cytes cytes Mg Ca  Ams Sq G H globules
0 007 - — +t — -~ + — — —
008 — — + - - + - — - -
009 —~ —~ + - - + — - - —
010 - - + - - + —~ - - -
011 - — +++ - - ++ - - - -
............... oz T T R S T T T T T T
PO TT, B S P T = S -
020 — - — - — + - - - -
021 —~ - - = + - — - —
022 - - +H — — + - - — —
023 - - + - = + — - - -
024 — - - - + — - = —
— : Not observed; + : A few in some fields; ++ : A few in all fields; +++ : Many in all fields

Crystals
Mg(ammonium magnesium phosphate)
Ca(calcium phosphate)
Ams(amorphous)
Epithelial cells
Sq(squamous)
R(round)
S(spindle)
Casts
G(granule)
H(hyaline)
W(waxy)
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Appendix 19 - 4 Individual urinary findings of male rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Erythro- Leuko- Crystals Epithelial cells Casts Fat
(mg/kg) number cytes cytes Mg Ca  Anms Sq R S G H W globules
200 031 — - ++ — - + - - - - - -

032 - - T - + —~ - - - — —
033 - - + - — + - — - - - -
034 - - +4+ - — + - - - - - -
035 — -~ + - - + — - - - - -
................. 036 T T T T T T T
600 043 - - + - = + - - — - — —
044 e S fem e o
045 - - + - — + - - - - - -
046 e e e e fmm e e ----
047 - - ++ - - + - - - - - -
048 - — - -+ - - — — — -

----: Not available
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Appendix 20 - 1 Individual urinary findings of female rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (mL/18hrs) gravity body blood
0 507 PY - 8.0 1.058 7.5 + - - — 0.1 -
508 PY — 5.5 1.058 8.5 + - — — 0.1 -
509 PY + 10.5 1.066 8.5 * - - - 0.1 -
510 PY -~ 13.5 1.068 6.0 =+ - — - 0.1 -
511 PY - 30.5 1.044 8.5 + - — - 0.1 —
012 Py .70 Lo 80 o+ T T, R 0.1 T
40 519 Py ~ 8.5 1.032 6.0 + - - — 0.1 —
520 PY + 23.0 1.052 8.0 + - — - 0.1 —
521 PY — 10.0 1.074 8.0 * — - - 0.1 —
522 PY - 8.0 1.080 8.5 + - + — 0.1 -
523 PY — 8.0 1.032 8.0 + — - - 0.1 -
524 PY — 12.0 1.046 7.5 + — — — 0.1 -

Color : PY(pale yellow)

Cloudy : —(negligible), + (cloudy)
Protein : *(15~30mg/dL), +(30mg/dL)
Glucose : —{(negligible)

Ketone body : — (negligible), =+ (5mg/dL)
Occult blood : — (negligible)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —{(negligible)
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Appendix 20 - 2 Individual urinary findings of female rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (mL/18hrs) gravity body blood
200 531 PY - 11.0 1.032 8.5 + - — - 0.1 -
532 PY — 11.5 1.032 8.5 + - — - 0.1 —
533 PY — 8.5 1.032 8.0 + - - — 0.1 —
534 PY - 7.0 1.096 8.5 + - * — 0.1 —
535 PY + 13.5 1.058 8.0 + ~ — — 0.1 —
036 R To...55 LoD 8.0 T T T 0.1 I
600 543 PY + 1.0 1082 75 + - - — 0.1 -
544 PY + 17.5 1.026 8.5 + — - — 0.1 —
545 PY - 10.5 1.040 8.5 + - - — 0.1 —
546 = ———— -——- -——- ———— ———- - —-—— - === ———-
547 PY — 34.0 1.040 6.5 + — — - 0.1 —
548 PY — 13.5 1.070 8.0 + — - — 0.1 —

----: Not available
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Appendix 20 - 3 Individual urinary findings of female rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)

during 18 days from 4 days of age weaning

< 11 weeks of age >

Dose  Animal Erythro-  Leuko- Crystals Epithelial cells Casts ~ Fat
(ng/kg) number cytes cytes Mg Ca  Ams Sq R S H globules
0 507 — - - — - + — — - -

508 — — — — — + — - — -
509 — — + — — + — — - -
510 — — + — - ++ ~ - - -
511 — — - — - + - - ~ -
_________________ e T T = =TT T T T T
40 519 — -7 -~ - = + - - — —
520 — — — — - + — — - -
521 — — — - — + — — - -
522 — — - - — + — — - -
523 — - - — — + — — - -
524 — - - ~ — + — - — -
— : Not observed; + : A few in some fields; ++ : A few in all fields

Crystals
Mg(ammonium magnesium phosphate)
Ca(calcium phosphate)

Ams (amorphous)
Epithelial cells
Sq(squamous)
R(round)

S(spindle)
Casts
G(granule)
H(hyaline)
W(waxy)



_81'7-

F60-86'0N £pnig

Appendix 20 - 4 Individual urinary findings of female rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age weaning

< 11 weeks of age >

Dose  Animal Erythro- Leuko- Crystals Epithelial cells Casts Fat
(mg/kg) number cytes cytes Mg Ca Ams Sq R S G H W globules o
200 531 - — + — — + - — — - - -
532 — — + -~ - + — — - - - -
533 -~ - — - — + — — - — - —
h34 — - — — - — - — — - — -
535 — - ++ — — + — — — - - —
________________ 3 T MmN T T T T T
600 543 - =T - - - + - - - - - -
544 - - + — — + - - - — - -
545 - - - — - + - - — - - -
546 - -—-- mmmm moem o —mmm meem ——e- e -—--
547 - — — — — + — — — - - —
548 — - — — — + - ~ — — - -

----: Not available
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Appendix 21 - 1 Individual hematological findings of male rats treated orally 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose  Animal  RBC fib Ht MCV HCH MCHC Ret. PT APTT

(ng/kg) number (10*/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)

0 001 470 9.4 29.2 62 20.0 32.2 202 13.6 15.1

002 472 9.1 30.1 64 19.3 30.2 246 13.2 15.6

003 487 9.5 31.2 64 19.5 30.4 289 13.7 15.5

004 490 10.2 32.4 66 20.8 31.5 224 14.0 14.9

005 472 9.6 30.5 65 20.3 31.5 241 13.3 15.6

006 487 10.2 32.1 66 20.9 31.8 158 14.0 14.7
_______________ Mean 480 9.7 30.9 65 20.1 31,3 22 136 1.2

40 013 455 8.9 286 1 1 Y RS ) O B 200 13.2 15.3

014 489 10.3 33.0 67 21.1 31.2 298 13.9 14.8

015 482 9.6 30.5 63 19.9 31.5 270 14.1 14.1

016 493 10.1 32.4 66 20.5 31.2 220 13.5 15.0

017 483 9.5 30.5 63 19.7 31.1 200 13.4 13.7

018 474 9.4 29.3 62 19.8 32.1 193 13.8 13.5
_______________ Mean 479 9.6 30.7 64 20.1 .4 230 137 144

200 025 490 Y N 57 6.7 29.5 239 13.2 13.9

026 443 8.2 27.4 62 18.5 29.9 236 14.0 14.5

027 488 9.8 31.6 65 20.1 31.0 246 13.5 14.7

028 515 10.5 33.3 65 20.4 31.5 210 13.6 15.4

029 469 9.4 30.2 64 20.0 31.1 165 13.6 13.0

030 490 9.8 31.8 65 20.0 30.8 229 14.1 14.7
,,,,,,,,,,,,,,, Mean 483 9.3  30.4 63 19.3 3.6 e2t 187 144

600 037 476 85 28.2 59T 7.9 30.1 268 13.7 13.9

038 457 8.2 26.9 59 17.9 30.5 252 13.6 14.3

039 501 10.1 31.6 63 20.2 32.0 240 13.5 14.7

040 510 8.8 29.3 57 17.3 30.0 256 12.9 14.2

041 475 8.7 28.8 61 18.3 30.2 226 12.8 13.8

042 476 9.1 30.0 63 19.1 30.3 195 13.5 14.5
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Appendix 21 - 2 Individual hematological findings of male rats treated orally 4,4 -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 22 days of age >

Differential Ieukocyte counts (%)

Dose  Animal WBC T Neutro. Plat.
(mg/kg) number (102/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/ulL

0 001 16 0 0 0 25 71 4 0 161

002 13 0 0 0 18 78 4 0 132

003 15 0 0 0 19 76 5 0 123

004 21 0 0 0 24 73 3 0 150

005 8 0 3 0 13 81 3 0 152

006 23 0 0 0 10 86 4 0 153
_______________ Mean 16 0 1 0 18 e Ao T4

40 013 24 N o T T 2 8 3 0 136

014 12 0 0 0 12 84 4 0 155

015 19 0 1 0 10 87 2 0 134

016 15 0 0 0 21 76 3 0 149

017 15 0 0 0 15 84 1 0 125

018 25 0 0 0 7 89 4 0 133
_______________ Mean 18 . 0 0 0 13 84 30139

200 025 5 o o o o 87 3 0 14h

026 9 0 0 0 22 77 l 0 149

027 15 0 0 1 12 85 2 0 124

028 18 0 0 0 17 82 1 0 142

029 27 0 0 i 19 5 5 0 140

030 10 0 0 0 12 86 2 0 148
_______________ Mean 16 0 0 0 15 8 204

600 037 19T 0 o 0 1z gy 3 0 174

038 15 0 l 0 11 88 0 0 142

039 24 0 0 1 21 70 2 0 156

040 10 0 0 0 8 89 3 0 150

041 29 0 0 0 18 80 2 0 165

042 13 0 0 0 21 78 1 0 132
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Appendix 22 - 1 Individual hematological findings of female rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal RBC Hh Ht MCV MCH MCHC Ret. PT APTT

(ug/kg) number (10°/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)

0 501 463 9.1 29.3 63 19.7 31.1 188 14.0 14.7

502 494 9.2 29.1 59 18.6 31.6 152 14.2 13.9

503 517 10.5 33.0 64 20.3 31.8 191 13.7 13.7

504 541 11.1 34.3 63 20.5 32.4 202 13.6 14.7

505 512 10.1 31.6 62 19.7 32.0 212 14.0 15.4

506 517 10.2 31.9 62 19.7 32.0 235 13.9 13.9
______________ Mean 507 ~  10.0 3.5 62 19.8 a8 o 19r 139 144

40 513 490 9.7 30,6 2198 3L.7 227 14.5 14.9

514 513 10.1 32.8 64 19.7 30.8 202 14.7 16.1

515 514 10.4 33.0 64 20.2 31.5 228 14.0 17.2

516 520 10.8 34.1 66 20.8 3L.7 215 13.0 15.4

517 508 10.4 33.6 66 20.5 31.0 178 14.0 14.9

518 524 10.0 31.9 61 19.1 31.3 190 14.0 15.3
_______________ Mean 612 10.2  ~ 32.7 64 20.0 313 207 140 19.6

200 525 531 a.7 324 61 18.3 20.9 231 13.9 14.7

526 501 9.8 31.9 64 19.6 30.7 234 13.8 14.3

52T 475 9.2 29.1 6l 19.4 31.6 191 14.1 13.9

h28 513 10.6 33.4 £5 20.7 31.7 218 13.0 13.5

529 491 9.9 31.0 83 20.2 31.9 195 13.2 13.7

530 533 10.4 34.0 64 19.5 30.6 223 13.7 14.9
,,,,,,,,,,,,, Mean 807 9.9 32.0 63 9.6 3.1 o215 136 142

600 537 504 8.9 I 57T 7.7 30.8 181 13.6 14.1

538 505 8.6 28.3 56 17.0 30.4 196 13.5 13.3

539 522 9.3 30.5 58 17.8 30.5 226 14.1 14.7

540 500 8.8 30.0 60 17.6 29.3 190 13.2 12.0

541 483 8.9 28.7 59 18.4 31.0 227 13.1 12.9

542 504 9.6 30.8 61 19.0 31.2 242 13.9 13.7




¥60-86'0N APnIS

Appendix 22 - 2 Individual hematological findings of female rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 22 days of age >

Differential leukocyfe counts (%)

Dose  Animal WBC Neutro. Plat.
(mg/kg) number (10°/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL

0 501 17 0 0 0 10 87 3 0 159

502 24 0 1 0 13 86 0 0 134

503 20 0 0 0 19 30 1 0 142

504 22 0 0 0 11 87 2 0 128

505 35 0 0 0 16 83 1 0 123

506 18 0 0 0 13 86 1 0 166
_______________ Mean 23 0 .0 0 14 8% .t .0 142

40 513 200 0T | | 3 86 | 0 155

514 20 0 0 0 20 79 1 0 171

515 16 0 0 0 20 7 3 0 155

516 23 0 0 0 18 80 2 0 140

517 34 0 0 0 20 78 2 0 137

518 24 0 0 0 21 78 1 0 174
,,,,,,,,,,,,,,, Mean 23 0 0 0 19 80 2 018

200 h2h 18 0 N | R I 86 3 0 165

526 12 0 0 0 17 32 1 0 178

527 15 0 0 0 ) 94 1 0 135

528 31 0 1 0 9 84 6 0 172

529 50 0 i 2 27 67 3 0 131

530 32 0 0 0 8 97 0 0 132
_______________ tean 26 L 1 0 13 8¢ 2 .0 Le

600 537 23 o T | it 87 1 0 142

538 21 0 1 l 14 82 2 0 153

539 22 0 0 0 14 83 3 0 136

540 30 0 0 0 13 85 2 0 184

541 30 0 1 0 7 92 0 0 193

542 24 0 0 1 10 88 1 0 154
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Appendix 23 - 1 Individual hematological findings of male rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose Animal RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) number (10°/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)

0 007 871 16.3 46.1 53 18.7 35.4 24 12.8 18.1

008 821 15.6 43.9 53 19.0 35.5 32 12.9 18.9

009 837 15.7 44.0 53 18.8 35.7 46 12.2 18.6

010 865 16.4 45.4 52 19.0 36.1 21 12.7 18.6

011 799 15.3 42.8 54 19.1 35.7 32 12.7 18.6

012 837 15.7 44.6 53 18.8 35.2 36 13.0 18.3
______________ Mean 838 15.8 = 445 53 18.9 %6 3 127 187

40 019 871 16.3 456 T 52T 18,7 857 20 13.2 19.6

020 807 15.5 44.6 55 19.2 34.8 26 13.5 16.6

021 883 16.8 47.1 53 19.0 35.7 31 12.9 17.0

022 854 15.3 43.2 51 17.9 35.4 41 12.3 17.3

023 844 15.5 44,6 53 18.4 34.8 38 12.6 18.2

024 856 14.9 42.7 50 17.4 34.9 21 13.0 18.6
_______________ Mean 863 16.7 44.6 52 18.4 .2 38 129 179

200 031 864 6.2 45,97 5 188 T 35.3 19 12.5 18.2

032 857 15.1 43.0 50 17.6 35.1 22 12.5 17.2

033 851 16.2 45.6 53 18.8 35.5 38 12.4 17.3

034 831 14.9 42.9 52 17.9 34.7 45 12.4 17.1

035 790 14.7 42.5 54 i8.6 34.6 56 12.8 18.3

036 780 14.7 42.0 54 18.8 35.0 48 12.4 15.9
_______________ Mean 831 ~ 156.3 43.7 53 18.4 3.0 .38 2o 17.3

600 043 865 15.8 449 T 5T 18.3 R 32 121 16.3

044 ——— - - ———- -———= -——- - -—-- -

045 773 14.8 42.9 55 19.1 34.5 47 12.8 18.7

046 ———— - ——— -—-- ——— —— -——- -—=- ———=

047 794 15.3 44 .0 55 19.3 34.8 41 12.6 17.9

048 835 16.3 46.4 56 19.5 35.1 48 12.4 17.5

Mean 817 15.6 44.6 55 19.1 34.98 42 12.5 17.6

----: Not available
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Appendix 23 - 2 Individual hematological findings of male rats treated orally with 4,4 -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 85 days of age >

Differential leukocyte counts (%)

Dose Animal WBC Neutro. Plat.
(mg/kg) number (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL

0 007 60 0 0 0 8 92 0 0 121

008 77 0 0 0 5 95 0 0 145

009 84 0 0 0 11 88 1 0 116

010 48 0 0 0 21 79 0 0 120

011 72 0 0 0 14 85 1 0 122

012 61 0 0 0 12 86 2 0 127
_______________ Neen 67 0 0 0 12 R S -

40 019 5 o | A 3 R 3 0 126

020 58 0 1 0 12 87 0 0 147

021 58 0 1 0 20 77 2 0 131

022 52 0 i 0 7 a0 2 0 110

023 789 0 2 0 11 87 0 0 130

024 70 0 1 0 6 93 0 0 128
_______________ Men 620 1 0 2.8 i 0 19

200 031 5 o o 0 7 81 2 0 128

032 63 0 0 0 17 83 0 0 119

033 50 0 0 0 8 90 2 0 141

034 60 0 0 0 15 32 3 0 128

035 o4 0 1 0 1o 83 0 0 134

036 91 0 2 0 21 75 2 0 126
____________ feen 66 0 1 0 16 82 2 0 125

600 043 66 0 T [ | A 9 88 3 0 121

044 ——== == - -——- ——-= ——=- - -—-- -

045 60 0 1 0 18 81 0 0 146

046 = ———- - ———- - === -—=- === -—=-

047 59 0 1 0 27 69 3 0 129

(048 69 0 1 0 21 6 2 0 132

Mean 64 0 1 0 19 79 2 0 132

----: Not available



-99_

F60-86'0N Apnis

Appendix 24 - 1 Individual hematological findings of female rats treated orally with 4,4' -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose Animal RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) number (10%/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)

0 507 833 16.4 45.7 55 19.7 35.9 15 12.6 16.5

508 831 15.5 44.3 53 18.7 35.0 22 12.5 17.6

509 759 15.4 42.7 56 20.3 36.1 31 12.9 18.6

510 783 14.2 41.0 52 18.1 34.6 36 12.2 14.5

511 309 15.6 43.9 54 19.3 35.5 17 13.0 15.1

512 805 15.7 43.7 54 19.5 35.9 39 12.9 17.9
_______________ Mean 803 155 436 54 193 35 27 127 187

40 519 892 16.5 464 52 1 18,5 35.6 18 13.7 15.7

520 --—- —-- - -

521 744 14.3 40.8 55 19.2 35.0 15 12.3 15.1

522 797 15.6 43.7 55 19.6 35.7 21 12.4 15.0

523 785 14.6 41.6 53 18.6 35.1 33 13.4 15.9

h24 795 15.1 42.3 53 19.0 35.7 31 12.7 17.2
_______________ Mean 803 152 43.0 54 19.0 .4 24 129 158

200 531 794 15.7 43T 5477777198363 26 12.6 15.8

532 772 14.4 41,2 53 18.7 35.0 19 12.0 17.2

533 797 15.4 43.2 54 19.3 35.6 28 12.3 16.1

534 774 14.4 41.1 53 18.6 35.0 21 12.5 16.2

535 818 14.6 43.5 53 17.8 33.6 33 12.5 16.4

536 797 15.6 43.9 55 19.6 35.5 23 12.2 15.6
______________ Mean 792 15.0 427 5 19.0 B2 25 124 182

600 543 331 - 15.9 44,5 54 19.1 U8R 45 1Z.1 16.3

544 300 16.5 45.8 57 20.6 36.0 30 12.9 16.8

545 840 15.8 44.5 53 18.8 35.5 23 12.6 16.1

546 - ——== - - ——— - — - -—=- -

547 756 14.4 40.2 53 19.0 35.8 23 11.9 15.1

548 746 14.2 40.8 55 19.0 34.8 49 11.6 15.0

Mean 795 15.4 43.2 54 19.3 35.6 34 12.2 15.9

-~---: Not available
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Appendix 24 - 2 Individual hematological findings of female rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 85 days of age >

Differential leukocyte counts (%)

Dose  Animal WBC Neutro. Plat.
(mg/kg) number (10°/uL) Baso. Eosin. Stab Seg. Lymph. ~Mono. Other  (10*/uL

0 507 44 0 1 0 12 86 1 0 122

508 33 0 1 0 7 91 1 0 129

509 53 0 2 0 10 88 0 0 140

510 38 0 0 0 5 92 3 0 123

511 29 0 2 0 6 90 2 0 122

512 44 0 0 0 15 80 5 0 111
,,,,,,,,,,,,,,, Mean 40 0 1 0 9 88 .z .0 1%

40 019 5 T [ | o 8T 90 2 0 90

520 ———= m——= -—- -—-- -—== ———= --== - -

521 38 0 0 0 14 86 0 0 132

522 35 0 0 0 13 83 4 0 138

523 47 0 0 1 5 94 0 0 121

524 49 0 0 0 10 90 0 0 153
_______________ Mean 44 0 0 0 10 89 b0 oemo

200 31 50 T 1 | 91 1 0 119

532 37 0 0 0 15 83 2 0 163

533 29 0 l 0 6 91 2 0 146

534 32 0 0 0 17 82 l 0 131

535 ol 0 2 0 14 84 0 0 138

536 33 0 2 0 14 82 2 0 126
_______________ Mean 39 0 1 0 12 & 0 3T

600 543 ) o o0 e T 88 1 0 162

544 31 0 1 0 13 86 0 0 147

545 24 0 2 0 14 82 2 0 105

546 —-== == -—-- - ~—-- ---= --—= - —---

547 59 0 0 0 14 85 1 0 120

548 42 0 0 0 11 89 0 0 121

Mean 37 0 1 0 13 86 1 0 131

----:Not available
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Appendix 25 - 1

Individual blood biochemical findings of male rats treated crally with 4,4 -isopropylidene bis (2,6-dibromophenol )

during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) number  (IU/L) (IU/L) (1U/L) (IU/L) (1U/L) (IU/L) (g/dL) (g/dL) (mg/dL) (mg/dL)

0 001 548 121 26 1108 1.06 137 4,97 3.07 1.62 108 20

002 406 113 27 1190 1.03 83 4.80 3.12 1.86 73 33

003 575 137 25 1165 1.42 72 4,88 3.26 2.01 80 29

004 h34 134 24 836 1.04 97 4.79 3.09 1.82 80 35

005 365 114 26 753 0.99 103 5.00 3.09 1.62 74 24

006 695 140 23 916 0.98 74 5.11 3.15 1.61 63 32
_______________ Mean 521 12T 25 99 1.09 94 493 313 L6 8 29

40 013 791 134 34 1076 ot T 87 5.10 3.12 1.58 84 23

014 442 127 24 1228 1.29 107 4.73 3.19 2.07 75 24

015 469 124 32 943 1.16 99 4,43 2.82 1.75 74 19

016 241 113 24 1146 0.98 84 4,57 3.14 2.20 87 26

017 285 128 23 885 0.94 93 4.58 2.64 1.36 82 29

018 543 147 30 1193 1.10 116 4.85 2.99 1.61 92 22
o Meam 2 129 2 1079 1.08 o8 47 298 LT 82 u

200 025 669 129 337 w4y T 070 T 84 4.44 2.72 1.58 82 24

026 475 133 31 974 0.71 84 4.90 2.98 1.55 79 27

027 794 136 32 1143 1.10 83 4.94 3.11 1.70 91 26

028 429 116 27 1087 0.63 82 4.37 2.7 1.70 73 30

029 502 132 22 1107 0.85 63 4.75 3.08 1.84 58 21

030 472 146 25 119 1.03 99 4.71 3.08 1.89 61 19
_______________ Mean 567 182 28 1075 0.84 83 469 2.9 Lwooo74 2

600 037 659 139 2 1337 o.or T 4.87 3.10 1.75 63 2

038 600 149 35 1324 0.93 97 4.71 2.01 1.62 94 30

039 428 156 39 1374 1.28 99 4.43 2.85 1.80 78 20

040 362 109 28 1107 (.84 66 4.86 3.21 1.95 90 15

041 719 135 277 1008 0.82 101 4.70 2.90 1.61 82 28

042 449 148 28 1195 0.93 96 4.65 2.95 1.74 70 25

Mean 536 139 31 1224 0.9 89 4,70 2.99 1.75 80 24
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Appendix 25 - 2

Individual blood biochemical findings of male rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal PL Glu. BUN Crea. T-Bil. Ca p Na K Cl
(mg/kg) number (mg/dL) (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L (nEq/L)
0 001 152 155 17.2 0.49 0.41 9.5 9.1 142 7.55 109
002 112 137 14.9 0.39 0.39 9.8 9.6 142 6.26 106
003 120 136 20.5 0.47 0.41 9.6 8.9 143 6.49 109
004 124 131 15.0 0.44 0.44 10.0 9.5 142 7.87 106
005 109 148 13.1 0.44 0.40 10.2 9.2 143 6.50 106
006 106 134 10.5 0.44 0.39 10.2 10.1 144 6.93 106
oo Mean 121 140 15.2 0.45 0.41 9.9 9.4 143 6.93 07
40 013 125 148 4.8 051 0.39 T 143 7.11 110
014 113 130 14.1 0.38 0.43 9.5 9.1 142 7.52 108
015 107 138 13.4 0.38 0.44 9.5 9.0 141 7.23 106
016 134 139 12.3 0.42 0.38 10.0 9.4 142 7.00 109
017 116 137 18.0 0.43 0.39 10.1 9.4 142 6.60 107
018 133 150 20.0 0.44 0.37 9.6 9.0 143 6.96 108
,,,,,,,,,,,,,,, Mean 121 140 154 0.43 0.40 9.8 9.1 142 707 108
200 025 1724 143 9.9 0.46 0397 TTTTGTTTTTTT8s 142 777 107
026 121 146 14.7 0.44 0.39 10.0 9.1 142 7.18 106
027 132 147 18.2 0.44 0.42 9.7 8.6 142 7.61 108
028 118 135 15.2 0.48 0.43 9.7 8.8 142 6.27 106
029 99 139 15.6 0.44 0.48 10.3 8.6 143 6.60 107
030 98 154 22.1 0.44 0.44 9.2 8.8 141 7.62 108
_______________ Mean 116 144  16.0 0.45 0.43 9.8 8.7 142 719 v
600 037 102 134 6.6 047 0.56 0.0 g.3 141 5.98 105
038 140 147 18.3 0.45 0.42 9.6 9.9 143 6.71 108
039 116 145 19.7 0.43 0.55 9.6 9.3 142 5.94 109
040 129 154 8.4 0.43 0.47 10.2 8.9 141 7.42 104
041 123 130 11.9 0.49 0.49 9.9 8.9 142 6.93 105
042 117 142 13.9 (.44 0.51 9.9 8.0 143 5.79 105
Mean 121 142 14.8 0.45 0.50 9.9 9.1 142 6.80 106 -
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Appendix 26 - 1 Individual blood biochemical findings of female rats treated orally with 4,4 -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal L.DH GOT GPT ALP v ~GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) number  (IU/L) (1U/L) (1u/L) (1U/L) (IU/L) (1U/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)

0 501 556 133 18 883 0.80 87 5.01 3.24 1.83 60 22

502 1052 154 22 1086 1.16 98 5.06 3.07 1.54 73 21

503 687 159 20 1200 1.31 74 5.36 3.59 2.03 49 21

504 470 116 17 863 0.85 89 5.17 3.34 1.83 87 30

505 348 122 18 669 0.94 77 4.74 3.12 1.93 77 31

506 476 125 20 851 0.65 75 4.71 3.11 1.94 68 27
_______________ Nean 598 135 19 95 0.9 83 5.01 325 1.8 69 %

40 513 688 134 7 N 11 7 S 1.00 100 5.04 3.14 1.65 93 24

514 595 153 24 899 1.42 93 4.98 3.34 2.04 50 22

515 630 145 23 926 1.45 78 4,87 3.10 1.75 68 28

516 556 113 17 1163 0.95 76 4.85 3.13 1.82 110 41

517 575 151 19 967 0.80 75 4.90 3.00 1.58 58 27

518 632 126 16 1013 0.95 90 4.98 3.19 1.78 53 21
,,,,,,,,,,,,,,, Mean 613 137 2l 1007 L.10 85 494 315 L7774 a1

200 525 582 126 200 9712 0.7 R 4.89 3.27 2.02 60 20

526 430 114 23 1026 0.75 95 4,93 3.02 1.58 66 14

527 583 136 26 1193 0.9 67 4.66 3.10 1.99 76 34

528 486 107 16 999 0.64 97 4.55 2.81 1.62 74 29

529 423 107 15 985 0.59 73 4.63 2.83 1.57 65 32

530 369 121 21 725 0.79 89 4.94 3.12 1.71 90 29
,,,,,,,,,,,,,,, Mean 479 119 20 o83 075 83 497 303 175 T2 2%

600 537 371 3 235 e 067 ] 19 469 3.00 1.78 84 35

538 758 153 30 1171 1.14 68 4.69 3.04 1.84 94 29

539 483 140 23 1134 1.01 71 4.48 2.94 1.91 71 21

540 77 189 19 1053 12.70 79 5.58 3.12 1.27 154 67

h41 518 123 21 977 0.61 101 4.78 2.94 1.60 70 22

542 703 152 22 1243 0.97 91 4.770 3.11 1.96 82 23
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Appendix 26 ~ 2

Individual blood biochemical findings of female rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) number (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mEg/L)  (mEq/L (mEq/L)

0 501 9% 145 3.6 0.51 0.43 9.7 8.5 143 7.27 108

502 11 160 23.1 0.48 0.34 9.1 9.7 141 6.54 110

503 84 146 23.0 0.48 0.38 9.7 7.9 144 6.14 110

504 129 108 17.3 0.45 0.40 10.2 8.8 142 7.66 108

505 116 114 14.4 0.42 0.38 10.2 9.7 140 7.79 104

506 110 139 19.4 0.41 0.37 9.8 9.3 141 7.69 108
______________ Mean 108 135 18,5 0.46 0.38 9.8 9.0 142 7.8 108

40 513 136 148 3.7 0.53 039 gl 9.7 142 7.94 109

Hl4 99 140 16.9 0.47 0.40 9.6 9.1 142 7.57 107

h15 110 141 18.4 0.46 0.39 8.4 8.9 142 6.71 109

516 160 134 13.1 0.43 0.39 10.0 9.4 143 7.29 108

517 96 131 18.4 0.49 0.33 9.5 8.4 144 7.12 110

518 91 142 19.1 0.45 0.42 9.9 9.2 141 7.09 107
_______________ Mean 115 139 16.6 0.47 0.39 9.7 0.1 142 729 108

200 525 99 1427 139 0.45 0.45 0.0 9.5 141 7.22 106

526 101 141 15.3 0.42 0.40 9.7 9.6 143 6.92 109

527 118 123 11.1 0.46 0.43 10.2 9.5 141 7.34 105

528 L7 135 15.8 0.40 0.39 10.0 9.5 142 7.26 107

529 108 122 14.5 0.40 0.40 10.2 9.8 142 7.15 106

530 129 135 i7.1 0.42 0.39 10.0 9.3 142 7.53 107
_______________ Mean 112 133 14,6 0.43 0.41 10.0 9.5 142 7124 10T

600 537 131 138 6.7 0.49 045 96 9.2 142 6.065 107

538 134 119 13.2 0.41 0.45 10.3 9.4 142 6.93 105

539 102 134 19.0 0.45 0.46 9.4 9.6 142 7.51 108

540 203 150 48.8 0.69 0.76 10.1 8.8 142 6.24 101

541 110 141 16.2 0.46 0.40 9.9 10. 1 144 7.05 106

H42 116 133 15.8 0.40 0.48 9.6 8.9 141 7.65 107

Mean 133 136 21.6 0.48 0.50 9.8 9.3 142 7.01 106
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Appendix 27 - 1 Individual blood biochemical findings of male rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose Animal LDH GOT GPT ALP v ~GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) number  (IU/L) (IU/L) (1U/L) (1U/L) (1U/L) (10/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)

0 007 265 70 33 401 1.11 43 6.45 3.42 1.13 58 33

008 322 81 34 463 0.82 43 6.30 3.37 1.15 78 98

009 388 (6 41 479 0.96 60 6.35 3.17 1.00 68 50

010 836 99 54 597 0.49 31 6.28 3.32 1.12 52 50

011 244 73 43 463 0.78 34 6.28 3.13 0.99 T4 82

012 239 82 40 550 1.06 60 6.05 3.26 1.17 62 60
............... Mean 382 80 41 492 0.87 45 629 328 109 65 62

40 019 302 7 39 50 0.98 40 6.11 3.23 1.12 58 41

020 285 84 39 484 0.83 40 5.83 3.36 1.36 69 118

021 252 69 34 681 1.18 36 6.14 3.21 1.10 85 49

022 1510 92 47 516 0.98 42 6.40 3.30 1.06 101 138

023 261 66 36 376 0.76 46 6.68 3.48 1.09 61 a1

024 331 74 37 364 0.81 39 6.27 3.23 1.06 88 81
............... Mean 490 7 3 489 0% 4 624 330 113 77 8

200 031 228 80 37 702 0.61 43 6.27 3.16 1.02 70 93

032 434 87 42 463 0.74 67 5.96 2.97 0.99 76 104

033 245 36 49 552 0.65 41 6.07 3.10 1.04 74 91

034 214 65 38 559 0.83 69 6.24 3.19 1.05 84 52

035 247 79 41 475 0.62 44 6.13 3.26 1.14 67 80

036 220 79 4] 586 0.79 64 6.17 2.88 0.88 88 114
o Mean 26 (I 41 598 0.70 .. 9 . 6.14 3.09 1.0z [ 8

600 043 403 103 487 TR0 T 0.61 36 5.93 3.08 1.08 73 9%

044 (448) (138) (44) (1765) (6.31) (86) (5.35) (2.87) (1.16) (89) (29)

045 418 37 41 829 1.53 49 6.07 3.10 1.04 77 43

046 -~ -—— —— ——— - ———— ———- -——- -——- - -

047 239 86 38 568 0.84 47 5.99 3.01 1.01 84 55

048 179 71 35 550 0.69 41 6.29 3.29 1.10 74 62

Mean 310 87 4] 627 0.92 43 6.07 3.12 1.06 7 64

( ) : Not included in statistics because of a case killed in extremis
----: Not available



Individual blood biochemical findings of male rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

Appendix 27 - 2

< 85 days of age >
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Dose  Animal PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) number (mg/dL)  (mg/dL)  (mg/dl)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mBq/L)  (mEq/L (mEq/L)

0 007 87 159 14.2 0.59 0.38 10.2 7.5 146 4.98 102

008 126 156 13.7 0.56 0.32 9.6 7.2 144 5.04 102

009 108 1567 17.8 0.64 0.34 9.5 7.3 144 5.10 104

010 90 139 13.1 0.55 0.36 10.1 7.2 144 5.40 105

011 109 141 16.6 0.53 0.34 9.9 7.7 144 5.04 102

012 101 164 12.3 0.54 0.34 10.3 7.5 144 4.89 101
_______________ Mean 104 153 14,6 0.57 0.35 9.9 7.4 144 5.8 103

40 019 94 14 AT 0.58 7 035 9T T 144 4.97 104

020 116 154 15.9 0.64 0.31 9.4 7.8 144 4.92 102

021 114 164 18.7 0.58 0.34 9.9 6.6 146 5.31 102

022 155 159 14.3 0.59 0.30 10.3 7.4 145 5.62 103

023 115 182 17.0 0.60 0.26 10.4 7.3 145 5.02 104

024 133 150 15.3 0.57 0.32 10.3 7.6 146 5.24 105
_______________ Mean 120 161 16.0 059 0.3 0.0 73 145 518 108 .

200 031 123 189 1857 0.0 0.31 .27 9.0 144 4.66 100

032 129 143 14.0 0.54 0.37 10.0 6.9 143 5.25 102

033 125 151 15.3 0.54 0.36 10.2 7.4 146 4.89 103

034 122 183 16.3 0.65 0.34 10.1 6.9 144 4.74 104

035 112 141 13.2 0.54 0.33 10.4 7.4 144 4.78 102

036 135 140 i2.2 0.56 0.34 10.0 7.3 144 4.98 103
oo Mean 124 18 14.9 0.59 0.34 102 7o 144 4.88 . 02
600 043 128 136 4777058 0.40 99T 7.5 144 5.04 104 S

044 (142) (167) (52.1) (0.56) (0.37) (9.5) (7.4 me—= —--- —=-

045 106 131 21.3 0.64 0.33 9.8 7.1 146 5.21 103

046 -—=- = ——=- --—= - ———- ———- -—-- ---= ----

047 119 162 17.1 0.55 0.36 10.1 8.2 147 4.73 100

048 114 184 18.2 0.63 0.34 10.3 8.0 146 4.66 100

Mean 117 153 17.8 0.60 0.36 10.0 7.7 146 4.91 102

( ) : Not included in statistics because of a case killed in extremis
-——-: Not available
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Appendix 28 - 1 Individual blood biochemical findings of female rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  Animal ~ LDH GOT GPT ALP 5 ~GTP CIE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) mumber  (IU/L)  (IU/L)  (Iu/L)  (IU/L)  (I0/L)  (1U/L)  (g/dL)  (g/dL) (mg/dL)  (mg/dL)

0 507 211 73 33 406 1.36 515 6.39 3.63 [.32 88 I3

508 241 68 32 190 1.12 259 6.38 3.60 1.29 82 32

509 587 2 26 379 1.33 535 6.97 3.73 1.15 108 40

510 354 75 32 325 1.70 455 5.83 3.23 1.24 101 31

511 274 74 24 482 1.92 315 6.14 3.54 1.36 64 17

512 298 110 73 517 2.01 394 6.60 3.58 1.19 91 16
_______________ Mean 328 79 31 38 1.57 412 6.39 305 L2689 25

40 519 412 95T 99 T 416 4387 83 T 5.62 3.28 1,40 T i0

520 —-- - — —- —--- — —— ———- - - -

521 358 66 27 322 0.87 538 6.13 3.44 1.28 95 21

522 331 7 35 408 1.56 489 6.45 3.81 1.44 1 28

523 234 70 35 206 2.34 245 6.03 3.22 1.15 115 22

524 341 60 22 204 2.25 518 6.58 3.68 1.27 90 18
_______________ Mean 33 .7 30 311 2.28 375 6.6 349 131 9% 20

200 531 522 g1 T 29T 197 307 TR0 6.62 3.69 1.30 101 24

532 591 76 28 339 0.90 556 6.84 3.71 1.19 112 22

533 586 69 22 351 1.54 349 6.32 3.54 1.27 115 45

534 385 67 32 457 0.85 532 6.69 3.97 1.46 85 22

535 329 67 25 324 1.13 498 6.63 3.83 1.37 79 7

536 249 90 42 286 1.61 501 6.91 3.95 1.33 94 19
_______________ Mean 410 72 30 326 1.52 456 6.65 378 192 98 23
600 543 401 73T 24T 291 T | R S 6.43 3762 1,29 92 7R

544 282 75 25 358 1.52 498 6.48 3.50 1.17 110 20

545 270 66 27 360 1.49 244 6.52 3.76 1.36 87 23

546 —--- S —- - - - - ——- - - ——-

547 265 68 27 265 1.27 538 6.04 3.30 1.20 102 31

548 284 67 22 312 1.01 375 6.32 3.62 1.34 86 14

Mean 300 70 25 317 1.41 424 6.36 3.56 1.27 95 22

----: Nol available



Individual blood biochemical findings of female rats treated orally with 4,4’ -isopropylidene bis (2,6-dibromophenol)

Appendix 28 - 2
during 18 days from 4 days of age to weaning

< 85 days of age >
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Dose Animal PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) number (mg/dL) (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (nEq/L) (mEq/L (nEq/L)

0 507 142 137 5.2 0.65 0.32 10.5 7.6 146 441 106

508 140 146 11.5 0.55 0.30 10.1 6.5 145 4.37 105

509 166 126 14.5 0.66 0.33 10.4 6.8 145 4.90 103

510 163 133 12.3 0.55 0.32 10.3 7.4 144 4.53 106

511 117 127 13.7 0.63 0.31 9.5 6.8 144 4.53 105

512 151 117 13.4 0.57 0.27 10.1 7.3 143 4.44 104
_______________ Mean 147 131 134 0.60 0.31 . 10.2 7.1 145 483 1065

40 519 111 124 1.4 TpRE T 037 9.8 7.0 145 4.43 104

520 — —— ——-- —— ——- ———- —- — — -

521 151 133 13.3 0.59 0.33 10.1 6.9 144 5.03 104

522 130 142 13.0 0.65 0.37 10.4 7.3 144 4.41 103

523 168 110 12.8 0.58 0.32 8.9 6.9 144 5.01 105

524 141 145 14.1 0.61 0.28 10.3 6.4 144 4.74 105
_______________ Mean 140 131~ 12.9 0.60 0.33 0.1 6.9 144 472 104

200 531 156 146 VR 0.58 0.29 0.2 6.4 144 4.85 105

532 164 119 16.8 0.63 0.30 10.1 6.3 144 4.93 105

533 173 143 13.4 0.57 0.37 9.8 6.7 144 4.97 102

534 152 138 12.0 0.55 0.33 10.4 6.8 143 4,85 102

535 127 133 16.0 0.64 0.32 9.6 6.7 146 4.85 107

536 160 119 20.3 0.63 0.32 i0.7 7.4 146 4.57 104
_____________ Mean 155 133 152 0.60 0.32 10.1 6.7 145 484 104

600 543 154 1307 4.2 0.67 0.3 0.0 1.6 146 445 106

h44 149 127 18.0 0.66 0.33 10.0 6.8 148 4.50 106

545 138 140 12.8 0.60 0.29 9.8 5.7 146 4.95 109

546 - -——- -——- — —— -— ——- -——- -—— -

547 164 131 16.3 0.61 0.27 10.1 7.3 142 4.54 103

548 141 140 12.1 0.57 0.29 10.5 7.0 145 4.58 105

Mean 149 134 14.7 0.62 0.31 10.1 6.9 145 4.60 106

-———: Not available
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Appendix 29-1 Individual pathological findings of male rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophenaol)
during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
0 001 NAD a Heart : Degeneration, myocardial, focal +
Liver ¢ Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Dilatation, renal pelvis, unilateral +
Spleen . Hematopoiesis, extramedullary ++
002 NAD a Lung : Metaplasia, osseous +
Liver : Hematopoiesis, extramedullary +
Splecn : Hematopoiesis, extramedullary ++
003 NAD a Liver : Hematopoiesis, extramedullary
Kidney . Cyst, solitary, unilateral +
Spleen . Hematopoiesis, extramedullary +
004 NAD a Liver : Hematopolesis, extramedullary +
Kidney . Basophilic tubules +
Spleen : Hematopoiesis, extramedullary ++
005 NAD a Liver . Hematopoliesis, extramedullary +
Kidney : Cyst, solitary, unilateral +
Basophilic tubules t
Spleen : Hematopolesis, extramedullary ++
006 NAD a Liver : Hematopoiesis, extramedullary +
Kidney . Basophilic tubules, unijlateral 1
Pancreas . Proliferation, ductule, focal +
Spleen : Hematopoiesis, extramedullary ++

NAD : No abnormalities detected; + : Slight; ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sclatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically,



Appendix 29-2

Individual pathological findings of male rats treated orally with 4,4 -isopropylidene bis(2,6—dibromophenol)
during 18 days from 4 days of age to weaning

< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
40 013 NAD Liver Hematopoiesis, extramedullary +
Kidney Basophilic tubules +
014 NAD Liver Hematopoiesis, extramedullary +
Kidney NAD
015 NAD Liver Hematopoiesis, extramedullary +
Kidney Cyst, solitary, unilateral +
Basophilic tubules, unilateral +
016 NAD Liver Hematopoiesis, extramedullary +
o Kidney Basophilic tubules, unilateral -+
(&)
' 017 NAD Liver Hematopoiesis, extramedullary +
Kidney Cyst, solitary, unilateral +
Basophilic tubules +
Cellular infiltration, lymphocyte, cortex, unilateral +
018 NAD Liver Hematopoiesis, extramedullary +
Kidney Basophilic tubules +

NAD : No abnormalities detected; + : Slight

¥60-86'0N Apnas
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Appendix 29-3

Individual pathological findings of male rats treated orally with 4,4’ -isopropylidene bis(2,6—dibromophenol)

during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
200 025 NAD Liver Hematopoiesis, extramedullary +
Kidney Cyst, solitary +
026 NAD Liver Hematopoiesis, extramedullary +
Kidney Cyst, solitary, unilateral +
Basophilic tubules +
Dilatation, renal pelvis, unilateral +
027 NAD Liver Hematopoiesis, extramedullary +
Kidney Cyst, solitary +
Basophilic tubules +
Degeneration, collecting tubular epithelium +
028 NAD Liver Hematopoiesis, extramedullary +
Kidney Cyst, multiple, unilateral +
Basophilic tubules +
029 NAD Liver Hematopoiesis, extramedullary +
Kidney Cyst, multiple, unilateral +
Basophilic tubules +
030 NAD Liver Hematopoiesis, extramedullary +
Kidney Cyst, solitary, unilateral +

Basophilic tubules +

Degeneration/hyperplasia, collecting tubular epithelium, unilateral +

NAD : No abnormalities detected; + : Slight
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Appendix 29-4-1

Individual pathological findings of male rats treated orally with 4,4’—isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
600 037 Kidney Enlargement ++ a Liver Hematopoiesis, extramedullary +
Kidney Cyst, multiple +++
Cast, hyaline +
Atrophy, cortical +
Basophilic tubules +
Degeneration/hyperplasia, collecting tubular epithelium +
Spleen Hematopoiesis, extramedullary ++
038 Kidney Enlargement ++ a Liver Hematopoiesis, extramedullary +
Hypertrophy, hepatocyte, centrilobular +
Kidney Cyst, multiple +++
Atrophy, cortical +
Basophilic tubules +
Degeneration/hyperplasia, collecting tubular epithelium, unilateral +
Spleen Hematopoiesis, extramedullary +1
039 Kidney Enlargement ++ a Liver Hematopoiesis, extramedullary +
Hypertrophy, hepatocyte, centrilobular +
Kidney Cyst, multiple +++
Cast, hyaline, unilateral +
Atrophy, cortical +
Basophilic tubules ++
Degeneration/hyperplasia, collecting tubular epithelium, unilateral +
Spleen Hematopoiesis, extramedullary +-

NAD : No abnormalities detected; + : Slight; ++ : Moderate; +++ : Severe
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 29-4-2

Individual pathological findings of male rats treated orally with 4,4 ~isopropylidene bis(2,6—dibromophenol)
during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
600 040 Kidney Enlargement ++ a Liver Hematopoiesis, extramedullary +
(Continued) Hypertrophy, hepatocyte, centrilobular +
Kidney Cyst, multiple +++
Atrophy, cortical +
Basophilic tubules ++
Degeneration/hyperplasia, collecting tubular epithelium, unilateral +
Spleen Hematopoiesis, extramedullary ++
041 Cecum Dilatation + a Liver Hematopoiesis, extramedullary +
Kidney Enlargement +++ Cecum NAD
Kidney Cyst, multiple +++
Atrophy, cortical ++
Basophilic tubules +
Degeneration/hyperplasia, collecting tubular epithelium, unilateral +
Parathyroid Not in section
Spleen Hematopoiesis, extramedullary ++
042 Cecum Dilatation + a Liver Hematopoiesis, extramedullary +
Kidney Enlargement +++ Cecum NAD
Kidney Cyst, multiple +++
Atrophy, cortical +
Basophilic tubules +
Degeneration/hyperplasia, collecting tubular epithelium +
Spleen I lematopoiesis, extramedullary +1

NAD : No abnormalities detected; + : Slight; ++ : Moderate; +++ : Severe
a: Organs of brain, pituitary, thymus, thyreid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 30-1-1 Individual pathological findings of female rats treated orally with 4,4’--isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 501 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Spleen . Hematopoliesis, extramedullary +
502 NAD a Lung : Accumulation, foam cell +
Liver : Hematopolesis, extramedullary +
Kidney : Basophilic tubules, uninlateral +
Spleen : Hematopoiesis, extramedullary +
503 NAD a Liver : Hematopoiesis, extramedullary +
Pancreas : Atrophy, acinar cell, focal +
Kidney : Basophilic tubules +
Parathyroid : Not in section
Spleen Hematopoiesis, extramedullary +
504 NAD a Lung : Accumulation, foam cell +
Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules -
Spleen : Hematopoiesis, extramedullary ++
505 NAD a Liver : Hematopoiesis, extramedullary +
Kidney . Cyst, solitary, unilateral +
Basophilic tubules, uninlateral +
Spleen : Hematopoiesis, extramedullary ++
NAD : No abnormalities detected; + : Slight; ++ : Moderate

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 30-1-2 Individual pathological findings of female rats treated orally with 4,4 -isopropylidene bis(2,6—dibromophenol)
during 18 days from 4 davs of age to weaning
{22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 506 NAD a Liver : Hematopoiesis, extramedullary +
(Continued) Kidney : Basophilic tubules +
Spleen : Hematopoiesis, extramedullary +

NAD : No abnormalities detected; + : Slight
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 30-2 Individual pathological findings of female rats treated orally with 4,4'-isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
40 513 NAD Kidney Basophilic tubules, uninlateral +

514 NAD Kidney Cyst, solitary, unilateral] +
Fibrosis, unilateral +

515 NAD Kidney Cyst, solitary, unilateral +
Basophilic tubules +
Degeneration, vacuolar, proximal tubular epithelium +

516 NAD Kidney Basophilic tubules +

517 NAD Kidney Cyst, solitary +
Basophilic tubules, uninlateral +

518 NAD Kidney Basophilic tubules, uninlateral +

NAD : No abnormalities detected; + : Slight
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Appendix 30-3 Individual pathological findings of female rats treated orally with 4,4’-isopropylidene bis(2,6—dibromophenol)
during 18 days from 4 days of age to weaning
{ 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
200 525 NAD Kidney . Basophilic tubules, uninlateral +
Hyperplasia, pelvic epithelium, unilateral +
526 NAD Kidney : Cyst, solitary, unilateral +
Basophilic tubules ~
527 NAD Kidney : Cyst, solitary, unilateral +
Basophilic tubules +
528 NAD Kidney : NAD
529 NAD Kidney : Basophilic tubules, uninlateral +
530 NAD Kidney . Basophilic tubules +
NAD : No abnormalities detected; t : Slight



Appendix 30-4-1

Individual pathological findings of female rats treated orally with 4,4 ~isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
600 537 Kidney Enlargement +++ a Liver Hematopoiesis, extramedullary +
Kidney Cyst, multiple +++
Atrophy, cortical +
Basophilic tubules +
Degeneration/hyperplasia, collecting tubular epithelium +
Spleen Hematopoiesis, cxtramedullary +
538 Cecum Dilatation + a Liver Hematopoiesis, extramedullary +
Kidney Enlargement ++ Kidney Cyst, multiple, unilateral +++
Atrophy, cortical +
, Basophilic tubules ++
:’ Degencration/hyperplasia, collecting tubular epithelium +
Cecum NAD
Parathyroid Not in section
Spleen Hematopoiesis, extramedullary +
539 Cecum Dilatation + a Liver Hematopoiesis, extramedullary +
Kidney Enlargement ++ Cecum NAD
Kidney Cyst, multiple +++
Cast, hyaline, unilateral +
Atrophy, cortical +
Basophilic tubules +
Spleen Hematopoiesis, extramedullary +
NAD : No abnormalities detected; - : Slight; ++ : Moderate; +++ : Severe

¥60-86 0N Apnig

a: Qrgans of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 30-4-2

Individual pathological findings of female rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
{22 days of age>

Dose Animal Necropsy Histology
(ng/kg)  Number Findings Organs examined  Findings
600 540 Kidney Enlargement +++ a Liver Hematopoiesis, extramedullary +
(Continucd) Red/dark red Kidney Cyst, multiple +++
/grayish white Atrophy, cortical ++
spots/areas ++ Degeneration/hyperplasia, collecting tubular epithelium ++
Inflammation, suppurative +++
Spleen Hematopoiesis, extramedullary ++
541 Cecum Dilatation + a Liver Hematopoiesis, extramedullary +
Kidney Enlargement +++ Cecum NAD
Kidney Cyst, multiple +++
Cast, hyaline, unilateral +
Atrophy, cortical +
Basophilic tubules +
Degeneration/hyperplasia, collecting tubular epithelium +
Spleen Hematopoiesis, extramedullary +
542 Cecum Dilatation + a Liver Hematopoiesis, extramedullary +
Kidney Enlargement ++ Cecum NAD
Kidney Cyst, multiple +++
Cast, hyaline +
Atrophy, cortical +
Basophilic tubules, unilateral +
Spleen Hematopoiesis, extramedullary ++

NAD : No abnormalities detected; + : Slight; ++ : Moderate; +++ : Severe
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, Intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 31-1-1 Individual pathological findings of male rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy [Histology
(mg/kg)  Number Findings Organs examined Findings
0 007 NAD a Kidney : Hyaline droplet, proximal tubular epithelium +
Spleen : Hematopoiesis, extramedullary +
Depaosit, brown pigment +
008 NAD a Lung : Mineralization, artery +
Kidney : Eosinophilic body, proximal tubular epithelium ++
Hyaline droplet, proximal tubular epithelium +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
009 NAD a Lung : Mineralization, artery +
Kidney . Basophilic tubules, unilateral +
Hyaline droplet, proximal tubular epithelium +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
010 NAD a Liver : Microgranuloma +
Kidney . Fosinophilic body, proximal tubular epithelium +
Hyaline droplet, proximal tubular epithelium +
Prostate : Cellular infiltration, lymphocyte, interstitium +
Parathyroid : Not in section
Spleen : Hematopoiesis, extramedullary +

Denosit. hrown nigment +
Deposit, brown pigm

NAD : No abnormalities detected; + : Slight; ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.



Appendix 31-1-2 Individual pathological findings of male rats treated orally with 4,4’—isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 011 NAD a Liver : Microgranuloma +
(Continued) Kidney . Basophilic tubules, unilateral +

Eosinophilic body, proximal tubular epithelium +

Hyaline droplet, proximal tubular epithelium +
Spleen . Hematopoiesis, extramedullary +

Deposit, brown pigment +

012 Lung . Black spot + a Heart : Myocardial degeneration/fibrosis +
Lung : Hemorrhage/inflammation, focal +
Liver : Microgranuloma +
Kidney : Hyaline droplet, proximal tubular epithelium +
3 Prostate : Cellular infiltration, lymphocyte, interstitium +
' Spleen : Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 31-2 Individual pathological findings of male rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
40 019 NAD Kidney : Hyaline droplet, proximal tubular epithelium +
020 NAD Kidney : Eosinophilic body, proximal tubular epithelium +
Hyaline droplet, proximal tubular epithelium +
Cellular infiltration, lymphocyte, cortex, unilateral +
021 NAD Kidney : Basophilic tubules, unilateral +
Hyaline droplet, proximal tubular epithelium +
022 NAD Kidney . Basophilic tubules, unilateral +
Hyaline droplet, proximal tubular epithelium +
023 NAD Kidney : Basophilic tubules, unilateral +
Hyaline droplet, proximal tubular epithelium +
024 NAD Kidney : Hyaline droplet, proximal tubular epithelium +

Dilatation, renal pelvis, unilateral +

NAD : No abnormalities detected; + : Slight



Appendix 31-3 Individual pathological findings of male rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
200 031 NAD Kidney . Basophilic tubules +
Hyaline droplet, proximal tubular epithelium +
Cellular infiltration, lymphocyte, cortex, unilateral +
032 NAD Kidney : Cyst, multiple +
Eosinophilic body, proximal tubular epithelium +
Hyaline droplet, proximal tubular epithelium +
033 NAD Kidney : Basophilic tubules +
Hyaline droplet, proximal tubular epithelium +
I8 034 NAD Kidney : Hyaline droplet, proximal tubular epithelium +
O
035 NAD Kidney : Hyaline droplet, proximal tubular epithelium +
036 NAD Kidney : Basophilic tubules, unilateral +

Hyaline droplet, proximal tubular epithelium +

NAD : No abnormalities detected; + : Slight
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Appendix 31-4-1

Individual pathological findings of male rats treated orally with 4,4’~isopropylidene bis(2,6—dibromophenol)

during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
600 043 Kidney : FHydronephrosis + a Liver Microgranuloma +
Recessed area + Kidney Cyst, multiple ++
Cast, hyaline +
Basophilic tubules ++
Eosinophilic body, proximal tubular epithelium +
Hyaline droplet, proximal tubular epithelium +
Cellular infiltration, lymphocyte, cortex, unilateral +
Fibrosis ++
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
044 KE Kidney : Enlargement +++ a Stomach Erosion, glandular stomach !

Dark red spots ++  Kidney

Prostate
Thymus
Spleen

Cyst, multiple +++

Cast, hyaline +++

Cast, granular +

Atrophy, cortical ++

Basophilic tubules ++
Degeneration/hyperplasia, collecting tubular epithelium ++
Necrosis, tubular epithelium ++

Cellular infiltration, lymphocyte, interstitium +
Atrophy, cortical +

FHematopoiesis, extramedullary ++

Deposit, brown pigment +

KE : Killed in extremis; NAD : No abnormalities detected; +:

Slight; ++ : Moderate; +++ : Severe

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 31-4-2 Individual pathological findings of male rats treated orally with 4,4 -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
600 045 Kidney : Recessed area ++ a Lung : Mineralization, artery +
(Continued) Kidney : Cyst, multiple +++

Cast, hyaline, unilateral ++
Cast, granular +
Atrophy, cortical +
Hyaline droplet, proximal tubular epithelium +
Cellular infiltration, lymphocyte, cortex ++
Degeneration/hyperplasia, collecting tubular epithelium +
Fibrosis +++
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +

046 FD Kidney : Enlargement +++ a Lung . Metaplasia, osseous +
Dark red spots Liver . Necrosis, focal ++
/area ++ Kidney : Cyst, multiple +++

Cast, hyaline ++

Cast, granular +

Atrophy, cortical +++

Basophilic tubules +++

Hyaline droplet, proximal tubular epithelium +
Degeneration/hyperplasia, collecting tubular epithelium +
Necrosis, tubular epithelium ++

Parathyroid . Not in section
Thymus . Atrophy, cortical +
Spleen : Hematopoiesis, extramedullary ++

Atrophy, white pulp +

FD : Found dead; NAD : No abnormalities detected; + : Slight; ++ : Moderate; +-+ : Severe
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, Intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 31-4-3 Individual pathological findings of male rats treated orally with 4,4’-isopropylidene bis(2,6—dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
600 047 Kidney : Recessed area + a Heart : Mpyocardial degeneration/fibrosis +
(Continued) Lung : Mineralization, artery +
Kidney : Cyst, multiple ++

Cast, hyaline, unilateral ++
Basophilic tubules ++
Hyaline droplet, proximal tubular epithelium +
Cellular infiltration, lymphocyte, cortex ++
Degeneration/hyperplasia, collecting tubular epithelium +
Fibrosis ++
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +

048 NAD a Pancreas : Cellular infiltration, lymphocyte, focal +

Kidney : Cyst, multiple, unilateral ++
Basophilic tubules +
Hyaline droplet, proximal tubular epithelium +
Cellular infiltration, lymphocyte, cortex +
Dilatation, renal pelvis, unilateral +
Fibrosis, unilateral +

Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight; ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 32—1

Individual pathological findings of female rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning

< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 507 NAD a Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
508 NAD a Lung Mineralization, artery +
Pancreas Cellular infiltration, neutrophil, focal +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
509 NAD a Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
510 NAD a Kidney Cyst, solitary, unilateral +
Cellular infiltration, lymphocyte, cortex, unilateral +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
511 NAD a Liver Microgranuloma +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
512 NAD a lLung Mineralization, artery +
Kidney Mineralization, cortico-medullary junction +
Spleen I lematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,

urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 32-2 Individual pathological findings of female rats treated orally with 4,4’~isopropylidene bis(2,6- dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
40 519 NAD Kidney : NAD
520 NAD Kidney : Basophilic tubules, unilateral +
521 NAD Kidney : Cyst, solitary, unilateral +
Basophilic tubules, unilateral +
522 NAD Kidney : NAD
523 NAD Kidney : NAD
524 NAD Kidney : NAD

NAD : No abnormalities detected; + : Slight



Appendix 32-3 Individual pathological findings of female rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings

200 531 NAD Kidney : Cyst, solitary, unilateral +
532 NAD Kidney : Cyst, solitary, unilateral +
533 NAD Kidney . NAD
534 NAD Kidney : Cyst, multiple +

Basophilic tubules, unilateral +

535 NAD Kidney : NAD
536 NAD Kidney : NAD
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NAD : No abnormalities detected; + : Slight
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Appendix 32-4-1 Individual pathological findings of female rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
600 543 Kidney : Recessed area + a Lung : Mineralization, artery +
Kidney . Cyst, multiple, unilateral +
Cast, hyaline, unilateral +
Basophilic tubules +
Cellular infiltration, lymphocyte, cortex +
Thymus : Hemorrhage +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
544 Kidney : Recessed area + a Lung . Mineralization, artery +
Kidney : Cyst, multiple ++

Cast, hyaline ++

Fibrosis ++

Tubular necrosis, granular, unilateral +
Spleen : Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight; ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 32-4-2

Individual pathological findings of female rats treated orally with 4,4’-isopropylidene bis(2,6-dibromophencl)
during 18 days from 4 days of age to weaning

< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
600 545 Kidney : Recessed area + a Kidney Cyst, multiple ++
{Continued) Deformity, right + Cast, hyaline +

Basophilic tubules +
Degeneration/hyperplasia, collecting tubular epithelium +
Deposit, brown pigment +
Fibrosis ++
Mineralization, cortex +

Parathyroid Not in section

Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +

546 FD Kidney : Enlargement +++ a Lung Congestive edema ++
Dark red spots/ Kidney Cyst, multiple +++
area ++ Cast, hyaline ++

Cast, granular ++
Atrophy, cortical ++
Degeneration/hyperplasia, collecting tubular epithelium ++
Necrosis, tubular ++

Ovary Atrophy ++

Uterus Atrophy ++

Spleen Hematopoiesis, extramedullary ++

Atrophy, white pulp +

FD : Found dead; NAD : No abnormalities detected; + : Slight; ++ : Moderate; +++ : Severe
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 32-4-3 Individual pathological findings of female rats treated orally with 4,4’-isopropylidene bis(2,6—dibromophenol)
during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
{mg/kg)  Number Findings Organs examined  Findings
600 547 Kidney : Recessed area ++ a Lung . Metaplasia, osseous +
(Continued) Deformity + Liver 1 Microgranuloma +
Kidney : Cyst, multiple ++

Cast, hyaline ++
Basophilic tubules ++
Cellular infiltration, lymphocyte, cortex ++
Degeneration/hyperplasia, collecting tubular epithelium +
Deposit, brown pigment +
Fibrosis ++
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +

548 Kidney . Recessed area +  a Lung . Mineralization, artery =
Pancreas . Cellular infiltration, lymphocyte, focal +
Kidney 1 Cyst, multiple ++

Basophilic tubules +
Cellular infiltration, lymphocyte, cortex ++
Fibrosis +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight; ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 33 Individual absolute organ weights of male rats treated orally with 4,4’-isopropylidene bis(2,6—-dibromophenol)
during 18 days from 4 days of age to weaning
<22 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Testis Prost." Epidid.

(mg/kg) numbers (g (g) (® ) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mng) (mg)
0 001 51.0 1.52 1.55 0.65 189 299 433 211 9.2 2.9 23.9 307 99.6 58.6
002 50.7 1.58 1.71 0.63 188 286 420 209 7.5 3.2 25.5 338 98.3 50.1

003 46.0 1.50 1.52 0.60 188 254 390 269 9.5 2.9 24.4 267 77.2 49.7

004 53.6 1.48 1.78 0.65 214 286 399 248 9.6 3.0 26.3 293 81.4 52.4

005 54.2 1.52 1.81 0.71 163 315 393 250 9.1 3.2 24.5 264 107.7 53.8

006 52.9 1.42 1.64 0.66 178 263 444 192 9.6 2.9 28.2 270 91.4 49.7

Mean 51.4 1.50 1.67 0.65 187 284 413 230 9.1 3.0 25.5 290 92.6 53.4

40 013 49.0 1.51 1.68 0.62 185 328 409 217 8.6 3.0 24.2 314 61.8 54.6
014 51.9 1.53 1.64 0.65 197 293 433 227 9.7 3.1 24.0 316 96.5 57.0

015 50.9 1.53 1.65 0.64 205 290 416 251 10.9 3.3 25.0 316 93.4 60.7

016 51.5 1.59 1.63 0.68 228 304 443 260 9.4 2.9 25.7 322 99.4 62.9

017 58.8 1.59 1.99 0.72 234 290 480 290 10.0 3.5 29.9 315 84.9 59.7

018 51.0 1.51 1.64 0.68 168 287 398 235 9.6 3.0 25.3 285 80.2 52.4

Mean 52.2 1.54 1.71 0.67 203 299 430 247 9.7 3.1 25.7 311 86.0 57.9

200 025 53.8 1.59 1.82 0.65 210 305 457 244 9.1 3.3 26.4 313 109.6 63.5
026 497 1.44 1.70 0.60 165 296 433 216 10.4 3.4 24.3 290 81.7 46.6

027 47.3 1.54 1.66 0.60 168 266 416 211 9.3 2.9 20.4 316 81.2 60.2

028 53.2 1.59 1.72 0.63 209 276 452 252 9.2 3.5 27.9 310 95.3 56.1

029 54.3 1.60 1.81 0.65 171 286 407 238 9.2 3.0 18.7 303 71.8 57.1

030 01.7 1.54 1.72 0.64 174 287 433 254 9.5 3.0 26.4 322 71.9 54.9

Mean 51.7 1.55 1.74 0.63 183 286 432 236 9.5 3.2 24.0 309 /5.3 56.4

600 037 49 8 1.61 1.71 1.39 136 314 430 179 7.1 3.0 20.7 274 47.5 42 .5
038 47.6 1.45 1.64 1.81 160 280 387 187 8.2 2.8 20.4 275 94.6 52.7

039 49.0 1.54 1.71 1.77 183 280 426 174 7.2 3.1 20.7 310 87.3 52.7

040 51.4 1.49 1.91 1.30 172 312 404 210 8.2 2.9 17.5 314 99.1 57.8

041 52.5 1.53 1.94 2.36 180 303 442 248 9.3 2.9 24.0 306 77.5 49.5

042 53.7 1.55 2.05 2.25 239 337 402 217 6.9 2.9 27.0 290 88.8 48.6

Mean 50.7 1.53 1.83 1.81 179 304 415 203 7.8 2.9 21.7 295 82.5 50.6

1 Total weights of the prostate and seminal vesicle
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Appendix 34 Individual absolute organ weights of female rats treated orally with 4,4 -isopropylidene bis(2,6—-dibromophenol)
during 18 days from 4 days of age to weaning
<22 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal  Ovary Uterus

(mg/kg) numbers (® ) (& (® (mg) (mg) (mg) (mg) (mg) (ing) (mg) (mg) (mg)
0 501 47.8 1.49 1.65 0.64 118 301 410 214 9.3 3.1 24.6 13.9 38.9
502 41.9 1.43 1.39 0.59 131 265 373 161 10.9 3.0 22.4 13.1 41.9

503 43.8 1.50 1.43 0.54 91 266 365 170 8.7 2.5 20.0 9.1 40.2

504 48.8 1.54 1.45 0.63 166 286 397 280 8.6 2.9 26.6 14.8 44.3

505 52.7 1.51 1.54 0.74 233 265 452 257 9.4 3.0 26.5 14.9 49 4

506 50.5 1.56 1.67 0.67 149 276 422 293 9.1 3.0 21.9 14.8 42.5

Mean 47.6 1.51 1.52 0.64 148 277 403 229 9.3 2.9 23.7 13.4 42.9

40 513 491 1.48 1.59 0.65 160 273 455 212 10.7 3.0 24.5 15.2 40.9
514 47.8 1.41 1.56 0.62 130 299 386 237 9.1 2.6 19.4 20.5 35.3

515 45.0 1.44 1.48 0.61 107 244 397 196 8.2 3.1 24.9 19.8 45.4

516 50.3 1.48 1.66 0.66 169 289 473 301 10.0 3.3 23.1 14.4 52.7

517 47.1 1.47 1.49 0.60 159 260 378 274 9.7 3.3 18.7 10.6 39.2

518 50.9 1.53 1.63 0.73 125 273 437 205 9.0 2.7 24.0 16.1 35.7

Mean 484 147 157 065 142 273 421 238 9.5 3.0 224 161 415

200 525 48 .4 1.55 1.59 0.65 174 313 438 246 10.4 3.3 19.1 17.9 34.7
526 46.4 1.40 1.60 0.72 114 293 388 202 9.6 2.8 21.6 16.9 48.0

527 457 1.49 1.46 0.58 190 270 451 254 7.7 3.2 19.2 8.1 39.8

528 48.1 1.42 1.55 0.64 147 263 417 241 7.9 3.0 22.3 17.7 52.0

529 h2.6 1.48 1.81 0.70 193 295 439 305 9.2 3.1 26.2 16.1 36.0

530 48.2 1.50 1.61 0.66 171 241 393 226 8.0 3.1 22.8 11.7 50.8

Mean 48.2 1.47 1.60 (.66 165 279 421 246 8.8 3.1 21.9 14.7 43.6

600 537 k 50.6 1.43 1.74 1.97 167 283 399 196 8.2 3.0 28.1 12.0 49.7
538 46.0 1.45 1.51 1.08 134 276 375 260 8.9 2.8 16.0 16.8 45.0

539 48.4 1.41 1.04 1.53 132 256 390 190 9.7 3.0 20.1 14.7 44 .1

540 41.2 1.39 1.60 572 111 313 325 139 8.1 2.6 21.5 7.5 49.7

541 52.4 1.45 1.89 1.94 140 329 427 199 8.8 2.9 25.1 13.8 43.0

542 51.4 1.54 1.68 1.11 187 291 447 226 8.9 3.2 21.7 18.3 38.0

Mean 48.3 1.45 1.66 2.23 145 291 393 202 8.8 2.9 22.1 13.9 44 .9
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Appendix 35 Individual relative organ weights of male rats treated orally with 4,4'~isopropylidene his(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
<22 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal  Testis  Prost. Epidid.

(mg/kg) numbers (® (%) %) %  (mg% (mg%  (mg% (mg% (mg% (g%  (ng%  (mg%  (ng%  (mg¥h)
0 001 51.0 2.98 3.04 1.27 371 586 849 414 18.0 5.7 46.9 602 195.3 114.9
002 50.7 3.12 3.37 1.24 371 564 828 412 14.8 6.3 50.3 667 193.9 110.7

003 46.0 3.76 3.30 1.30 409 552 848 585 20.7 6.3 53.0 580 167.8 108.0

004 53.6 2.76 3.32 1.21 399 534 744 463 17.9 5.6 49.1 547 151.9 97.8

005 54.2 2.80 3.34 1.31 301 581 725 461 16.8 5.9 45.2 487 198.7 99.3

006 52.9 2.68 3.10 1.25 336 497 839 363 18.1 5.5 53.3 510 172.8 94.0

Mean  51.4 293 325 126 365 552 806 450  17.7 59 496 566 180.1  104.1

40 013 49.0 3.08 3.43 1.27 378 669 335 443 17.6 6.1 49.4 641 126.1 111.4
014 51.9 2.95 3.16 1.25 380 565 834 437 18.7 6.0 46.2 609 185.9 109.8

015 50.9 3.01 3.24 1.26 403 570 817 493 21.4 6.5 49.1 621 183.5 119.3

016 51.5 3.09 3.17 1.32 443 590 860 505 18.3 5.6 49.9 625 193.0 122.1

017 58.8 2.70 3.38 1.22 398 493 816 493 17.0 6.0 50.9 536 144.4 101.5

018 51.0 2.96 3.22 1.33 329 563 780 461 18.8 5.9 49.6 559 157.3 102.7

Mean 52.2 2.97 3.27 1.28 389 575 824 472 18.6 6.0 49.2 599 165.0 111.1

200 025 53.8 2.96 3.38 1.21 390 567 849 454 16.9 6.1 49.1 582 203.7 118.0
026 49.7 2.90 3.42 1.21 332 596 871 435 20.9 6.8 48.9 584 164.4 93.8

027 47.3 3.26 3.51 1.27 355 5672 879 446 19.7 0.1 43.1 668 171.7 127.3

028 3.2 2.99 3.23 1.18 393 519 850 474 17.3 6.6 52.4 583 179.1 105.5

029 54.3 2.95 3.33 1.20 315 527 750 438 16.9 5.5 34.4 558 132.2 105.2

030 51.7 2.98 3.33 1.24 337 555 838 491 18.4 5.8 51.1 623 139.1 106.2

Mean 51.7 3.01 3.37 1.22 354 554 840 156 18.4 6.2 46.5 600 165.0 109.3

600 037 498 3.23 ° 3.43 2.79 279 631 863 359 14.3 6.0 41.6 550 95.4 8h.3
038 47.6 3.05 3.45 3.80 336 588 813 393 17.2 5.9 42.9 578 198.7 110.7

039 49.0 3.14 3.49 3.61 373 571 869 355 14.7 6.3 42.2 633 178.2 167.6

040 51.4 2.90 3.72 2.53 335 807 786 409 16.0 5.6 34.0 b1l 162.8 112.5

041 52.5 2.91 3.70 4.50 343 577 842 472 17.7 5.5 45.7 583 147.6 94.3

042 53.7 2.89 3.82 4.19 445 618 749 404 12.8 5.4 50.3 540 165.4 90.5

Mean 50.7 3.02 3.60 3.57 352 599 820 399 15.5 5.8 42.8 583 163.0 100.2

1 : Total weights of the prostate and seminal vesicle
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Appendix 36

Individual relative organ weights of female rats treated orally with 4,4’~isopropylidene bis(2,6-dibromophenol)

during 18 days from 4 days of age to weaning
<22 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary Uterus
(mg/kg) numbers (®) (%) Y ®)  (mg%  (mg%  (mg%  (mg% (g% (g%  (ngh  (mg%  (mg®
0 501 47.8 3.12 3.45 1.34 247 630 858 448 19.5 6.5 51.5 29.1 81.4
202 41.9 3.41 3.32 1.41 313 632 890 384 26.0 7.2 53.5 31.3 100.0

503 43.8 3.42 3.26 1.23 208 607 833 388 19.9 517 45.7 20.8 91.8

504 48.8 3.16 2.97 1.29 340 586 814 574 17.6 5.9 54.5 30.3 90.8

505 52.7 2.87 2.92 1.40 442 503 858 488 17.8 5.7 50.3 28.3 93.7

506 50.5 3.09 3.31 1.33 295 547 836 580 18.0 5.9 43.4 29.3 84.2

Mean 47.6 3.18 3.21 1.33 308 584 848 477 19.8 6.2 49.8 28.2 90.3

40 513 49.1 3.01 3.24 1.32 326 556 927 432 21.8 6.1 49.9 31.0 83.3
514 47.8 2.95 3.26 1.30 272 626 808 496 19.0 5.4 40.6 42.9 73.8

515 45.0 3.20 3.29 1.36 238 542 882 436 18.2 6.9 55.3 44.0 100.9

516 50.3 2.94 3.30 1.31 336 575 940 598 19.9 6.6 45.9 28.6 104.8

bh17 47.1 3.12 3.16 1.27 338 552 803 582 20.6 7.0 39.7 22.5 83.2

518 50.9 3.01 3.20 1.43 246 536 859 403 17.7 5.3 47.2 31.6 70.1

Mean 48.4 3.04 3.24 1.33 293 565 870 191 19.5 6.2 46.4 33.4 86.0

200 525 48.4 3.20 3.29 1.34 360 647 905 508 21.5 6.8 39.5 37.0 71.7
526 46.4 3.02 3.45 1.55 246 631 836 435 20.7 6.0 46.6 36.4 103.4

527 45.7 3.26 3.19 1.27 416 591 987 556 16.8 7.0 42.0 17.7 87.1

528 48.1 2.95 3.22 1.33 306 547 867 501 16.4 6.2 46.4 36.8 108.1

529 52.6 2.81 3.44 1.33 367 561 835 580 17.5 5.9 49.8 30.6 - 68.4

530 48.7 3.11 3.34 1.37 355 500 815 469 16.6 6.4 47.3 24.3 105.4

Mean 48.2 3.06 3.32 1.37 342 580 874 508 18.3 6.4 45.3 30.5 90.7

600 537 50.6 2.83 3.44 3.89 330 559 789 387 16.2 5.9 55.5 23.7 98.2
538 46.0 3.15 3.28 2.35 291 600 815 565 19.3 6.1 34.8 36.5 97.8

539 48.4 2.91 3.18 3.16 273 529 806 393 20.0 6.2 41.5 30.4 91.1

540 41.2 3.37 3.88 13.88 269 760 789 337 19.7 6.3 52.2 18.2 120.6

541 h2.4 2.77 3.61 3.70 267 628 815 380 16.8 5.5 47.9 26.3 82.1

542 51.4 3.00 3.27 2.16 364 566 860 440 17.3 6.2 42.2 35.6 73.9

Mean 48.3 3.01 3.44 4.86 299 607 812 417 18.2 6.0 45.7 28.5 94.0




Appendix 37 Individual absolute organ weights of male rats treated orally with 4,4’ ~isopropylidene bis(2,6—-dibromophenol)
during 18 days from 4 days of age to weaning
<85 days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen  Heart Lung Thymus  Thyr. Pitui. Adrenal Testis Prost. Semi.v Epidid.
(mg/kg) numbers (@ (® (2) ® (@ (€ ©® ®  (ng) (mg)  (mg (® (® ® (®

0 007 444 2.04 11.89 2.89 0.74 1.63 1.50 0.55 34.3 14.4 69.9 3.26 0.61 2.14 1.11

008 458 2.02  15.04 3.38 0.92 1.52 1.45 0.70 36.2 14.3 74.5 3.27 0.76 1.80 1.22

009 395 2.01 10.73 2.82 0.85 1.17 1.34 0.35 27.6 12.5 73.8 3.43 0.65 1.94 1.18

010 419 2.06  11.92 3.13 0.70 1.33 1.34 0.46 33.0 12.5 63.7 3.30 0.61 1.98 1.25

011 441 2.01 14.57 3.54 0.91 1.38 1.62 0.42 33.7 15.6 66.7 3.37 0.85 1.93 1.27

012 462 2.15  L1.30 3.20 0.84 1.41 1.48 0.62 37.6 14.7 73.8 3.54 0.71 2.06 1.22

[vS]

Mean 437 2.05 12.58 3.16 0.83 1.41 1.46 0.52 33.7 14.0 70.4 3.36 0.70 1.98 1.21

40 019 418 1.94 11.72 2.94 0.78 1.27 1.41 0.38 25.6 14.7 60.5 3.81 0.74 1.95 1.26
020 426 1.98  12.67 2.73 0.73 1.30 1.37 0.39 29.1 12.5 45.8 2.97 0.59 1.79 1.13

021 434 2.12 13.09 3.30 0.74 1.39 1.44 0.95 38.6 14.7 75.9 4.03 0.85 1.98 1.34

022 419 2.09  13.01 2.86 0.78 1.33 1.20 0.49 36.4 12.2 59.0 3.00 0.48 0.96 1.12

023 483 2.10  16.38 3.12 1.02 1.48 1.42 0.97 38.3 13.1 75.2 3.56 0.47 1.82 1.31

024 490 2.13  14.20 3.30 0.93 1.48 1.58 0.51 32.2 15.5 64.1 3.26 0.38 1.76 1.38

Mean 445 2.06 13.51 3.04 0.83 1.38 1.40 0.48 33.4 13.8 63.4 3.44 0.59 1.71 1.26

200 031 482 2,25 16.12 3.20 0.89 1.97 1.59 0.45 39.2 15.9 84.7 3.38 0.65 1.78 1.22
032 430 2.19 13.06 3.31 0.93 1.45 1.41 0.93 32.2 13.2 67.6 3.20 0.61 1.91 1.24

033 447 2.19 12.45 3.03 0.74 1.35 1.44 0.46 37.4 16.4 63.3 3.83 0.60 1.60 1.18

034 437 2.01 13.24 2.89 0.91 1.34 1.40 0.47 37.0 15.7 76.0 3.7 0.68 1.92 1.34

035 517 2.20 %.09 3.34 0.96 1.59 1.65 0.58 35.6 13.5 96.0 4.29 0.34 2.29 1.49

036 51b 2.16 @.50 3.39 0.90 1.56 1.71 0.62 32.6 15.9 58.9 3.77 0.81 2.12 1.36

Mean 471 2.17 %.91 3.19 0.89 1.48 1.53 0.92 35.7 14.9 74.4 3.70 0.62 1.94 1.31

600 043 41h 2.12 l§.85 3:25 0.87 1.47 1.39 0.53 30.4 12.2 53.0 3.45 0.52 1.89 1.27
044 (B1)  (1.56) (1.84) (4.59) (0.20) (0.55) (0.49) (0.03) (7.2) 2.0)  (20.4)  (0.40) (0.09)" ¥ (0.03)

045 435 2.05  12.01 4,98 1.00 1.54 1.60 0.61 30.6 13.2 62.7 3.59 0.65 1.96 1.1l

046 (38  (1.54) (1.73) (4.57) (0.19) (0.46) (0.42) (0.03) (6.0) 2.4 3.9 0.36) (0.09) T 0.03)

047 499 2.21 15.23 4.80 0.91 1.60 1.63 0.38 34.4 16.9 63.0 3.42 0.84 1.69 1.22

048 487 2.14 15.57 3.68 0.91 1.50 1.62 0.47 33.9 15.7 93.1 3.58 0.71 1.84 1.33

Mean 459 2,13 13.67 4.18 0.92 1.53 1.56 0.50 32.3 14.5 68.0 3.51 0.68 1.85 1.23

() : Not included in statistics because of a case killed in extremis or found dead; 7T : Total weights of the prostate and seminal vesicle
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Appendix 38 Individual absolute organ weights of female rats treated orally with 4,4 ~isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
{85 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary  Uterus

(mg/kg) numbers (®) (g) ® () (® (& 9] (2 (mng) (mg) (mg) (mg) (8
0 507 253 1.92 6.10 1.84 0.39 (.89 1.02 0.35 25.7 12.3 65.4 63.2 0.44
508 256 1.91 6.25 1.86 0.49 0.87 0.99 0.55 29.7 15.1 74.0 73.2 1.03
509 277 2.00 7.78 2.19 0.57 0.97 1.28 0.53 24.0 18.2 79.8 100.7 0.54
510 246 1.96 7.06 1.92 0.65 0.88 1.09 0.39 21.9 18.9 76.4 79.8 0.52
511 228 1.76 6.69 1.70 0.48 0.90 1.12 0.37 22.2 13.5 74.3 117.8 0.45
512 249 1.91 6.81 211 0.47 0.86 1.10 0.40 21.9 19.7 87.0 70.3 0.55
Mean 252 1.91 6.78 1.94 0.51 0.90 1.10 0.43 24.2 16.3 76.2 84.2 0.59
40 519 245 1.98 4.65 2.12 0.56 1.03 1.05 0.37 27.4 9.7 62.7 37.3 0.46
520 225 1.85 6.36 1.656 0.50 0.84 1.09 0.33 20.8 13.8 58.8 63.1 0.49
521 250 2.05 7.56 1.99 0.54 0.92 1.00 0.38 21.8 ~ 17.7 67.7 87.6 0.53
522 256 2.03 7.49 2.05 0.51 1.00 1.21 0.45 22.5 16.1 82.9 119.7 0.51
523 249 2.01 6.30 1.83 0.59 0.80 1.09 0.44 23.9 12.3 73.0 85H.4 0.63
524 249 1.91 6.97 2.03 0.53 0.82 1.01 0.43 26.2 15.1 74.2 71.9 0.56
Mean 246 1.97 6.56 1.95 0.54 0.90 1.08 0.40 23.8 14.1 77.5 0.5
200 531 262 1.94 7.20 1.98 0.61 0.78 1.07 0.55 25.4 16.4 63.2 65.9 0.58
532 251 1.89 7.07 1.88 0.51 0.89 1.06 0.42 22.5 151 72.8 81.4 0.44
533 285 2.10 7.96 2.31 0.61 0.96 1.20 0.53 23.0 19.4 71.9 95.5 0.94
534 249 2.08 7.14 2.08 0.54 0.87 1.07 0.41 23.0 17.4 88.3 76.5 0.52
535 254 1.88 6.80 1.98 0.52 0.82 1.15 0.49 34.7 15.2 61.5 94.2 0.37
236 271 2.07 7.46 2.18 0.49 1.03 1.16 0.36 24.7 15.6 78.9 120.1 0.38
Mean 262 1.99 7.27 2.07 (.55 0.89 1.12 0.46 25.5 16.5 72.8 88.9 0.57
600 543 285 2.06 7.04 2.04 0.48 0.96 1.17 0.47 23.7 15.8 63.7 87.2 0.58
544 276 1.91 7.32 2.62 0.77 0.97 1.12 0.57 23.3 14.5 71.1 86.0 0.98
545 255 1.88 7.03 2.64 0.55 0.88 1.08 0.46 22.1 17.3 63.8 77.8 0.70
546 (40) (1.55) (1.58) 6.24) (0.14) (0.38) (0.49) {0.03) 6.2) {2.6) (26.1) {10.8) (0.05)
547 268 1.91 8.63 2.78 0.69 1.12 1.27 0.43 23.1 19.4 72.6 84.6 0.58
548 265 1.94 7.44 2.31 0.54 0.96 1.22 0.47 24.6 15.4 60.1 87.4 0.59
Mean 270 1.94 7.61 2.48 0.61 0.98 1.17 0.48 23.4 16.5 66.3 84.6 0.69

() : Not included in statistics because of a case found dead
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Appendix 39 Individual relative organ weights of male rats treated orally with 4,4’ -isopropylidene bis(2,6-dibromophenol)
during 18 days from 4 days of age to weaning
<{8adays of age>

Dose Animal B.W. Brain Liver Kidney Spleen  Heart Lung Thymus  Thyr. Pitui. Adrenal Testis Prost. Semi.v Epidid.
(mg/kgnumbers @ @ ®  ®  ®  ® O @ (gH) gh) @H  ®  ® ® O
0 007 444 0.46 2.68 0.65 0.17 0.37 0.34 0.12 7.7 3.2 15.7 0.73 0.14 0.48 0.25
008 458 0.44 3.28 0.74 0.20 0.33 0.32 0.15 7.9 3.1 16.3 0.71 0.17 0.39 0.27

009 395 0.51 2.72 0.71 0.22 0.30 0.34 0.09 7.0 3.2 18.7 0.87 0.16 0.49 0.30

010 419 0.49 2.84 0.75 0.17 0.32 0.32 0.11 7.9 3.0 15.2 0.79 0.15 0.47 0.30

011 441 0.46 3.30 0.80 0.21 0.31 0.37 0.10 7.6 3.5 15.1 0.76 0.19 0.44 0.29

012 462 0.47 2.45 0.69 0.18 0.31 0.32 0.13 8.1 3.2 16.0 0.77 0.15 0.45 0.26

Mean 437 0.47 2.88 0.72 0.19 0.32 0.34 0.12 7.7 3.2 16.2 0.77 0.16 0.45 0.28

40 019 418 0.46 2.80 0.70 0.19 0.30 0.34 0.09 6.1 3.5 14.5 0.91 0.18 0.47 0.30
020 426 0.46 2.97 0.64 0.17 0.31 0.32 0.09 6.8 2.9 10.8 0.70 0.14 0.42 0.27

021 434 0.49 3.02 0.76 0.17 0.32 0.33 0.13 8.9 3.4 17.5 0.93 0.20 0.46 0.31

022 419 0.50 3.11 0.68 0.19 0.32 0.29 0.12 8.7 2.9 14.1 0.72 0.11 0.23 0.27

023 483 0.43 3.39 0.65 0.21 0.31 0.29 0.12 7.9 2.7 15.6 0.74 0.10 0.38 0.27

024 490 0.43 2.90 0.67 0.19 0.30 0.32 0.10 6.6 3.2 13.1 0.67 0.08 0.36 0.28

Mean 445 046  3.03 068 0.9  0.31  0.32  0.11 7.5 3.1 143 078  0.14  0.39  0.28

200 031 482 0.47 3.14 0.66 0.18 0.33 0.33 0.09 8.1 3.3 17.6 0.70 0.13 0.37 0.25
032 430 0.51 3.04 0.77 0.22 0.34 0.33 0.12 7.5 3.1 15.7 0.74 0.14 0.44 0.29

033 447 0.49 2.79 0.68 0.17 0.30 0.32 0.10 8.4 3.4 14.2 0.86 0.13 0.36 0.26

034 437 0.46 3.03 0.66 0.21 0.31 0.32 0.11 8.5 3.6 17.4 0.86 0.16 0.44 0.31

035 517 0.43 2.73 0.65 0.19 0.31 0.32 0.11 6.9 2.6 18.6 0.83 0.07 0.44 0.29

036 515 0.42 3.01 0.66 0.17 0.30 0.33 0.12 6.3 3.1 11.4 0.73 0.16 0.41 0.26

Mean 471 0.46 2.96 (.68 0.19 0.32 0.33 0.11 7.6 3.2 15.8 0.79 0.13 0.41 0.28

600 043 415 0.51 2.86 0.78 0.21 0.35 0.33 0.13 7.3 2.9 12.8 0.83 0.13 0.46 0.31
044 (1)  (3.06) (3.61) (9.00) (0.39) (1.08) (0.96) (0.06) (14.1) (3.9)  (40.0) (0.78) (0.18)" T (0.08)

045 435 0.47 2.76 1.14 0.23 0.35 0.37 0.14 7.0 3.0 14.4 0.83 0.15 0.45 0.26

046 (38) (4.05) (4.55) (12.03) (©.50) (1.21) (1.11) (0.08) (15.8) ®6.3)  62.9) (0.95 (0.24) T (0.08)

047 499 0.44 3.05 0.96 0.18 0.32 0.33 0.08 6.9 3.4 12.6 0.69 0.17 0.34 0.24

048 487 0.44 3.20 0.76 0.19 0.31 0.33 0.10 7.0 3.2 19.1 0.74 0.15 0.38 0.27

Mean 159 0.47 2.97 0.91 0.20 0.33 0.34 0.11 7.1 3.1 14.7 0.77 0.15 0.41 0.27

() : Not included in statistics because of a case killed in extremis or found dead; 7 :

Total weights of the prostate and seminal vesicle
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Appendix 40 Individual relative organ weights of female rats treated orally with 4,4’ —isopropylidene bis(2,6—dibromophenol)
during 18 days from 4 days of age to weaning
{85 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitul. Adrenal Ovary Uterus

(mg/kg) numbers (® (%) %) (%) (0 %) %) %)  (mg%  (mg%)  (mgh  (mg%) %)
0 507 253 0.76 2.41 0.73 0.15 0.35 0.40 0.14 10.2 4.9 25.8 25.0 0.17
508 256 0.75 2.44 0.73 0.19 0.34 0.39 0.21 11.6 5.9 28.9 28.6 0.40

509 2177 0.72 2.81 0.79 0.721 0.35 0.46 0.19 8.7 6.6 28.8 36.4 0.19

510 246 0.80 2.87 0.78 0.26 0.36 0.44 0.16 8.9 7.7 31.1 32.4 0.21

511 228 0.77 2.93 0.74 0.21 0.39 0.49 0.16 9.7 5.9 32.6 n1.7 0.20

512 249 0.77 2.73 0.85 0.19 0.35 0.44 0.16 8.8 7.9 34.9 28.2 0.22

Mean 252 0.76 2.70 0.77 0.20 0.36 0.44 0.17 9.7 6.5 30.4 33.7 0.23

40 519 245 0.81 1.90 0.87 0.23 0.42 0.43 0.15 11.2 4.0 25.6 15.2 0.19
520 225 0.82 2.83 0.73 0.22 0.37 0.48 0.156 9.2 6.1 26.1 28.0 0.22

521 290 (.82 3.02 0.80 0.22 0.37 0.40 0.15 8.7 7.1 27.1 35.0 0.21

522 256 0.79 2.93 0.80 0.20 0.39 0.47 0.18 8.8 6.3 32.4 46.8 0.20

523 249 0.81 2.53  0.73  0.24 032 044  0.18 9.6 49 293 343 095

524 249 0.77 2.80 0.82 0.21 0.33 0.41 0.17 10.5 6.1 29.8 28.9 0.22

Mean 246 0.80 2.67 0.79 0.22 0.37 0.44 0.16 9.7 5.8 28.4 31.4 0.22

200 531 262 0.74 2.75 0.76 0.23 0.30 0.41 0.21 9.7 6.3 24.1 25.2 0.22
h32 2561 0.75 2.82 0.75 0.20 0.35 0.42 0.17 9.0 6.0 29.0 32.4 0.18

533 285 0.74 2.79 0.81 0.21 0.34 0.42 0.19 8.1 6.8 25.2 33.5 0.33

034 249 0.84 2.87 0.84 0.22 0.35 0.43 0.16 9.2 7.0 35.5 30.7 0.21

535 254 0.74 2.68 0.78 0.20 0.32 0.45 0.19 13.5 6.0 24.2 37.1 0.15

536 271 0.76 2.75 0.80 0.18 0.38 0.43 0.13 9.1 5.8 29.1 44.3 0.21

Mean 262 0.76 2.78 0.79 0.21 0.34 0.43 0.18 9.8 6.3 27.9 33.9 0.22

600 043 285 0.72 2.68 0.72 0.17 0.34 0.41 0.16 8.3 5.5 22.4 30.6 0.20
544 276 0.69 2.65 0.95 0.28 0.35 0.41 0.21 8.4 5.3 25.8 31.2 0.36

545 255 0.74 2.76 1.04 0.22 0.35 0.42 0.18 8.7 6.8 25.0 30.5 0.27

246 (40)  (3.87)  (3.95) (15.60) (0.35) (0.95) (1.22) (0.07) (15.5) 6.5 (65.3) (27.00 (.12)

247 268 0.71 3.22 1.04 0.26 0.42 0.47 0.16 8.6 1.2 27.1 31.6 0.22

548 265 0.73 2.81 0.87 0.20 0.36 0.46 0.18 9.3 5.8 22.7 33.0 0.22

Mean 270 0.72 2.82 0,92 0.23 0.36 0.43 0.18 8.7 6.1 24.6 31.4 0.25

() : Not included in statistics because of a case found dead



-LG.

PE0O-86'ON APNIS

Appendix 41  Individual body weights of foster mother rats that reared pups treated orally with
4,4'-isopropylidene bis(2,6-dibromophenol) during 18 days from 4 days of age to weaning
(g)
Animal Days of age Gain
number 4 10 16 21 4-21
601 250 302 311 290 40
602 252 307 328 309 57
603 257 311 319 314 57
604 256 335 337 308 52
605 298 322 348 335 37
606 263 290 300 297 34
607 247 285 297 289 42
608 255 308 333 324 69
609 320 358 368 360 40
610 301 348 365 361 60
611 266 339 339 333 67
612 266 295 301 311 45
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Individual food consumption of foster mother rats that reared pups treated orally with

Appendix 42
4,4'-isopropylidene bis(2,6-dibromophenol) during 18 days from 4 days of age to weaning
(g)
Animal Days of age
number 7 13 19
601 53 64 76
602 57 73 77
603 50 63 70
604 56 67 65
605 57 69 74
606 51 66 73
607 48 57 72
608 59 69 86
609 75 80 86
610 63 80 80
611 58 71 79
612 49 62 85
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Appendix 43

hematological and biochemical parameters

Historical baseline data of the Crj:CD(SD)IGS strain male rats on the

22 davs of age

85 days of age

FR0-86'0N Apnig

Parameters “Mean Normal range™’ Mean Normal range®’
Hematological parameters
Erythrocyte count (10%/uL) 513(69) 443 ~ 583 849(103) 785 ~ 913
Hemoglobin concentration (g/dL) 10.2(69) 8.3 ~ 12.1 15.9(106) 14.6 ~ 17.2
Hematocrit value (%) 32.7(69)  27.7 ~ 37.8 45.3(106) 42,2 ~ 48.4
Mean corpuscular volume (pg) 64(69) 58 ~ 70 53(106) 50 ~ 56
Mean corpuscular hemoglobin (fL) 19.9(69) 17.6 ~ 22.2 18.7(106) 17.5 ~ 19.8
Mean corpuscular hemoglobin concentration (%)  31.2(69) 29.4 ~ 33.0 35.1(106) 33.7 ~ 36.5
Reticulocyte count (%) 223(69) 171 ~ 274 26(103) 16 ~ 36
Prothrombin time (sec) 13.6(56) 12.6 ~ 14.5 13.0(106) 12.2 ~ 13.9
Actlvated partialthromboplastin time (sec) 14.7(60) 12.8 ~ 16.5 18.2(106) 15.9 ~ 20.5
Total leukocyte count (10%2/uL) 24(69) 10 ~ 53x% 77(104) 42 ~ 112
Platelet count (10*/ L) 157(87) 127 ~ 187 127(106) 104 ~ 150
Biochemical parameters

Lactate dehydrogenase (IU/L)x 482(53) 241 ~ 965% 345(59) 174 ~ 678%
Glutamic oxaloacetic transaminase (IU/L) 118(53) 91 ~ 144 78(60) 58 ~ 98
Glutamic pyruvic transaminase (IU/L) 32(53) 17 ~ 47 39(59) 23 ~ 54
Alkaline phosphatase (IU/L)x 978(53) 673 ~ 1282 479(60) 226 ~ 731
v -Glutamyl transpeptidase (IU/L)x 0.85(48) 0.24 ~ 1.46 0.67(60) 0.16 ~ 1.19
Cholinesterase (IU/L) 90(33) 63 ~ 127 47(48) 22 ~ T3
Total protein (g/dL) 4.74(53) 4,18 ~ 5.30 6.32(56) 5.65 ~ 7.00
Albumin (g/dL) 2.96(53) 2.59 ~ 3,32 3.22(60) 2.73 ~ 3.71
A/G ratio 1.67(53) 1.32 ~ 2.02 1.05(60) 0.83 ~ 1.26
Total cholesterol (mg/dL) 82(53) 57 ~ 116x 73(60) 41 ~ 105
Triglyceride (mg/dL)x 40(53) 16 ~ 95% 71(60) 16 ~ 127
Phospholipid(mg/dL) 122(48) 93 ~ 160% 117(59) 69 ~ 164
Glucose (mg/dL% 113(53) 72 ~ 155 1§3§§02 101 ~ 184
Total bilirubin (mg/dL) 0.40(53) 0.30 ~ 0.49 0.29(58) 0.23 ~ 0.35
Urea nitrogen (mg/dL)x 12.3(53) 1.9 ~ 22.7 15.2(60; 10.3 ~ 20.1
Creatinine (mg/dL) 0.42(53) 0.29 ~ 0.55 0.58(59 0.47 ~ 0.69
Calcium (mg/dL) 9,8(53) 9.0 ~ 10.6 10.0(53) 9.2 ~ 10.7
Inorganic phosphorus (mg/dL) 9.1(53) 8.0 ~ 10.1 7.1256) 5.9 ~ 8.4
Sodium (mEq/L) 143(46) 135 ~ 150% 144(60) 138 ~ 148
Potassium (mEq/L) 6.80(52) 5.42 ~ 8.19 4.83(60) 4.10 ~ 5.56
Chloride (mEq/L) 106(49) 101 ~ 112 104(60) 99 ~ 109

a) : (mean—2S.D.) ~ (mean+2S.D.)
( ) : Number of animals
* : Calculated from log-transformed data



-001-

F60-86'ON ApMIg

Appendix 44 Historical baseline data of the Crj:CD(SD)IGS strain female rats on the
hematological and biochemical parameters

22 days of age 85 days of age i
Parameters Mean Normal range?® Mean Normal range®
Hematological parameters
Erythrocyte count (lOf/xLL) 532(65) 455 ~ 608 806(102) 760 ~ 852
Hemoglobin concentration (g/dL) 10.6(66) §.6 ~ 12.7 15.3(104) 14.2 ~ 14.4
Hematocrit value (%) 33.7(66) 28.2 ~ 39.3 43.4(104) 40.8 ~ 46.0
Mean corpuscular volume (pg) 63(66) 57 ~ 69 54(105) 51 ~ 56
Mean corpuscular hemoglobin (fL) 19.9566) 17.7 ~ 22.1 19.0(106) 7.7 ~ 20.3
Mean corpuscular hemoglobin concentration (%) 31.5(64) 30.2 ~ 32.8 35.3(106) 34.0 ~ 36.6
Reticulocyte count (%) 207(66) 151 ~ 262 22(104) 12 ~ 33
Prothrombin time (sec) 13.4(54) 12.3 ~ 14.5 13.45102) 12.2 ~ 14,7
Activated partialthromboplastin time (sec) 14.1(60) 12.0 ~ 16.2 15.7(98) 14.1 ~ 18.0
Total leukocyte count (10%2/uL) 24(66) 13 ~ 47x 45(104) 19 ~ 72
Platelet count (10*/uL) 153(66) 112 ~ 195 131(105) 101 ~ 161
Biochemical parameters _

Lactate dehydrogenase (I1U/L)x 471(53) 236 ~ 938x 346(55) 190 ~ 627x
Glutamic oxaloacetic transaminase (IU/L) 118(53) 94 ~ 148% 76(57) 56 ~ 104x
Glutamic pyruvic transaminase (IU/L) 27(53) 15 ~ 46% 33(55) 22 ~ 47x
Alkaline phosphatase (IU/L)x 958(53) 661 ~ 1388% 335(58) 164 ~ 507
v -Glutanyl transpeptidase (IU/L)% 0.93(48) 0.36 ~ 1.50 1.63(58) 0.63 ~ 2.64
Cholinesterase (IU/L) 89(32) 67 ~ 118 441(58) 148 ~ 734
Total protein (g/dL) 4.87(53) 4.39 ~ 5.36 6.40(58) 5.78 ~ 7.02
Albumin (g/dL) 3.08(53)  2.72 ~ 3.43 3.57(58) 3.15 ~ 3.98
A/G ratio 1.73(53) 1,36 ~ 2.09 1.25(58) 1.00 ~ 1.50
Total cholesterol (mg/dL) 86(53) 47 ~ 125 85(58) 58 ~ 111
Triglyceride (mg/dL)* 38(53) 15 ~ 95% 24(58) 10 ~ 56%
Phospholipid(mg/dL) 120(48) 79 ~ 154 141(58) 108 ~ 173
Glucose (mg/dL% 117(53) 79 ~ 154 134(58) 108 ~ 160
Total bilirubin {mg/dL) 0.38(53) 0.30 ~ (.40 0.29(58) 0.23 ~ 0.35
Urea nitrogen (mg/dL)x 13.4(53) 4.1 ~ 22.8 15.0(57) 10.5 ~ 20.3
Creatinine (mg/dL) 0.41(52) 0.29 ~ 0.53 0.61(55) 0.52 ~ 0.70
Calcium (mg/dL) 10.0(53) 9.4 ~ 10.6 10.0(58) 9.3 ~ 10.7
Inorganic phosphorus (mg/dL) 9.5(53) 8.4 ~ 10.6 6.7(58) 5.3 ~ 8.1
Sodium (mEq/L) 141(47) 136 ~ 147 144(58) 141 ~ 147
Potassium (mEq/L) 6.98(52) 5.67 ~ 8.29 4.61(58) 4.04 ~ 5.19
Chloride (mEq/L) 106(52) 99 ~ 112 104(58) 101 ~ 107

a) : (mean—2S.D.) ~ (mean+2S.D.)
() : Number of animals
% : Calculated from log-transformed data
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