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Histopathological photographs
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FeERIZ 0 CGHU—T) . 12, 60 KT 300 mg/ke/H & L. 1 BElfE#ES 12 IED Sprague-Dawley
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DR AT
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MM NEE B Z 8 C THBYER G ICERT 2 TEHYH 5 W —RIKEBORE
1R 5N 72,
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HHRMER 5 TERT 2 2EIIRD 533 7,
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INEEFRLD M D IR B ATUA AY 300 mg/kg 5 SREDMEIC A SN,
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BlEom<, bUFII=rn) REHERT v M 18 OMREROFELS LR, 60 KT
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DRDENz. —F. 12 mgke HGROMHETIZ, #EVERSOZEIIRD ONABho Tz,

INSOREMNS, FARRICBITS MU FI=r 00 ROEEERIIME S S 12 mgke/day
EHEEx N,
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oy &5 ;0310

& 7 5 ik D Bl

& 17 5 BT )= N M 4 Lk L U
2. HWERERDRE

D BRI ORI UM A%

BEAEN 10 mLkeg AE LD LI, FBETLIOLREROEBRME 2L ., B
HEHBZHNTHEKICEREB L, HERE LUz, AMIRAK 7T B2Z- FELTTN, 1 B2
TOBBEN T AMITHEL. BE (K 4C) RELE,

2) WERIEOLEN

AHEERYE D 1 KT 200 mg/mL BB (A, FU—7m) 1E. wE (194C) 8 B
Hid 24 FMRETRZENDH—TH B I 0B EHR /U —F o ¥ — TR N
TWw% (Attached Data 1) .

3) BRI ORE - 1R

FEMBATA RS 16 DAL Z&BERICDWT, HPLC ik D #klattry
Y —F L& —TRELZ, TOKE, HBRYWEBEIIZRREIH LT 95.5~100.5%.
EEFFEBIL 05~1.7%TH D, WINDLFFERAN (BE : ZRMEL10%. FERIK 10%
LLIN) TH@IETH - 7= (Attached Data 2, 3) .

3. HEREM

Sprague-Dawley & SPF v & (Crj: CD(SD)IGS. HAF v —ILA - UN—flatt, &
AEFEF—) OMf 20 ILEITIR 14 A CHAL, YFrTakaE, 4% 4 Ol (iE%E
%o HELUTER) ofERM#E 52T GEtkariH OaBEm & L Tl 48 1L, #5-8)
IHIZETARIBR A EC U O E ILEGRIEH B & U TR 4 I0) 2R L=, #5880
OEREHH (HEVLRABRATERLS) 13, HT11.9~139g (F¥ME: 128¢) . MET 107
~129¢g CFEHME : 11.8g) THHD. WTHOBYOKRES B 20%UNTH - 7z,
FAEWE, F—H/EH (20004F 8 A 31 H) OAXREE O R EE 2 4% 3 RIS
A7 —IV L. FHOEFEIZLOBEIHEL 2. Z0%, SHONEETNITIZHELLDLD
21 BEICH L TIEREE B8 & BIEA IR IC L D EN T A& 4 UL, G 8 LA RIR
UTEID 72, BEMICOWTIE. AMEZO—RIREBICRE N BEET. WERENRI
(HEITITFEL H D WIEAHENB SN0 72 13 I (HECEREREYH OB 1 6128
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) ZBRUZ, B#oUROARIWEL, R L 0L,

4. WERHE

B, R 20~22°C, HXHEE 39~70% (272U, —HMICIBERAK T1%XTILRLE1
B2 5r<) . MRS 1 KR 10~15 MR ONHERE 1 B 12 BFi (07:00~19: 00) DOFEEE (901
BR) THELZ. B3R CREATIREYIIRSHKTHREE T, BEL TR
BEZLES (Be5H& rIsTREM) OMRRS) TR (K74 b7 L —2 t BAF v —)LA - UN
—BREM) 2ANEZTIAFy /BT —2 (W340 X D450 X H 185 mm : HAEY
L7 B att) ICREMEBEAITRAE L, BEREE URHAEE CRF-1: AU T2 5 VBT %
Bt ROk (HBSEHEKEK K EER) 2EMcERE ., BALEOR
BRTHBREMI TS ry PR ERET—> (W254 X D350 X H170 mm: Y—RxL>
Py U ER) ICRBNCAE L. BEEAS (BENBREE CRF-1: AU T2 Y )VER T
EHRE) ROSEIK (HESSTEAKEK BB KEEER) 2amicBRE L. R
R OREF OBRYEICBEL Tl MEHIFERA Lz20y MIDWT, REEELH (6 6 [)
CHEEAAFBRRAE Y =Tt LT —F 2 AF L. £z, EDKICDW T, K
TLICHERLU 72 KB D4y 7 % B IR N 38 R A FE Rl 21 > 4 — ICERIRY (FF 4 [BD) ICIKEIL .
BoNEF— I EAFLTENETNREDLNWI L 2B L TRFEL =,

5. BREEBRUZORTEEM. BHERLTLICEYEH

2RSS —F oy —TEBLZ NI FIIN=0U FOT v "HERIIBTIHE
WG (ThAE, RB%KS  U-1918, #1548 : 20, 60. 200. 600 mg/kg/H) P iTHBW
T. 600 mg/kg X 5FEOME 1 BINFET Lz, LEFICBT2HEEPEEL TIE. HBEROH
7860 mg/kg L LD 5RO HE & 200 me/kg LA E DO GSH ORI, JFFBOREFALA 200 mg/kg
PLEOF SR QMM MIEE R ORIV 200 mg/kg FGREOHE & 600 mglkg % GHFOMEHEIZ
BoNM, HIZ, 600 meke HEETIE. GPT M. IV AT 00— )LORMAHET, 1/MT
BR O ABEOHEIEICA SNz, LA, ELUNRD 5NN 200 mg/ke % 58
TREDSNHFNEFEILITSBETH 72, LiEN- T, FRBRTIIPHFENH S 600
mg/kg B EHD 1/2 B TH S 300 mg/kg ZEAEE L, BUTFAEk 5 T60 BT 12 mgkg O 3
MEEHREL. CTHICHBRA2INA T 4 B#&UE. | ORISR TRICEIRT
ZRTHERES 6 VT, 9 SR O EIE IR THRICHIM T S IF IR 6 ICDFN 12 L& U7z, BES
RN ORE T ECHO DI HEROYMESHZELUTIORT . od, HGHEPIET
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MFEELZO, WIAEE 1 BEYSZOMHES 4 L) 2T 20N TRCHZBE L
TWZREPIIETH & AR OMERREREY 2w/ L /z.

HiEn®
B | #58 B E | RSER | ® B G8T R FHE R 7 B R
(mg/kg) | (mg/mL) | (mL/kg) LUl [k b [EE= %5
i R 0 0 10 i3 6 1001~ 1006 6 1007~1012
i 6 1101~1106 6 1107~1112
RAHER 12 1.2 10 H 6 2001~2006 6 2007~2012
i 6 2101~2106 6 2107~2112
o R 60 6 10 H 6 3001~3006 6 3007~3012
i 3 6 3101~3106 6 3107~3112
e 300 30 10 Vi3 6 4001~4006 6 4007~4012
i 3 6 4101~4106 6 4107~4112
MEROBHYESE
BEEBRT SR8
B ES 1 2 3 4 5 6
FraREE ) Jii3 i3 HE i I3 il Vi3 i H i HE i
Foicyi 1001 | 1101 | 1002 | 1102 | 1003 | 1103 | 1004 { 1104 | 1005 | 1105 | 1006 | 1106
o
,f% {EHERE | 2001 | 2101 | 2002 | 2102 | 2003 | 2103 | 2004 | 2104 | 2005 | 2105 | 2006 | 2106
)
%’ BHEE | 3001 | 3101 | 3002 | 3102 | 3003 | 3103 | 3004 | 3104 | 3005 | 3105 | 3006 | 3106
=5
B | 4001 | 4101 | 4002 | 4102 | 4003 | 4103 | 4004 | 4104 | 4005 | 4105 | 4006 | 4106
|
{8 HBRE R T Z)IR B
| BEYES 7 8 9 10 11 12
oite iy = b 73 i3 i i J3:3 i3 I3 i3 I3 i3 53 I3
pagicicd 1007 | 1107 | 1008 | 1108 | 1009 | 1109 | 1010 | 1110 | 1011 | 1111 | 1012 | 1112
il
,/JEE EMZEE | 2007 | 2107 | 2008 | 2108 | 2009 | 2109 | 2010 | 2110 | 2011 | 2111 | 2012 | 2112
)]
Zﬁ hRER | 3007 | 3107 | 3008 | 3108 | 3009 | 3109 | 3010 | 3110 | 3011 | 3111 | 3012 | 3112
=1
SHBR | 4007 | 4107 | 4008 | 4108 | 4009 | 4109 | 4010 | 4110 | 4011 | 4111 | 4012 | 4112

6. BMOBANKRUT — INDFRR
REPNZ DV T, AMRC/ N B Z D0 TREED 2o 72, $irERIZ DWW T,
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SGFESN=Tr - I0VICHBERS, REER. ®’REE. . BYES. BEFSKUSIRT
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BEREIE. £ hAOBRBRERKE L TFRSNIROKRG 28R 2, #5883 10 mLke
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EHEVCONT, BEMMTIIER 3 B (REaT RS EE KOS 2 KR, 272
Uy THEROKRBER S Sk EED 2 M)« BEEHMGEERE 18 (Faid) . &5
. RERE, 2%, THEGEEMY L SO —RIREAHE L. RCEL. HHEE
PPNICHR L. BEICOWTIE, WEREEZ 1 0 10 CFaif) KBgLEN We
NORIFTHD, RHBMOFEMD SR LUz, EHORD D ICHA I NZWETEER
I OWTIE, B0 ESIREHERMIZEEOHEO A ZITV, UTICRTRAL—
YERL Izho =,
2B, LB EA% 0 B, B5HARAZEKS 1 0, &5 1~7 B&2KR5%E 18, F
oo BERTHOEHZEE 1H. EiE 1~7 HZ2REESE 1 BEEBEL TERRLE,
2) REHE
EHFERIT DN T L =,
BEMEST, 5 1, 4. 8, 11, 14 KX 18 ADFEGaNICHIE L /-, BEHH A ZmE
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) 16 e A oK EEZ T Lz,
3) 1B ERE

EE R TR O 2 A MITDWTHIE L 72,

EHESE 1R 1 H2 S SHEEE 3 ANS TRHETO 2720 L 4 AFORIEEIE
B, TOHIL3~4 HTEIC3 2L 4 HEAORFEEREZHE (08 : 03~11: 25 D)
L. 1L 1 HEZEHL .

4 B

SHERICOWT, BEREAE AR 7 RO 11 B, O@EHHE £ 11 RO 14 0. Big
PR ZE A 14 RO 17 B, O Z24£% 35 RN 42 H, £/, BEBBEQESEEE%
42 AR 49 HICBE L7,

5) HEhERRE

SFERICOVTHY 18 0 (R¥EEH) TS, AR, EMRE. 229w

KA KR OBEN Y Preyer X&) 2B 7=,
6) WBE

EEH 98 (Imlf 60~61 H) IZf7> 7=

AR E, @EHICERREEZ Y FULAZS—DICIE L, R - BHEKTT 4 FER
EHIL 7=, TO%, HHEBR - AHBAKT T 20 FRZEHRIL 72, 4512 RZ2HW T,
ROEHIZDWTHRELE, 8, L AERAD 4 KHERICDWT pH BLFREETD
RE&EZ, TORIGONTZ 20 R ZHWTRBEEZHE L 2. £/2, IKET 4 B LD
20 R OREZAGF L THERHLU .

AR I A R 7

pH URIFLET 7A #8# [7—2 L7101
A BEHE URIFLET 7TA 8K (7 —2 L1@#R] &
ok AR URIFLET 7A &#BHL [T —2 L1#R] =
TN a— 2 URIFLET 7A &8# [7—2 L 1#]
1 ifn URIFLET 7A &l# [7— 2 L 1@
EUIILE > URIFLET 7A ilBi [7— 2 L1#]
ey S g URIFLET 7A #8AL [7—2 L1@R]
£ AR E%E

7 i Bikaik
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BRAERH W E K I

RE (24 Rl &) wREMNE

RBE KT

i IR AR

a) : mini AUTION ANALYZER MA-4210 (7 —7% L #)

b) : HERBTATEE A—b7>RAF¥v b~ OM-6030 (77— L)

7 MHEEOBE
755 6 18 & [ 5E 8~9 MICHEOEERICDNT 1 O 1 [, FEiFITEA X7 &I
U, U7z, BAAT REFERN. BEN, RERILUCRESKRILTICIEL, B
WERROER OB NS, BN CRoFEBEHETORR 2HEHLE.

8) I FMRF
5 R O EE SRR T OB O ORI, BTENS —% (8 16 B a3 E24
FAERZEZL—FIVRE FICHE L. 50 T RESIRR M I KRBT 5 A/ 0
U7 IC iR 25 L. EDTA-2K MHRIWB (XA 7 0H— R™F 2 —7 1 HEARY
N T wFR VW) MR 0.5 mL 247, IR T R L8 K ER
5 EDTA-2K MERMNE (SB-41: > A A w7 AW) Ik Z#HREWL. ThZnL FoEH
KDOWTHIE L /=, BIZEEMMS T HREIc DWW T, 3.8% 7 T B~ T A%
ATARBITMRZHEKER L, INZEE00HE (3,000 rpm. 1,640Xg. 10 2 LTHESH
FiEEHWTO Mo 2 E R ENNEE RS Fa 2R TS5 AT VBRI DO W T H
EZTo 7.

BEEE W K B
FMERE (RBC) B E R  :) 104/uLL
ANESOECER (HD) Y7 LA RAESOESES g/dL
AT Ry ME (HY  AROEREC 7R ERAR 5 5 H %
FHRMIKER (MCV)  BEHEHE LR L,
TR MR AEE (MCH)

FMERE L AT O E R 5 B pg
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BAEEE i A M L
SPERmER A FE B E (MCHO)

NEFOEVRRUAY R Uy MEASEL %
AT IR (Reticulocyte)

Brecher % %
/i3 (Platelet) B A HES 104/l
Hifn¥kE (WBC) BRI bRRIL 102/uLL
AR E 7738 May-Giemsa 12 & 5 ik %
ooy VR (PT) 70w RiEY s
EMACE S RO R TS5 XF VR (APTT)

0w MEY s
{5 B E B 2

o ¢ Iy —ZHEB8HHMIRY > Z 1 F— T890
Ry =)L)
d) . WRERBENERE ACL 100 (Instrumentation Laboratory)

M ALF R

MIEERRZE D I OFil & [ IZ, BEXEIRN SR L 2R %~/ L natsE i &
D OEE (3,000 rpm. 1,640Xg. 1043F) L. o2 RAWTUTOEACD
WTHIE L7z,

BELH W Gk B
GOT UV-rate i£¢ 1U/L
GPT UV-rate 5 IU/L
LDH UV-rate 15’ TU/L
7 -GTP T WIS ¥3-4-2107 Y R TU/L
AlP Bessey-Lowry %) 1U/L
#¥I31L X5 11—J1 (T.cho) CEH-COD-POD #%¢’ mg/dL
r)ZUEZ1 R (TG GK-GPO-POD ¢’ meg/dLL
U iEE (PL) PLD-ChOD-POD # ¢ mg/dL
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A H L I A O
BEVUIE Y (Thilirubin) 7V EUILE ke mg/dL.
72— (Glucose) Hexokinase-G6PD i£¢’ mg/dL
RFEZEH (BUN) Urease-GLDH ¢ mg/dL
2 L7 F> (Creatinine)  Jaffé i mg/dL
FhUT LA (Na) A A RN ERRIE ) mmol/L
AT L (K) A 7 BB mmol/L
#H#E (CD A F R ERIES mmol/L,
HIVT I A (Ca) OCPC #° mg/dL
mHy > (P) T T T OB mg/dL
Wi-ARE (TP) Biuret 1% g/dL
772> (Albumin) BCG #:°’ g/dL
A/G I (A/G) RIZABBERTIVT 2 oS5

{5 FH B 22 B 2

e) : HHESHEE Monarch (Instrumentation Laboratory)

10) SR

(1) #REOEEERNE
SHEWR (EFEED 1ICDOWT, RBREXSIRVEIC L0 BnBes &, #ik, @
B, WSROI Z GG OMRE - MR DWTHHIICHEZE - BH L. KW T, K
ICRTHRE - MBI OWTHREER ENER) 28F (BB, TEERCERIRLE
. FOMIZEEENCHE) T5&&01C, HMERSHRBOAREN S, KH 100g
Y20 OMMEEZERLZ. 2B, *HIZ2 DU EAOBRE I DWW TIRELAR £ 123
SELZN, TOEEHETHEL 7=, RGP OETEMICDWTIX, ATREARME T
BHERZHNE - kL), 7y EdBZELL, BEOIEEL 2L -2, BEMEDN
WHE LR EYIC DWW T, &5 HIR%E TR ORI T— 7 )V £ D 2RI
v,
B, TEEA, BRIR (BE/NMEEED) * KR, DR, B (GEXE2ED) . TR,
PRI, BFMES. RIEEe. REE REMLMke OEE. TE
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(2) FRMMARL R
EHERICDONT, ROHE - Mz U VBEH 10% RV ) AR TEE (2L
BREk. N—F —RR ORI BREEE TRE L 2 3% 77 VT ILT e R -2.5%k
=) PRTHEE, HEMORER LRI T 7 I THIE L 2B S BHEE 10% R0~ Y
CHTRELRZ) L, RWT, THREZHBLUALSRE - MicOWTNRIT 72 a#L,
DO HEREHUREK TR ORFBR EGHERICDWTUFEL, AT RFY
YIFTVr (H-B) BAZITWERL 2. TORE, #BWERGORENEDNS
ZACHMEDIIRIC 8D S /272, FERMEABRIC DWW TSN ZERL TER L=,
BT AR TR ENIC D W TIE B R VS B O O FIBIC DWW TYI K 2Bk L
TERR LT, TOMBHRBYEREOEEIRD SNAh-> Lo HEROKREKI
EWL 2o Tz, 2B, FHEFIKCEIBWREITMICOVWTIE, HRICERRSMmL
Too Elo. WEBRWEEH OFENED S NMEOHBICDWT, EW KRR ROA
ZREFE R L,
K. /DI FEAGREE). AEHRRE,. RSk, e, N—F . TEE BRE (B
BUMEZED) | BIE. MER. MR, 3T YU > /NE, BREEY 2N OB BKE)
Ik, S&. B (RELXEZESD) . & B8 B, 65 28 0. 8§85, &5,
B, TR, SR, . BE. B Pt BRE. R LK. G EE
OB, FE. S R, e (BEE2E0) KBRS (BREEET) . KEEECER.
Bl GREERR) . mrEH, ERENIES (B . AR REEN

9. AT 49

HFERAHEHO S 5 HEL L ZREICDWT, £ Bartlett {KICK D SHOIEDE MO
£ CEEKE @il 1%) Z{r-o7z, TOFE, H#AE—DHEIZIE Dunnett 2 A WTH
N S AR SR L O D ORE (FEKYE : mfl 5 RN 1%) &2, 7EAE—TRWEE
iIZ1% Dunnett B1O 5% (mean rank test i5) Z AW THER &R REH EOFHIRMAOZEDR
i CHEKIEE  mfll 5 R 1% 2fro/z, 2, SMEBIR R OERERE O BRI DWW Tidy?
Bk CERKME W5 &N 1%) « IROEMIEEIC DWW TIE Ry Rk (F Rk
M5 N 1%) . JRERRL 2 ORRAEIZ DWW Tid Mann-Whiteny @ U KEE (FE/KE : A
5 N 1%) Zf7o 7z,
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HEER
1. —fRiREE
iE#& % Table 1-1~1-4 R TX Appendix 1~8 IZ/RL 7=,
1) ETEY

e 5, 300 me/kg B 5HOM 1 FlE 60 mgke I E5HOM 1 MLz, 300
mg/kg I 5REOHE 1 ] (No. 4006) I, %5 8 HOH SR ZME LTz, £FFDO—
BARBBICWE 3o 7, Bl TIRMKE RO MENEGE (R, DBER O 52
H 5N, FEHEERE CIHMICIEA RS s e, BE5RRICL 2 EE X 5NE,
60 mg/kg I GEEOME 1 #1 (No.3111D) iF. &5 8 HITMEIEE/D R OMKIRE T, #4591
IINSITMAEREHORDPEZREL, 5 10 HOREFIIFET 2R L 72, HiRTIE
HAARKOREENA SN, WEABERE TILOIEL, FIR, MEBEROSET YU /N
DEMENRD SNz, HGBBRITRKDE LB DN,

2) HEHEEY

e 5- AR N AR 258 U THERE W ST o B & SR E % 510N T % BRE
HBENEMo T, 7. BE 6 15 7 RICUEHIEAMN 60 meke R S5ROM 1 Fllza5h
it IR TH o 7.

2. &
Rk % Fig. 1. 2. Table 2-1. 2-2 &\ Appendix 9~16 IR U7z,
D &5

BEHMZ2E U T, HRESHSHOKRERINER SFEFICHEBL -,
2) |=l1E AR
FEHEHIMZE U T, SRS OMREII IR & FICHER L7,

3. BEE (AEABFOHYE)

pkA&% Fig. 3. 4. Table 3-1. 3-2 R Appendix 17~24 1T~ L7z,
EE AR 208 U T, Mk &3 53 0 B R o0 BaRE & RISRICHERS L 7=,
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4. SMEER

A& % Table 4 &2 UX Appendix 25~28 IZ/R L 7=,

B EHOMBIZDOWT, £% 7 R 11 HICEEEA, £ 11 RO 14 BiWdgasH. &
%14 BN 17 HICIRMRBEZR, A% 35 UM 42 HICHERM O, BT, &% 42 RN 49 HICkFEAE
ARSI DODWTERELEZD, WINnbsbzET r LEo MBIRIC D W THIREE & oIz
ARERA NNz,

5. HEERE

kA& % Table 5 K TX Appendix 29~32 IZR L 7=,

#4518 HRFAUCET DIEFLR S, ARE. EfE, 2P ERRE KBNS (Preyer
KA OBREIE. T XTOMMIIPNWTIERE TS, HEHETHRBEOHMTEIIRD S
nxno .

6. RIRE (EEE 9:BICOHRHE)
pRA&% Table 6-1~6-4 }¢ T Appendix 33~44 IZ/RL /=,
BT, #BRYERGICIS EEZ NS TED SNho T,
ETIE. K pH OF B2 T2 300 me/kg 5 RBICAHA SN,
iz, [REDAFEIZIEINMN 60 mg/kg HHGHOMITASNZA, FAREICEE L 22 Tldian

277,

7. TFEARIOIE

Rk % Table 7-1. 7-2 %X Appendix 45~52 IZ R L /2.

D [ 6 Ak
SHHEEE. 12, 60 R TF 300 mg/kg 5% 5-BEOEEHHHITW TN 4.0 B THRABIZIERT
HO, B OMEE EJIGROM TELRRD 5 ieh > 7z,

2) [EE 8~9 @mE
FEERE. 12, 60 & TX 300 mg/kg HEFHOFHEAMIZEN T 4.3, 4.0, 4.3 LT 4.3
HTHEAMIZER THD, BN &SR GHOM TEEED S Taho 7,
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8. MEFHRE
kA& % Table 8-1~8-4 & T} Appendix 53~68 IR L 7=,
D 5 TR A
st & B2, HBRWMERGICLD EZEZONDENMFED oMo Tz,
iz, STEEER D i LL R O A F 20 12 me/ke G RO, BERSELEOAER
B0t 60 mg/kg B ESHOMECH SN, WTNLARICEEL AL TIEaho .
2) [EEHIRTH TR A
BT, RO OBEE LB 300 mg/kg BEBICH SN,
fETid, HBHERGICLDEFEZONSBISED S > 7z,
iz, 7o bo v UIEOFERIERD 60 me/ke 5O ICA S N/Z0, HEICHE
HWULEE TR aho Iz,

9. MmiE{LZEHKRE
%A % Table 9-1~9-4 K TX Appendix 69~84 IZ/RL 7=,
D &5 IR TR A
BT, F M) ADHEEMDH 300 mgke HERICH 5N,
METIE., SEEREMHBEOMICERRD SN Tz,
2) [EMEHIRAE T R
T, #HBYERSICLSEE0NABMEED NG >T. BB HUTLD
BRI 12 mg/kg B ERHICH SN2, HEICEEL 2L TRRh o7z, METH.
B GH S MBREORICETRD SNBh > Tz.

10. 2REEE
pkAE % Table 10-1~10-8 K U Appendix 85~132 IZ/R L 7%,
D H5HIMRTRER
ZEAb AN HERE O T & M DB IR 238 S Tz,

T g DO MERES BT, #M R UM EEOA BN 300 mg/kg R, FR
BEOA BN 60 mgkeg ESFIZHAS N,
L D BT, SR ESEREROBIZEZASHN DT,

T, X HEEROH BRI 300 mg/keg BERICAH LN,
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2) DI T kR
B EDHIRBRICEED 51T,
PRI HETILL R E B REGFOMICEIIRED S hah > .
HETIL st BN R OR B/RE MDY 300 mgrkg HGHITH SN,

1. BRFRR
A Z Table 11-1. 11-2 J2 X Appendix 133~148 {Z>R L /=,
1) BEHIMKT RRE
MEREE DI, HBRPEBLLGITERT S EEZASNDEBFRD SN oz, BB, M
THEBOENKID 60 mg/kg BHEHED 1 4. ERFOMEMN 12 merkg 5O 1 #1iC, TR
HROBER AR EIED 1 F], IREREMEAY 300 mg/kg 5O 1 plicH 57208, HEIR
MR ZERERD S WITNOBAEFTR BT L /2. £72, 300 mg/ke & 5FOHE 1 4
THIEN OIS B O ORERE 25380 S 7228, #5@RIc k28 b eEZ 5Nz,
2)  [EIEHIRERE IR
WS B2, HRYEREIGERT S EEZ 5N EMERD N o iz, ab. Hi
OREFRERHEEE S 60 mg/kg R OES 1 0, BEIIEA 12 mg/kg 5RO 2 Hi
& 60 mg/kg GO 1 FIRDIRE ORFREAEN 60 me/keg & 5HOMEES 1 61& 300
mg'kg #GHEOME 1 FHTH SN2, HBRE RO EZAERD S W TN B EFERR &
Hir L7z, Tz, BEEOME 1 #I T CMEEDR BRI IIAAGRD S NZHt, 5| X
LR EERL LN

12, REEMFRE
[k#& % Table 12-1~12-4 2 TF Appendix 149~159 IZ. F/. FrAOREHZ Photo. 1~4
R,
D G R TR A
WERE RS BT S EE A SN AL, MOFRICA LN,
Pl D B AN AT IIEIRR (Photo. 2) 2% 300 me/kg X 5-HEDOME 4/6 #1
A BN,
iz, UFOFENASNA, 2O IR OORE 2R ) 5 EFEAT HL &k L

Y7 DAL Gk I PRERIIC Ml N o RIS ANEE 8 © 117z 300 mg/kg A
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O 1 1)

FaRgss (I I IHREIC T O JE38 25385 5 177 300 me/ke IS REDME 1
&)

BREiiak CIEREFOME 161 . 2B GIRFHIAIRKIZERGED 5z
60 mg/kg & GHEDHE 1 1)

Babrde O HRREOME 1 41)

T Tk G I PORRAYIZ IR ER O WS 7R R0 SN BB O 1
i)

HE GIRFICAIRANCRENRD 50172 12 me/kg H 5SRO 1 61)

BHERTHRE TRRELUMOEE - ik 370h b KM, /MK, FRE(TE), 488 HiRE,
TFEEA, FRIR (BR/AMEZED) . BB, B, M. SRT YD /%8, BRI >R,

e gt
B

t ﬁ

R B BB K. B ST E TR B OREH. R RE.
AISZR. HEEE, BREL. TE. E. AR WE (eSS0 KBE (BiEEED) K

RRER ARG, BOE (REERD) 1ICRWATRIEERD s haho 7z,
2) [EEHIREIR TR

i3 Fal Sy

. HBRWERSICEET S EEZ NS BMERBD SN o Tz, TeB. B

TORRNH SN, OHBIRE B OHRFEL2ERYPEIA S BRI R & L7z,

At

B

il

BRI GRIARI I2 PIAR A I Bl DS R (& B3R 5 N et BB T 60
mg/kg R GREOHES 1H) . WIEL GUERRHC AR & REEOTRE D
R BN AR ORE 1 61)

ERIAE BRI RIRMNIC B LIRS D 517z 12 mg/kg 185 RO 2
#l& 60 me/kg #GEEDME 1 B FFEREMIRME (12 me/kg B EREOM
141)

REOUS A (IR ARRMIC IR E ORSREAIEIEE0 5172 60 mg/ke
HEROMERES 141 & 300 mg/ke 1 5-REOME 1 1)
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z B

FUFI=70V ROREROLERFOFEE cOBEEZFHEIRS v b2FAVWTHREL =,
FHEE 0 (YU — 7D . 12, 60 R TX 300 mgke/H & U, 1 BEMEHES 12 ILD Sprague-Dawley
% SPF s> v b (Crj:CD(SD)IGS) IZ4£# 4 H SBEELFF (£% 21 H) £TOD 18 HEIX
ERORE L, TOR, PEE QRERES 6 D) ([2DWTIE 9 BREAEL =,

BEHMERRENR 20U TR ER S ICERL 2T H 2 Wid—RINEO R
RO LN Tz,

HRETE., #5HEERORERNMZEC THEBRWERSOZEIIBD SR h o7,

EE IR P O BHEN NCH R D SRR MR VAR HREREICH LT, #8E
B 5 ORBIIFD NN o .

EHE A OIRBRE T pH O MEMPED SN2, BEHIRICA SN/ ZBERBLTH
D, RREOCMOBETECEBICDOWTORBICBNWTRENA SN TN &M SHNE
FHEFITD N SR L 7=,

B 6 T 8~9 EOMHHNL. WThoBHIFIT4 AOEELFHZ2RL. #BYERED
HEIIRD SN0 T,

MEERE TR, REMBETRICEBDER GOEBIH s NRho ., 28, EENM
# T RFIZ 300 mg/kg B G- REQHETRIMIRE DD N A SN 2HY, RIEHIRE TROALOEE 2
ZAt CHEREHCHAN 6% TH Y. MOFRMER/XS A—FIZHBEN/ T ENSEFRNLSE
fbEEZ SN,

MR T B SR TRFC 300 mg/kg G OBETH MU DT LOED AR SN,
LML, BEMNDTH MHEBETHAN1%E) THO, SR U LARDORK &5 X5 7%k
(THIDZDWIEERERE) bBOLSNBNWI ENSBRENRELLEEZEZ SN,

JREERA T, HFRO BEHE N 60 X 300 me/keg G HOMERICA 531, WIRMARS
BR7 TV 300 mg/keg G RQMET/NEDLIEOMBARRD 5N, N Fib=r0y R
Z 6 ROy M 28 ARG 9 2 RO WA 72 KA R DEERMEAY 300 me/kg % 5-#F
D, IR EZEOBEM &L UUNEROE QMBI AT 60 & TX 300 mg/kg #% 5 B OMREICED
5NY . INSOZLITHBRYEIC L SR AHBROFTEICES bo Ll a Nk, &l
BTRDSNTHBOBAL B REOEFIC LIS bD EFEZSNSD, ZB{LOREL 28 HREIXE
BERBICHRTRETH 7=, JOKKNEL TR, SEEEG L ZHEY T RREET
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BB DI B RIGHE A 725 WREMENE 2 o/, BB TIXERBIN 300 mg/ke 1%
LEOMEC A 5N20S, HRFRETERAONT, RRERVMEILFREICBNTHE
MEZRBRTLHECITIRD NNl EM o ERANBERIIBZVWEHM L2, £z, [E
#TRHICHRIBEROHEMA 300 mg/ke = 5-REOMEIT D 5 N7z, F L 7TRHITITHIRIRIC 2
Fida <, EEMECBNTHHRIBOBREITEZ RS T 5K D2 E, BiEH S5 idmh
DVATO-)VOEEERD 5NTWaWI EM S, HENRELEHNL 72,
AR TR 4 5 N ATIRO ZLIAREIT L DiHE L, E]ﬁffting’ﬁ’&b 5N7z.

Ubom<, PUFI=ro) ReHRERS Y M 18 HMREROKSL UZER, 60 KU
300 mg/kg F 5 # O THEBEZEOBM,. 300 mg/ke 1% 5FE OB T/NEF.OMEO IR X
MED SN, —H. 12 mekg BEROMRETIE, BRMERGOZEIRD SNBMh -7z,

NS OEEN S, ARRIIBID N UFI=r 0 ROEEBERITMRE S b 12 mgkg/day
LHEEI N,
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>

NUF =200 RO Ty MERBICBT2HEHR SRR PRk
(BB U —F oy — HBES 1U-1918)

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

3)  eARRE (1981) : FEFNAEAM — SHE &M — 11, pp.23-27, R K2R E, L

4) HPoARIEE (1981) : FEZHFEAH — SHiE & fEMT — 1, pp.387-389, HALKFHRE, HA.

> I

MIF=ray RO Ty h@MWe 2 B EEEBE 258 28 HFRER D 53R
B Rl VS —F L5 — HBES B-4477, 2001)






Attached Data 1

B-4478

Stability and Uniformity of Trityl Chloride in the Dosing Suspensions

Testing Facility : Bozo Research Center Inc.
Date of Analysis : March 15, 2000 (initial)
: March 24, 2000 (24 hours at room temperature following
8 days of refrigeration)
Study No. tA-1126
Test Article : Trityl chloride (Lot No. 1038)
Vehicle : Olive oil
Prescribed Concentration : 1 and 200 mg/mL
Form of Sample : suspension

Date of Preparation
Prepared by
Storage Condition
Method of Analysis

Analyzed by

Person Responsible for
Analysis

: March 15i 2000
:1oom temperature and refrigerated (approx. 4°C) in a brown
bottle

: high performance liquid chromatography

:-(signed in the original)
:-(signed in the original)

Results
Prescribed Determined Concentration (mg/mL)
Concentration 24 Hours at Room Tem
o, perature
(mg/. mL) Initial following Day 8 of Refrigeration
Mean + S.D. ¥ 0.96+0.01 0.98+0.01
1 C.V." (%) 1.0 1.0
Extant Rate (%) - 102.1
Mean + S.D. 195.71+£1.23 194.11+0.93
200 CV. (%) 0.6 0.5
Extant Rate (%) - 99.2
?. n=3

®). coefficient of variation

©: Extant Rate = mean concentration after storage/mean concentration at initial x 100

Judgement: 1 and 200 mg/mL suspensions in a brown bottle are stable and
homogeneous for 24 hours at room temperature following 8 days in a
refrigerator (approx. 4°C).
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Attached Data 2

Concentration and Uniformity of Trityl Chloride in the Dosing Suspensions

Testing Facility : Bozo Research Center Inc.

Date of Analysis : August 30, 2000

Method of Analysis : high performance liquid chromatography
Study No. : B-4478

Stage : before the start of administration
Test Article : Trityl chloride (Lot No. 1038)
Vehicle : Olive oil

Prescribed Concentration : 1.2, 6 and 30 mg/mL

Form of Sample : suspension

Date of Preparation : August 30, 2000

Prepard by I
Acceptable range : concentration; nominal value + 10%

uniformity: CV within 10%

Results
C(}:;zz%ﬂirgfﬁm Fraction Determined Mean + S.D Proportion to Coefficient of
(mg/mL) Concentration (mg/mL) == Prescribed Value (%) Variation (%)
Upper 1.17
1.2 Middle 1.20 1.19+0.02 99.2 1.7
Low 1.20
Upper 6.02
6 Middle 6.11 6.03 = 0.08 100.5 1.3
Low 5.95
Upper 29.76
30 Middle 30.08 30.14 + 0.41 100.5 14
Low 30.57
Judgement : Passed
Analyzed by :-(signed in the original)

Person Responsible for

Analysis :-signed in the original)
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Attached Data 3

Concentration and Uniformity of Trityl Chloride in the Dosing Suspensions

Testing Facility : Bozo Research Center Inc.

Date of Analysis : September 18, 2000

Method of Analysis : high performance liquid chromatography
Study No. : B-4478

Stage : day 15 of administration

Test Article : Trityl chloride (Lot No. 1038)
Vehicle : Olive oil

Prescribed Concentration : 1.2, 6 and 30 mg/mL

Form of Sample : suspension

Date of Preparation : September 18, 2000

Prepared by :h

Acceptable range : concentration; nominal value * 10%

uniformity: CV within 10%

Results
Cg;ecseirtirt;?on Fraction Determined Mean + S.D Proportion to Coefficient of
(mg/mL) Concentration (mg/mL) ~ =" Prescribed Value (%) Variation (%)
Upper 115
1.2 Middle 1.16 1.16 = 0.01 96.7 0.9
Low 1.16
Upper 5.82
6 Middle 5.76 5.78 £0.03 96.3 0.5
Low 577
Upper 28.41
30 Middle 28.96 28.65 +0.28 95.5 1.0
Low 28.59
Judgement : Passed
Analyzed by I Gigocd in the original)

Person Responsible for

Analysis :-(signed in the original)
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B-4478

Table 1-1 Clinical signs of new born rats administered orally with Trityl chloride for 18 days
(Dead animals)
Day Day of administration
Sex Dose Animal of
mg/kg number death la)-7 8 9 10 11-18
Male 300 4006 8 - +
Female 60 3111 10 - AB ABC +

A : Oligopnea

B : Hypothermia
C : Decrease,

+ : Dead

a):

No abnormality

spontaneous movement

Starting age was 4 day after birth



Gross pathological and histopathological findings of new born rats administered orally with Trityl chloride for 18 days

B-4478

Table 1-2
(Dead animals)
Sex Dose Animal bay of Gross pathological findings Histopathological findings (grade)s«
mg/kg number death
Male 300 4006 8 Thoracic cavity Lung (Bronchus)
~-Hydrothorax -Pleuritis (+)}
-Adhesion
Thymus
-Adhesion
Heart
-Adhesion
Lung
-Adhesion
Female 60 3111 10 Thoracic cavity Heart
-Retention, yellow white liquid -Epicarditis (++)
Thymnus
~Atrophy (+)
Spleen

-Atrophy (+)
Submandibular lymph node
-Atrophy (+)

s ; + : Mild

++ : Moderate
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Table 1-3 Clinical signs of new born rats administered orally with Trityl chloride for 18 days
{Survivars)

Day of administration

Sex Dose Findings
mg/kg la) 2 3 4 5 G T 8 9 10 11 12 13 14 15 16 17 18
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 112 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 12 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No. of animals i+ 1r 11 117 1 131 11 11 11 1@ 11 1% 11 11 i1 11 11 11
No abnormality ir 11 11 13 11 11 112 11 11 11 11 11 11 11 1 11 11 11
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 12 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No. ol animals i1 11 1¢ 1 11 11 112 11 1@ 11 11 11 11 11 11 11 11 11
No abnormality 1T 12 11 11 311 1r 11 11 1 11 12 11 11 11 11 11 11 11
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

a) : Starting age was 4 day after birth.
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Table 1-4 Clinical signs of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks
(Survivors)

Week of recovery

Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9
0 No. of animals 6 5] 53 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6
Male 12 No. of animals 6 [§] 6 6 6 6 6 6 6
No abnormality 6 [§] () 6 6 6 6 6 6
60 No. of animals 8 6 6 6 6 [§] 8 [¢] 8
No abnormality <] 6 6 6 8 5 5 [¢] 6
Fracture, incisors 0 0 ¢} 0 0 1 1 0 0
300 No. of animals 6 6 6 6 8 6 6 8 6
No abnormality 6 6 6 6 6 6 8 8 6
0 No. of animals 6 6 6 6 6 6 6 6 [§]
No abnormality 6 6 6 6 6 6 6 6 6
Female 12 No. of animals 6 6 6 6 [¢] 6 6 6 6
No abnormality 6 6 6 6 8 6 6 6 6
60 No. of animals 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 3 5 5 5 5 5
300 No, of animals 6 6 6 [ [ 6 6 6 6
No abnormality 6 6 6 8 6 6 [ 6 6
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Table 2-1 Body weight of new born rats administered orally with Trityl chloride for 18 days
Day of administration
Sex Dose Gain
mg/kg 1a) 4 8 11 14 18 1-18
0 No. 12 12 12 12 12 12 12
Mean 12.7 19.8 31.0 39.5 47.2 60.6 48.0
S.D. 0.3 0.7 1.7 2.9 3.1 3.3 3.3
Male 12 No. 12 12 12 12 12 12 12
Mean 13.0 20.3 31.5 40.8 47.8 62.3 49.3
S.D. 0.5 0.7 1.7 2.5 3.2 3.7 3.7
60 No. 12 12 12 12 12 12 12
Mean 12.9 20.3 31.9 40.7 47.9 62.1 49.2
S.D. 0.4 1.0 1.4 1.9 2.8 3.5 3.4
300 No. 12 12 11 11 11 11 11
Mean 12.8 19.1 30.6 39.1 46.5 60.8 48.0
S.D. 0.5 0.9 1.6 2.2 2.9 3.2 2.8
0 No. 12 12 12 12 12 12 12
Mean 11.8 18.4 29.6 38.4 45.2 58.9 47.1
S.D. 0.4 0.6 0.9 1.8 2.3 2.5 2.5
Female 12 No. 12 12 12 12 12 12 12
Mean 11.9 18.8 29.8 38.6 45.5 60.0 48.2
S.D. 0.5 1.1 1.9 2.2 3.1 4.1 3.8
60 No. 12 12 12 11 11 11 11
Mean 11.7 18.2 28.3 36.6 43.8 57.3 45.86
S.D. 0.3 0.8 2.5 3.2 3.3 4.2 4.1
300 No. 12 12 12 12 12 12 12
Mean 12.0 18.2 28.3 35.6 42.2 55.9 43.9
§.D. 0.5 1.1 2.2 4.3 4.6 4.9 4.9

Unit : g

a) : Starting age was 4 day after birth.
No significant difference in any treated groups from control group.
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Table 2-2 Body weight of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks
Day of recovery

Sex Dose Gain
mg/kg 1 7 14 21 28 35 42 49 56 83 1-63
Q No. 6 8 6 6 G G 6 6 6 6 6
Mean 63.9 104.4 172.6 244 .8 312.1 373.2 427.9 468.5 502.1 530.4 466.5
S.D. 3.5 4.6 9.8 13.5 16.9 20.2 24.4 28.9 33.5 39.6 39.4
Male 12 No. 6 6 6 6 6 6 6 6 ] 6 8
Mean 65.8 109.3 181.3 253.3 319.6 378.6 427.6 466.3 504.5 532.7 466.9
S.D. 3.2 7.4 16.6 27.9 35.9 44.0 50.9 54.0 54.5 54.8 53.0
60 No. 6 6 6 6 6 6 6 6 6 6 6
Mean 67.3 111.1 182.0 256.1 321.8 382.4 431.7 468.7 505.0 530.9 463.6
S.D. 3.1 6.3 11.6 17.1 20.2 21.2 29.1 29.8 35.7 39.8 41.3
300 No. 6 6 <] 6 6 6 6 6 6 <] 6
Mean 63.9 111.0 184 .4 261.7 331.0 393.3 449 .4 489.1 533.8 565.9 502.1
S.D. 7.2 5.6 9.0 13.5 20.4 23.7 29.3 32.9 42.8 43.7 40.3
0 No. 6 6 6 6 6 6 [¢] 6 [§] 6 G
Mean 61.4 98.4 149.3 186.2 211.7 235.2 253.4 267.7 282.1 293.5 232.2
S.D. 2.0 2.4 5.0 10.1 12.3 12.1 11.4 16.7 11.3 11.0 12.6
Female 12 No. 6 6 6 6 6 6 6 6 6 8 6
Mean 63.8 98.2 148.8 190.8 218.2 241.6 262.3 280.3 203.1 300.4 236.7
S.D. 3.6 4.8 8.4 11.4 15.6 20.6 17.2 21.7 25.1 22.0 23.1
60 No. 5 5 5 5 5 5 5 5 5 5 5
Mean 59.8 97.5 148.4 187.8 213.7 241.5 259.5 282.8 301.3 310.1 250.3
S.D. 4.9 5.9 7.6 10.4 6.9 13.3 18.1 8.5 9.8 11.6 9.4
300 No. 6 6 [ [} 6 6 6 6 6 6 6
Mean 60.7 96.3 147.5 190.5 217.2 240.7 260.6 273.7 290.7 300.9 240.3
S.D. 4.0 4.8 8.6 10.4 15.5 19.3 24.4 24.7 25.7 28.0 27.3

Unit : g

No significant difference in any treated groups from control group.
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Table 3-1 Food consumption of new born rats administered orally with Trityl chloridc for 18 days
and followed by a recovery period for 9 weeks
Day of recovery
Sex Dose

mg/kg 3 7 10 14 17 21 24 28 31 35 38 42
0 No 6 & 6 6 6 6 6 6 6 [§] &) <]
Mean 9 15 18 23 26 28 30 31 33 35 36 36
S.D. 1 1 1 2 2 3 2 2 3 2 2 3
Male 12 No. ) 6 6 6 [$] 6 6 6 6 6 6 6
Mean 9 15 19 23 27 28 31 31 34 35 35 35
S.D. 1 1 2 3 4 4 4 4 4 5 5 4
60 No. <] 6 6 6 6 B 6 5} 54 [ [ [}
Mean 10 16 19 24 28 30 32 32 35 35 37 34
S.D. 1 1 2 2 3 3 3 3 2 3 3 5
300 No. 6 6 6 6 6 6 6 6 6 6 G 6
Mean 10 16 20 24 28 29 32 32 35 35 36 35
S.D. 1 1 1 1 1 2 2 3 3 3 3 3
0 No 6 4] 6 6 6 6 6 6 6 [¢] [¢] 6
Mean 9 14 17 19 20 21 22 21 22 23 23 22
S.D. 1 1 1 1 1 2 1 2 1 1 1 1
Female 12 No. 6 6 6 6 6 6 6 8 6 6 €] 6
Mean 9 14 17 20 22 23 24 22 23 24 25 23
S.D. 1 1 1 1 2 2 2 2 3 2 2 1
60 No. 5 5 5 5 5 5 5 5 5 5 5 5
Mean 9 14 16 18 22 22 23 21 23 24 25 23
S.D. 1 1 2 1 2 2 1 2 3 2 3 3
300 No. 6 6 6 6 6 [ §] [ 6 [ 6 6
Mean 9 14 16 20 22 23 23 22 24 24 24 23
S.D. 0 1 1 1 2 2 2 2 2 2 2 3

Tnit : g/rat/day
No significant difference

in any treated groups from control group.
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Table 3-2 Food consumption of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Day of recovery

Sex Dose
mg/kg 45 49 52 56 59 63
0 No. 6 6 6 6 6 6
Mean 36 35 36 35 35 33
S.D. 3 3 3 3 3 3
Male 12 No. 6 6 6 6 6 6
Mean 35 35 36 35 35 34
S.D. 4 3 4 3 3 3
60 No. 6 6 6 6 6 6
Mean 36 35 36 36 36 34
S.D. 4 4 3 2 3 4
300 No. 8 6 (] 6 6 6
Mean 36 36 36 36 36 34
S.D. 3 3 4 4 3 4
0 No. 6 6 8 6 [§] 6
Mean 23 22 23 23 24 21
S.D. 2 2 2 1 1 1
Female 12 No. -6 6 6 6 6 &
Mean 24 24 25 24 24 21
S.D. 2 2 2 2 2 2
60 No. 5 5 5 5 5 5
Mean 25 25 24 25 24 24
S.D. 1 2 2 2 2 2
300 No. 6 8 [ 6 6 8
Mean 23 24 24 24 24 24
S.D. 3 2 3 2 2 4

Unit : g/rat/day
No significant difference in any treated groups from control group.



Table 4 External differentiation of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks
Appcarance of Eruption of Opening of Opening of Cleavage of the
abdominal hair lower incisor eyelid vagina balanopreputial gland
Sex Dose No. of
mg/kg animals 7 11 11 14 14 17 35 42 42 49 a)
0 12 0 /12 12 /12 9 /12 12 /12 11 /12 12 /12 5/ 6 6/ 6
0.0 100.0 75.0 100.0 91.7 100.0 83.3 100.0
Male 12 12 0 /12 12 /12 7 /12 12 /12 12 /12 12 /12 6/ 6 6/ 6
0.0 100.0 58.3 100.0 100.0 100.0 100.0 100.0
B0 12 0 /12 12 /12 6 /12 12 /12 12 /12 12 /12 6 / 6 6/ 6
0.0 100.0 50.0 100.0 100.0 100.0 100.0 100.0
300 12 Qo /12 11 /11 5 /11 11 /11 11 /11 11 /11 4 / 6 6 / 6
0.0 100.0 45.5 100.0 100.0 100.0 66.7 100.0
0 12 0 /12 12 /12 7 /12 12 /12 11 /12 12 /12 6 / 6 6 / 6
0.0 100.0 58.3 100.0 91.7 100.0 100.0 100.0
Female 12 12 0 /12 12 /12 5 /12 12 /12 12 712 12 /12 6/ 6 6/ 6
0.0 100.0 41.7 100.0 100.0 100.0 100.0 100.0
60 12 0 /12 11 /11 3 /11 11 /11 9 /11 11 /11 5/ 5 5/ 5
0.0 100.0 27.3 100.0 81.8 100.0 100.0 100.0
300 12 0 /12 12 /12 4 /12 12 /12 11 /12 12 /12 6/ 6 6/ 6
0.0 100.0 33.3 100.0 91.7 100.0 100.0 100.0

Upper: Number of pups differentiated / Number of pups observed

Lower: %
a): Day after birth

No significant difference from control group in any treated groups.
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Table 5 Functional examination of new born rats administered orally with Trityl chloride for 18 days
Sex Dose No. Pupillary Corneal Righting Alr righting Preyer's
mg/kg animals reflex reflex reflex reflex reflex
0 12 12 /12 12 /12 12 /12 12 /12 12 /12
100.0 100.0 100.0 100.0 100.0
Male 12 12 12 /12 12 /12 12 /12 12 /12 12 /12
100.0 100.0 100.0 100.0 100.0
60 12 12 /12 iz /12 12 /12 12 /12 12 /12
100.0 100.0 100.0 100.0 100.0
300 11 11 /11 11 /11 11 /11 11 /11 11 /11
100.0 100.0 100.0 100.0 100.0
0 12 12 /12 12 /12 12 /12 12 /12 12 /12
100.0 100.0 100.0 100.0 100.0
Female 12 12 12 /12 12 /12 12 /12 12 /12 12 /12
100.0 100.0 100.0 100.0 100.0
860 11 11 /11 11 /11 11 /11 11 /11 11 /11
100.0 100.0 100.0 100.0 100.0
300 12 12 /12 12 /12 12 /12 12 /12 12 /12
100.0 100.0 100.0 100.0 100.0

Upper: Number of pups with normal response / Number of pups examined

Lower: %

No significant difference from control group in any treated groups.
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Table 6-1 Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mng/kg 5.056.56.06.5 7.07.5 8.08.353 9.0 - &= LT L T Y - 4 + o+ +4+ e+ - +- + o+t +4+ FHE+
0 6 0 0 0 0 0 1 1 3 1 0 0 5 1 0 0 5 1 0 0 0 0 6 0 0 0 O o]
Male 12 6 0 0 0 0 0 0 4 1 1 1 0 2 3 0 0 5 1 0 0 0 0 6 0 0 0 o0 0
80 6 0 0 0 0 0 0 2 4 0 0 0 4 2 0 0 4 1 1 0 0 0 6 0 0 0 o0 0
300 6 0 0 0 0 1 0 1 4 0 0 2 4 0 0 o] 6 0 0 0 0 0 6 0 0 0 0 0
0 6 0 0 0 0 0 0 1 3 0 2 2 2 0 0 0 6 0 0 0 0 0 6 0 0 0 0 0
Female 12 6 0 0 V] 0 ] 1 1 3 1 2 3 1 0 O 0 6 0 0 O 0 0 6 0 0 0 O 0
60 5 0 0 0 0 o] 1 2 2 0 3 2 0 0 0 0 5 0 0 0 O 0 5 0 0 0 o0 0
300 6 Q 0 0 0 2 v 3 1 O 2 3 1 0 0 0 6 0 0 0 0 0 6 0 0 0 0 0
1) -+ 0 - 5 mg/dL +- 1 10 - 20 mg/dL + : 30 - 70 mg/dL ++ : 100 - 200 mg/dL +++ : 250 - 400 mg/dL ++++ 1 >400 mg/dL
2) - : 0 mg/dL +- : 5 mg/dL + : 10 - 20 mg/dL ++ 1 30 - 45 mg/dL +++ 1 60 - 80 mg/dL ++++ : >80 mg/dL
3) - : 0 - 10 mg/dL +- : 30 - 50 mg/dL + : 70 - 100 mg/dL ++ 1 150 - 200 mg/dL +++ : 300 - 500 mg/dL ++++ 1 21000 mg/dL

Significantly different from control group (+:p<0.05)
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Table 6-2 Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks
4) 3) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - 4~ + 4+ +++ - +- + ++ b+ b+t + - 4+ ++ b+ LY Y DY
0 6 6 0 0 0 O 6 0 0 0 O 0 4 2 0 0 0 c 6 O
Male i2 6 5 0 1 0 © 6 0 0 0 O 4] 5 1 0 0 0 0 6 0
60 6 5 1 0 0 O 6 0 0 0 O 0 3 3 0 O [¢] g 6 0
300 [¢] 4 1 1 0 O 6 0 0 0 O 0 6 0 0 o 0 0O 6 0
0 6 6 0 0 0 0 6 0 0 0 O 0 6 0 0 O 0 0 6 0
Female 12 6 5 01 0 ¢ 6 0 0 0 O o] 6 0 0 0O 0 0 6 O
60 5 4 1 0 0 O 5 0 0 0 O 0 5 0 0 O 0 0 5 0
300 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 0 0 6 0O
4) - 0 mg/dL = 0.03 mg/dL + 0.06 - 0.1 mg/dL ++ 0.2 - 0.5 mg/dL 4+ 21.0 mg/dL
5) - 0 mg/dL += 0.2 mg/dL + 0.5 - 1.0 mg/dL ++ 2.0 - 4.0 mg/dL 44 6.0 - 10.0 mg/dL  ++++ : >10.0 mg/dL
6) +- 0.2 - 1.0 mg/dL.  + 2.0 - 3.0 mg/dL  ++ 4.0 - 6.0 mg/dL +++ 8.0 - 12.0 mg/dL  ++++ >12.0 mg/dL
7) LY Light yellow Y Yellow DY Dark yellow

No significant difference in

any treated groups from

control group.
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Table 6-3 Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

URINE SEDIMENT

CRYSTALLIZATION

RBC WBC SEC SREC Cast PS Cco
Sex Dose No.
mg/kg - o+~ + 4+ 4+ - +- + +4+ +++ - - + o+ - - F o+4 - - + -t + o+ - 4 e e
0 [ 6 0 0 0 O 6 0 0 0 0 0 6 0 0 O 6 0 0 0 O 6 0 O 4 0 2 0 O 6 0 0 0 O
Male 12 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 0 6 0 0 2 4 0 0 O 6 0 0 Q0 o
60 6 6 0 0 0 QO 6 0 0 0 0 0o 6 0 0 O 6 0 0 0 O 6 0 0 3 1 2 0 O 6 0 0 0 0
300 [ 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 0 4 1 1 0 0 6 0 0 0 0
0 [ 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 6 0 0 0 O 6 0 0 4 2 0 0 O 6 0 0 0 O
Female 12 6 6 0 0 0 0 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 © 6 0 O 53 1 0 0 0 6 0 0 0 O
60 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 o0 5 0 0 0 O 53 0 0 4 1 0 0 0 5 0 0 0 0
300 6 6 0 0 0 O 6 0 0 0 0 O 6 0 0 O 6 0 0 0 0 6 0 0 5 1 0 0 0O 6 0 0 0 O
SEC : Sguamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ¢ Slight
Prs : Phosphate Salts + 1 Mild
CO : Calcium Oxalate ++ ! Moderate

+++ [ Severe
No significant difference in any treated groups from control group.
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Table 6-4 Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Urine Osmolality

Sex Dose No. volume
mg/kg mL/24hrs mOsm/kg
0 6 Mean 15.4 1871
S.D. 4.2 244
Male 12 6 Mean 14.4 1726
S.D. 5.3 204
G0 6 Mean 16.4 1718
S.D. 6.7 289
300 6 Mean 19.4 1941
S.D. 8.7 409
0 6 Mean 8.9 1987
S.D. 4,6 511
Female 12 8 Mean 12.1 1580
S.D. 6.0 390
60 5 Mean 16.9#= 1573
S.D. 3.6 75
300 G Mean 12.0 1674
S.D. 5.6 313

Significantly different from control group (#:p<0.05)
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Table 7-1 Estrous cycle of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weecks (Recovery 6 weeks)
Count of estrus Mean duration

Dose No. of of cycles
mg/kg animals 0 1 2 3 Mean+S.D. Mean+£S8.D.

0 6 0 4 2 0 1.3+0.5 4.0+0.0

12 6 0 3 3 0 1.5+0.5 4.0%£0.0

60 5 0 2 3 0 1.6x0.5 4.040.0
300 6 0 4 2 0 1.3+0.5 4.040.0

No significant difference from control group in any treated groups
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Table 7-2 Estrous cycle of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks (Recovery 8 weeks - 9 weeks)
Count of estrus Mean duration

Dose No. of of cycles
mg/keg animals 0 1 2 3 4 Mean#S.D. Mean+S.D.
0 6 0 0 0 5 i 3.240.4 4.3+0.4
12 8 0 a 4] 3 3 3.5x0.5 4.0£0.0
80 5 0 0 0 2 3 3.61+0.5 4.3%£0.4
300 6 0 0 1 2 3 3.3+0.8 4.3x0.4

No significant difference from control group in any treated groups
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Table 8-1 Hematological findings of new born rats administered orally with Trityl chloride for 18 days
RBC Hb Ht MCV MCH MCHC Reticu- Plate-
Sex Dose No. locyte let
ng/kg K10V Al g/dL % fL pg % % X10YuL
4] [ Mean 462 9.8 30 64.8 21.2 32.8 19.2 128.7
S.D. 20 0.5 2 1.8 0.7 0.4 1.7 10.1
Male 12 6 Mean 478 10.2 31 65.3 21.4 32.7 20.2 129.4
S.D. 39 1.0 3 1.4 0.6 0.2 3.6 22.6
60 6 Mean 473 9.8 30 63.9 20.8 32.6 19.9 121.8
S.D. 19 0.5 2 1.6 0.3 0.4 1.3 19.7
300 5 Mean 433 9.1 28 64.6 21.0 32.5 18.8 134.1
5.D. 20 0.5 2 1.6 0.3 0.5 2.8 14.1
0 6 Mean 475 9.9 31 64.1 20.8 32.4 20.7 129.4
S.D. 10 0.5 1 1.3 0.8 0.7 2.0 10.8
Female 12 [ Mean 475 9.9 31 64. 20.9 32.6 20.7 126.0
S.D. 12 0.6 2 4,0 1.4 0.2 2.0 14.8
60 6 Mean 486 10.0 31 63.0 20.5 32.86 20.5 132.0
S.D. 16 0.4 1 3.5 1.2 0.3 1.3 11.2
300 6 Mean 475 9.9 30 64.3 20.9 32.6 21.9 139.9
S.D. 28 0.8 2 1.8 0.7 0.5 2.7 27.0

No significant difference in any treated groups from control group.
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Table 8-2 Hematological findings of new born rats administered orally with Trityl chloride for 18 days
WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg ¥1094#L  Lymph. Stab Seg. Eosino. Baso. Mono.  Others
0 6 Mean 55 91.8 0.0 7.8 0.5 0.0 0.2 0.0
S.D. 17 2.0 0.0 2.1 0.4 0.0 0.3 0.0
Male 12 6 Mean 63 92.9 0.0 6.8 0.0= 0.0 0.3 0.0
S.D. 21 1.9 0.0 1.9 0.0 0.0 0.3 0.0
60 6 Mean 51 93.3 0.0 6.4 0.1 0.0 0.3 0.0
S.D. 7 3.0 0.0 3.0 0.2 0.0 0.3 0.0
300 5 Mean 61 90.3 0.0 9.3 0.1 6.0 0.3 0.0
S.D. 11 5.6 0.0 5.5 0.2 0.0 0.3 0.0
[0} 6 Mean 50 92.9 0.1 6.4 0.1 0.0 0.5 0.0
S.D. 20 2.4 0.2 2.2 0.2 0.0 0.4 0.0
Female 12 6 Mean 47 93.4 0.0 5.8 0.3 0.0 0.4 Q.0
S.D. 10 2.8 0.0 2.4 0.6 0.0 0.4 0.0
60 [5) Mean 47 93.6 0.1 6.3 0.1 0.0 0.0 0.0
S.D. 14 1.9 0.2 1.9 0.2 0.0 0.0 0.0
300 6 Mean 55 91.3 0.2 8.1 0.2 0.0 0.3 0.0
S.D. 15 6.3 0.3 6.1 0.4 0.0 0.3 0.0

Significanty different from control group (+:p<0.05)
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Table 8-3 Hematological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT
Sex Dose No. locyte let
mg/kg K10V AL g/dL % fL pE % % X10% kL s s
0 6 Mean 832 16.3 48 37.1 19.6 34.2 1.9 109.6 11.5 14.3
S.D. 35 0.5 1 1.8 0.8 0.4 0.3 8.4 0.4 2.1
Male 12 6 Mean 817 16.0 47 57.0 19.6 34 .4 2.1 104.9 12.0 14.3
S.D. 21 0.4 2 1.9 0.7 0.6 0.4 8.5 0.6 2.2
60 6 Mean 808 15.9 46 57.3 19.7 34.3 2.1 103.7 11.6 16.2
S.D. 22 0.3 2 1.1 0.3 .8 0.1 10.7 .4 1.7
300 6 Mean 781w 15.9 46 58.3 20.3 34.8 2.2 106.2 11.5 15.3
S.D. 17 0.3 2 1.1 0.3 0.8 0.3 4.7 0.4 1.7
0 6 Mean 799 15.7 45 26.7 19.7 34.7 2.1 106.5 11.0 14.1
S.D. 29 0.3 1 1.2 0.5 0.4 0.3 6.0 0.3 2.0
Female 12 6 Mean 783 15.7 45 57.4 20.1 35.0 2.1 104. 11.2 14.2
S.D. 43 0.6 2 0.8 0.4 0.7 0.3 13.7 0.3 1.0
60 5 Mean 821 15.9 46 55.8 19.3 34.7 2.0 111.0 11.7= 15.2
S.D. 25 0.6 2 0.9 0.4 0.3 0.2 13.2 0.3 0.8
300 6 Mean 783 15.86 45 57.0 19.9 34.9 2.1 102.9 11.0 13.6
S.D. 12 0.4 1 1.7 0.6 0.3 0.2 7.0 0.5 2.8

Significanty different from control group {#:p<0.05, ##:p<0.01)
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Table 8-4 Bematological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

WBC Differential leukocyte counts (%)
Sex Dose No. ~
mg/kg X107 4L Lymph. Stab Seg. FEosino. Baso. Mono. Others
4] 6 Mean 91 83.3 0.0 15.4 0.9 0.0 0.4 0.0
S.D. 22 2.8 0.0 2.6 0.6 0.0 0.6 0.0
Male 12 6 Mean 99 88.3 0.0 10.8 0.5 0.0 0.3 Q.0
S.D. 34 5.7 0.0 5.6 0.4 0.0 0.3 0.0
GO 6 Mean 91 BT.4 0.0 11.5 0.8 0.0 0.3 0.0
S.D. 23 2.4 0.0 2.3 0.5 0.0 0.3 0.0
300 6 Mean 93 86.3 0.1 12.7 0.5 0.0 0.4 0.0
§.D. 13 2.2 0.2 2.1 0.4 0.0 0.4 0.0
0 6 Mean 69 88.2 0.1 10.4 0.8 0.0 0.5 0.0
S.D. 11 5.9 0.2 6.1 c.7 0.0 0.3 c.0
Female 12 [¢] Mcan 85 89.2 0.1 9.6 0.5 0.0 0.7 0.0
S.D. 21 3.8 0.2 4.1 0.8 0.0 0.6 0.0
80 5 Mean 81 91.2 0 7.7 0.9 0 0.2 0.0
S.D. 24 1.4 0.0 1.2 0.7 6.0 0.3 0.0
300 6 Mean 87 86.3 0.0 12.2 0.9 0.0 .6 0.0
S.D. 30 3.9 0.0 3.5 0.6 0.0 0.5 0.0

No significant difference in any treated groups from control group.
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Table 9-1 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

GOT GPT LDH AlP v —-GTP TP Albumin A/G T.cho TG PL
Sex Dose No. (ASAT) (ALAT)

mg/kg 1U/L 1U/L IU/L Iv/L Iu/L g/dL g/dL mg/dL mg/dL mg/dL
0 [ Mean 63 31 60 606 1.4 4.8 3.3 2.37 79 98 121
S.D. 10 4 10 83 0.1 0.2 0.1 0.26 8 35 11
Male 12 6 Mean 71 32 58 687 1.5 5.0 3.5 2.30 90 92 138
S.D. 12 7 T 107 0.4 0.2 0.1 0.26 13 38 15
60 3] Mean 64 33 64 591 1.6 4.9 3.4 2.25 90 72 133
S.D. 18 3 12 84 0.4 0.2 0.1 0.10 12 14 8
300 5 Mean 57 35 63 525 1.6 5.0 3.4 2.20 93 81 139
S.D. 10 5 13 65 0.5 0.3 0.2 0.15 18 12 16
0 6 Mean 65 27 85 522 1.3 5.0 3.5 2.38 81 76 124
S.D. 11 4 13 85 0.1 0.1 0.1 0.28 17 8 18
Female 12 <) Mean 68 27 56 578 1.2 3.0 3.4 2.22 93 91 141
S.D. 11 3 18 58 0.4 0.2 0.1 0.20 15 32 17
60 6 Mean 78 32 59 561 1.2 5.0 3.5 2.38 90 67 131
S.D. 27 [ 11 127 0.2 0.1 0.1 0.20 5 16 3
300 6 Mean 58 29 54 490 1.5 5.1 3.5 2.23 99 T2 142
S.D. i5 4 10 T1 0.5 0.4 0. 0.32 19 24 20

No significant difference in any treated groups from control group.
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Table 9-2 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

T.bili~ Glucose BUN Crea- Na K Cl Ca P
Sex Dose No. rubin tinine

mg/Kg mg/dL mg/dL mg/dL mg/dL mmol/L mmol/L mmol /L mg/dL mg/dL
0 6 Mean 0.13 104 7 0.50 140 3.7 107 10.5 9.1
S.D. 0.01 13 3 0.05 1 0.3 1 0.1 0.5
Male 12 6 Mean 0.14 99 7 0.46 139 4.0 107 10.7 9.2
S.D. 0.02 18 2 0.04 1 0.3 1 0.2 0.7
60 6 Mean 0.14 97 7 Q.45 139 3.9 107 10.7 9.3
S.D. 0.02 4 2 0.03 1 0.1 1 0.2 0.3
300 5 Mean 0.12 109 5 0.44 138+« 3.9 106 10.6 9.6
S.D. 0.01 7 ¢} 0.02 2 0.3 2 0.4 0.8
(4] 6 Mean 0.14 101 7 0.49 140 3.9 108 10.7 9.3
S.D. 0.02 12 1 0.02 1 0.3 2 0.2 0.3
Female 12 6 Mean 0.14 93 8 0.48 141 3.9 107 10.8 9.1
S.D. 0.02 12 1 0.03 1 0.1 1 0.2 0.5
60 6 Mean 0.14 93 9 0.49 140 4.0 107 10.8 9.2
S.D. 0.02 9 1 0.03 1 0.4 2 0.1 0.5
300 6 Mean 0.13 94 9 0.46 140 3.9 107 10.8 9.0
S.D. 0.03 13 2 0.02 1 0.2 1 0.4 0.4

Significanty different from control group (#:p<0.05)
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Table 9-3 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

GOT GPT LDH AlP ¥ —GTP TP Albumin A/G T.cho TG PL
Sex Dose No. (ASAT) (ALAT)
mg/kg 1U/L 1U/L 1U/L I0/L IU/L g/dlL g/dL mg/dL ng/drl. mg/dl.
0 6 Mean 59 36 49 196 1.0 6.7 3.9 1.39 75 86 110
S.D. 6 3 16 45 0.3 0.2 0.1 Q.13 9 44 13
Male 12 6 Mean 62 35 49 243 1.0 8.7 3.9 1.42 68 73 104
S.D. 6 7 17 80 0.4 0.2 0.1 0.07 13 18 13
60 [§] Mean 52 34 45 196 1.0 6.7 3.9 1.35 82 76 118
S.D. 4 3 11 35 0.3 0.3 0.1 0.08 32 34 36
300 6 Mean 56 34 30 171 1.0 6.7 3.9 1.40 80 81 118
S.D. 5 3 28 17 0.7 0.2 0.1 0.11 9 52 17
o] 6 Mean 52 30 28 137 1.3 6.9 4.1 1.46 77 32 118
S.D. 6 5 5 28 0. 0.2 0.2 Q.12 23 7 26
Female 12 6 Mean 52 31 31 138 1.1 6.7 4.0 1.49 78 34 123
S.D. 5 7 10 26 0.6 0.3 0.2 0.11 13 9 11
60 5 Mean 54 34 27 164 1.5 6.7 4.0 1.51 81 34 128
S.D. 8 13 4 29 0.2 0.3 0.1 0.14 10 2 7
300 [§} Mean 72 35 27 142 1.3 6.9 4.1 1.50 82 35 131
S.D. 22 4 3 35 0.8 0.3 0.2 0.14 14 11 18

No significant difference in any treated groups from control group.
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Table 9-4 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a rccovery period for 9 weeks

T.bili- Glucose BUN Crea- Na K Cl Ca P
Sex Dose No. rubin tinine

mg/kg mg/dL mg/dL mg/dL ng/dL mmol. /L mmol/L mmol /L mg/dL mg/dL
0 6 Mean 0.07 150 15 0.63 142 3.4 107 10.0 6.3
S.D. 0.01 11 2 0.03 1 0.2 1 0.2 0.4
Male 12 6 Mean 0.07 142 15 0.63 142 3.6+ 107 10.1 6.9
S.D. 0.01 6 2 0.03 1 0.1 1 0.3 0.9
60 6 Mean 0.07 146 15 0.60 142 3.5 107 10.1 6.7
S.D. 0.00 9 1 0.03 2 0. 1 0.2 0.5
300 6 Mean 0.08 148 15 0.64 141 3.5 106 10.1 6.7
S.D. 0.02 12 1 0.05 1 0.1 1 0.2 0.8

0 6 Mean 0.07 130 19 0.62 141 3.6 110 9.8 6.
S.D. 0.01 13 2 0.04 1 0.4 1 0.2 0.2
Female 12 6 Mean 0.06 132 17 0.57 140 3.6 109 10.0 6.8
S.D. 0.00 11 2 0.04 1 0.2 1 0.2 0.3
60 5 Mean 0.07 125 18 0.61 140 3.7 110 9.7 6.5
5.D. 0.02 9 1 0.07 1 0.2 1 0.1 0.4
300 6 Mean 0.07 138 18 0.64 140 3.5 110 9.9 6.6
S.D. 0.01 15 2 0.07 1 0.3 0 0.2 0.4

Significanty different from control group (=:p<0.05)
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Table 10-1 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days
Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver
Dose {R+L)
ng/kg g g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g BW)
0 No. [ 6 6 § [§ 6 6 6
Mean 59.0 1.55 2.4 6.9 242 0.31 .46 1.75
S.P. 3.8 0.03 0.4 1.3 33 0.04 0.02 Q.11
Absolute 12 No. 6 6 6 6 6 6 6 6
Mean 58.5 1.5¢ 2.6 6.7 255 0.31 0.45 1.79
S.D. 3.0 .06 1.1 1.4 39 4.02 0.04 0.10
80 No. 6 6 6 6 6 6 6 6
Mean 58.0 1.59 2.1 6.2 240 0.30 0.44 1.91
S.D. 3.3 0.07 0.3 1.9 15 0.04 0.02 0.12
300 No. 5 5 5 5 5 5 5 5
Mean 57.6 1.50 2.2 5.9 213 0.31 0.44 2.20%»
S.D. 3.0 0.03 0.4 0.7 39 0.03 0.02 0.186
Q No. 8 6 6 6 6 6 6
Mean 2.64 4.0 11.7 412 0.583 0.78 2.97
S.D. 0.18 Q.9 2.7 68 0.08 0.04 0.07
Relative 12 No. 6 6 [§ 6 6 ] 6
Mean 2.72 4.3 11.4 434 (.54 0.78 3.05
S.D. 0.13 1.6 2.2 49 0.03 .05 0.07
60 No. 6 [} 6 6 [ 6 6
Mean 2.75 3.7 10.8 414 0.52 Q.76 3.29%»
S.D. c.1 0.5 3.8 23 0.04 0.03 0.08
300 - No. 5 5 5 5 5 5 5
Mean 2.61 3.9 10.3 370 0.54 0.76 3.83%#
5.D. 0.16 0.9 1.4 70 0.07 0.05 0.21

Significantly different from control group (##:p<0.01)
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Table 10-2 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days
Spleen Kidney Adrenal Testis Epididymis
Dose (R+L) (R+L) (R+L) {R+L)
mg/kg g(g/100g BW) g(g/100g BW) mg(ng/100g BR) g{g/100g BY) mg(mg/100g BW)
0 No (] [¢] 6 6 6
Mean 0.25 0.62 17 0.32 45
S.D. 0.04 0.06 2 0.04 8
Absolute 12 No. 6 6 6 8 6
Mean 0.26 0.60 17 0.31 44
S.D. 0.04 0.05 2 0.03 2
60 No. 6 6 6 6 6
Mean 0.24 0.64 18 0.31 45
S.D. 0.04 0.04 3 0.02 5
300 No. 5 5 b 5 5
Mean 0.22 0.64 20 0.30 44
S.D. 0.02 0.04 2 0.04 3
0 No. 6 6 6 6 6
Mean 0.43 1.04 30 0.53 76
S.D. 0.04 0.08 4 0.04 12
Relative 12 No. 6 6 B 6 6
Mean 0.45 1.03 29 0.52 75
S.D. 0.08 0.06 2 0.04 5
60 No. 6 6 6 6 6
Mean 0.42 1.11 32 0.53 78
S.D. 0.05 0.07 5 0.06 9
300 No. 5 3 5 5 5
Mean 0.38 1.11 34 0.52 7
S.D. 0.04 0.09 5 0.07 ]

No significant difference in any treated groups from control group.
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Table 10-3 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver
Dose (R+L)
ng/kg g  g(g/100g B¥) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BW)
4] No. 6 6 6 6 6 [ 6 6
Mean 35.3 1.46 2.8 6.7 236 0.30 0.42 1.68
S.D. 2.8 0.05 0.7 1.1 17 0.01 0.03 0.08
Absolute 12 No. [§ 6 6 5} 6 6 6 6
Mean 55.7 1.47 2.5 6.7 223 0.29 0.43 1.72
S.D. 5.1 0.05 0.4 0.6 43 0.02 0.03 0.15
60 No. 6 6 6 6 6 8 5 6
Mean 55.5 1.47 2.3 6.4 234 0.30 0.42 1.81
5.D. 3.4 0.07 0.6 0.9 31 0.03 .04 0.12
300 No. 6 6 6 é 8 6 6 8
Mean 52.5 1.43 2.2 6.6 205 0.29 0.46 2.05%%
S.D. 4.7 Q.10 0.3 1.4 21 0.02 0.12 0.17
0 No. 8 6 6 6 [ 8 6
Mean 2.65 5.1 12.1 429 0.54 0.75 3.04
S.D. 0.10 1.2 2.1 45 0.02 0.03 0.05
Relative 12 No. 6 6 5 6 6 6 [
Mean 2.65 4.6 12.1 401 0.52 0.78 3.08
S.D. 0.24 1.0 1.3 68 0.05 0.04 0.13
60 No. 8 6 6 6 6 6 6
Mean 2.65 4.1 11.5 422 0.54 0.76 3.27=
S.D. 0.17 0.9 1.1 52 0.086 0.05 0.12
300 No. 6 6 6 6 [ 6 [
Mean 2.73 4.3 12.7 391 0.56 0.89 3.91%s
S.D. 0.14 0.9 2.4 34 0.08 0.33 0.18

Significantly different from control group (#:p<0.05, #*»:p<0.01)
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Table 10-4 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
ng/kg g(g/100g BW) g(g/100g BY) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
0 No. [ [§] 6 [ 6
Mean 0.24 0.60 18 15.7 38
S.D. 0.03 0.04 3 3.6 6
Absolute 12 No. 6 (5] 6 8 6
Mean 0.22 0.62 17 17.2 34
S.D. 0.05 0.07 3 4.6 3
60 No. 6 8 6 6 6
Mean 0.21 0.62 18 13.9 39
S.D. 0.03 0.086 2 2.9 6
300 No. 6 6 6 [} 6
Mean Q.21 0.62 15 17.2 39
S.D. 0.03 0.05 1 2.4 4
4] No. 6 6 6 6 6
Mean 0.44 1.08 32 28.4 68
S.D. 0.07 0.05 4 6.7 8
Relative 12 No. 8 6 6 6 6
Mean 0.39 1.11 30 30.8 61
S.D. 0.06 0.07 5 8.0 4
60 No. 6 6 6 6 6
Mean 0.38 1.11 32 25.4 70
S.D. 0.06 0.06 4 6.6 11
300 No. 8 6 6 6 6
Mean 0.41 1.19+ 28 32.8 74
S.0. 0.08 0.07 2 4.4 6

Significantly different from control group (#:p<0.05)
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Table 10-5 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver

Dose (R+L)
mg/kg g g(g/100g BY) mg(mg/100g BW) mg(mg/100g BW) - mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW)
0 No. 6 6 6 6 6 § 6 8
Mean 490.7 2.09 12.8 20.8 493 1.48 1.55 14.16
S.D. 35.3 0.08 1.2 2.8 100 0.12 0.25 1.46
Absolute 12 No. 8 6 6 6 6 6 [§
Mean 489.0 2.06 12.7 24.1 486 1.56 1.48 15.12
S.D. 50.7 0.10 1.8 4.2 77 0.18 0.18 2.08
80 No. 6 6 6 6 5 6 6 5
Mean 493.7 2.09 13.2 24.7 461 1.55 1.55 15.52
S.D. 35.7 0.06 1.7 2.8 67 0.10 o7 2.74
300 No. 6 [§ 8 6 6 6 6 6
Mean 523.2 2.07 13.2 20.8 561 1.48 1.5¢ 15.24
S.D. 43.3 0.07 1.5 3.4 75 0.11 0.15 1.43
0 No. 6 5 6 [} 6 6 6
Mean 0.43 2.6 4.3 100 0.30 0.32 2.89
5.D. 0.02 0.3 0.5 15 0.02 0.03 0.15
Relative 12 No. 6 §] 6 6 6 6 6
Mean 0.42 2.6 5.0 100 0.32 0.30 3.089
S.D. 0.03 0.3 1.0 16 0.01 0.02 0.18
60 No. [ 6 [ 6 6 6 6
Mean 0.43 2.7 5.1 93 0.31 0.32 3.13
$.D. 0.03 0.4 0.7 13 0.01 0.02 0.34
300 No. 6 6 8 6 6 6 6
Mean 0.40 2.5 4.0 108 0.28 0.29 2.92
S.D. 0.04 0.3 0.6 16 0.01 0.01 0.19

No significant difference in any treated groups from control group.



B-4478

Table 10-6 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Spleen Kidney Adrenal Testis Epididymis

Dose (R+L) {R+1) (R+L) (R+1.)
ng/kg g{g/100g BW) g(g/100g BV) mg(mg/100g BW) g(g/100g BW) mg(mg/100g BW)
[ No. 6 6 6 6 6
Mean 0.79 3.39 80 3.19 1058

S.D. 0.06 0.18 10 0.14 84

Absolute 12 No. 6 6 6 6 6
Mean 0.80 3.50 71 3.52 1105

S.D. ¢.14 0.33 21 0.17 40

60 No. 6 [ 6 6 6
Mean .83 3.68 71 3.41 1071

S.D. 0.14 0.41 9 0.19 26

300 No. 6 [ 6 6 6
Mean 0.84 3.42 85 3.39 1091

S.D. 0.08 0.28 10 0.34 67

0 No. 6 [} 6 6 [
Mean 0.16 0.692 17 0.65 216

S.D. 0.01 0.04 2 0.04 18

Relative 12 No. (] [ 6 6 6
Mean 0.17 0.72 15 0.73 228

S.D. 0.03 0.04 4 0.09 23

60 No. 6 8 6 6 6
Mean 0.17 Q.74 15 0.69 218

S.D. 0.03 0.04 2 0.04 14

300 No. 6 6 6 6 6
Mean 0.16 0.66 17 0.85 209

S.D. 0.01 0.04 2 0.05 14

No significant difference in any treated groups from control group.
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Table 10-7 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Body weight Brain Pituitary Thyraid Thymus fleart Lung Liver

Dose {R+L)
ng/kg g g{g/100g B¥) mg(mg/100g BY) mg(mg/100g B¥) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BY)
0 No. ] 6 6 6 6 6 6 5
Mean 269.2 1.92 14.8 16.2 463 0.91 1.14 7.33
S.D. 11.9 0.09 2.0 1.6 85 0.07 0.05 0.70
Absolute 12 No. [§] 6 6 6 6 [ 6 6
Mean 276.2 1.95 15.5 16.6 440 ¢.95 1.16 T7.61
S.D. 21.8 0.07 3.0 3.7 124 0.08 0.08 0.70
60 No. 5 5 5 8 5 5 5 5
Mean 286.8 1.96 18.2 17.8 521 0.99 1.22 7.82
S.D. 8.9 0.14 4.3 2.8 98 0.08 0.07 0.81
300 No. [ [} 6 6 [ 6 6 8
Mean 278.0 1.90 14.7 21.4» 349 0.98 1.15 7.79
S.0. 26.4 0.09 1.8 3.8 53 0.08 0.14 0.85
0 No. 6 6 6 6 6 6 6
Mean 0.71 5.5 6.1 172 0.34 0.42 2.80
S.D. 0.04 0.6 0.8 26 0.02 0.02 0.16
Relative 12 No. 6 6 6 6 6 6 6
Mean 0.71 5.7 6.1 159 0.34 0.42 2.76
S.D. 0.07 1.4 1.5 43 0.02 0.04 0.25
60 No. 5 5 5 5 5 5 5
Mean 0.68 5.7 6.2 182 0.35 0.43 2.72
S.D. 0.04 1.4 0.9 35 0.02 0.02 0.24
300 No. 6 [ 6 6 6 6 6
Mean 0.69 5.4 7.7+ 126 0.35 0.41 2.80
S5.D. 0.05 1.0 1.0 16 0.02 0.02 0.13

Significantly different from control group (#:p<0.05)
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Table 10-8 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Spleen Kidney Adrenal Qvary Lterus

Dose (R+L) {R+L) {R+L)
ng/kg glg/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
0 No. 6 6 6 6 €
Mean 0.58 1.95 85 89.7 517
S.D. 0.07 0.17 9 11.8 130
Absolute 12 No. 6 6 6 [ 6
Mean 0.55 2.05 74 78.5 504
S.D. 0.06 Q.15 12 13.0 101
60 No. 5 5 5 5 5
Mean 0.65 2.01 76 99.9 455
5.D. 0.07 0.22 13 11.8 77
300 No. [ [ 6 6 6
Mecan 0.57 1.96 71 80.6 518
S.D. 0.09 0.19 8 13.9 54
0 No. 6 [} 6 6 6
Mean 0.22 0.72 32 33.4 192
S.D. 0.02 0.05 4 4.9 46
Relative 12 No. 6 6 6 6 6
Mean 0.20 0.75 27 28.7 184
S.D. 0.02 0.08 5 8.0 43
60 No. 5 5 5 5 5
Mean 0.22 0.70 27 34.8 159
5.D. 0.02 0.07 4 3.6 24
300 No. 6 [ 6 6 6
Mean 0.20 0.71 26 28.9 188
S.D. 0.03 0.05 3 3.2 28

No significant difference in any treated groups from control group.
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Table 11-1 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
Sex Organs Dose (mg/kg) 0 12 60 300
Findings
Male No. of animals 6 6 G 5
Kidney
Cyst (unilateral) 0 0 1 0
Small intestine
Diverticulum, jejunum 0 1 0 0
Female No. of animals 6 6 6 6

External appearance

Focus, dark red, eyeball (unilateral) 1 0 0 0

Opacity, eyeball (bilateral) 0 0 0 1
Thoracic cavity

Abscess 0 0 0 1
tung

Adhesion 0 Q Q 1




Table 11-2 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for © weeks (survivors)

B-4478

Sex Organs Dose (mg/kg) 0 12 80 300
Findings
Male No. of animals [¢] 6 6 6
Lung
Focus, dark red 1 0 1 0
Adhesion, thoracic wall, focal 1 0 0 0
Kidney
Dilatation, pelvis (uni- or bilateral) 0 2 1 0
Stomach
Focus, dark red, glandular stomach 0 0 1 0
Female No. of animals 6 6 5 6
Stomach
Focus, dark red, glandular stomach [0} o] 1 1
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Table 12-1 Histopathological findings of new born female rats administered orally with Trityl chloride for 18 days (Survivors)
Organs Dose (mg/kg) 0 12 60 300

No. of animals 6 6 8 6
-findings Grade 0 1 2 3 P Obs TE 0 1 2 3 P Obs TE 0 1 2 3 P Obs TE 0 1 2 3 P Obhs TE
Liver
-hypertrophy, hepatocyte, centrilobular [ 6 6 6 6 8 2 4 4« 6
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
0Obs : Observed number

TE : Total Examined

Significantly different from control group (#*:p<0.05)
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Table 12-2 Histopathological findings of new born female rats administered orally with Trityl chloride for 18 days (Survivors)
Organs Dose (mg/kg) 0 300

No. of animals [ 6
-findings Grade 0 1 2 3 P O0Obs TE 0 1 2 3 P Obs TE
Heart
-epicarditis 6 6 5 1 1 6
Lung (Bronchus)
-pleuritis 6 6 5 1 1 6
Kidncy
-dilatation, renal pelvis 5 1 1 6 6 6
Urinary bladder
-cystitis 5 1 1 |3 6 6
Eye
-hemorrhage, vitreous body 5 1 1 [ 6 6
0 : No remarkable changes 1 : Slight 2 ¢ Mild 3 : Moderate

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

No significant diffecrence bctween treated group and contrel group.
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Table 12-3 Histopathological findings in gross lecsion of new born rats administered orally with Trityl chloride for 18 days
Dose Anlmal
Sex mg/kg number Organs Gross pathological findings Histopathological findings
Male 12 2008 Jejunum -Diverticulun -Diverticulum (P)
60 3003 Kidney -Cyst (unitateral) -Cyst (+-)

+- : Slight

P : Present
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Table 12-4 Histopathological findings in gross lesion of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks
Dose Animal
Sex mg/keg number Organs Gross pathological findings llistopathological findings
Male 0 1010 Lung {Bronchus) -Focus, dark red -Hemorrhage, focal (+)
-Adhesion, thoracic wall, focal -Pleuritis (+)
i2 2010 Kidney -Dilatation, pelvis (bilateral) -Dilatation, renal pelvis (+)
2012 Kidney ~Dilatation, pelvis (unilateral) -Dilatation, renal pelvis (+)
-Basophilic tubule (+-)
60 3007 Stomach ~-Focus, dark red, glandular stomach -Frosion, glandular stomach (+)
3008 Kidney -Dilatation, pelvis (unilateral) -Dilatation, renal pelvis (+)
3011 Lung (Bronchus) -Focus, dark red -Hemorrhage, focal (+-)
Female 60 3109 Stomach -Focus, dark red, glandular stomach -Eosion, glandular stomach (+)
300 4112 Stomach -Focus, dark red, glandular stomach -Erosion, glandular stomach (+)
+- 1 Slight + Mild
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Appendix 1 Clinical signs of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : O

Day of administration

Sex Animal

number la) 2 3 4 10 11 12 13 14 15 16 17 18

w
o
-
oo
«©

1001 - - - - - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - - - - - -
Male 1006 - - - - - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - - - - - -

1101 - - - - - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - - - - - -
Female 1106 - - - - - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - - - - - -
1 - - - - - - - - - - - - - - - - - -
1112 - - - - - - - - - - - - - - - - - -

- : No abnormality
a): Starting age was 4 day after hirth.
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Appendix 2 Clinical signs of new born rats administered orally with Trityl chloride for 18 days

Dosc (mg/kg) : 12

Day of administration

Sex Animal
number 1a) 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

2001 - - - - - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - - - - - -
2603 - - - - - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - - - - - -
Male 2006 - - - - - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - - - - - -
2011 - - - - - - - - - - - - - - - - - -
2012 - - - - - - - - - - - - - - - - - -

2101 - - - - - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - - - - - -
Female 2106 - - - - - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - - - - - -
2111 - - - - - - - - - - - - - - - - - -
2112 - - - - - - - - - - - - - - - - - -

- : No abnormality
a): Starting age was 4 day after birth.
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Appendix 3 Clinical signs of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 60

Day of administration

Sex Animal
number la) 2 3 4 5 6 7 8 g 10 11 12 13 14 15 18 17 18

3001 - - - - - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - - - - - -
Male 3006 - - - - - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - - - - - -
3011 - - - - - - - - - - - - - - - - - -
3012 - - - - - - - - - - - - - - - - - -

3101 - - - - - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - - - - - -
3103 - - - - - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - - - - - -
Female 3106 - - - - - - - - - - - - - - - - -
3107 - - - - - - - - - - - - - - - - - -
3108 - - - - - - - - - - - - - - - - - -
3109 - - - - - - - - - - - - - - - - - -
3110 - - - - - - - - - - - - - - - - - -
3111 - - - - - - - AB ABC +
3112 - - - - - - - - - - - - - - - - - -

No abnormality

: Oligopnea

: Hypothermia

Decrease, spontaneous movement
Dead

Starting age was 4 day after birth.

S+ O

~
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Appendix 4 Clinical signs of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 300

Day of administration

Sex Animal
number la) 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

4001 - - - - - - - - - - - - - - - - - -
4002 - - - - - - - - - - - - - - - - - -
4003 - - - - - - - - - - - - - - - - - -
4004 - - - - - - - - - - - - - - - - - -
4005 - - - - - - - - - - - - - - - - - -
Male 4006 - - - - - - - +
4007 - - - - - - - - - - - - - - - - - -
4008 - - - - - - - - - - - - - - - - - -
4009 - - - - - - - - - - - - - - - - - -
4010 - - - - - - - - - - - - - - - - - -
4011 - - - - - - - - - - - - - - - - - -
4012 - - - - - - - - - - - - - - - - - -

4101 - - - - - - - - - - - - - - - - - -
4102 - - - - - - - - - - - - - - - - - -
4103 - - - - - - - - - - - - - - - - - -
4104 - - - - - - - - - - - - - - - - - -
4105 - - - - - - - - - - - - - - - - - -
Female 4106 - - - - - - - - - - - - - - - - - -
4107 - - - - - - - - - - - - - - - - - -
4108 - - - - - - - - - - - - - - - - - -
4109 - - - - - - - - - - - - - - - - - -
4110 - - - - - - - - - - - - - - - - - -
4111 - - - - - - - - - - - - - - - - - -
4112 - - - - - - - - - - - - - - - - - -

~ : No abnormality
+ : Dead
a): Starting age was 4 day after birth.
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Appendix 5 Clinical signs of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : O

Week of recovery

Sex Animal
number 1 2 3 4

91
(o2}
3
@©
[ie)

1007 - - - - - - - - -
1008 - - - - - - - - -
Male 1009 - - - - - - - - -
1010 - - - - - - - - -
1011 - - - - - - - - -
1012 - - - - - - - _ -

1107 - - - - - - - - -
1108 - - - - - - - - -
Female 1109 - - ~ - - - - - -
1110 - - - - - - - - -
1111 - - - - - - - - ~
1112 - - - - - ~ - - -

- : No abnormality
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Appendix 8 Clinical signs of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 12

Week of recovery

Sex Animal
number 1 2 3 4 5 6 7 8 9

2007 - - - - - - - - -
2008 - - - - - - - - -
Male 2009 - - - - - - - - -
2010 - - - - - - - - -
2011 - - - - - - - - -
2012 - - - - - - - - -

2107 - - - - - - - - -
2108 - - - - - - - - -
Female 2109 - - - - - - - - -
2110 - - - - - - - - -
2111 - - - - - - - - -
2112 - - - - - - - - -

- : No abnormality
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Appendix 7 Clinical signs of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

Week of recovery

Sex Animal
number 1 2 3 4 5 G 7 8 9

3007 - - - - - D D - -
3008 - - - - - - - - -
Male 3009 - - - - - - - - -
3010 - - - - - - - - -
3011 - - - - - - - - -
3012 - - - - - - - _ -

3107 - - - - - - - - -

3108 - - - - - - - - -
Female 3109 - - - - - - - - -

3110 - - - - - - - - -

3111

3112 - - -~ - - - - - -

- : No abnormality
D : Fracture, incisors
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Appendix 8 Clinical signs of new born rats administered orally with Trityl chleride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

Week of recovery

Sex Animal
number 1 2 3 4 5 6 T 8 9

4007 - - - - - - - - -
4008 - - - - - - - - -
Male 4009 - - - - - - - - _
4010 - - - - - - - - -
4011 - - - - - - - - -
4012 - - - - - - - - -

4107 - - - - - - - - -
4108 - - - - - - - - -
Female 4109 - - - - - - - - -
4110 - - - - - - _ - -
4111 - - - - - - - - -
4112 - - - - - - - - -

- : No abnormality
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Appendix 9 Body weight of new born rats administered orally with Trityl chloride for 18 days
Dose (mg/kg) : O
Day of administration

Sex Animal Gain
number la) 4 8 11 14 18 1-18
1001 12.9 20.4 32.9 43.6 50.4 64.4 51.5
1002 13.1 20.9 31.9 39.6 47.1 61.8 48 .7
1003 12.6 19.2 29.8 37.9 46.8 59.4 46.8
1004 12.6 20.3 34.1 43.4 51.6 65.5 52.9
1005 12.9 20.1 32.5 40.8 47.1 59.3 46.4

Male 1006 12.6 19.0 28.8 34.8 41.1 54.1 41.5
1007 12.2 20.1 31.4 40.9 51.1 62.0 49.8
1008 12.4 19.3 31.1 40.1 47.4 61.3 48.9
1009 12.6 19.2 29.0 37.7 44 .4 56.2 43.6
1010 13.0 20.7 29.1 34.6 45.4 59.8 46.8
1011 12.2 19.2 31.1 41.3 49.7 63.2 51.7
1012 12.8 19.5 30.5 39.4 44 .8 59.8 46.8
Mean 12.7 19.8 31.0 39.5 47.2 60.6 48.0
S.D. 0.3 0.7 1.7 2.9 3.1 3.3 3.3
1101 11.2 18.3 30.4 40.5 48.3 63.2 52.0
1102 11.4 17.8 28.8 36.6 41.9 55.1 43.7
1103 12.0 17.8 27.6 35.1 42.9 57.8 45.3
1104 11.9 19.3 30.2 37.4 46.3 58.9 47.0
1105 11.3 17.6 29.1 38.1 44.0 55.9 44.6

Female 1106 12.6 19.3 30.4 38.8 45.2 59.3 46.7
1107 11.7 18.2 29.8 38.5 46.0 59.5 47 .8
1108 11.9 18.8 28.8 37.2 43.1 5G.8 44.9
1108 11.6 18.1 29.8 39.8 46.0 60.3 48.7
1110 11.7 18.9 30.4 40.4 46.7 60.3 48.6
1111 12.2 18.9 30.9 41.3 49.3 62.4 50.2
1112 12.1 18.2 29.38 37.5 43.1 58.0 45.9
Mean 11.8 18.4 29.6 38.4 45.2 58.9 47.1
S.D. 0.4 0.6 0.9 1.8 2.3 2.5 2.5

Unit : g

a) Starting age was 4 day after birth.
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Body weight of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg)

12

B-4478

Day of administration

Sex Animal Gain
number la) 4 8 11 14 18 1-18
2001 12.3 20.1 31.7 41.7 48.9 64.2 51.9
2002 13.1 20.9 32.7 40.4 46.8 59.1 46 .0
2003 12.9 18.9 28.2 36.1 42.8 57.2 44.3
2004 12.8 20.4 32.1 42.5 49.3 65.9 53.1
2005 12.7 20.4 31.5 41.0 48.1 G61.4 48.7

Male 2006 13.9 20.9 32.0 39.5 46.1 61.6 47.7
2007 12.5 19.2 29.2 37.9 46 .6 61.1 48.6
2008 13.3 20.9 32.3 41.7 50.2 34.5 51.2
2009 12.8 20.7 31.9 40.8 47.0 60.3 47.5
2010 12.7 20.1 31.6 43.2 49.3 65.7 53.0
2011 13.5 21.0 34.8 45.8 55.2 69.4 55.9
2012 13.3 19.8 29.6 39.0 43.7 57.5 44 .2
Mean 13.0 20.3 31.5 40.8 47.8 62.3 49.3
S.D. 0.5 0.7 1.7 2.5 3.2 3.7 3.7
2101 12.2 19.6 31.5 42.0 48.7 65.1 52.9
2102 12.0 18.7 30.5 37.1 43.1 58.7 46.7
2103 12.2 18.2 28.7 37.2 43.7 56.1 43.9
2104 11.5 18.8 31.3 39.0 46.5 61.7 50.2
2105 10.7 15.7 24.7 33.3 39.0 50.8 40.1

Female 2106 11.9 18.7 30.5 38.8 47.0 61.7 49.8
2107 12.2 19.1 31.0 39.6 48.6 62.9 50.7
2108 12.0 19.3 29.6 38.6 44 .1 58.3 46.3
2109 12.3 19.6 31.0 39.8 45.8 59.3 47.0
2110 12.0 19.2 30.9 41.3 49.9 65.1 53.1
2111 11.8 18.5 30.1 39.0 46.2 62.5 50.7
2112 11.4 17.38 28.3 37.9 43.0 57.9 46.5
Mean 11.9 18.6 29.8 38.6 45.5 60.0 48.2
S.D. 0.5 1.1 1.9 2.2 3.1 4.1 3.8

Unit : g

a) Starting age was 4 day after birth.
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Appendix 11 Body weight of new born rats administered orally with Trityl chloride for 18 days
Dose (mg/kg) : 60
Day of administration

Sex Animal Gain
number 1a) 4 8 11 14 18 1-18
3001 13.1 21.5 33.1 42 .4 51.0 65.7 52.6
3002 12.5 18.7 30.6 38.3 44 .3 57.9 45.4
3003 13.0 18.9 29.5 38.2 45.5 57.5 44 .5
3004 12.4 20.7 33.6 40.4 48.1 64.4 52.0
3005 12.4 19.8 30.8 39.9 46.4 59.4 47.0

Male 3006 12.5 19.8 30.9 38.8 44 .6 59.2 46.7
3007 13.3 20.5 32.8 42.5 50.9 63.9 50.6
3008 13.4 21.3 33.8 44.1 52.0 66.3 52.9
3009 13.0 20.7 32.5 40.6 46.9 60.9 47.9
3010 13.4 21.8 32.6 42.2 50.9 65.4 52.0
3011 12.8 20.4 32.2 41.2 49.2 G66.1 53.3
3012 12.8 19.3 30.1 39.6 44 .8 58.2 45.4
Mean 12.9 20.3 31.9 40.7 47.9 62.1 49.2
S.D. 0.4 1.0 1.4 1.9 2.8 3.5 3.4
3101 11.7 18.0 29.4 38.6 46.3 59.3 47.6
3102 11.0 17.3 27.3 33.7 39.9 53.4 42.4
3103 11.8 17.9 27.0 36.9 44.2 54.5 42.7
3104 11.7 19.2 30.9 38.3 46.2 61.3 49.6
3105 11.7 19.0 32.0 40.6 47.7 63.3 31.86

Female 3106 11.3 17.8 28.6 35.8 42.6 56.0 44.7
3107 11.9 18.2 27.4 36.9 44 .4 56.9 45.0
3108 11.8 18.6 25.1 28.8 36.9 51.5 39.7
3109 11.8 18.3 29.8 37.7 43.9 57.8 46.2
3110 12.3 18.7 30.8 38.9 47.8 63.8 51.5
3111 11.8 17.86 23.0 D
3112 12.0 17.3 28.3 36.1 41.8 53.0 41.0
Mean 11.7 18.2 28.3 36.6 43.8 57.3 45.6
S.D. 0.3 0.8 2.5 3.2 3.3 4,2 4.1

Unit : g

a) Starting age was 4 day after birth.

D : Dead
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Body weight of new born rats administered orally with Trityl chloride for 18 davs

Dose (mg/kg) : 300

B-4478

Day of administration

Sex Animal Gain
number la) 4 8 11 14 18 1-18
4001 13.5 20.7 32.8 42.6 50.5 65.3 51.8
4002 12.9 19.2 30.2 37.2 43.1 59.2 46.3
4003 13.3 18.9 29.4 36.9 43.5 60.3 47.0
4004 11.9 18.3 29.4 37.6 45.4 60.1 48.2
4005 12.1 18.6 31.1 39.9 46.2 57.4 45.3

Male 4006 12.9 19.2 b
4007 13.0 18.7 29.9 39.0 47.5 60.4 47 .4
4008 13.3 20.1 31.7 41.0 49.0 65.2 51.9
4009 12.2 18.3 28.9 37.3 44.4 58.1 45.9
4010 12.8 19.4 32.5 41.3 50.7 63.4 50.6
4011 13.2 20.2 32.1 41.2 47.9 63.4 50.2
4012 12.4 17.5 28.2 35.8 42.8 55.8 43.4
Mean 12.8 19.1 30.6 39.1 46.5 60.8 48.0
S.D. 0.5 0.9 1.6 2.2 2.9 3.2 2.8
4101 12.2 18.7 25.1 25.6 32.8 46.3 34.1
4102 11.7 17.9 27.7 32.9 38.3 52.3 40.6
4103 12.6 17.8 27.0 35.8 42.5 55.3 42.7
4104 12.3 19.9 32.1 40.4 48.7 61.8 49.5
4105 12.1 18.2 28.5 36.7 43.0 55.8 43.7

Female 4106 12.1 18.1 27.3 34.6 39.9 55.7 43.6
4107 12.9 20.0 30.0 36.9 43.9 57.4 44 .5
4108 11.7 16.5 27.0 34.3 39.4 51.7 40.0
4109 11.6 17.8 27.9 36.5 43.2 57.4 45,8
4110 11.4 17.9 30.8 41.5 47.7 63.3 51.9
4111 11.6 18.6 - 30.5 40.3 47.8 61.2 49.6
4112 11.3 16.5 25.4 32.2 39.0 52.1 40.8
Mean 12.0 18.2 28.3 35.6 42,2 55.9 43.9
S.D. 0.6 1.1 2.2 4.3 4.8 4.9 4.9

Unit g

a) Starting age was 4 day after birth.

D : Dead
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Appendix 13 Body weight of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : O

Day of recovery

Sex Animal Gain
mimber 1 7 14 21 28 35 42 49 56 63 1-63
1007 65.7 103.9 168.5 238.7 299.2 356.3 410.1 451.0 488.2 512.3 446.8
1008 65.5 107.9 183.6 260.3 318.4 382.2 433.1 471.3 507.4 529.4 463.9
Male 1009 60.4 98.7 156.7 222.2 286.5 342.2 390.9 425.6 452.4 477.0 416.6
1010 60.1 99.8 170.3 249.9 327.0 391.1 453.1 504.8 544.7 592.3 532.2
1011 69.0 110.4 181.5 254.5 330.6 393.2 452.8 494.6 532.0 555.3 486.3
1012 62.7 105.6 175.2 243.0 310.7 373.9 427.3 463.8 487.7 516.0 453.3
Mean 63.9 104.4 172.6 244 .8 312.1 373.2 427.9 468.5 502.1 530.4 466.3
S.D. 3.5 4.6 g.8 13.5 16.9 20.2 24 .4 28.9 338.5 39.6 39.4
1107 61.7 95.5 145.4 171.6 197.0 218.1 244 .1 249.3 276.86 287.9 226.2
1108 60.0 101.7 157.0 198.1 223.8 246.6 257.8 282.9 286.2 309.0 249.0
Female 1109 61.6 97.4 145.8 187.8 211.4 237.1 249.9 272.2 282.5 292.7 231.1
1110 58.4 99.3 153.2 193.3 219.4 244.2 266.7 280.6 291.1 298.3 239.9
1111 64.2 100.3 144 .4 176.5 196.6 222.5 237.8 244.0 262.6 276.3 212.1
1112 62.4 96.1 149.7 189.8 222.4 242.8 264.0 276.9 293.5 297.0 234.86
Mean 61.4 98.4 149.3 186.2 211.7 235.2 253.4 267.7 282.1 293.5 232.2
S.D. 2.0 2.4 5.0 10.1 12.3 12.1 11.4 16.7 11.3 11.0 12.8

Unit : g
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Appendix 14 Body weight of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 12

Day of recovery

Sex Animal Gain
number 1 7 14 21 28 35 42 49 56 63 1-63
2007 61.3 97.0 154.9 204.9 253.6 295.6 329.9 361.9 397.8 423.7 362.4
2008 67.4 115.5 190.1 265.0 333.5 394.6 443.5 493.7 534.5 559.9 492.5
Male 2009 64.7 105.7 171.0 243.8 312.7 373.1 424.3 464.9 505.6 538.4 473.7
2010 68.4 107.9 178.3 248.4 318.2 382.3 439.0 475.9 522.9 557.0 488.6
2011 69.8 116.0 198.8 277.2 345.6 405.5 452.3 485.3 516.5 543.5 473.7
2012 63.4 113.9 194.8 280.2 353.8 420.6 476.7 515.9 549.9 573.7 510.3
Mean 65.8 109.3 181.3 253.3 319.6 378.6 427.6 466.3 204.5 532.7 466.9
S.D. 3.2 7.4 16.6 27.9 35.9 44 .0 50.9 54.0 54.5 54.8 53.0
2107 65.8 97.6 145.1 186.7 211.3 231.7 251.9 263.2 274.0 284.7 218.9
2108 60.3 94.1 146.2 194.1 218.4 246.8 267.8 284.6 295.3 296.9 236.6
Female 2109 63.0 106.2 164.7 212.6 248.5 279.1 293.5 320.7 338.7 342.3 279.3
2110 68.2 101.2 151.6 182.2 204.8 218.7 245.9 262.4 267.6 282.1 213.9
2111 66.3 97.0 142.8 184.7 215.1 240.4 262.2 280.1 295.6 303.3 237.0
2112 59.0 93.3 142.5 184.4 210.8 233.0 252.6 271.0 287.3 293.2 234.2
Mean 63.8 98.2 148.8 190.8 218.2 241.6 262.3 280.3 293.1 300.4 236.7
S.D. 3.6 4.8 8.4 11.4 15.6 20.6 17.2 21.7 25.1 22.0 23.1

Unit : g
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Appendix 15 Body weight of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

Day of recovery

Sex Animal Gain
number 1 T 14 21 28 35 42 49 56 63 1-63
3007 69.3 118.8 193.8 274.6 332.9 390.7 416.7 452.1 491.0 520.0 450.7
3008 69.6 115.1 192.3 273.5 347.8 409.1 471.9 500.9 551.6 574.2 504.6
Male 3009 63.7 106.7 172.3 246.9 320.5 392.4 454,17 496.6 534.1 568.8 505.1
3010 68.3 103.3 165.9 229.4 286.7 346.1 391.2 425.0 458.7 476.3 408.0
3011 69.9 115.9 189.5 259.6 319.2 375.5 418.0 454.0 476.0 496.7 426.8
3012 62.9 106.8 178.2 252.8 323.9 380.8 437.8 483.5 518.4 549.3 486.4
Mean 67.3 111.1 182.0 256.1 321.8 382.4 431.7 468.7 505.0 530.9 463.6
. 8.D. 3.1 6.3 11.6 17.1 20.2 21.2 29.1 29.8 35.7 39.8 41.3
3107 59.2 94.3 142.86 173.4 204.7 224 .2 233.2 268.0 285.0 293.9 234.7
3108 55.0 89.8 141.2 183.8 214.2 239.4 255.2 283.7 300.0 303.3 248.3
Female 3109 60.2 101.5 154.8 195.9 223.8 261.4 281.7 288.7 309.9 317.8 257.6
3110 87.7 104.8 158.2 199.7 214.0 242 .5 257.6 285.5 306.0 322.9 255.2
3111D
3112 56.8 96.9 145.0 186.0 211.6 239.9 269.8 287.9 305.6 312.5 255.7
Mean 59.8 97.5 148.4 187.8 213.7 241.5 259.5 282.8 301.3 310.1 250.3
S.D. 4.9 5.9 7.6 10.4 6.9 13.3 18.1 8.5 9.8 11.6 9.4
Unit : g

D : Dead
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Appendix 16 Body weight of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

Day of recovery

Sex Animal Galn
number 1 T 14 21 28 35 42 49 56 563 1-63
4007 59.9 107.6 173.4 241.0 303.6 371.5 419.6 460.8 498.7 523.4 463.5
4008 70.8 1156.7 191.7 278.9 362.4 437.0 501.9 546.3 611.0 641.7 570.9
Male 4009 53.2 107.7 181.5 261.5 331.6 386.2 439.3 476.1 513.0 542.8 485.6
4010 67.8 111.1 187.5 267.3 336.6 400.3 462.7 510.3 554.7 590.4 522.6
4011 71.3 119.4 196.1 269.4 337.2 388.7 440.6 467.8 505.6 537.2 465.9
4012 80.2 104.5 175.9 251.8 314.3 376.2 432.5 473.2 521.9 560.1 499.9
Mean 63.9 111.0 184.4 261.7 331.0 393.3 449 .4 489.1 533.8 565.9 502.1
S.D. 7.2 5.6 9.0 13.5 20.4 23.7 29.3 32.9 42.8 43.7 40.3
4107 80.8 89.8 134.4 173.9 193.7 215.7 227.1 240.1 258.2 269.2 208.4
4108 56.0 92.3 141.5 183.2 208.1 231.8 249.2 263.8 277.9 286.8 230.8
Female 4109 61.4 100.4 154.2 203.3 238.4 274.1 300.5 315.6 336.2 352.5 291.1
4110 65.3 100.9 156.1 196.8 228.2 242.1 270.5 280.6 293.3 303.9 238.6
4111 64.6 100.0 153.6 193.1 216.9 236.1 256.8 272.4 289.5 299.4 234.8
4112 55.9 94.4 145.2 192.4 218.0 244.6 260.4 269.5 289.2 293.7 237.8
Mean 60.7 96.3 147.5 190.5 217.2 240.7 260.6 273.7 290.7 300.9 240.3
S.D. 4.0 4.8 8.6 10.4 15.5 19.3 24.4 24.7 25.7 28.0 27.3

Unit @ g



Appendix 17

Food consumption of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 0
Day of recovery
Sex Aniral
number 3 T 10 14 17 21 24 28 31 35 38 42
1007 8 14 17 21 24 26 28 29 31 32 34 32
1008 10 16 19 25 28 31 30 32 35 35 34 36
Male 1009 9 14 16 21 24 24 27 28 30 32 35 33
1010 7 13 18 23 27 30 33 34 37 38 39 41
1011 9 15 20 23 27 29 30 32 34 36 37 37
1012 10 15 19 24 26 28 31 31 33 34 33 35
Mean 9 15 18 23 26 28 30 31 33 35 36 36
S.D. 1 1 1 2 2 3 2 2 3 2 2 3
1107 8 13 16 i8 18 19 21 19 21 21 24 22
1108 el 14 17 21 21 21 22 21 21 23 23 22
Female 1109 9 14 17 19 21 21 21 21 24 22 23 21
1110 8 13 16 19 19 21 22 21 22 23 23 22
1111 8 13 17 19 20 20 21 19 21 22 22 20
1112 9 14 18 20 22 24 24 23 24 24 25 24
Mean 9 14 17 19 20 21 22 21 22 23 23 22
S.D. 1 1 1 1 1 2 1 2 1 1 1 1
Unit g/rat/day
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Appendix 18 Food consumption of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery perlod for § weeks

Dose (mg/kg) : O

Day of recovery

Sex Animal
number 45 49 b2 56 59 63
1007 34 34 33 32 33 30
1008 36 36 36 36 33 32

Male 1009 34 31 33 31 31 29
1010 42 39 41 39 40 38
1011 36 36 36 36 36 33
1012 35 36 35 35 35 35
Mean 36 35 36 35 35 33
5.D. 3 3 3 3 3 3
1107 22 21 23 23 24 21
1108 26 23 21 23 26 22

Female 1109 23 22 22 24 25 21
1110 22 23 22 21 22 20
1111 22 20 21 23 24 23
1112 23 25 26 25 25 21
Mean 23 22 23 23 24 21
S.D. 2 2 2 1 1 1

Unit : g/rat/day
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Food consumption of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery perlod for 9 weeks

B-4478

Dose (mg/kg) 12
Day of recovery
Sex Animal
number 3 7 10 14 17 21 24 28 31 35 38 42
2007 9 15 17 20 22 22 25 25 27 26 27 27
2008 10 17 20 24 27 29 31 31 34 35 38 36
Male 2009 9 14 17 21 25 26 28 29 33 34 33 33
2010 9 14 18 23 27 29 31 32 35 37 38 37
2011 9 16 21 26 30 31 34 33 36 36 36 35
2012 10 16 21 26 32 33 35 37 39 39 40 39
Mean 9 15 19 23 27 28 31 31 34 35 35 35
S.D. 1 1 2 3 4 4 4 4 4 5 5 4
2107 8 14 16 19 22 22 22 22 21 23 24 22
2108 10 14 17 20 22 24 24 22 24 24 25 24
Female 2109 9 15 19 23 24 25 27 26 28 28 28 24
2110 9 14 i6 20 20 20 22 20 21 22 24 22
2111 9 13 15 19 20 22 23 22 23 22 23 22
2112 8 12 18 20 21 22 23 22 21 24 24 23
Mean 9 14 17 20 22 23 24 22 23 24 25 23
S.D. 1 1 1 1 2 2 2 2 3 2 2 1
Unit g/rat/day
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Appendix 20 Food consumption of new born rats administcred orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 12

Day of recovery

Sex Animal
number 45 49 52 56 59 63
2007 28 29 29 29 30 28
2008 38 37 38 36 34 35

Male 2009 33 34 35 34 35 35
2010 37 37 38 37 37 38
2011 37 35 35 35 35 34
2012 38 39 41 37 37 36
Mean 35 35 36 35 35 34
S.D. 4 3 4 3 3 3
2107 23 22 22 22 24 20
2108 24 24 24 22 22 19

Female 2109 28 28 29 27 26 23
2110 23 25 26 25 26 23
2111 23 23 23 22 22 19
2112 24 24 25 24 22 22
Mecan 24 24 25 24 24 21
S.D. 2 2 2 2 2 2

Unit : g/rat/day
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Appendix 21 Food consumption of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

Day of recovery

Sex Animal
number 3 7 10 14 17 21 24 28 31 35 38 42
3007 11 17 21 25 30 32 34 33 34 34 35 27
3008 10 16 20 25 30 32 35 35 38 38 41 38

Male 3009 11 16 19 24 28 30 33 34 37 39 40 39
3010 9 13 16 20 23 25 27 28 32 32 33 32
3011 g 17 19 24 27 28 30 30 34 33 34 32
3012 10 16 20 24 29 30 32 34 37 36 38 38
Mean 10 16 19 24 28 30 32 32 35 35 37 34
S.D. 1 1 2 2 3 3 3 3 2 3 3 5
3107 8 13 14 18 19 19 22 19 18 21 21 19
3108 8 13 16 19 22 23 24 22 23 25 26 23

Female 3109 9 14 18 21 23 23 24 23 286 26 28 25
3110 10 15 17 19 22 22 21 20 23 22 22 22
3111 D
3112 9 14 17 20 22 22 23 22 24 25 27 26
Mean 9 14 16 19 22 22 23 21 23 24 25 23
S.D. 1 1 2 1 2 2 1 2 3 2 3 3

Unit : g/rat/day
D : Dead



B-4478

Appendix 22 Food consumption of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

Day of recovery

Sex Animal
number 45 49 52 56 59 63
3007 30 32 35 36 37 33
3008 38 37 38 38 38 38

Male 3009 39 39 38 37 36 37
3010 33 32 33 34 33 30
3011 33 32 32 32 32 30
3012 40 39 40 38 39 38
Mean 36 35 36 36 36 34
S.D. 4 4 3 2 3 4
3107 24 23 22 21 22 21
3108 27 27 24 26 24 23

Female 3109 26 25 26 24 26 24
3110 24 24 22 26 24 24
3111D
3112 24 26 27 27 26 26
Mean 25 25 24 25 24 24
S.D. 1 2 2 2 2 2

Unit : g/rat/day
D : Dead
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Appendix 23 Food consumption of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

Day of recovery

Sex Animal -
number 3 7 10 14 17 21 24 28 31 35 38 42
4007 10 17 19 24 25 26 29 29 32 34 33 32
4008 12 16 20 26 29 33 36 38 40 41 42 41
Male 4009 9 16 20 24 28 29 34 32 34 32 34 34
4010 10 15 19 23 28 29 32 32 35 30 36 36
4011 10 17 21 24 29 29 31 31 32 32 34 33
4012 Q 15 19 23 28 29 31 31 34 34 36 36
Mean 10 16 20 24 28 29 32 32 35 35 36 35
S.Db. 1 1 1 1 1 2 2 3 3 3 3 3
4107 9 13 15 17 19 20 20 20 20 21 22 19
4108 9 14 17 20 23 22 23 22 24 24 23 22
Female 4109 9 14 17 20 23 23 25 24 27 27 27 27
4110 ¢ 15 16 20 22 23 23 23 23 22 26 22
4111 8 13 16 19 22 22 23 20 23 23 23 22
4112 9 15 17 21 25 25 24 23 24 24 25 24
Mean 9 14 16 20 22 23 23 22 24 24 24 23
S.D. 0 1 1 1 2 2 2 2 2 2 2 3

Unit : g/rat/day
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Appendix 24 Food consumption of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

Day of recovery

Sex Animal
number 45 49 52 56 59 63
4007 35 34 33 35 36 31
4008 41 41 43 42 41 40

Male 4009 34 34 34 32 33 32
4010 36 38 37 37 36 36
4011 33 32 32 32 33 30
4012 36 35 36 36 37 36
Mean 36 36 36 36 36 34
S.D. 3 3 4 4 3 4
4107 20 22 21 21 23 19
4108 23 23 23 22 22 21

Female 4109 28 28 29 27 27 30
4110 23 24 24 23 25 24
4111 22 22 23 25 24 25
4112 22 25 23 23 24 23
Mean 23 24 24 24 24 24
S.D. 3 2 3 2 2 4

Unit : g/rat/day
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Appendix 25 External differentiation of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

Dose (mg/kg) : O

Appearance of Eruption of Opening of Opening of Cleavage of the
abdominal hair lower incisor eyelid vagina balanopreputial gland
Sex Animal
number 7 11 11 14 14 17 35 42 42 49 a)
1001 - + + + + +
1002 - + - + + +
1003 - + + + + +
1004 - + + + + +
1005 - + + + + +
1006 - + + + + +
1007 - + - + + + + +
Male 1008 - + + + * + + +
1009 - + - + + + + +
1010 - + + + + + + -
1011 - + + + + + - +
1012 - + + + - + + +
Total 0 /12 12 /12 9 /12 12 /12 11 /12 12 /12 5/ 86 6/ 6
% 0.0 100.0 75.0 100.0 91.7 100.0 83.3 100.0
1101 - + - + + +
1102 - + + + + +
1103 - + - + + +
1104 - + - + + +
1105 - + - + + +
1106 - + + + - +
1107 - + + + + + + +
Female 1108 - + - + + + + +
1109 - + + + + + + +
1110 - + + + + + + +
1111 - + + + + + + +
1112 - + + + + + + +
Total 0 /12 12 /12 7 /12 12 /12 11 /12 12 /12 6/ 6 6/ 86
% 0.0 100.0 58.3 100.0 91.7 100.0 100.0 100.0

a): Day after birth
+ : Differentiated
- : Not differentiated

Total

Number of pups differentiated / Number of pups observed
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Appendix 26 External differentiation of new boro rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 wecks

Dose (mg/kg) : 12

Appearance of Eruption of Opening of Opening of Cleavage of the
abdominal hair lower incisor eyelid vagina balanopreputial gland
Sex Animal
number 7 11 11 14 14 17 35 42 42 49 a)
2001 - + + + + +
2002 - + + + + +
2003 - + + + + +
2004 - + + + + +
2005 - + - + + +
2006 - + - + + +
2007 - + + + + + + +
Male 2008 - + - + + + + +
2009 - + + + + + + +
2010 - + + + + + + +
2011 - + - + + + + +
2012 - + - + + + + +
Total 0 /12 12 /12 7 /12 12 /12 12 /12 12 /12 6/ 86 6/ 6
% 0.0 100.0 58.3 100.0 100.0 100.0 100.0 100.0
2101 - + + + + +
2102 - + - + + +
2103 - + - + + +
2104 - + - - + .
2105 - + + + + +
2106 - + - + + +
2107 - + + + + + + +
Female 2108 - + - + + + + +
2109 - + + + + + + +
2110 - + + + + + + +
2111 - + - + + + + +
2112 - + - + + + + +
Total g /12 12 /12 5 /12 12 /12 12 /12 12 /12 6/ 6 6/ 6
% 0.0 100.0 41.7 100.0 100.0 100.0 100.0 100.0

aj): Day after birth

+ : Differentiated

- : Not differentiated

Total : Number of pups differentiated / Number of pups observed
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B-4478

External differentiation of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

Sex

Appearance of Eruption of Opening of Opening of Cleavage of the
abdominal hair lower incisor eyelid vagina balanopreputial gland

Animal
number

35 42 42 49 a)

—
N
-
Y

7 11 11 14

Male

3001
3002
3003
3004
3005
3006
3007
3008
3009
3010
3011
3012

I+

)
I T I
[

T N T
L Y
O A A A I
+ o4+t o+
o+ o+ o+t

Total 0
%

/12 12 /12 6 /12 12 /12 12 /12 12 /12
0.0 100.0 50.0 100.0 100.0 100.0

-
O~
< o

Female

3101
3102
3103
3104
3105
3106
3107
3108
3109
3110
3111D
3112

|
R I T T S I

) U+
EaE S S S S S
R T S S S S S S
+ 4+ 4+ + 4+

- + - + + + + +

Total 0
%

/12 11 /11 3 /11 11 /11 9 /11 11 /11 5/5 5/5
0.0 100.0 27.3 100.0 81.8 100.0 100.0 100.0

a): Day
+ : Diff

after birth
erentiated

- : Not differentiated

D : Dead
Total

Number of pups differentiated / Number of pups observed
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Appendix 28 External differentiation of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

Appearance of Eruption of Opening of Opening of Cleavage of the
abdominal hair lower incisor eyelid vagina balanopreputial gland
Sex Animal
number T 11 11 14 14 17 35 42 42 49 a)
4001 - + - + + +
4002 - + + + +
4003 - + - + + +
4004 - + - + + +
40035 - + + + + +
4006D -
4007 - + + + + + + +
Male 4008 - + + + + + - +
4009 - + + + + + + +
4010 - + - + + + + +
4011 - + - + + + + +
4012 - + - + + + - +
Total 0 /12 11 /11 5 /11 11 /11 11 /11 11 /11 4 /6 6/ 6
% 0.0 100.0 45.5 100.0 100.0 1060.0 66.7 100.0
4101 - + + + +
4102 - + + + +
4103 - + + + +
4104 - + + . +
4105 - + - + - .
4106 - + - + . .
4107 - + - + + + + +
Female 4108 - + - + + + + +
4109 - + + + + -+ + +
4110 - + - + + + + +
4111 - + + + + - + +
4112 - + - + + + + +
Total 0 /12 12 /12 4 /12 12 /12 11 /12 12 /12 6 /6 6/ 6
% 0.0 100.0 33.3 100.0 91.7 100.0 100.0 100.0

a): Day after birth

+ : Differentiated

- : Not differentiated

D : Dead

Total : Number of pups differentiated / Number of pups observed
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Appendix 29 Functional examipatlion of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : O

Sex Animal Pupillary Corneal Righting Air righting Preyer's
number reflex reflex reflex reflex reflex
1001 + + + + +
1002 + + + + +
1003 + + + + +
1004 + + + + +
1005 + + + + +
1006 + + + + +
1007 + + + + +
Male 1008 + + + + +
1009 + + + + +
1010 + + + + -+
1011 + + + + +
1012 + + + + +
Total 12 /12 12 /12 12 /12 12 /12 12 /712
% 100.0 100.0 100.0 100.0 100.0
1101 + + + + +
1102 + + + + +
1103 + + + + +
1104 + + + + +
1105 + + + + +
1106 + + + + +
1107 + + + + +
Female 1108 + + + + +
1109 + + + + +
1110 + + + + +
1111 + + + + +
1112 + + + + +
Total 12 /12 12 /12 12 /12 12 /12 12 /12
% 100.0 100.0 100.0 100.0 100.0

+ : Normal response
- : Abnormal response
Total : Number of pups with normal response / Number of pups examined
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Appendix 30 Functional examination of unew born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 12

Sex Animal Pupillary Corneal Righting Air righting Preyer's
number reflex reflex reflex reflex reflex

2001
2002
2003
2004
2005
2006
2007
Male 2008
2009
2010
2011
2012

P A
P R
N R
R
PR IE Ik 2 TR U N

12 /12 12 /12 12 /12
100.0 100.0 .0

Total 12 /12 12
% .0

~
P
[

o
()
(]
=
=)
<
o
-
o
o

2101
2102
2103
2104
2105
2108
2107
Female 2108
2109
2110
2111
2112

LIS Tk T T I T
R
P R T I A
I RS
I

~
"N
[ &)

Total 12 /12 12 /12 12 /12 12 12
% 100.0 100.0 100.0 100.0 100.0

~
-
[\

+ : Normal response
- : Abnormal response
Total : Number of pups with normal response / Number of pups examined



B-4478

Appendix 31 Functional examination of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 80

Sex Animal Pupillary Corneal Righting Air righting Preyer's
number reflex reflex reflex reflex reflex
3001 + + + + +
3002 + + + + +
3003 + + + + +
3004 + + + + +
3005 + + + + +
3006 + + + + +
3007 + + + + +

Male 3008 + + + + +
3009 + + + + +
3010 + + + + +
3011 + + + + +
3012 + + + + +
Total 12 /12 12 /12 12 /12 12 /12 12 /12

% 100.0 100.0 100.0 100.0 100.0

3101 + + + + +
3102 + + + + +
3103 + + + + +
3104 + + + + +
3105 + + + + +
3106 + + + + +
3107 + + + + +

Female 3108 + + + + -
3109 + + + + +
3110 + + + - N
3111D
3112 + + + + +
Total 11 /11 11 /11 11 /11 11 /11 11 /11

% 100.0 100.0 100.0 100.0 100.0

+ : Normal response

- : Abnormal response

D : Dead

Total : Number of pups with normal response / Number of pups examined
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Appendix 32 Functional cxamination of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 300

Sex Animal Pupillary Corneal Righting Air righting Preyer's
number reflex reflex reflex reflex reflex
4001 + + + + +
4002 + + + + +
4003 + + + + +
4004 + + + + +
4005 + + + + +
4006D
4007 + + + + +

Male 4008 + + + + +
4009 + + + + +
4010 + + + + +
4011 + + + + +
4012 + + + + +
Total 11 /11 11 /11 11 /11 11 /11 11 /11

% 100.0 i00.0 1006.0 100.0 100.0

4101 + + + + +
4102 + + + + +
4103 + + + + +
4104 + + + + +
4105 + + + + +
4108 + + + + +
4107 + + + + +

Female 4108 + + + + +
4109 + + + + +
4110 + + + + +
4111 + + + + +
43112 + + + + +
Total 12 /12 12 /12 12 /12 12 /12 12 /12

% 100.0 100.0 100.0 100.0 100.0

+ : Normal response

- : Abnormal response

D : Dead

Total : Number of pups with normal response / Number of pups examined



Appendix 33

Dose (mg/kg) : 0

Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

B-4478

1) 2) 4) 5) )

Sex Animal pPH Pro- Ketone Glu- Occult Bili- Color

number tein body cose blood rubin

1007 8.5 + - - - Y

1008 8.5 + - - - Y
Male 1009 7.5 + +- - - Y

1010 8.0 + - - - Y

1011 9.0 + - - - Y

1012 8.5 ++ - - - Y

1107 8.5 - - - - Y

1108 8.0 += - - - Y
Female 1109 8.5 +-= - - - Y

1110 8.5 + - - - Y

1111 8.5 + - - - Y

1112 8.5 - - - - Y
1) - 0 - 5 mg/dL 10 - 20 mg/dL + 30 - 70 mg/dL ++ 100 - 200 mg/dL 4+ 250 - 400 mg/dL RN >400 mg/dl.
2) - 0 mg/dL 5 mg/dL + 10 - 20 mg/dL ++ 30 - 45 mg/dL +++ 60 - 80 mg/dL o >80 mg/dL
3) - : 0 - 10 mg/dL 30 - 50 mg/dL + : 70 - 100 mg/dL ++ : 150 - 200 mg/dL +++ : 300 - 500 mg/dL  ++++ : 21000 mg/dL
4) - 0 mg/dL 0.03 mg/dL + 0.06 - 0.1 mg/dL  ++ 0.2 -~ 0.5 mg/dL +4+
3) - 0 mg/dL 0.2 mg/dL + 0.5 ~ 1.0 mg/dL ++ 2.0 - 4.0 mg/dL + R >10.0 mg/dL
6) +- 0.2 - 1.0 mg/dL 2.0 - 3.0 mg/dL ++ 4.0 - 6.0 mg/dL  +++ 8.0 ~ 12.0 mg/dL ++++ >12.0 ng/dL
7) LY Light yellow Yellow DY Dark yellow
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Appendix 34 Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose {(mg/kg) : 0

URINE SEDIMENT

CRYSTALLIZATION

Sex Animal
number RBC WwBC SEC SREC Cast PS Cco
1007 - - +- - - - -
1008 - - +- - - - -

Male 1009 - - += - - - -
1010 - - - - - + -
1011 - - += - - - -
1012 - - += - - + -
1107 - - +- - - - -
1108 - - +- - - - -

Female 1109 - - +- - - - -
1110 - - +- - - - -
1111 - - +- - - - -
1112 - - - - - - -

SEC : Squamous Epithelial Cell - : Negative

SREC : Small Round Epithelial Cell +~- 1 Slight

PS : Phosphate Salts + : Mild

co : Calcium Oxalate ++ 1 Moderate

+++ ! Severe



Appendix 35

Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg)

0

B-4478

Urine Osmolality
Sex Animal volume
number mL/24hrs mosm/kg
1007 16.2 1996
1008 21.1 1444
1009 10.4 1994
1010 19.0 1954
Male 1011 14.4 1728
1012 11.3 2108
Mean 15.4 1871
S.h. 4.2 244
1107 12.0 1648
1108 5.7 2572
1109 2.8 2522
1110 7.0 2204
Female 1111 10.9 1394
1112 15.2 1582
Mean 8.9 1987
S.D. 4.6 511




Appendix 36

Urinalysis of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 wecks

Dose (mg/kg) @ 12

B-4478

1) 2) 3) 4} 5) 6) 7)

Sex Animal pH Pro- Ketone Glu- Occult Bili- Urobi- Color

number tein body cose blood rubin linogen

2007 8.0 ++ +- - - - + Y

2008 8.0 + - - - - +- Y
Male 2009 8.0 + - - - - +- Y

2010 8.5 - - - - +- Y

2011 8.0 +4 - - ~ +- Y

2012 9.0 ++ - - - = Y

2107 8.5 + - - - - +- Y

2108 8.5 - - - - - +— Y
Female 2109 9.0 +- - - - - 4+~ Y

2110 7.5 - - - - - +— Y

2111 8.0 +- - - * - +- Y

2112 8.5 += - - - - +- Y
1) - 0 - 5 mg/dL +- 10 - 20 mg/dL + 30 - 70 mg/dL +4+ 100 - 200 mg/dL +++ 250 - 400 mg/dL e+ >400 mg/dL
2) - 0 mg/dL + -~ 5 mg/dL + 10 - 20 mg/dL ++ 30 - 45 mg/dL ++ 60 - 80 mg/dL + 4+ + >80 mg/dl.
3) - 0 - 10 mg/dL +- 30 - 50 mg/dL + 70 - 100 mg/dL ++ 150 - 200 mg/dL +++ 300 - 500 mg/dL 4+ 21000 mg/dL
4) - 0 mg/dL +- 0.03 mg/dL + 0.06 - 0.1 mg/dL ++ 0.2 - 0.5 mg/dL N 21.0 mg/dL
5) - 0 mg/dL +- 0.2 mg/dL + 0.5 - 1.0 mg/dL ++ 2.0 - 4.0 mg/dL +4 6.0 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- 0.2 - 1.0 mg/dL  + 2.0 - 3.0 mg/dL. ++ : 4.0 - 6.0 mg/dL +++ 8.0 - 12.0 mg/dL  ++++ >12.0 mg/dL
7) LY Light yellow Y Yellow DY : Dark yellow



B-4478

Appendix 37 Urinalysis of new born rats administered crally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 12

URINE SEDIMENT

CRYSTALLIZATION

Sex Animal
number RBC WBC SEC SREC Cast rs Cco
2007 - - += - - += -
2008 - ~ += - - += -

Male 2009 - - +- - - - -
2010 - - - - - +- -
2011 - - += - - += -
2012 - - += - ~ - -
2107 - - +- - - - -
2108 - - +=- - - - -

Female 2109 - - += - - - -
2110 - - +- - ~ += -
2111 - - +- - - - -
2112 - - +- - - - -

SEC : Squamous Epithelial Cell - : Negative

SREC : Small Round Epithelial Cell +- : Slight

PS : Phosphate Salts + : Mild

co : Calcium Oxalate ++ : Moderate

+++ ! Severe



Appendix 38

Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for ¢ weeks

B-4478

Dose (mg/kg) 12
Urine Osmolality
Sex Animal volume
number mL/24hrs mOsm/kg
2007 5.8 1912
2008 16.2 1468
2009 21.6 1504
2010 12.3 1932
Male 2011 16.8 1694
2012 13.5 1844
Mean 14.4 1726
S.D. 5.3 204
2107 4.7 2200
2108 21.5 1018
2109 12.6 1538
2110 8.3 1768
Female 2111 9.6 1472
2112 15.8 1482
Mean 12.1 1580
S.D. 6.0 390




B-4478

Appendix 39 Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dase (mg/kg) : 60

1) 2) 3) 4) 5) 6) 7)

Sex Animal pH Pro- Ketone Glu- Occult Bili~ Urobi- Color

number tein body cose blood rubin 1linogen

3007 8.5 + - - - - = Y

3008 8.0 + - - ~ - +- Y
Male 3009 8.5 + - - - - + Y

3010 8.5 ++ += - - - + Y

3011 8.5 + - - - -~ += Y

3012 8.0 ++ + - = - + Y

3107 8.0 +- - - - - + = Y

3108 8.0 - - - += - += Y
Female 3109 7.5 - - - - - .= Y

3110 8.5 +- - - - - = Y

3111D

3112 8.5 - - - - - 4= Y
1) ~ : 0 - 5 mg/dL +- 1 10 ~ 20 mg/dL + 30 - 70 mg/dL ++ : 100 - 200 mg/dL +++ : 250 - 400 mg/dL ++++ : >400 mg/dL
2) - : 0 mg/dL +- : 5 mg/dL + 10 - 20 mg/dL ++ : 30 - 45 mg/dL +++ 1 60 ~ 80 mg/dL ++++ 1 >80 mg/dL
3) - 0 - 10 mg/dL +- : 30 - 50 mg/dL + 70 - 100 mg/dL ++ : 150 - 200 mg/dL +++ : 300 - 500 mg/dL ++++ 1 21000 mg/dL
4) - : 0 mg/dL +- : 0.03 mg/dL + 0.06 - 0.1 mg/dL ++ : 0.2 - 0.5 mg/dL +++ 1 21.0 mg/dL
5) - : 0 mg/dL +~ : 0.2 mg/dL + 0.5 - 1.0 mg/dL ++ 2.0 - 4.0 mg/dL +++ ¢ 6.0 - 10.0 mg/dL  ++++ : >10.0 mg/dL
6) +- : 0.2 - 1.0 mg/dL. + : 2.0 - 3.0 mg/dL ++ 4.0 - 6.0 mg/dL. +++ : 8.0 - 12.0 mg/dL. ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY Dark yellow



Appendix 40

Urinalysis of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

B-4478

Sex

URINE SEDIMENT

Animal
number RBC

CRYSTALLIZATION

Cast PS

co

Male

3007 -
3008 -
3009 -
3010 -
3011 -
3012 -

3107 -
3108 -
3109 -
3110 -
3111D

3112 -

SEC
SREC
PS
co

D

Squamous Epithelial Cell -
Small Round Epithelial Cell -
: Phosphate Salts

C

Dead

alcium Oxalate

++
+++

Negative
Slight
Mild

: Moderate

Severe



Appendix 41

Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 60
Urine Osmolality
Sex Animal volume
number ml./24hrs mosm/kg
3007 25.7 1276
3008 21.1 1670
3009 19.7 1716
3010 8.2 1896
Male 3011 11.9 2140
3012 11.9 1612
Mean 16.4 1718
S.D. 6.7 289
3107 15.9 1572
3108 23.3 1492
3109 16.2 1508
3110 14.8 1666
Female 3111D
3112 14.4 1626
Mean 16.9 1573
S.D. 3.6 75

D : Dead



B-4478

Appendix 42 Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

1) 2) 3) 4) 5) 6) 7)

Sex Animal pH Pro- Ketone Glu~ Occult Bili- Urobi- Color

number tein body cose blood rubin Llinogen

4007 7.0 + - - - - +- Y

4008 8.0 + - - - - = Y
Male 4009 8.5 = - - - - - Y

4010 8.5 + - - - - = Y

4011 8.5 +- - - + - = Y

4012 8.5 + - - - - .- v

4107 8.0 +- - - - - +~ Y

4108 7.0 +- - - - - +- Y
Female 4109 8.0 +- - - - - +- Y

4110 7.0 - - - - - +- Y

4111 8.0 - - - - - += Y

4112 8.5 + - - - - + - Y
1) - 0 - 5 mg/dL +- : 10 - 20 mg/dL + 30 - 70 mg/dL ++ : 100 - 200 mg/dL +++ : 250 - 400 mg/dL ++++ : >400 mg/dL
2) - 0 mg/dL +- : 5 mg/dL + 10 - 20 mg/dL ++ : 30 - 45 mg/dL +++ : 60 - 80 mg/dL ++4++ : >80 mg/dL
3) - 1 0 - 10 mg/dL +- : 30 - 50 mg/dL + 70 - 100 mg/dL ++ 1 150 - 200 mg/dL +++ : 300 - 500 mg/dL ++++ 1 21000 mg/dL
4) - : 0 mg/dL +- : 0.03 mg/dL + 0.06 - 0.1 mg/dl. ++ : 0.2 - 0.5 mg/dL +++ : 21.0 mg/dL
5} - : 0 mg/dL +- : 0.2 mg/dL + : 0.5 - 1.0 mg/dL ++ : 2.0 - 4.0 mg/dL +++ 1 6.0 - 10.0 mg/dl. ++++ : >10.0 mg/dL
6) +- 0.2 - 1.0 mg/dL + : 2.0 - 3.0 mg/dL ++ : 4.0 - 6.0 mg/dl. +++ : 8.0 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY Light yellow Y : Yellow DY : Dark yellow



B-4478

Appendix 43 Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

URINE SEDIMENT

CRYSTALLIZATION

Sex Animal
number RBC WBC SEC SREC Cast PS co
4007 - - += - - +- -
4008 - - += - - - ~

Male 4009 - - +- - - - -
4010 - - += - - - -
4011 - - +- - - - -
4012 - ~ 4= - - + -
4107 - - “— - - - -
4108 - - = - - - -

Female 4109 - - +- - - +- -
4110 - - += - - - -
4111 - - +- - - - -
4112 - - += - - - -

SEC : Squamous Epithelial Cell - : Negative

SREC : Small Round Epithelial Cell +- : Slight

PS : Phosphate Salts + : Mild

co : Calcium Oxalate ++ : Moderate

+++ : Severe



Appendix 44

Urinalysis of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 300
Urine Osmolality
Sex Animal volume
number mL/24hrs mOsm/kg
4007 12.4 2290
4008 35.6 1270
4009 16.1 2418
4010 22.2 1796
Male 4011 16.4 1848
4012 13.4 2022
Mean 19.4 1941
S.D. 8.7 409
4107 6.2 1970
4108 15.4 1474
4109 10.3 1544
4110 18.3 1320
Female 4111 16.6 1602
4112 5.2 2136
Mean 12.0 1674
S.D. 5.6 313




B-4478

Appendix 45 Estrous cycle of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks (Recovery 6 weeks)

Dose (mg/kg) : O

Count of Mean duration
Animal 1 2 3 4 ] 6 7a)
number estrus of cycles
1107 M D P E E M D 1 -
1108 D P E M D P E 2 4.0
1109 P E M D P E E 2 4.0
1110 M D P E M D o 1 -
1111 D P E E M D P 1 -
1112 D P E E M D P 1 -
Mean 1.3 4.0
S.D. 0.5 0.0
P.: Proestrus E : Estrus M : Metaestrus D : Diestrus

a): Day



Appendix 46

Estrous cycle of pew born rats administered orally with Trityl chloride for 18 days
and followed by a recovery pericd for 9 weeks (Recovery 6 weeks)

B-4478

Dose (mg/kg) 12
Count of Mean duration

Animal 1 2 3 4 5 6 7a)
number estrus of cycles
2107 E M D P E M D 2 4.0
2108 M D P E M D P 1 -
2109 D P E E M D P 1 -
2110 M D P E /| D o 1 -
2111 P E M D P E M 2 4.0
2112 D P E M D p E 2 4.0
Mean 1.5 4.0
S.D. 0.5 0.0
P : Proestrus E : Estrus M : Metaestrus D : Diestrus

a): Day



Appendix 47

Estrous cycle of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks (Recovery 6 weeks)

Dose (mg/kg) : 60

B-4478

Count of Mean duration
Animal 1 2 3 4 5 8 Ta)
number estrus of cycles
3107 D P E M D P E 2 4.0
3108 D P E M D P E 2 4.0
3109 M D P E M D P 1 -
3110 P E M D P E E 2 4.0
3111D
3112 M D P E M D P 1 -
Mean 1.6 4.0
5.D. 0.5 0.0
P : Proestrus E : Estrus M : Metaestrus D : Diestrus
a): Day

D : Dead



Appendix 48 Estrous cycle of new born rats administered orally with Trityl chloride for 18 days
and followed hy a recovery period for 9 weeks (Recovery 6 weeks)

Dose (mg/kg) : 300

B-4478

Count of Mean duration
Animal 1 2 3 4 5 [ Ta)
number estrus of cycles
4107 M D D P E M D 1 -
4108 D P E M D P E 2 4.0
4109 P E M b r E M 2 4.0
4110 M D P E E M D 1 -
4111 M D P E M D P 1 -
4112 D P E E M D P 1 -
Mean 1.3 4.0
S.D. 0.5 0.0
P : Proestrus E : Estrus M : Metaestrus D : Diestrus

a): Day



B-4478

Appendix 49 Estrous cycle of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks (Recovery 8 weeks - 9 weeks)

Dose (mg/kg) : O

Count of Mean duration
Animal 1 2 3 4 5 6 7 8 9 10 11 12 13 14a)
number estrus of cycles
1107 M D P E E M 1] P E M D P E M 3 4.5
1108 P E E M D P E M D P E M D P 3 4.5
1109 D P E M D P E M D P E E M D 3 4.0
1110 P E M D P E M D P E M D P E 4 4.0
1111 D P E M D P E jul D P E M D P 3 4.0
1112 M D P E M 3] D P E E M D P E 3 5.0
Mean 3.2 4.3
S.D. 0.4 0.4
P : Proestrus E : Estrus M : Metaestrus D : Diestrus

a): Day



Appendix 50 Estrous cycle of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks (Recovery 8 weeks - 9 weeks)

Dose (mg/kg) : 12

B-4478

Count of Mean duration
Animal 1 2 3 4 5 6 7 8 9 10 11 12 13 14a)
number estrus of cycles
2107 D P E M D P E M D P E M D P 3 4.0
2108 P E M D P E M D P E M D P E 4 4.0
2109 E M D P E M D P E M D P E M 4 4.0
2110 D P E M D P E M )] p K M D P 3 4.0
2111 M D P E M D P E M D P E M D 3 4.0
2112 E M D P E M D P E M D P E M 4 4.0
Mean 3.5 4.0
S.D. 0.5 0.0
P : Proestrus E : Estrus M : Metaestrus D : Diestrus

a): Day



Appendix 51 Estrous cycle of new born rats administcred orally with Trityl chloride for 18 days
and followed by a recovery pericd for 9 weeks (Recovery 8 wccks - 9 weeks)

Dose (mg/kg) : 60

B-4478

Count of Mean duration
Animal 1 2 3 4 53 6 7 8 9 10 11 12 13 14a)
number estrus of cyclces
3107 E M D P E M D P E M D P E M 4 4.0
3108 E M D P E M D P E M D P E M 4 4.0
3109 M D P E E M D P E E M D P E 3 5.0
3110 P E E M D P E M D P E M D D 3 4.5
3111D
3112 P E M D P E M D P E M D P E 4 4.0
Mean 3.6 4.3
S.D. 0.5 0.4
P : Proestrus E : Estrus M : Metaestrus D : Diestrus
a): Day

D : Dead



Appendix 52 Estrous cycle of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks (Recovery 8 weeks - 9 weeks)

Dose (mg/kg) : 300

B-4478

Count of Mean duration
Animal 1 2 3 4 5] 6 7 8 9 10 11 12 13 14a)
number estrus of cycles
4107 E M D D P E M D P E E M D P 3 4.5
4108 E M D P E M D P E M D P E E 4 4.0
4109 M D P E M D P E M D P E M D 3 4.0
4110 E /| D P E E M D P E M D r E 4 4.3
4111 P E M D P E M D P E M D P E 4 4.0
4112 M D D P E M D b P E M D D P 2 5.0
Mean 3.3 4.3
S.D. 0.8 0.4
P : Proestrus E : Estrus M : Metaestrus D : Diestrus

a): Day



Appendix 53

Hematological findings of new born rats administered orally with Trityl chloride for 18 days

B-4478

‘Dose (mg/kg) Q

RBC Hb Ht MCV MCH MCHC Reticu- Plate-

Sex Animal locyte let
number X10YAL g/dL % fL pg % % X10¥YuL

1001 489 10.0 30 62.3 20.5 32.9 20.1 137.1

1002 459 10.0 30 66.4 21.8 32.8 18.8 131.4

Male 1003 464 9.9 30 65.7 21.5 32.7 20.7 127.4
1004 430 9.0 27 63.8 21.1 33.0 20.2 141.0

1008 458 9.3 29 63.5 20.4 32.1 19.6 122.3

1006 473 10.5 32 66.8 22.1 33.1 15.9 113.2

Mean 462 9.8 30 64.8 21.2 32.8 19.2 128.7

S.D. 20 0.5 2 1.8 0.7 0.4 1.7 10.1

1101 474 2.5 30 63.1 20.0 31.6 17.8 135.1

1102 481 10.1 31 65.0 21.1 32.5 21.3 120.6

Female 1103 485 10.5 32 65.1 21.7 33.4 23.1 144.5
1104 456 9.4 29 63.2 20.7 32.7 22.4 134.7

1105 479 9.5 30 62.5 19.8 31.7 19.2 126.3

1106 477 10.2 31 65.8 21.4 32.6 20.6 115.1

Mean 475 9.9 31 64.1 20.8 32.4 20.7 129.4

S.D. 10 0.3 1 1.3 0.8 0.7 2.0 10.8




B-4478

Appendix 54 Hematological findings of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 0

WBC Differential leukocyte counts (%)

Sex Animal
number X10%4L Lymph. Stab Seg. Eosino. Baso. Mono. Others
1001 50 91.0 0.0 8.0 0.5 0.0 0.5 0.0
1002 51 90.5 0.0 9.0 .0 0.0 0.5 0.0

Male 1003 43 90.0 0.0 9.0 1.0 0.0 0.0 0.0
1004 84 94.5 0.0 5.0 0.5 0.0 0.0 0.0
1005 37 90.5 0.0 9.5 0.0 0.0 0.0 0.0
1008 66 94.0 0.0 5.0 1.0 0.0 0.0 0.0
Mean 55 91.8 0.0 7.6 0.5 0.0 2 0.0
S.D. 17 2.0 ag.0 2.1 0.4 0.0 0.3 .0
1101 37 89.5 0.0 9.5 0.0 0.0 1.0 0.0
1102 43 91.0 0.0 8.0 0.0 0.0 1.0 0.0

Female 1103 74 95.0 0.5 4.0 0.5 .0 0.0 0.0
1104 43 92.0 0.0 7.5 0.0 g.0 0.5 0.0
1105 28 95.0 0.0 5.0 0.0 0.0 0.0 g.0
1106 74 95.0 0.0 4.5 0.0 0.0 0.5 0.0
Mean 50 92.9 0.1 6.4 0.1 0.0 0.5 0.0
S.D. 20 2.4 0.2 2.2 0.2 0.0 0.4 0.0




Appendix 55

Hematological findings of new born rats administered orally with Trityl chioride for 18 days

B-4478

Dose (mg/kg)} 12

RBC Hb Ht MCV MCH MCHC Reticu- Plate-

Sex Animal locyte let
number X 107 4L g/dL % fL g % % X10¥uL

2001 432 8.8 27 62.6 20.3 32.4 17.2 128.4

2002 490 10.5 32 65.2 21.4 32.9 19.7 133.9

Male 2003 541 11.7 36 66.2 21.6 32.7 26.8 166.4
2004 440 9.3 29 65.1 21.2 32.6 21.1 133.7

2005 482 10.4 32 66.2 21.6 32.6 19.5 114.7

20086 485 10.7 32 66.5 22.0 33.1 17.0 99.0

Mean 478 10.2 31 65.3 21.4 32.7 20.2 129.4

S.D. 39 1.0 3 1.4 0.6 0.2 3.6 22.6

2101 496 10.3 32 64.0 20.8 32.4 19.1 118.5

2102 475 10.3 32 66.3 21.7 32.7 21.5 124.83

Female 2103 482 9.0 28 57.7 18.7 32.5 17.3 155.3
2104 466 9.3 29 61.4 20.1 32.6 21.6 123.9

2105 461 10.0 31 67.4 21.8 32.3 21.7 118.9

2106 472 10.6 32 68.1 22.5 33.0 22.8 114.9

Mean 475 9.9 31 64.2 20.9 32.6 20.7 126.0

S.D. 12 0.6 2 4.0 1.4 0.2 2.0 14.8




Appendix 56

Rematological findings of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg)

12

B-4478

WBC Differential leukocyte counts (%)

Sex Animal
number X107 4L Lymph. Stab Seg. Eosino. Basa. Mono. Others
2001 58 94.0 0.0 5.5 0.0 0.0 0.5 0.0
2002 83 94.0 0.0 5.5 0.0 0.0 0.5 0.0

Male 2003 93 91.0 a.0 8.5 0.0 0.0 0.5 0.0
2004 41 95.5 0.0 4.5 0.0 0.0 0.0 0.0
2005 53 92.0 0.0 8.0 0.0 0.0 0.0 0.0
2006 47 91.0 0.0 9.0 0.0 0.0 0.0 0.0
Mean 63 92.9 0.0 6.8 0.0 0.0 0.3 0.0
S.D. 21 1.9 0.0 1.9 0.0 0.0 0.3 0.0
2101 37 94.5 0.0 4.5 0.5 0.0 Q.5 0.0
2102 52 92.5 0.0 7.5 0.0 0.0 0.0 0.0

Female 2103 38 91.0 0.0 8.0 0.0 0.0 1.0 0.0
2104 52 97.5 0.0 2.0 0.0 0.0 0.5 0.0
2105 43 90.0 0.0 8.0 1.5 0.0 0.5 0.0
2106 62 95.0 0.0 5.0 0.0 0.0 0.0 0.0
Mean 47 93.4 0.0 5.8 0.3 0.0 0.4 0.0
5.D. 10 2.8 0.0 2.4 0.6 0.0 0.4 0.0




Appendix 57

Hematological Tindings of new born rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 60

RBC Hb Ht MCV MCH MCHC Reticu- Plate-

Sex Animal locyte let
number K10V pL g/dL % fL pE % % X10Y 1L

3001 460 9.5 29 63.2 20.7 32.8 20.7 129.2

3002 457 9.6 23 64.3 20.9 32.5 20.5 98.4

Male 3003 478 10.1 32 66.7 21.2 31.8 21.6 132.7
3004 456 9.3 28 62.4 20.5 32.8 18.8 148.4

3005 487 9.9 30 62.5 20.3 32.6 19.6 122.8

30086 502 10.6 32 64.2 21.1 32.8 18.2 99.1

Mean 473 3.8 30 63.9 20.8 32.6 19.9 121.8

S.D. 19 0.5 2 1.6 0.3 0.4 1.3 19.7

3101 488 9.5 30 60.6 19.4 32.0 21.4 140.86

3102 492 9.8 30 680.7 19.8 32.7 18.2 121.1

Female 3103 506 9.9 30 60.1 19.6 32.6 19.8 149.5
3104 486 9.8 30 81.7 20.2 32.8 21.5 131.7

3105 458 10.2 31 67.8 22.2 32.7 20.3 121.8

3106 483 10.5 32 67.0 21.8 32.5 21.86 127.0

Mean 486 10.0 ‘31 63.0 20.5 32.6 20.35 132.0

S.D. 16 0.4 1 3.5 1.2 0.3 1.3 11.2




Appendix 58

Hematological findings of new born rats administered ofally with Trityl chloride for 18 days

Dose {mg/kg)

60

B-4478

wBC Differential leukocyte counts (%)

Sex Animal
number X1074L Lymph. Stab Seg. Eosino. Baso. Mono. Others
3001 59 96.0 0.0 4.0 0.0 0.0 0.0 0.0
3002 46 95.5 0.0 4.0 0.0 0.0 0.5 0.0

Male 3003 54 94.0 0.0 6.0 0.0 0.0 0.0 0.0
3004 44 94 .5 0.0 5.0 0.0 0.0 Q.5 0.0
3005 57 91.5 0.0 7.5 0.5 0.0 0.5 0.0
3006 45 88.0 0.0 12.0 0.0 0.0 0.0 0.0
Mean 51 93.3 0.0 6.4 0.1 0.0 0.3 0.0
S5.D. 7 3.0 0.0 3.0 0.2 0.0 0.3 0.0
3101 38 96.0 0.0 4.0 0.0 0.0 0.0 0.0
3102 38 93.0 0.0 6.5 0.5 0.0 0.0 0.0

Female 3103 45 91.5 0.0 8.5 0.0 0.0 0.0 0.0
3104 35 95.0 0.0 5.0 0.0 0.0 0.0 0.0
3105 51 91.5 0.0 8.5 0.0 0.0 0.0 0.0
3106 73 94.5 0.5 5.0 0.0 0.0 0.0 0.0
Mean 47 93.6 0.1 6.3 0.1 0.0 Q.0 0.0
S.D. 14 1.9 0.2 1.9 0.2 0.0 0.0 0.0




Appendix 59

Hematological findings of new born rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 300

RBC Hb Ht MCV MCH MCHC Reticu- Plate-
Sex Animal locyle let
number X10¥4L g/dL % fL pg % % K10YmL
4001 445 9.4 29 64.8 21.1 32.5 18.5 141.9
4002 429 8.9 27 63.7 20.7 32.5 17.1 109.8
Male 4003 452 9.6 30 67.4 21.4 31.7 22.9 143.2
4004 401 8.4 26 63.8 20.9 32.7 19.4 141.7
4005 440 9.2 28 63.4 20.9 32.9 16.0 134.0

4006D
Mean 433 9.1 28 64.6 21.0 32.5 18.8 134.1
S.D. 20 0.5 2 1.6 0.3 0.5 2.6 14.1
4101 461 9.5 29 83.7 20.6 32.4 19.0 179.0
4102 466 9.9 31 66.6 21.4 32.1 20.4 130.2
Female 4103 508 11.1 33 65.9 22.0 33.3 26.4 146.8
4104 437 8.9 27 62.8 20.3 32.3 20.8 126.7
4105 471 9.6 29 62.0 20.4 32.9 21.3 156.1
41086 507 10.6 33 64.8 20.9 32.8 23.6 100.8
Mean 475 9.9 30 64.3 20.9 32.6 21.9 139.9
S.D. 28 0.8 2 1.8 0.7 0.5 2.7 27.0

D : Dead



B-4478

Appendix 60 Hematological findings of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 300

WBC Differential leukocytc counts (%)
Sex Animal
number X10% 4L Lymph. Stab Seg. Eosino. Baso. Mono. Others
4001 73 94.0 0.0 5.3 0.0 0.0 0.5 0.0
4002 46 89.0 0.0 10.5 0.5 0.0 0.0 0.0
Male 4003 T1 96.0 0.0 4.0 0.0 0.0 0.0 0.0
4004 63 91.0 0.0 8.5 0.0 0.0 0.5 0.0
4005 54 81.5 0.0 18.0 0.0 0.0 0.5 0.0
4006D
Mean 61 90.3 0.0 9.3 0.1 0.0 0.3 0.0
S.D. 11 5.6 0.0 5.5 0.2 0.0 0.3 0.0
4101 39 79.5 0.5 19.5 0.0 0.0 0.5 0.0
4102 70 97.0 0.5 2.5 0.0 0.0 0.0 0.0
Female 4103 67 90.5 0.0 8.5 1.0 0.0 0.0 0.0
4104 33 92.0 0.0 7.5 0.0 0.0 0.5 0.0
4105 61 92.5 0.0 7.0 0.0 0.0 0.5 0.0
4106 60 96.0 0.0 3.5 0.0 0.0 0.5 0.0
Mean 55 91.3 0.2 8.1 0.2 0.0 0.3 0.0
S.D. 15 6.3 0.3 6.1 0.4 0.0 0.3 0.0

D : Dead



Appendix 861

Hematological findings of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 0

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

Sex Animal locyte let
number X10YuL g/dL % fL pg % % X10¥pL s s
1007 871 16.2 48 54.7 18.6 33.9 1.8 116.9 11.5 15.1
1008 852 16.6 49 57.3 19.5 34.1 2.1 115.1 10.8 10.7
Male 1009 836 15.8 46 55.5 18.9 34.0 1.8 118.2 11.6 13.7
1010 768 15.8 48 59.4 20.8 34.7 1.9 97.3 11.8 14.0
1011 823 16.0 47 57.5 19.5 33.8 2.3 104.9 11.8 15.1
1012 843 17.1 49 58.4 20.3 34.7 1.7 104.9 11.8 16.9
Mean 832 16.3 48 57.1 19.6 34.2 .9 109.6 11.5 14.3
S.D. 35 0.5 1 1.8 0.8 0.4 0.3 8.4 0.4 2.1
1107 834 15.7 46 54.8 18.8 34.3 2.6 114.4 11.86 14.1
1108 752 15.4 44 58.1 20.5 35.2 2.1 105.1 10.8 12.1
Female 1109 790 15.5 44 56.0 19.6 35.0 2.0 102.9 11.1 17.0
1110 823 16.3 a7 57.2 19.8 34.7 1.8 112.1 11.1 16.0
1111 805 15.8 46 57.3 19.7 34.3 2.1 98.2 10.86 12.5
1112 787 15.4 44 56.5 19.6 34.7 2.1 106.3 10.9 13.0
Mean 799 15.7 45 56.7 19.7 34.7 2.1 106.5 11.0 14.1
5.D. 29 0.3 1 1.2 0.5 0.4 0.3 6.0 0.3 2.0




Appendix 62

Hematological findings of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

Dose (mg/kg)

0

B-4478

WBC Differential leukocyte counts (%)

Sex Animal
number X107 4L Lymph. Stab Seg. Eosino. Baso. Mono. Others
1007 82 86.0 0.0 12.0 0.5 0.0 1.5 0.0
1008 78 83.0 0.0 15.5 1.5 0.0 0.0 0.0

Male 1009 100 87.0 0.0 13.0 0.0 0.0 0.0 0.0
1010 107 82.0 0.0 17.0 1.0 0.0 0.0 0.0
1011 61 79.5 0.0 19.0 1.0 0.0 0.5 0.0
1012 120 82.0 0.0 16.0 1.5 0.0 0.5 0.0
Mean 91 83.3 0.0 15.4 0.9 0.0 0.4 0.0
S.D. 22 2.8 0.0 2.6 0.6 0.0 0.6 0.0
1107 80 76.5 0.5 22.5 0.5 0.0 0.0 0.0
1108 38 89.0 0.0 10.0 0.5 0.0 0.5 0.0

Female 1109 61 92.5 0.0 6.0 1.0 0.0 0.5 0.0
1110 63 92.0 0.0 6.5 1.0 0.0 0.5 0.0
1111 68 89.5 0.0 9.5 0.0 0.0 1.0 0.0
1112 85 89.5 0.0 8.0 2.0 0.0 0.5 0.0
Mean 69 88.2 0.1 10.4 0.8 0.0 g.5 0.0
S.D. 11 5.9 0.2 6.1 0.7 0.0 0.3 0.0




Appendix 63

Hematological findings of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 12
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT
Sex Animal locyte let
number X10% L g/dL % fL pE % % X10VAL s s
2007 819 15.7 46 56.2 19.2 34.2 2.8 115.5 12.4. 17.4
2008 804 15.8 46 56.7 19.7 34.7 2.1 104.3 12.2 14.9
Male 2009 838 16.1 46 54.5 19.2 35.2 2.2 110.5 12.4 15.2
2010 845 16.1 48 56.9 19.0 33.4 2.0 91.8 11.4 11.7
2011 791 15.7 435 57.4 19.8 34.5 1.9 108.3 11.1 11.7
2012 807 16.8 49 60.3 20.8 34.5 1.8 98.9 12.3 14.8
Mean 817 16.0 47 57.0 19.6 34.4 2.1 104.9 12.0 14.3
S.D. 21 0.4 2 1.9 .7 0.6 0.4 8.5 0.6 2.2
2107 758 15.2 44 58.4 20.0 34.2 2.1 102.5 11.2 13.8
2108 787 16.1 45 57.3 20.4 35.6 2.0 92.4 11.0 13.8
Female 2109 155 15.4 44 57.8 20.4 35.2 1.6 118.3 10.9 14.5
2110 732 15.1 42 57.4 20.6 35.8 2.6 85.2 10.9 12.8
2111 821 16.1 47 57.3 19.7 34.3 1.8 109.0 11.4 15.9
2112 844 16.5 47 56.1 19.6 34.9 2.2 118.7 11.5 14 .4
Mean 783 15.7 43 57.4 20.1 35.0 2.1 104.4 11.2 14.2
S.D. 43 0.6 2 0.8 0.4 0.7 0.3 13.7 0.3 1.




Appendix 64

Hematological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg)

12

B-4478

WBC Differential leukocyte counts (%)

Sex Animal
number X10%4L Lymph. Stab Seg. Eosino. Baso. Mono. Others
2007 84 80.0 0.0 19.0 0.5 0.0 0.5 0.0
2008 71 83.0 0.0 16.0 0.5 0.0 0.5 0.0

Male 2009 82 91.0 0.0 9.0 0.0 0.0 0.0 0.0
2010 89 88.5 0.0 10.0 1.0 0.0 0.5 0.0
2011 166 94.5 0.0 5.5 Gg.0 Q.0 0.0 0.0
2012 103 93.0 0.0 5.5 1.0 0.0 0.5 0.0
Mean 99 88.3 0.0 10.8 0.5 0.0 0.3 0.0
S.D. 34 5.7 0.0 5.6 0.4 0.0 0.3 0.0
2107 68 91.0 0.0 7.5 0.9 0.0 1.0 0.0
2108 85 93.5 0.0 6.5 0.0 0.0 0.0 0.0

Female 2109 100 84.5 0.5 14.5 0.0 0.0 0.5 0.0
2110 53 85.0 0.0 15.0 0.0 0.0 0.0 0.0
2111 98 92.5 0.0 5.5 1.0 0.0 1.0 0.0
2112 107 88.5 0.0 8.5 1.5 0.0 1.5 0.0
Mean 85 89.2 0.1 3.6 0.5 0.0 0.7 0.0
S.D. 21 3.8 0.2 4.1 0.6 0.0 0.6 0.0




B-4478

Appendix 65 Hematological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks
Dose (mg/kg) 60
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT
Sex Animal locyte let
number K10Y4L g/dL % fL re % % X10Y 1L S s
3007 784 15.7 45 56.9 20.1 35.3 2.0 99.7 11.3 13.2
3008 811 15.7 45 55.6 19.3 34.7 2.1 119.1 11.4 17.9
Male 3009 801 15.8 47 59.1 19.5 33.0 2.1 113.5 11.4 17.4
3010 831 16.3 48 57.2 19.7 34.3 2.1 97.1 11.9 16.7
3011 8386 16.2 48 57.3 19.3 33.8 2.0 102.0 12.2 15.3
3012 784 15.7 45 57.8 20.0 34.5 2.3 00.5 11.3 16.6
Mean 808 15.9 46 57.3 19.7 34.3 2.1 103.7 11.6 16.2
S.D. 22 0.3 2 1.1 0.3 0.8 0.1 10.7 0.4 1.7
3107 809 16.0 45 56.0 19.7 35.2 2.1 121.1 11.6 14.7
3108 857 16.9 49 57.2 18.7 34.5 1.7 116.1 12.1 15.5
Female 3109 812 15.5 45 55.5 19.0 34.3 2.2 90.7 11.4 16.2
3110 834 15.8 46 54.7 19.0 34.6 2.2 105.0 12.0 15.38
3111D
3112 794 15.3 44 55.5 19.3 34.7 1.9 121.9 11.4 14.1
Mean 821 15.9 46 55.8 19.3 34.7 2.0 111.0 11.7 15.2
S.D. 25 0.6 2 0.9 0.4 0.3 0.2 13.2 0.3 0.8
D Dead



Appendix 66

Hematological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg)

60

B-4478

WBC Differential leukocyte counts (%)
Sex Animal }
number %107 4L Lymph. Stab Seg. Eosino. Baso. Mono. Others
3007 81 85.5 0.0 13.5 0.5 0.0 0.5 0.0
3008 73 88.0 0.0 10.5 1.5 0.0 0.0 0.0
Male 3009 73 90.5 0.0 8.5 0.5 0.0 0.5 0.0
3010 112 87.5 0.0 11.0 1.0 0.0 0.5 0.0
3011 T4 84.0 0.0 15.0 1.0 0.0 0.0 0.0
3012 133 89.0 0.0 10.5 0.0 0.0 0.5 0.0
Mean 91 87.4 0.0 11.5 .8 0.0 0. 0.0
S.D. 25 2.4 0.0 2.3 .5 0.0 0. 0.0
3107 67 92.5 0.0 6.5 0.5 0.0 0.5 0.0
3108 66 91.0 0.0 8.5 0.5 0.0 0.0 0.0
Female 3109 60 91.0 0.0 8.0 0.5 .0 0.5 0.0
3110 93 89.0 0.0 9.0 2.0 0.0 0.0 0.0
3111D
3112 117 92.5 0.0 6.5 1.0 0.0 0.0 0.0
Mean 81 91.2 0.0 7.7 0.9 0.0 0.2 0.0
5.D. 24 1.4 0.0 1.2 0.7 0.0 0.3 0.0
D Dead



Appendix 67

Hematological findings of new born rats administered orally with Trityl chloride for 18 dayvs

and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 300

RBC b Ht MCV MCH MCHC Reticu- Plate- PT APTT

Sex Animal locyte let
number X10YHL g/dL % fL pE % % X10YmL 5 s
4007 806 16.2 48 59.7 20.1 33.7 2.3 97.3 11.9 16.3
4008 772 16.1 45 57.8 20.8 36.0 2.0 107.3 11.1 12.6
Male 4009 778 15.7 45 57.6 20.2 35.0 2.2 110.5 11.5 17.2
4010 778 15.7 44 56.9 20.1 35.4 1.8 105.9 11.3 15.6
4011 757 15.5 45 59.5 20.4 34.3 2.7 109.7 11.1 14.0
4012 796 16.1 47 58.5 20.2 34.5 2.0 106.86 12.0 16.0
Mean 781 15.9 46 58.3 20.3 34.8 2.2 106.2 11.5 15.3
S.D. 17 0.3 2 1.1 0.3 0.8 0.3 4.7 0.4 1.7
4107 783 15.8 45 537.0 20.2 35.4 2.0 107.4 10.9 11.2
4108 770 15.1 43 55.5 19.6 35.2 2.0 93.5 11.5 16.4
Female 4109 777 16.0 46 58.9 20.5 34.9 1.8 111.9 11.5 17.3
4110 774 15.9 46 59.1 20.5 34.8 2.1 100.4 10.4 12.2
4111 800 15.2 44 54.9 19.0 34.7 2.3 97.1 10.5 11.2
4112 795 15.6 45 56.8 19.6 34.5 2.3 107.1 11.0 13.5
Mean 783 15.6 45 57.0 19.9 34.9 2.1 102.9 11.0 13.6
S.D. 12 0.4 1 1.7 0.6 0.3 0.2 7.0 0. 2.6




Appendix 88

Hematological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9§ weeks

Dose (mg/kg)

300

B-4478

WBC Differential leukocyte counts (%)

Sex Animal
number ¥10¥#L  Lymph. Stab Seg. Eosino. Baso. Mono. Others
4007 85 85.5 0.5 14.0 0.0 0.0 0.0 0.0
4008 110 86.0 0.0 13.0 0.0 0.0 1.0 0.0

Male 4009 106 89.0 0.0 10.0 0.5 0.0 0.5 0.0
4010 88 8¢.0 0.0 10.0 1.0 G.0 0.0 0.0
4011 75 84.0 0.0 14.5 1.0 0.0 0.5 0.0
4012 96 84.5 0.0 14.5 Q.5 0.0 0.5 0.0
Mean 93 86.3 0.1 12.7 0.5 0.0 0. 0.0
S.D. 13 2.2 0.2 2.1 0.4 0.0 0. 0.0
4107 135 81.5 0.0 17.0 1.5 0.0 0.0 0.0
4108 435 84.5 0.0 13.0 1.0 0.0 1.5 0.0

Female 4109 78 85.0 0.0 14.0 0.5 ¢.0 0.5 0.0
4110 97 86.5 0.0 12.0 1.0 0.0 0.5 g.0
4111 77 93.0 0.0 6.5 0.0 0.0 0.5 0.0
4112 89 87.5 0.0 10.5 1.5 0.0 0.5 0.0
Mean 87 86.3 0.0 12.2 0.9 0.0 0.6 0.0
S.D. 30 3.9 0.0 3.5 0.6 0.0 0.5 0.0




B-4478

Appendix 69 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 0

GOT GPT LDbH Al1P 7 —GTP TP Albumin A/G T.cho TG PL
Sex Animal {ASAT) (ALAT)
numnber 1U/L U/L IU/L 1U/L 1U/L g/dL g/dL mg/dL mg/dL mg/dL
1001 56 30 59 644 1.3 4.9 3.3 2.06 84 155 135
1002 82 33 59 606 1.2 4.8 3.4 2.43 88 75 134
Male 1003 65 33 46 601 1.8 4.6 3.4 2.83 68 108 119
1004 58 24 54 473 1.5 5.0 3.5 2.33 86 115 120
1005 54 29 &8 585 1.4 4.7 3.3 2.36 71 63 106
1006 65 35 73 727 1.6 4.5 3.1 2,21 75 71 114
Mean 63 31 60 606 1. 4.8 3.3 2.37 79 98 121
S.D. 10 4 10 83 0.1 0.2 0.1 0.26 8 35 11
1101 62 31 70 429 1.2 5.0 3.4 2.13 113 75 156
1102 67 24 63 594 1.2 5.0 3.5 2.33 7 62 123
Female 1103 62 32 88 653 1.3 5.0 3.5 2.33 86 79 126
1104 81 22 62 474 1.3 5.1 3.8 2.40 71 79 115
1105 53 26 57 467 1.3 5.1 3.5 2.19 63 85 102
1106 88 28 52 515 1.3 4.7 3.5 2.92 76 T7 122
Mean 65 27 65 522 1.3 5.0 3.5 2.38 81 76 124
§.D. 11 4 13 85 0.1 .1 0.1 0.28 17 8 18




Appendix 70

Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : O

B-4478

T.bili- Glucose BUN Crea- Na K Cc1l Ca P
Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol /1, mmol/L mmol /L mg/dL mg/dL
1001 0.13 104 4 0.568 140 3.5 108 10.5 8.8
1002 0.13 107 5 0.51 140 3.2 108 10.4 8.6
Male 1003 0.13 78 12 0.51 140 3.9 106 10.5 9.8
1004 0.15 113 6 0.52 140 3.8 106 10.5 9.4
1005 D.11 109 6 Q.41 141 4.0 108 10.6 9.2
1006 0.14 114 G 0.48 139 4.0 108 10.3 8.7
Mean 0.13 104 7 0.50 140 3.7 107 10.5 9.1
S.D. 0.01 13 3 0.05 1 0.3 1 0.1 0.5
1101 0.12 102 6 0.47 139 4.0 107 11.0 8.9
1102 0.12 112 6 0.51 140 4.0 106 10.6 9.5
Female 1103 0.14 93 7 0.47 140 3.3 112 10.5 2.4
1104 0.17 116 8 0.50 139 3.9 108 10.4 9.2
1105 0.14 85 8 0.51 141 4.2 106 10.8 9.6
11086 0.12 96 8 0.48 141 3.8 108 10.7 9.1
Mean 0.14 101 7 0.49 140 3.9 108 10.7 9.3
S.D. 0.02 12 1 0.02 1 0.3 2 0.2 0.3




B-4478

Appendix 71 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 12

GOT GPT LDH AlP vy —GTP TP Albumin A/G T.cho TG PL
Sex Animal {ASAT) (ALAT)
number IU/L 1U/L IU/L 1U/L 1U/L g/dL g/dLlL mg/dL mg/dL mg/dL
2001 50 28 56 735 1.3 4.9 3.3 2.06 86 98 131
2002 76 29 63 799 1.4 4.8 3.3 2.20 65 47 110
Male 2003 88 36 58 610 G.9 4.9 3.6 2.77 90 72 132
2004 68 27 68 644 1.9 5.1 3.5 2.19 98 85 151
2005 73 28 52 537 1.8 5.3 3.6 2.12 101 89 145
2006 68 44 51 T97 1.6 4.8 3.4 2.43 97 161 146
Mean 71 32 58 687 1.5 5.0 3.5 2.30 90 92 136
S.D. 12 7 7 107 0.4 0.2 0.1 0.26 13 38 15
2101 66 28 61 563 1.1 5.3 3.5 1.94 90 88 142
2102 70 30 53 672 0.8 4.8 3.3 2.20 107 T2 180
Female 2103 56 24 90 495 1.2 5.0 3.5 2.33 67 73 111
2104 57 25 41 599 1.5 4.9 3.4 2.27 91 150 140
2105 79 24 45 565 1.8 4.9 3.3 2.06 92 101 139
2106 81 28 46 578 0.8 4.9 3.5 2.50 108 60 153
Mean 68 27 56 578 1.2 5.0 3.4 2.22 93 91 141
S.D. 11 3 18 58 0.4 0.2 0.1 0.20 15 32 17




Appendix 72

Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

B-44738

Dose (mg/kg) 12

T.bili- Glucose BUN Crea- Na K Cl Ca P

Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol/L mmol/L, mmol/L mg/dL mg/dL
2001 0.13 105 4 0.45 138 3.7 106 10.4 8.8
2002 0.13 86 6 0.47 139 3.8 108 10.5 8.1
Male 2003 0.11 T2 7 0.45 140 4.0 107 10.8 9.3
2004 0.14 120 8 0.44 141 4.1 108 10.6 9.2
2005 0.17 113 9 0.43 139 3.9 106 10.7 9.8
2006 0.17 95 10 0.53 139 4.6 106 10.9 10.2
Mean 0.14 99 7 0.46 139 4.0 107 10.7 9.2
S.D. 0.02 18 2 0.04 1 0.3 1 0.2 0.7
2101 0.14 100 9 0.51 141 4.0 106 10.8 9.2
2102 0.12 79 8 0.47 142 3.7 108 10.5 8.9
Female 2103 g.12 107 7 0.45 140 3.9 109 10.3 9.1
2104 0.17 90 8 0.50 139 3.8 106 10.7 9.4
2105 0.15 80 9 0.51 141 3.8 107 10.7 9.6
2106 0.14 102 7 0.45 141 3.9 107 10.7 8.3
Mean 0.14 93 8 0.48 141 3.9 107 10.6 9.1
S.D. 0.02 12 1 0.03 1 0.1 1 0.2 0.5




B-4478

Appendix 73 Blood chemical findings of new born rats admimistered orally with Trityl chloride for 18 days

Dose (mg/kg) : 60O

GOT GPT LDH AlP 7 —~GTP TP  Albumin A/G T.cho TG PL
Sex Animal (ASAT) (ALAT)
number 1U/L 1U/L IU/L IU/L 1U/L g/dL g/dL mg/dL mg/dL mg/dL
3001 36 38 67 582 1.6 4.9 3.4 2.27 85 95 133
3002 78 31 51 650 1.7 4.7 3.2 2.13 89 75 135
Male 3003 78 29 53 650 2.0 4.8 3.4 2.43 a5 52 135
3004 77 34 61 682 1.8 5.2 3.6 2.25 103 64 140
3005 69 31 87 489 1.8 5.1 3.5 2.19 100 69 137
3006 46 32 83 494 0.9 4.8 3.3 2.20 69 77 117
Mean 64 33 64 591 1.6 4.9 3.4 2.25 90 72 133
S.D. 18 3 12 84 0.4 0.2 Q.1 Q.10 12 14 8
3101 129 36 66 729 1.3 5.2 3.5 2.06 91 54 125
3102 85 35 55 605 1.4 4.8 3.4 2.43 94 51 134
Female 3103 62 31 77 413 1.0 5.1 3.5 2.19 82 68 125
3104 59 37 53 552 1.1 4.9 3.5 2.50 87 71 134
3105 66 23 44 647 1.2 5.0 3.6 2.57 87 96 135
3106 67 27 59 417 1.4 4.9 3.5 2.50 Q7 63 133
Mean 78 32 59 561 1.2 5.0 3.5 2.38 90 67 131
S.D. 27 6 11 127 0.2 0.1 0.1 0.20 5 16 5




Appendix 74

Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) : 60

T.bili- Glucose BUN Crea- Na K C1 Ca P

Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL
3001 0.14 93 5 0.46 139 3.8 107 10.6 8.9
3002 0.15 g3 ] 0.46 138 3.9 108 10.5 9.5
Male 3003 0.11 99 9 0.50 140 3.8 109 10.5 9.7
3004 0.13 96 7 0.41 141 4.1 106 10.9 9.2
3005 0.16 102 8 0.46 139 3.7 108 10.9 9.4
3006 0.14 101 5 0.43 138 3.9 1086 10.7 9.1
Mean 0.14 97 7 0.43 139 3.9 107 10. 9.3
S.D. 0.02 4 2 0.03 1 0.1 1 0. 0.3
3101 0.11 87 7 0.49 141 3.8 108 10.9 9.4
3102 0.14 102 9 0.50 140 3.9 106 10.8 9.2
Female 3103 0.15 99 9 0.52 139 3.8 108 10.7 9.8
3104 0.14 T7 10 0.42 138 4.6 105 10.6 9.3
3105 0.11 a7 10 0.49 142 3.7 109 10.7 9.2
3106 0.16 93 7 0.49 139 4.3 105 11.0 8.3
Mean 0.14 93 9 0.49 140 4.0 107 10.8 9.2
S.D. .02 9 1 0.038 1 0.4 2 0.1 0.5




B-4478

Appendix 75 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 300

GOT GPT LDH AlP T —GTP TP Albumin A/G T.cho TG PL
Sex Animal (ASAT) (ALAT)
number IU/L 1U/L IU/L IU/L 1U/L g/dL g/dL mg/dL mg/dL mg/dL
4001 65 43 58 528 1.2 5.1 3.5 2.19 88 77 138
4002 68 35 48 619 1.8 4.4 3.1 2.38 T4 68 118
Male 4003 46 32 68 439 1.8 5.2 3.5 2.06 82 98 129
4004 48 31 58 535 2.2 5.2 3.5 2.06 99 90 151
4005 60 32 83 502 1.1 5.0 3.5 2.33 120 74 158
4006D
Mean 57 35 63 525 1.6 5.0 3.4 2.20 93 81 139
S.D. 10 5 13 65 0.5 0.3 0.2 0.15 18 12 16
4101 37 32 58 474 2.2 5.6 3.7 1.95 111 104 161
4102 79 37 58 403 2.0 5.2 3.4 1.89 110 44 149
Female 4103 44 27 70 550 1.3 4.9 3.5 2.50 66 68 105
4104 68 27 45 558 1.3 5.4 3.6 2.00 118 66 159
4105 60 26 46 411 0.8 4.8 3.4 2.43 103 54 140
4106 61 26 47 541 1.3 4.7 3.4 2.62 88 98 139
Mean 58 29 54 490 1.5 5.1 3.5 2.23 99 72 142
S.D. 15 4 10 7L 0.5 0.4 0.1 0.32 19 24 20

D : Dead



Appendix 76

Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 300
T.bili- Glucose BUN Crea- Na K C1 Ca P
Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL
4001 0.13 101 6 0.44 138 3.8 105 10.9 9.1
4002 0.13 105 5 0.46 137 3.9 105 9.9 3.8
Male 4003 0.11 117 5 0.46 135 4.4 104 10.8 10.8
4004 0.11 114 5 0.41 138 3.7 106 10.7 8.9
4005 0.13 1086 5 0.45 140 3.7 108 10.8 9.4
4006D
Mean 0.12 109 5 0.44 138 3.9 106 10.6 9.6
S.D. 0.01 7 0 0.02 2 0.3 2 0.4 0.8
4101 0.11 102 8 0.49 141 3.8 107 11.8 9.3
4102 0.12 102 5 0.44 140 3.5 107 10.9 8.6
Female 4103 0.14 73 9 0.46 140 3.7 107 10.1 9.3
4104 0.10 108 10 0.45 139 4.2 107 10.8 8.5
4105 0.11 87 9 0.48 138 4.0 108 10.6 8.8
4108 0.17 94 10 0.44 139 3.9 104 10.8 9.5
Mean 0.13 94 ] 0.46 140 3.9 107 10.8 9.0
S.D. 0.03 13 2 0.02 1 0.2 1 0.4 0.4

D : Dead



Appendix 77

Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 0

GOT GPT L.DH AlP T —GTP TP Albumin A/G T.cho TG PL

Sex Animal (ASAT) (ALAT)
number 1U/L IU/L IU/L 1U/L Iy/L g/dL g/dL mg/dL mg/dL mg/dL
1007 53 33 66 165 1.0 6.8 3.8 1.27 67 59 104
1008 57 36 34 186 1.5 6.8 4.1 1.52 64 81 100
Male 1009 59 32 38 217 1.2 6.6 3.9 1.44 87 81 117
1010 35 36 45 271 0.8 6.5 3.9 1.50 84 167 132
1011 60 41 39 196 0.9 6.6 3.9 1.44 75 93 111
1012 69 39 73 141 0.6 7.0 3.8 1.19 73 36 96
Mean 59 36 49 196 1.0 6.7 3.9 1.39 75 86 110
S.D. 6 3 16 45 0.3 0.2 0.1 0.13 9 44 13
1107 48 27 34 176 1.5 6.8 3.8 1.27 56 31 93
1108 51 31 25 120 1.3 7.1 4.2 1.45 95 30 139
Female 1109 59 33 34 144 1.4 6.8 4.2 1.62 49 23 85
1110 52 37 22 98 1.7 7.1 4.2 1.45 101 45 142
1111 57 31 26 124 1.9 6.8 4.0 1.43 66 28 107
1112 44 22 28 159 1.2 6.6 4.0 1.54 96 35 143
Mean 52 30 28 137 1.5 6.9 4.1 1.46 77 32 118
S.D. 6 5 5 28 0.3 0.2 Q.2 0.12 23 7 26




Appendix 78

Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

Dose (mg/kg) : O

B-4478

T.bili- Glucose BUN Crea- Na K C1 Ca P
Sex Animal rubin tinine
number mg/dL mg/dL mg/dL meg/dL mmo 1 /1. mmo1/L mmol /T, mg/dl. mg/dl.
1007 0.08 163 16 0.65 144 3.1 106 10.0 6.1
1008 0.07 146 13 0.61 143 3.3 108 10.1 5.8
Male 1009 0.08 156 17 0.67 140 3.4 106 9.9 6.4
1010 0.09 143 15 0.63 142 3.6 107 10.2 6.8
1011 0.08 158 14 0.63 142 3.6 109 10.1 6.1
1012 0.05 134 17 0.59 142 3.5 108 9.7 6.7
Mean 0.07 150 15 0.63 142 3.4 107 10. 6.3
S.D. 0.01 11 2 0.03 1 0.2 1 0. 0.4
1107 0.086 114 18 0.62 142 4.3 111 9.6 6.7
1108 0.08 146 19 0.64 142 3.4 111 10.0 6.5
Female 1109 0.06 141 17 0.36 142 3.4 111 9.9 7.0
1110 0.08 128 16 0.59 141 3.6 110 10.2 6.9
1111 0.07 116 22 0.68 139 3.8 108 9.7 6.8
1112 0.086 133 19 0.64 139 3.8 109 3.6 6.7
Mean Q.07 130 19 0.62 141 3.6 110 9.8 6.8
S.D. 0.01 13 2 0.04 1 0.4 1 0.2 0.2




B-4478

Appendix 79 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 12

GOT GPT LDH AlP v —GTP TP  Albumin A/G T.cho TG PL
Sex Animal (ASAT) {ALAT)
number 1U/L 1U/L 10/L 1U/L 1U/L g/dL g/dL mg/dL mg/dL mg/di.
2007 59 42 46 220 1.3 6.8 3.9 1.34 77 46 111
2008 62 490 41 356 1.3 6.9 4.0 1.38 63 72 100
Male 2009 61 26 66 254 0.8 6.4 3.8 1.46 68 72 100
2010 66 40 33 309 0.4 6.5 3.9 1.50 45 101 82
2011 52 29 74 149 0.8 7.0 4.0 1.338 78 80 112
2012 69 33 368 172 1.0 6.7 4.0 1.48 73 69 120
Mean 62 35 49 243 1.0 6. 3.9 1.42 68 73 104
S.D. 6 7 17 80 0.4 0. 0.1 0.07 13 18 13
2107 52 21 32 170 1.6 6.9 4.0 1.38 64 28 113
2108 52 38 51 172 1.1 6.5 4.0 1.80 66 28 116
Female 2109 57 38 28 118 2.0 6.6 3.9 1.44 96 38 138
2110 56 31 28 121 0.2 6.5 4.0 1.60 78 27 116
2111 51 28 22 131 0.7 6.4 3.7 1.37 75 50 119
2112 42 27 26 115 1.0 7.1 4.3 1.54 91 34 137
Mean 52 31 31 138 1.1 6.7 4.0 1.49 78 34 123
S.D. 5 7 10 26 0.6 0.3 0 0.11 13 9 11




Appendix 80

Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 12

T.bili- Glucose BUN Crea- Na K Cl Ca P

Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL
2007 0.06 138 14 0.64 142 3.7 106 2.8 6.0
2008 0.07 136 15 0.65 143 3.6 107 10.3 5.9
Male 2009 0.06 150 15 0.865 140 3.8 107 9.9 6.8
2010 0.09 140 14 0.58 142 3.6 108 10.0 7.4
2011 0.08 149 18 0.65 142 3.5 106 10.2 7.1
2012 0.06 138 13 0.60 142 3.6 107 10.4 8.2
Mean 0.07 142 15 0.63 142 3.6 107 10. 6.9
S.D. 0.01 6 2 0.03 1 0.1 1 0. 0.9
2107 0.06 120 17 0.357 141 3.6 110 10.1 7.0
2108 0.07 145 14 0.51 1398 3.6 109 9.9 6.8
Female 2109 0.086 143 17 0.39 140 3.5 110 10.1 7.2
2110 0.08 121 18 0.56 140 3.2 109 10.0 6.8
2111 0.08 131 19 0.62 139 3.7 109 9.7 6.3
2112 0.086 130 17 0.54 140 3.8 109 10.0 6.6
Mean 0.06 132 17 0.57 140 3.6 109 10.0 6.8
S.D. 0.00 11 2 0.04 1 0.2 1 0.2 0.3




B-4478

Appendix 81 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

GOT GPT LDH AlP v —GTP TP Albumin A/G T.cho TG PL
Sex Animal (ASAT) (ALAT)
number IU/L IU/L 1t/L TU/L 1G/L g/dL g/dL mg/dL mg/dL mg/dL
3007 53 36 64 185 0.8 6.8 3.8 1.27 71 33 103
3008 47 29 50 182 1.4 7.0 4.1 1.41 88 104 129
Male 3009 52 36 33 243 0.7 6.8 3.9 1.34 135 122 172
3010 49 30 37 232 1.0 6.2 3.7 1.48 50 56 T8
3011 60 37 38 189 1.1 8.7 3.8 1.31 52 54 85
3012 51 34 46 147 0.8 6.8 3.8 1.27 94 89 142
Mean 32 34 45 196 1.0 6.7 3.9 1.356 82 76 118
S.D. 4 3 11 35 0.3 0.3 0.1 0.08 32 34 36
3107 57 57 22 138 1.9 7.0 4.0 1.33 78 37 124
3108 66 34 30 181 1.4 6.2 3.9 1.70 91 35 131
Female 3109 48 24 24 151 1.4 7.0 4.2 1.50 68 31 120
3110 49 27 32 205 1.4 8.7 4.1 1.58 78 32 127
3111D
3112 48 29 28 143 1.3 6.6 3.9 1.44 90 33 137
Mean 54 34 27 164 1.5 6.7 4.0 1.51 81 34 128
S.D. 8 13 4 29 0.2 0.3 0.1 0.14 10 2 7

D : Dead



Appendix 82

Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for ¢ wecks

B-4478

Dose {(mg/kg) 60
T.bili- Glucose BUN Crea~ Na K C1l Ca P
Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol/L mmol /L mmol/L mg/dL mg/dl.
3007 0.07 140 14 0.63 143 3.6 107 9.9 6.5
3008 0.07 157 14 .61 144 3.6 108 10.3 6.1
Male 3009 0.07 156 17 0.60 141 3.3 105 10.2 7.2
3010 0.07 147 15 0.56 142 3.5 108 9.8 6.9
3011 0.06 142 14 0.61 141 3.6 108 9.9 6.1
3012 0.07 133 15 0.56 139 3.6 105 10.4 7.2
Mean 0.07 146 15 0.60 142 3.3 107 10.1 6.7
S.D. 0.00 9 1 0.03 2 0.1 1 0.2 0.5
3107 0.07 115 19 0.60 141 3.7 109 9.8 6.9
3108 0.05 124 17 0.62 141 3.8 112 9.5 6.2
Female 3109 0.09 118 17 0.68 138 3.5 109 9.7 5.9
3110 0.09 131 17 0.66 141 3.6 110 9.6 6.5
3111D
3112 0.06 136 18 0.49 139 3.9 109 9.8 6.8
Mean 0.07 125 18 0.61 140 3.7 110 9.7 6.5
S.D. 0.02 9 1 0.07 1 0.2 1 0.1 0.4

D : Dead



B-4478

Appendix 83 Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

GOT GPT LDH AlP T —~GTP TP Albumin A/G T.cho TG PL
Sex Animal (ASAT) (ALAT)
number 1U/L Lu/L 1U/L IU/L 1U/L g/dL g/dL mg/dL mg/dL mg/dl,
4007 59 33 38 158 1.5 6.7 3.8 1.31 75 33 96
4008 53 36 40 182 1.4 6.6 4.0 1.54 91 181 148
Male 4009 a5 38 1086 167 0.0 7.0 4.0 1.33 86 84 120
4010 48 29 31 200 0.3 6.8 4.1 1.52 86 64 115
4011 64 33 46 155 1.5 6.6 3.7 1.28 77 58 119
4012 56 36 38 164 1.5 6.7 3.9 1.39 66 68 109
Mean 56 34 30 171 1.0 6.7 3. 1.40 80 81 118
S.D. 5 3 28 17 0. 0.2 0.1 0.11 9 52 17
4107 56 32 24 146 1.8 7.0 3.9 1.26 84 28 129
4108 25 33 25 182 0.3 7.0 4.2 1.50 66 23 110
Female 4109 60 33 33 128 1.0 6.6 4.1 1.684 104 46 154
4110 66 42 27 97 1.5 7.3 4.4 1.52 70 28 116
4111 104 32 25 184 1.9 G.6 3.9 1.44 80 34 125
4112 49 36 27 116 1.3 6.8 4.2 1.62 90 50 149
Mean 72 35 27 142 1.3 6.9 4.1 1.50 82 35 131
S.D. 22 4 3 35 0.8 0.3 0.2 0.14 14 11 18




Appendix 84

Blood chemical findings of new born rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 300

T.bili- Glucose BUN Crea- Na K Cl Ca P

Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL
4007 0.06 140 14 0.66 142 3.6 106 9.7 5.6
4008 0.10 165 15 0.73 140 3.5 104 10.3 6.1
Male 4009 0.08 157 15 0.61 143 3.4 107 10.3 7.1
4010 0.06 154 14 0.63 141 3.3 106 10.2 6.4
4011 0.07 133 15 0.61 140 3.6 105 10.1 7.8
4012 0.09 141 15 0.61 142 3.6 107 10.0 7.1
Mean 0.08 148 15 0.64 141 3.5 106 10.1 6.7
S.D. 0.02 12 1 0.05 1 0.1 1 0.2 0.8
4107 0.05 130 18 0.57 140 3.6 110 10.0 7.4
4108 0.086 150 20 0.61 141 3.8 110 9.8 6.7
Female 4109 0.09 128 17 0.64 140 3.1 109 10.1 6.5
4110 0.08 157 20 0.77 141 3.1 110 9.6 6.3
4111 0.06 119 19 0.61 138 3.5 110 9.9 6.6
4112 0.07 143 15 0.64 140 3.6 110 10.1 6.3
Mean 0.07 138 18 0.64 140 3.5 110 9.9 6.6
S.D. 0.01 15 2 0.07 1 0.3 ¢ 0.2 0.4




B-4478

Appendix 85 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : O

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L.)
numher g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(ng/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) glg/100g BW)
1001 62.6 1.55 2.8 2.9 3.0 5.9 237 0.28 0.47
1002 59.3 1.56 2.1 2.8 2.9 5.7 221 0.39 0.48
Absolute 1003 58.0 1.56 2.0 3.0 3.8 6.8 190 0.31 0.47
1004 63.5 1.51 2.2 3.6 4.6 8.2 257 0.32 0.45
1005 57.9 1.59 2.1 3.3 2.6 5.9 283 0.28 0.46
1006 52.8 1.52 3.0 3.7 5.0 8.7 264 0.30 0.43
Mean 59.0 1.55 2.4 3.2 7 6.9 242 0.31 0.46
S.D. 3.8 0.03 .4 0.4 1.0 1.3 33 0.04 0.02
1001 2.48 4.5 4.6 4.8 9.4 379 0.45 0.75
1002 2.63 3.5 4.7 4.9 9.6 373 0.66 0.81
Relative 1003 2.69 3.4 5.2 6.6 1.7 328 0.53 0.81
1004 2.38 3.5 5.7 7.2 12.9 405 0.50 0.71
1005 2.75 3.6 5.7 4.5 10.2 489 0.48 0.79
1006 2.88 5.7 7.0 9.5 16.5 500 0.57 0.81
Mean 2.64 4.0 5.5 6.3 11.7 412 0.53 0.78
S.D. 0.18 .9 0. .9 2.7 68 0.08 0.04




Appendix 86

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 0

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal

Animal (R) (L) (R+L) (R) (L) (R+L)

npumber g{g/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mgimg/100g BW)

1001 1.89 0.28 0.37 0.34 0.71 9 9 18

1002 1.78 0.24 0.34 0.31 0.65 i1 11 22

Absolute 1003 1.70 0.22 0.29 0.28 0.57 8 8 18
1004 1.86 0.30 0.30 0.29 0.59 7 9 16

1005 1.66 0.27 0.29 0.31 0.60 8 8 16

1006 1.61 0.21 0.28 0.29 0.57 8 8 16

Mean 1.75 0.25 0.31 0.30 0.62 9 9 17

S.D. 0.11 0.04 0.04 0.02 0.06 1 1 2

1001 3.02 0.45 0.59 0.54 1.13 14 14 29

1002 3.00 0.40 0.57 0.52 1.10 19 19 37

Relative 1003 2.93 0.38 0.50 0.48 0.98 14 14 28
1004 2.93 0.47 0.47 0.46 0.93 11 14 25

1005 2.87 0.47 0.50 0.54 1.04 14 14 28

1006 3.05 0.40 0.53 0.55 1.08 15 15 30

Mean 2.97 0.43 0.53 0.52 1.04 15 15 30

S.D. 0.07 0.04 0.05 0.04 0.08 3 2 4




Appendix 87

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 0

Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) (R+L) (R) (L) {R+L)

number g(g/100g BW) g(g/100g BY) g{g/100g BW) mg(mg/100g BW) mgimg/100g BW) mgimg/100g BW)

1001 0.17 0.17 0.34 29 24 53

1002 0.18 0.18 0.36 30 27 57

Absolute 1003 0.15 0.15 0.30 20 20 40
1004 0.17 0.16 0.33 21 23 44

1005 0.15 0.15 0.30 21 20 41

1006 0.13 0.13 0.26 18 18 36

Mean 0.16 0.16 0.32 23 22 45

S.D. 0.02 0.02 0.04 ] 3 8

1001 0.27 0.27 0.54 46 38 85

1002 0.30 3.30 0.61 51 48 a8

Relative 1003 0.26 0.26 0.52 34 34 59
1004 0.27 0.25 0.52 33 36 69

1005 0.26 0.26 0.52 36 35 71

1006 0.25 0.25 0.49 34 34 68

Mean 0.27 0.27 0.53 39 37 76

S.D. 0.02 0.02 0.04 8 5 12




B-4478

Appendix 88 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

Dosc (mg/kg) : 12

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L)
number g g{g/100g BY) mg(mg/100g BW) mg{mg/100g BW) mg{mg/100g BW) wmg(mg/100g BW) wg(mg/100g BW) glg/100g BW) g{g/100g BW)
2001 61.8 1.54 4.5 2.7 3.1 5.8 286 0.33 0.50
2002 56.7 1.62 2.5 4.5 3.2 7.7 251 0.29 4.42
Absolute 2003 54.4 1.51 1.7 2.0 2.7 4.7 185 (0.30 0.43
2004 62.0 1.67 2.8 5.0 3.4 8.4 296 0.34 0.45
2005 58.2 1.61 2.5 3.6 2.4 6.0 263 0.33 0.50
2006 58.0 1.58 1.5 3.3 4.2 7.5 250 0.29 0.42
Mean 58.5 1.59 2.6 3.5 3.2 6.7 255 0.31 0.45
S.D. 3.0 0.06 1.1 1.1 0.6 1.4 39 0.02 0.04
2001 2.49 7.3 4.4 5.0 9.4 463 0.53 (.81
2002 2.86 4.4 7.9 5.8 13.6 443 0.51 0.74
Relative 2003 2.78 3.1 3.7 5.0 8.6 340 0.55 0.79
2004 2.69 4.2 8.1 5.5 13.5 477 0.55 0.73
2005 2.77 4.3 6.2 4.1 10.3 452 0.57 0.86
2006 2.72 2.6 5.7 7.2 12.9 431 0.50 0.72
Mean 2.72 4.3 6.0 5.4 11.4 434 0.54 0.78
S.D. 0.13 1.6 1.8 .0 2.2 48 0.03 0.05




Appendix 89

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 12

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal

Animal (R) (L) (R+L) (R) (L (R+L}

number z{g/100g BW) g{g/100g BW) glg/100g BW) g{g/100g BY) g(g/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg{mg/100g BW)

2001 1.92 0.24 0.36 0.34 0.70 9 10 19

2002 1.66 0.32 0.29 0.28 0.57 7 8 15

Absolute 2003 1.71 0.29 0.30 0.28 0.58 7 8 15
2004 1.90 0.25 0.30 0.30 0.60 10 10 20

2005 1.77 0.23 0.30 0.29 0.59 8 9 17

2006 1.75 0.23 0.28 0.28 0.56 8 8 16

Mean 1.79 0.26 0.31 0.30 0.60 8 9 17

S.D. 0.10 0.04 0.03 0.02 0.05 1 1 2

2001 3.11 0.39 0.58 0.55 1.13 15 16 31

2002 2.93 0.56 .51 0.49 1.01 12 14 26

Relative 2003 3.14 0.53 0.55 0.51 1.07 13 15 28
2004 3.06 0.40 0.48 (.48 0.97 16 16 32

2005 3.04 0.40 0.52 0.50 1.01 14 135 29

2006 3.02 0.40 0.48 0.48 0.97 14 14 28

Mean 3.05 0.45 0.52 0.50 1.03 14 15 29

S.D. 0.07 0.08 0.04 0.03 0.06 1 1 2




Appendix 90

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 12

Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) {R+L) (R) () (R+L)

number g(g/100g BW) g(g/100g BW) g(g/100g BW) ng(mg/100g BW) mg(mg/100g BW) ng(mg/100g BW)
2001 0.18 0.17 0.35 21 22 43
2002 0.16 0.15 0.31 20 20 40
Absolute 2003 0.14 0.15 0.29 22 23 45
2004 0.16 0.15 0.31 26 20 46
2005 0.16 0.15 0.31 26 18 44
2006 0.13 0.13 0.26 25 20 45
Mean 0.16 0.15 0.31 23 21 44
S.D. 0.02 0.01 0.03 3 2 2

2001 0.29 0.28 0.57 34 36 T
2002 0.28 0.26 (.55 35 35 71
Relative 2003 0.26 0.28 0.53 40 42 83
2004 0.26 0.24 0.50 42 32 74
2005 0.27 0.26 0.53 45 31 76
2006 0.22 0.22 0.45 43 34 78
Mean 0.26 0.26 0.52 40 35 5
S.D. 0.02 0.02 0.04 4 4 5




B-4478

Appendix 91 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 60

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L)
number g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) wmg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g({g/100g BW)
3001 62.4 1.59 2.2 1.8 2.9 4.7 245 0.36 0.46
3002 55.3 1.56 2.0 3.6 3.6 7.2 229 0.28 0.42
Absolute 3003 54.4 1.48 2.1 3.2 3.7 6.9 216 0.28 0.43
3004 61.5 1.69 2.0 1.4 1.8 3.2 244 0.33 0.45
3005 57.4 1.65 1.9 4.4 3.9 8.3 248 0.28 0.46
3006 57.1 1.59 2.8 3.1 3.5 6.6 257 0.27 0.43
Mean 58.0 1.59 2.1 2.9 3.2 6.2 240 0.30 0.44
S.D. 3.3 0.07 Q0.3 1.1 0.8 1.9 15 0.04 0.02
3001 2.55 3.5 2.9 4.8 7.5 393 0.58 0.74
3002 2.82 3.8 6.5 6.5 13.0 414 0.51 0.76
Relative 3003 2.72 3.9 5.9 6.8 12.7 397 0.51 0.79
3004 2.75 3.3 2.3 2.9 5.2 397 0.54 0.73
3006 2.87 3.3 7.7 6.8 14.5 432 0.49 0.80
3006 2.78 4.6 5.4 6.1 11.6 450 0.47 0.75
Mecan 2.75 3.7 3.1 5.6 10.8 414 0.52 0.76
5.D. 0.11 0.5 2.1 1.6 3.6 23 0.04 0.03




Appendix 92

Absolute and relative organ weights of new born male rats administered orally with Trityl chioride for 18 days

B-44T78

Dose (mg/kg) 60

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal

Animal (R) (L) (R+L) (R) (L) {R+L)

numbher g{g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BY) mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)

3001 2.07 0.28 0.34 0.32 0.66 9 9 18

3002 1.74 0.20 0.30 0.31 0.61 8 8 16

Absolute 3003 1.85 0.20 0.32 0.31 0.63 11 12 23
3004 2.04 0.31 0.34 0.33 0.687 10 10 20

3005 1.88 0.23 0.30 0.29 0.59 8 8 16

3006 1.88 0.24 0.35 0.34 0.69 9 8 17

Mean 1.91 0.24 0.33 0.32 0.64 9 9 18

S.D. 0.12 0.04 0.02 0.02 0.04 1 2 3

3001 3.32 Q.45 0.54 0.51 1.06 14 14 29

3002 3.15 .36 0.54 0.56 1.10 14 14 29

Relative 3003 3.40 0.37 0.59 0.57 1.16 20 22 42
3004 3.32 0.50 0.55 0.54 1.09 16 16 33

3005 3.28 0.40 0.52 0.51 1.03 14 14 28

3006 3.29 0.42 0.61 0.60 1.21 16 14 30

Mean 3.29 0.42 0.56 0.55 1.11 16 16 32

S.D. 0.08 0.05 0.03 0.04 .07 2 3 5




Appendix 93

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 80

Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) {R+L) (R) (L) (R+L)

number £(g/100g BW) £(g/100g BW) £(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)

3001 0.14 0.15 0.29 23 24 47

3002 0.15 0.14 0.29 19 18 37

Absolute 3003 0.16 0.17 0.33 23 22 45
3004 0.15 0.14 0.29 22 23 45

3005 0.15 0.15 0.30 22 21 43

3006 0.17 0.16 0.33 27 26 53

Mean 0.15 0.15 0.31 23 22 45

S.D. 0.01 0.01 0.02 3 3 5

3001 0.22 0.24 @¢.46 37 38 75

3002 0.27 0.25 0.52 24 33 67

Relative 3003 0.29 0.31 0.61 42 40 83
3004 0.24 0.23 0.47 36 37 73

3005 0.26 0.26 0.52 38 37 75

3006 0.30 0.28 0.58 47 46 93

Mean 0.26 0.26 0.53 39 39 78

S.D. 0.03 0.03 0.06 5 4 9




B-4478

Appendix 94 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 300

Body wcight Brain Pituitary Thyroid Thyroid Thyroid Thymus * Heart fung
Animal (R) (L) {R+L)
number g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) uwg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) £{g/100g BY)
4001 62.6 1.48 2.0 2.9 2.7 5.8 185 0.30 0.45
4002 55.9 1.48 2.1 3.4 3.1 6.5 205 0.28 0.43
Absolute 4003 55.1 1.50 3.0 1.9 3.1 5.0 180 0.36 Q.46
4004 57.6 1.49 2.2 3.5 3.3 6.8 277 0.32 0.41
4005 56.7 1.56 1.9 2.5 3.1 5.6 216 0.29 0.44
4006D
Mean 57.6 1.50 2.2 2.8 3.1 5.9 213 0.31 0.44
S.D. 3.0 0.03 0.4 0.7 0.2 T 39 0.03 0.02
4001 2.36 3.2 4.6 4.3 8.9 296 0.48 0.72
4002 2.65 3.8 6.1 5.5 11.6 387 0.50 0.77
Relative 4003 2.72 5.4 3.4 5.6 9.1 327 0.65 0.83
4004 2.59 3.8 6.1 5.7 11.8 481 0.56 0.71
4005 2.15 3.4 4.4 5.5 9.9 381 0.51 0.78
4006D
Mean 2.61 3.9 4.9 5.3 10.3 370 0.54 0.76
S.D. 0.18 0.9 .2 0.8 1.4 70 0.07 0.05

D : Decad



Appendix 95

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 300
Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal
Animal (R) (L) (R+L) (R) (L) (R+L})
number g(g/100g BW) g{g/100g BW) g{(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
4001 2.36 0.22 0.32 0.31 0.63 9 10 19
4002 1.98 0.24 0.34 0.34 0.68 9 8 17
Absolute 4003 2.14 0.19 0.31 0.31 0.62 10 10 20
4004 2.37 0.24 0.35 0.32 0.67 10 10 20
4005 2.17 0.20 0.31 0.28 0.59 11 12 23
4006D
Mean 2.20 0.22 0.33 0.31 0.64 10 10 20
S.D. 0.16 0.02 0.02 0.02 0.04 1 1 2
4001 3.77 0.35 0.51 0.50 1.01 14 16 30
4002 3.54 0.43 0.61 0.61 1.22 16 14 30
Relative 4003 3.88 0.34 0.56 0.26 1.13 18 18 36
4004 4,11 0.42 0.61 (.56 1.16 17 17 35
4005 3.83 0.35 0.55 0.49 1.04 19 21 41
4006D
Mean 3.83 0.38 0.57 0.54 1.11 17 17 34
S.D. 0.21 0.04 0.04 0.05 0.09 2 3 5
D Dead



Appendix 96

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 300

Testis Testis Testis Epididymis Epididymis Epididymis
Animal (R) (L) (R+L) (R) (L) (R+1.)
number g(g/100g BW) g(g/100g BW) g{g/100g BW) mg({mg/100g BW) mg(mg/100g BW) nmg(mg/100g BW)
4001 0.15 0.14 0.29 21 20 41
4002 0.15 0.15 0.30 24 21 45
Absolute 4003 0.18 0.15 0.31 24 24 48
4004 0.18 0.17 0.35 25 21 486
4005 0.13 0.12 0.25 21 20 41

4006D
Mean 0.15 0.15 0.30 23 21 44
5.D. 0.02 0.02 0.04 2 2 3
4001 0.24 0.22 0.46 34 32 65
4002 0.27 ¢.27 0.54 43 38 81
Relative 4003 0.29 0.27 0.56 44 44 BT
4004 0.31 0.30 0.61 43 36 80
4005 0.23 0.21 0.44 37 35 72

4006D
Mean 0.27 0.25 0.52 40 37 77
S.D. 0.03 0.04 0.07 4 4 9

D : Dead



B-4478

Appendix 97 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : O

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L)
number g glg/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) wmg(mg/100g BW) g(g/100g BW) g(g/100g BW)
1101 59.9 1.51 3.0 3.8 3.7 7.5 207 0.30 0.44
1102 51.8 1.45 3.2 4.7 3.4 8.1 247 0.28 0.39
Absolute 1103 53.8 1.40 2.8 2.5 3.7 6.2 241 0.29 0.38
1104 65.8 1.44 2.2 2.0 3.0 5.0 238 0.31 0.42
1105 54.2 1.44 2.0 3.7 2.9 6.6 229 0.29 0.41
1106 56.3 1.53 3.8 3.9 2.8 6.7 235 0.32 0.45
Mean 55.3 1.46 .8 3.4 3.3 6.7 236 0.30 0.42
S.D. 2.8 0.05 0.7 1.0 0.4 1.1 17 0.01 .03
1101 2.52 5.0 6.3 6.2 12.5 346 0.50 0.73
1102 2.80 6.2 g.1 6.6 15.6 477 0.54 0.75
Relative 1103 2.60 5.2 4.8 6.9 11.5 448 0.54 0.71
1104 2.58 3.9 3.6 5.4 9.0 427 0.56 0.75
1105 2.66 3.7 5.8 5.4 12.2 423 0.54 0.76
1106 2.72 6.7 6.9 5.0 11.9 453 0.57 0.80
Mean 2.65 5.1 6.2 5.9 12.1 429 0.54 0.75
S.D. 0.10 1.2 1.9 0.8 2.1 45 0.02 0.03




Appendix 98

Dose (mg/kg)

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

B-4478

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal

Animal (R) (L) (R+L} (R) (L) (R+L)

number g(g/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)

1101 1.80 0.26 0.32 0.33 0.65 10 11 21

1102 1.57 0.26 0.28 0.27 0.55 B 7 15

Absolute 1103 1.68 0.28 0.31 0.30 (.61 7 7 14
1104 1.87 0.20 0.29 0.28 0.57 10 11 21

1105 1.85 0.20 0.30 0.27 0.57 8 8 18

1106 1.73 0.25 0.33 0.31 0.64 9 9 i8

Mean 1.68 0.24 0.31 0.29 0.60 9 9 18

S.D 0.08 0.03 0.02 0.02 0.04 1 2 3

1101 3.01 0.43 0.53 0.55 1.09 17 18 35

1102 3.03 0.50 0.54 0.52 1.06 15 14 29

Relative 1103 3.12 0.52 .58 0.56 1.13 13 13 26
1104 2.99 0.36 0.52 0.50 1.02 18 20 38

1105 3.04 0.37 0.55 0.50 1.05 15 15 30

1106 3.07 0.44 0.59 .55 1.14 16 16 32

Mean 3.04 0.44 0.55 0.53 1.08 16 16 32

S.D. 0.05 0.07 0.03 0.03 0.05 2 3 4




Appendix 99

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 0

Ovary Ovary Ovary Uterus

Animal (R) (L) (R+L)
number mg(mg/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW)
1101 9.2 8.2 17.4 49
1102 8.1 7.3 15.4 38
Absolute 1103 10.7 9.7 20.4 37
1104 5.2 4.3 9.5 33
1105 7.7 7.9 15.6 34
1106 7.4 8.2 15.6 36
Mean 8.1 7.6 15.7 38
S.D. 1.8 1.8 3.6 6
1101 15.4 13.7 29.0 82
1102 15.6 14.1 29.7 T3
Relative 1103 18.9 18.0 37.9 69
1104 9.3 7.7 17.0 59
1105 ’ 14.2 14.6 28.8 63
1106 13.1 14.6 27.7 64
Mean 14.6 13.8 28.4 68
S.D. 3.5 3.4 6.7 8




B-4478

Appendix 100 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 12

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+1,)
number g g(g/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BY) g{g/100g BY) g(g/100g BW)
2101 60.5 1.39 2.2 3.3 2.7 6.0 210 0.30 0.43
2102 54.5 1.49 2.5 3.0 4.3 7.3 235 0.26 0.44
Absolute 2103 52.4 1.48 3.1 2.9 3.5 6.4 173 0.29 0.40
2104 59.6 1.51 2.0 3.7 3.7 7.4 210 0.28 0.48
2105 47.7 1.42 2.7 2.2 4.0 6.2 210 0.28 0.40
2106 59.7 1.51 2.6 3.3 3.5 6.8 301 0.31 0.47
Mean 55.7 1.47 2.5 3.1 3.6 6.7 223 0.29 0.43
S.D. 5.1 0.05 0.4 0.5 0.5 0.6 43 0.02 0.03
2101 2.30 3.6 5.5 4.5 9.9 347 0.50 0.71
2102 2.73 4.6 5.5 7.9 13.4 431 0.48 0.81
Relative 2103 2.82 5.9 5.5 6.7 12.2 330 0.55 0.76
2104 2.53 3.4 6.2 6.2 12.4 352 0.47 0.77
2105 2.98 5.7 4.6 8.4 13.0 440 0.59 0.34
2106 2.33 4.4 5.5 5.9 11.4 504 0.52 0.79
Mean 2.65 4.6 5.5 8.6 12.1 401 0.52 0.78
S.D. 0.24 1.0 .5 1.4 1.3 68 0.05 0.04




Appendix 101

Dose (mg/kg)

12

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

B-4478

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal

Animal (R) (L) (R+L) (R) (L) (R+L)

number g(g/100g BY) g{g/100g BW) g(g/100g BW) glg/100g BW) g(g/100g BY) wmgl{mg/100g BW) mg(mg/100g BY) mg{mg/100g BW)

2101 1.72 0.21 0.31 0.29 0.60 10 11 21

2102 1.68 0.20 0.31 0.28 0.59 8 8 16

Absolute 2103 1.683 0.17 0.30 0.29 0.59 7 4 11
2104 1.92 0.29 0.35 0.33 0.68 8 9 17

2105 1.50 0.17 0.27 0.25 0.52 8 8 16

2106 1.84 0.26 0.37 0.35 0.72 9 10 19

Mean 1.72 0.22 0.32 0.30 0.62 8 8 17

S.D. 0.15 0.05 0.04 0.04 0.07 1 2 3

2101 2.84 0.35 0.51 (.48 0.99 17 18 35

2102 3.08 0.37 0.57 0.51 1.08 15 15 29

Relative 2103 3.11 0.32 0.57 0.33 1.13 13 8 21
2104 3.22 0.49 0.59 0.55 1.14 13 15 29

2105 3.14 0.36 0.57 0.52 1.09 17 17 34

2106 3.08 0.44 0.62 0.59 1.21 15 17 32

Mean 3.08 0.39 0.57 0.53 1.11 15 15 30

S.D. 0.13 0.06 0.04 0.04 0.07 2 4 3




B-4478

Appendix 102 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 12

Ovary Ovary Ovary Uterus
Animal (R) (L) (R+L)
number mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
2101 10.5 7.8 18.3 36
2102 9.7 9.5 19.2 30
Absolute 2103 5.3 2.7 8.0 34
2104 9.0 10.8 19.8 35
2105 9.0 8.8 17.8 3
2106 10.1 10.1 20.2 36
Mean 8.9 8.3 17.2 34
S.D. 1.9 2.9 4.8 3
2101 17.4 12.9 30.2 60
2102 17.8 17.4 35.2 55
Relative 2103 10.1 5.2 15.3 65
2104 15.1 18.1 33.2 59
2105 18.9 18.4 37.3 65
2106 16.9 16.9 33.8 60
Mean 16.0 14.8 30.8 61
S.D. 3.2 5.1 8.0 4




B-4478

Appendix 103 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 60

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L)
number g g{g/100g BW) mg{mg/100g BW) mg(mg/100g BW) mgimg/100g BY) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
3101 57.3 1.42 2.4 4.2 3.3 7.5 202 0.30 0.39
3102 50.2 1.45 1.7 2.4 3.0 5.4 236 0.32 0.37
Absolute 3103 54.0 1.39 1.7 3.2 3.0 6.2 195 0.27 0.41
3104 57.8 1.59 3.2 2.2 3.7 5.9 272 0.30 0.47
3105 59.5 1.47 2.7 3.8 3.6 7.4 260 0.33 0.45
3106 54.0 1.47 2.1 2.0 3.8 5.8 236 0.26 0.43
Mean 55.5 1.47 2.3 3.0 3.4 6.4 234 0.30 0.42
S.D. 3.4 0.07 .8 0.8 0.4 0.9 31 0.03 0.04
3101 2.48 4.2 7.3 5.8 13.1 353 0.52 0.68
3102 2.89 3.4 4.8 6.0 10.8 470 0.64 0.74
Relative 3103 2.57 3.1 5.9 5.6 11.5 381 0.50 0.76
3104 2.75 5.5 3.8 6.4 10.2 471 0.52 0.81
3105 2.47 4.5 6.4 6.1 12.4 437 0.55 0.76
3106 2.72 3.9 3.7 7.0 10.7 437 0.48 0.80
Mean 2.65 4.1 5.3 6.2 11.5 422 0.54 0.76
S.Db. 0.17 0.9 1. 0.5 1.1 52 0.06 0.05




Appendix 104

Dose (mg/kg)

60

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

B-4478

Liver
Animal
number glg/100g BW)

Spleen

g(g/100g BW)

Kidney

(R)

g{g/100g BW)

Kidney

(L)

£(g/100g BW)

Kidney
(R+L)
g(g/100g BW)

Adrenal
(R)
mg(mg/100g BW)

Adrenal
(L)
ng (mg/100g BW)

Adrenal
(R+L)
mg(mg/100g BW)

3101 1.83 0.22 0.31 0.30 0.61 9 9 18
3102 1.64 0.22 0.27 0.27 0.54 8 8 16
Absolute 3103 1.84 0.18 0.31 0.33 0.64 g 9 18
3104 1.97 0.26 0.34 0.34 0.68 7 8 15
3105 1.90 0.17 0.33 0.32 0.65 11 11 22
3106 1.70 0.22 0.29 0.28 0.57 10 9 19
Mean 1.81 0.21 0.31 0.31 0.62 9 9 18
S.D. 0.12 0.03 0.03 0.03 0.05 1 1 2
3101 3.19 0.38 0.54 (.52 1.06 16 16 31
3102 3.27 0.44 0.54 0.54 1.08 16 16 32
Relative 3103 3.41 0.33 0.57 0.61 1.19 17 17 33
3104 3.41 0.45 0.59 0.59 1.18 12 14 26
3105 3.19 0.29 Q.55 0.54 1.09 18 18 37
31086 3.15 0.41 0.54 0.52 1.06 19 17 35
Mean 3.27 0.38 0.56 0.55 1.11 16 18 32
S.D. 0.12 0.06 0.02 0.04 0.08 2 1 4




Appendix 105

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 60

Qvary Qvary Ovary Uterus

Animal (R) (L) (R+L)
number  mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
3101 5.9 3.6 9.5 37
3102 7.1 9.8 16.9 34
Absolute 3103 8.1 6.2 14.3 44
3104 7.9 8.7 14.6 32
3105 4.2 7.3 11.5 40
3106 8.9 7.9 16.8 46
Mean 7.0 5.9 13.9 39
S.D. 1.7 2.0 2.9 6
3101 10.3 6.3 16.6 65
3102 14.1 19.5 33.7 68
Relative 3103 15.0 11.5 26.5 81
3104 13.7 11.6 25.3 55
3105 7.1 12.3 19.3 87
3106 16.5 14.6 31.1 85
Mean 12.8 12.8 25.4 70
S.D. 3.5 4. 6.6 11




B-4478

Appendix 106 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

Dose (mg/kg) : 300

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal {R) (L) (R+L)
number g g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) wg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW)
4101 44 .7 1.27 2.4 2.4 2.6 5.0 179 0.32 0.70
4102 50.0 1.37 2.6 3.3 4.5 7.8 223 0.29 0.39
Absolute 4103 53.9 1.46 2.2 3.2 2.5 5.7 196 0.29 0.40
4104 58.3 1.45 2.2 3.3 4.2 7.5 237 0.30 0.42
4105 53.7 1.56 2.0 5.0 3.3 8.3 197 0.27 0.43
4106 54.5 1.46 1.8 2.3 3.2 5.5 196 .27 0.41
Mean 52.5 1.43 2.2 3.3 3.4 6.6 205 0.29 0.48
S.D. 4.7 0.10 0.3 1.0 0.8 1. 21 0.02 0.12
4101 2.84 5.4 5.4 5.8 11.2 400 0.72 1.57
4102 2.74 5.2 6.6 9.0 15.6 446 0.58 0.78
Relative 4103 2.71 4.1 5.9 4.6 10.6 364 .54 0.74
4104 2.49 3.8 5.7 7.2 12.9 407 0.51 0.72
4105 2.89 3.7 9.3 6.1 15.5 367 0.50 0.80
4106 2.68 3.3 4.2 5.9 10.1 360 0.50 0.75
Mean 2.73 4.3 6.2 6.4 12.7 391 (.56 0.89
5.D. 0.14 0.9 1 1.5 2.4 34 0.08 0.33




Appendix 107

Dose (mg/kg)

300

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

B-4478

Liver
Animal
number g(g/100g BW)

Spleen

g(g/100g BW)

Kidney

(R)

g{g/100g BW)

Kidney

(L)

g(g/100g BW)

Kidney
(R+L)
g(g/100g BW)

Adrenal
(R)
mg{mg/100g BW)

Adrenal
(L)
mg (mg/100g BW)

Adrenal
(R+L)
ng(mg/100g BW)

4101 1.87 0.22 0.28 0.28 0.56 6 7 13
4102 1.92 0.22 0.30 0.29 0.59 7 7 14
Absolute 4103 1.96 0.20 0.33 0.33 0.66 7 8 15
4104 2.31 0.17 0.33 0.31 0.64 7 7 14
4105 2.11 0.19 .30 0.30 0.60 8 8 16
4106 2.14 0.27 0.35 0.34 0.69 8 9 17
Mean 2.05 0.21 0.32 0.31 0.62 7 8 15
S.D. 0.17 0.03 0.03 0.02 0.05 1 1 1
4101 4.18 0.49 0.63 0.63 1.25 13 16 29
4102 3.84 0.44 0.60 0.58 1.18 14 14 28
Relative 4103 3.64 0.37 0.61 0.61 1.22 13 15 28
4104 3.986 0.29 0.57 0.53 1.10 12 12 24
4105 3.93 0.35 0.56 0.56 1.12 15 15 30
4106 3.93 0.50 0.64 0.62 1.27 15 17 31
Mean 3.91 0.41 0.60 0.59 1.19 14 15 28
S.D. 0.18 0.08 0.03 0.04 0.07 1 2 2




Appendix 108

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 300

Ovary Ovary Ovary Uterus

Animal (R) (L) (R+L)
nupber  mg(mg/100g BW) mg{mg/100g BW) nmeglimg/100g BW) mg(mg/100g BW)
4101 7.4 5.8 13.2 33
4102 11.9 7.6 19.5 36
Abselute 4103 9.2 8.8 18.0 44
4104 6.8 8.6 15.4 39
4105 8.1 10.0 18.1 36
4106 9.0 9.9 18.9 43
Mean 8.7 8.5 17.2 39
S.D. 1.8 1.6 2.4 4
4101 16.6 13.0 29.5 T4
4102 23.8 15.2 39.0 72
Relative 4103 17.1 16.3 33.4 82
4104 11.7 14.8 26.4 67
4105 15.1 18.6 33.7 67
4106 16.5 18.2 34.7 79
Mean 16.8 16.0 32.8 74
S.D. 4.0 2.1 4.4 B




B-4478

Appendix 109 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for ¢ wceks

Dose (mg/kg) : O

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L)
aumber g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(meg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BY) g{g/100g BW)
1007 477.0 2.05 10.7 11.4 13.4 24.8 506 1.40 1.387
1008 490.0 2.08 13.7 11.4 10.9 22.3 518 1.62 1.57
Absolute 1009 441.0 2.00 11.9 7.4 9.4 16.8 387 1.32 1.31
1010 543.0 2.11 13.2 11.9 9.8 21.7 672 1.61 2.03
1011 516.0 2.10 12.2 10.2 10.2 20.4 449 1.39 1.50
1012 477.0 2.17 13.8 11.5 7.5 19.0 436 1.51 1.53
Mean 490.7 2.09 12.6 10.6 10.2 20.8 493 1.48 1.55
S.D. 35.3 0.06 1.2 1.7 1.9 2.8 100 0.12 0.25
1007 0.43 2.2 2.4 2.8 5.2 106 0.29 0.29
1008 0.42 2.8 2.3 2.2 4.6 106 0.33 0.32
Relative 1009 0.45 2.7 1.7 2.1 3.8 88 0.30 0.30
1010 0.39 2.4 2.2 1.8 4.0 124 0.30 0.37
1011 0.41 2.4 2.0 2.0 4.0 85 0.27 0.29
1012 0.45 2.9 2.4 1.6 4.0 91 0.32 0.32
Mean 0.43 2.8 2.2 2.1 4.3 100 0.30 0.32
S.D. 0.02 0.3 0.3 0.4 .5 15 0.02 0.03




Appendix 110

and followed by a recovery period for 9 weeks

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 0

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal

Animal (R) (L) (R+1.) (R) (L) (R+L)

number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g BW) ng(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)

1007 13.88 0.72 1.72 1.73 3.45 32 34 66

1008 13.97 0.77 1.67 1.79 3.46 47 45 92

Absolute 1009 12.73 0.79 1.66 1.65 3.31 40 41 81
1010 16.99 0.88 1.84 1.83 3.67 35 42 77

1011 13.70 0.76 1.58 1.62 3.20 40 36 76

1012 13.69 0.83 1.58 1.64 3.22 45 45 20

Mean 14.16 0.79 1.68 1.71 3.39 40 41 80

S.D. 1.46 0.06 0.10 0.09 0.18 6 5 10

1007 2.91 0.15 0.36 0.36 Q.72 7 7 14

1008 2.85 0.16 0.34 0.37 . 0.71 10 ] 19

Relative 1009 2.89 0.18 0.38 0.37 0.75 9 9 18
1010 3.13 0.16 0.34 0.34 0.68 6 8 14

1011 2.66 0.15 0.31 0.31 0.62 8 T 15

1012 2.87 0.17 0.33 0.34 0.68 9 9 19

Mean 2.89 ¢.16 0.34 0.35 0.69 8 8 17

§.D. 0.15 0.01 0.02 0.02 0.04 3 1 2




Appendix 111

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

and followed by a recovery perlod for 9 weeks

B-4478

Dose (mg/kg) 0

Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) (R+1.) (R) (L) (R+L)

mmber g{g/100g BW) glg/100g BW) g{g/100g BY) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW)

1007 1.47 1.50 2.97 507 494 1001

1008 1.67 1.66 3.33 527 566 1083

Absolute 1009 1.57 1.56 3.13 483 482 965
1010 1.62 1.56 3.18 568 367 1135

1011 1.67 1.67 3.34 506 480 986

1012 1.64 1.57 3.21 593 572 1165

Mean 1.61 1.59 3.19 531 527 1058

S.D. 0.08 0.07 0.14 42 46 84

1007 0.31 0.31 0.62 106 104 210

1008 0.34 0.34 0.68 108 116 223

Relative 1009 0.36 0.35 0.71 110 109 219
1010 0.30 0.29 0.59 105 104 209

1011 0.32 0.32 0.65 98 93 191

1012 0.34 0.33 0.67 124 120 244

Mean 0.33 0.32 0.65 109 108 216

S.D. 0.02 0.02 0.04 9 10 18




B-4478

Appendix 112 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose {mg/kg) : 12

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L)
number g g(g/100g BW) mg(mg/100g DY) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg{mg/100g BW) g{g/100g BW) g(g/100g BW)
2007 390.0 1.87 10.6 11.7 11.0 22.7 440 1.24 1.16
2008 513.0 2.17 11.5 10.5 7.8 18.3 633 1.57 1.41
Absolute 2009 495.0 2.05 12.1 16.8 13.7 30.5 486 1.49 1.56
2010 511.0 2.05 13.6 13.7 13.3 27.0 440 1.64 1.49
2011 492.0 2.05 12.5 12.1 9.8 21.9 492 1.65 1.66
2012 533.0 2.14 16.7 11.4 12.5 23.9 427 1.76 1.61
Mean 489.0 2.06 12.7 12.7 11.4 24.1 486 1.56 1.48
S.D. 50.7 .10 1.8 2.3 2.3 4.2 77 0.18 0.18
2007 0.48 2.7 3.0 2.8 5.8 113 0.32 0.30
2008 0.42 2.2 2.0 1.5 3.6 123 0.31 0.27
Relative 2009 0.41 2.4 3.4 2.8 6.2 98 0.30 0.32
2010 0.40 2.7 2.7 2.6 5.3 86 0.32 0.29
2011 0.42 2.5 2.5 2.0 4.5 100 0.34 0.34
2012 0.40 2.9 2.1 2.3 4.5 80 0.33 0.30
Mean 0.42 2.6 2.6 2.3 5.0 100 0.32 0.30
s.D. 0.03 0.3 0.5 0.5 1.0 16 0.01 0.02




Appendix 113

and followed by a recovery period for 9 weeks

Dose (mg/kg)

12

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Liver
Animal
number g(g/100g BW)

Spleen

g(g/100g BW)

Kidney

(R)

g{g/100g B¥)

Kidney

(L)

g{g/100g BW)

Kidney
(R+L)
g(g/100g BW)

Adrenal
(R)
ng(mg/100g BW)

Adrenal
(L)
ng{mg/100g BW)

Adrenal
(R+L)
mg(mg/100g BW)

2007 11.80 0.74 1.42 1.53 2.95 23 24 47
2008 16.71 0.72 1.62 1.72 3.34 32 35 67
Absolute 2009 13.78 0.65 1.71 1.73 J.44 38 40 78
2010 15.60 0.86 .77 1.87 3.64 28 36 684
2011 15.27 0.77 1.76 1.98 3.74 54 54 108
2012 17.56 1.04 1.96 1.91 3.87 30 34 64
Mean 15.12 0.80 1.71 1.79 3.50 34 37 71
S.D. 2.08 0.14 0.18 0.16 0.33 11 10 21
2007 3.03 0.19 0.36 0.39 0.76 [ [§ 12
2008 3.28 0.14 0.32 0.34 Q.65 6 7 13
Relative 2009 2.78 0.13 0.35 0.35 0.63 8 8 16
2010 3.05 0.17 0.35 0.37 0.71 5 7 13
2011 3.10 0.16 0.38 0.40 0.76 11 11 22
2012 3.29 0.20 0.37 0.36 0.73 6 6 12
Mean 3.09 0.17 0.35 0.37 0.72 7 8 15
S.D. 0.18 0.03 0.02 0.02 0.04 2 2 4
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and followed by a recovery period for 9 weeks

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose {(mg/kg) 12

Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) (R+L) (R) (L) (R+L)

number g{g/100g BW) g(g/100g BW) g{g/100g BW) mg(mg/100g BW) mg(mg/100g BY) mg(mg/100g BW)

2007 1.76 1.71 3.47 530 528 1058

2008 1.74 1.68 3.42 553 530 1083

Absolute 2009 1.66 1.68 3.34 563 563 1126
2010 1.74 1.70 3.44 552 522 1074

2011 1.84 1.84 3.68 585 342 1127

2012 1.84 1.94 3.78 581 583 1164

Mean 1.76 1.76 3.52 561 545 1105

S.D. 0.07 0.11 0.17 20 24 40

2007 0.45 0.44 0.89 136 135 271

2008 0.34 0.33 0.67 108 103 211

Relative 2009 0.34 0.34 0.67 114 114 227
2010 0.34 0.33 0.67 108 102 210

2011 0.37 0.37 0.75 119 110 229

2012 0.35 0.36 0.71 109 109 218

Mean 0.37 0.36 0.73 116 112 228

S.D. 0.04 0.04 0.09 11 12 23
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Appendix 115 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thynus Heart Lung
Animal (R) (L} (R+L)
number g glg/100g BW) mg{mg/100g BW) wg{mg/100g BY) mg{mg/100g BW) mg(mg/100g BW) mglmg/100g BW) glg/100g BW) g(g/100g BW)
3007 477.0 2.20 14.2 12.8 11.5 24.3 441 1.44 1.53
3008 530.0 2.06 11.4 14.1 8.8 22.9 469 1.63 1.59
Absolute 30089 528.0 2.08 13.3 14.2 11.5 25.7 429 1.68 1.54
3010 442.0Q 2.03 14.1 13.5 14.4 27.9 360 1.43 1.49
3011 471.0 2.10 10.7 10.5 10.0 20.5 517 1.51 1.49
3012 514.0 2.09 15.2 13.2 13.9 27.1 550 1.61 1.67
Mean 493.7 2.09 13.2 13.1 11.7 24.7 461 1.55 1.55
S.D. 35.7 0.06 1.7 1.4 2.2 2.8 87 0.10 0.07
3007 0.46 3.0 2.7 2.4 5.1 92 0.30 0.32
3008 0.39 2.2 2.7 1.7 4.3 88 0.31 0.30
Relative 3009 0.39 2.5 2.7 2.2 4.9 81 0.32 0.29
3010 0.46 3.2 3.1 3.3 6.3 81 0.32 0.34
3011 0.45 2.3 2.2 2.1 4.4 110 0.32 0.32
3012 0.41 3.0 2.6 2.7 5.3 107 0.31 0.32
Mean 0.43 2.7 2.7 2.4 5.1 93 0.31 0.32
§.D. 0.03 0.4 0.3 0.8 13 0.01 0.02




Appendix 116

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 wecks

B-4478

Dose (mg/kg) 60

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal

Animal (R) (L) (R+L) (R) (L) (R+L)

number g(g/100g BW) glg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g B¥W) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)

3007 14.01 0.99 1.65 1.66 3.31 30 34 64

3008 17.85 0.80 1.97 1.95 3.92 38 39 77

Absolute 3009 18.00 0.68 1.99 2.05 4.04 34 39 73
3010 12.14 0.88 1.63 1.70 3.33 36 41 77

3011 13.09 0.67 1.63 1.67 3.30 39 41 80

3012 18.04 0.98 2.03 2.14 417 28 29 57

Mean 16.52 0.83 1.82 1.86 3.68 34 37 71

S.D. 2.74 0.14 0.20 0.21 0.41 4 5 9

3007 2.94 0.21 0.35 0.35 0.69 6 7 13

3008 3.37 0.15 0.37 0.37 0.74 7 7 15

Relarive 3009 3.41 0.13 0.38 0.39 0.77 6 7 14
3010 2.75 0.20 0.37 .38 0.75 8 9 17

3011 2.78 0.14 0.35 0.35 0.70 8 9 17

3012 3.51 0.19 0.39 0.42 0.81 5 6 11

Mean 3.13 0.17 0.37 0.38 0.74 7 8 15

s.D. 0.34 0.03 0.02 0.03 0.04 1 1 2
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and followed by a recovery period for 9 weeks

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 60

Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) (R+L} (R) {L) (R+1)

number g{g/100g BW) g(g/100g BW) g(g/100g BW} mg(mg/10Cg BW) nmg(mg/100g BW) nglmg/100g BW)

3007 1.76 1.73 3.49 561 244 1105

3008 1.60 1.62 3.22 544 338 1082

Absolute 3009 1.89 1.82 3.71 551 330 1081
3010 1.62 1.61 3.23 534 516 1050

3011 1.64 1.65 3.29 534 498 1032

3012 1,72 1.79 3.51 539 536 1075

Mean 1.71 1.70 3.41 544 527 1071

S.D. 0.11 .09 0.19 11 17 26

3007 0.37 0.36 0.73 118 114 232

3008 0.30 0.31 0.61 103 102 204

Relative 3009 0.36 0.34 0.70 104 100 205
3010 0.37 0.36 0.73 121 117 238

3011 0.35 0.35 0.70 113 106 219

3012 0.33 0.35 0.68 105 104 209

Mean 0.35 0.35 0.69 111 107 218

S.D. 0.03 .02 4.04 8 T 14
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Appendix 118 Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 davs
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) . (R+L)
number g g(g/100g BY) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g B¥) mg(mg/100g BW) g{g/100g BW) g(g/100g BW)
4007 487.0 2.20 13.4 5.9 9.3 15.2 437 1.42 1.44
4008 602.0 2.06 12.8 10.8 10.7 21.5 561 1.66 1.74
Absolute 4009 500.0 2.05 11.1 10.9 9.6 20.5 660 1.38 1.41
4010 543.0 2.03 14.1 13.0 12.5 25.5 590 1.55 1.70
4011 495.0 2.06 12.2 10.9 11.8 22.7 592 1.41 1.49
4012 512.0 2.01 15.3 9.7 9.9 19.6 526 1.45 1.42
Mean 523.2 2.07 13.2 10.2 10.6 20.8 561 1.48 1.53
S.D. 43.3 0.07 1.5 2.4 1.3 3.4 75 0.11 0.15
4007 0.45 2.8 1.2 1.9 3.1 90 0.29 0.30
4008 0.34 2.1 1.8 1.8 3.6 93 0.28 0.29
Relative 4009 0.41 2.2 2.2 1.9 4.1 132 0.28 0.28
4010 (.37 2.6 2.4 2.3 4.7 109 0.29 0.31
4011 0.42 2.5 2.2 2.4 4.6 120 0.28 0.30
4012 0.39 3.0 1.9 1.9 3.8 103 0.28 0.28
Mean 0.40 2.5 2.0 2.0 4.0 108 0.28 0.28
S.D. 0.04 0.3 0.4 0.3 .6 16 0.01 0.01
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and followed by a recovery period for 9 weeks

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) : 300

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal

Animal (R) (L) (R+L) (R) (L) (R+L)

number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g BW) mg(mg/100g BW) wmg(mg/100g BW) mngimg/100g BW)

4007 13.67 0.76 1.55 1.51 3.06 35 39 74

4008 16.97 0.92 1.77 1.82 3.59 47 49 g6

Absolute 4009 16.30 0.94 1.68 1.60 3.28 40 38 78
4010 16.21 0.80 1.93 1.93 3.86 39 41 80

4011 13.72 0.78 1.58 1.70 3.28 40 42 82

4012 14.56 0.82 1.62 1.80 3.42 48 52 100

Mean 15.24 0.84 1.69 1.73 3.42 42 44 85

S.D. 1.43 0.08 0.14 0.15 0.28 5 6 10

4007 2.81 0.16 0.32 0.31 0.63 7 8 15

4008 2.82 0.15 0.29 0.30 0.60 8 8 16

Relative 4009 3.26 0.19 0.34 0.32 0.66 8 8 16
4010 2,99 0.15 0.36 0.36 0.71 7 8 15

4011 2.77 0.16 0.32 0.34 0.66 8 8 17

4012 2.84 0.16 0.32 0.35 0.67 9 10 20

Mean 2.92 0.16 0.33 0.33 0.66 8 8 17

S.D. 0.19 0.01 0.02 0.02 0.04 1 1 2
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and followed by a recovery period for 9 weeks

Absolute and relative organ weights of new born male rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 300

Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R} (L) {R+L) (R) (L) (R+L)

number glg/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BY) mg(mg/100g BW) mg(mg/100g BW)

4007 1.83 1.71 3.54 571 555 1126

4008 1.93 1.89 3.82 592 561 1183

Absolute 4009 1.70 1.67 3.37 527 529 1056
4010 1.84 1.78 3.62 585 583 1168

4011 1.47 1.52 2.99 517 509 1026

4012 1.46 1.52 2.98 501 514 1015

Mean 1.71 1.68 3.39 549 542 1091

S.D. 0.20 0.15 0.34 39 29 67

4007 0.38 0.35 0.73 117 114 231

4008 0.32 0.31 0.83 98 93 192

Relative 4008 0.34 0.33 .67 105 106 211
4010 0.34 0.33 0.67 108 107 215

4011 0.30 0.31 0.60 104 103 207

4012 0.29 0.30 0.58 g8 100 198

Mean (.33 0.32 0.65 105 104 209

S.D. 0.03 0.02 0.05 7 7 14
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Appendix 121 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : O

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L.)
number g g{g/100g BYW) mg(mg/100g BW) mg(mg/100g B¥) mg(mg/100g BW) mgi{mg/100g BYW) nmg(mg/100g BW) g(g/100g BW) g(g/100g BW)
1107 262.0 2.01 13.8 9.9 6.5 16.4 519 0.81 1.05
1108 288.0 1.98 17.7 10.3 8.3 18.6 585 0.98 1.17
Absolute 1109 262.0 1.93 18.5 8.3 7.4 15.7 364 0.87 1.11
1110 272.0 1.83 12.3 7.9 7.8 15.7 443 0.90 1.17
1111 255.0 1.79 15.6 9.1 8.0 17.1 379 0.98 1.15
1112 276.0 1.97 16.1 4.9 8.8 13.7 488 0.96 1.17
Mean 269.2 1.92 14.8 8.4 7.8 16.2 463 0.91 1.14
S.D. 11.9 0.09 2.0 1.9 0.8 1.6 85 0.07 0.05
1107 0.77 5.3 3.8 2.5 6.3 198 0.31 0.40
1108 0.69 6.1 3.6 2.9 6.5 203 0.34 0.41
Relative 1109 0.74 5.2 3.2 2.8 6.0 139 0.33 0.42
1110 0.67 4.5 2.9 2.9 5.8 163 0.33 0.43
1111 0.70 6.1 3.6 3.1 6.7 149 0.38 0.45
1112 0.71 5.8 1.8 3.2 5.0 177 0.35 0.42
Mean 0.71 .5 3.2 2.9 6.1 172 0.34 0.42
S.D. 0.04 0.6 T 0.2 0.6 26 0.02 0.02
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and followed by a recovery period for 9 weeks

Dose (mg/kg)

0

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

Liver
Animal
number g(g/100g BW)

Spleen

g(g/100g BW)

Kidney

(R)

g(g/100g BW)

Kidney

(L)

g(g/100g BW)

Kidney
{R+L)
g(g/100g BW)

Adrenal
(R)
mg(mg/100g BW)

Adrenal

(L)
ng{mg/100g BW)

Adrenal
{R+L)
mg(mg/100g BW)

1107 6.79 0.64 0.90 0.88 1.78 34 39 73
1108 8.76 0.68 1.13 1.10 2.23 42 47 89
Absolute 1109 7.01 0.33 1.01 1.06 2.07 41 44 85
1110 7.40 0.51 0.98 0.93 1.91 40 41 81
1111 7.39 0.51 0.94 0.93 1.87 47 52 99
1112 7.84 0.60 0.92 0.94 1.86 39 42 81
Mean 7.53 0.58 0.98 0.97 1.95 41 44 85
S.D. 0.70 0.07 0.08 0.09 0.17 4 5 9
1107 2.59 0.24 0.34 0.34 0.68 13 15 28
1108 3.04 0.24 0.39 0.38 0.77 15 16 31
Relative 1109 2.68 0.20 0.39 0.40 0.79 16 17 32
1110 2.72 0.19 0.36 0.34 0.70 15 15 30
1111 2.90 0.20 0.37 0.36 0.73 18 20 39
1112 2.84 0.22 0.33 0.34 0.67 14 15 29
Mean 2.80 0.22 0.36 0.36 0.72 15 16 32
§.D. 0.16 0.02 0.03 0.03 0.05 2 2 4
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Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 0

Ovary Ovary Ovary Uterus

Animal (R) (L) (R+L)
number  mg(mg/100g BY) ng(mg/100g BW) mng(mg/100g BW) mg(mg/100g BW)
1107 52.3 44.6 96.9 405
1108 52.9 46.7 99.6 696
Ahsolute 1109 51.1 45.8 96.9 489
1110 39.0 39.7 78.7 349
1111 52.9 42.2 95.1 617
1112 37.3 33.8 71.1 543
Mean 47.6 42.1 89.7 517
S.D. 7.4 4.8 11.8 130
1107 20.0 17.0 37.0 155
1108 18.4 16.2 34.6 242
Relative 1109 19.3 17.5 37.0 187
1110 14.3 14.6 28.9 128
1111 20.7 16.5 37.3 242
1112 13.5 12.2 25.8 197
Mean 17.7 15.7 33.4 192
S.D. 3.1 2.0 4.9 46
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Appendix 124 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 12

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L)
number g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
2107 256.0 1.95 16.4 7.6 4.6 12.2 384 0.93 1.08
2108 272.0 1.96 14.2 8.6 6.7 15.38 463 0.90 1.11
Absolute 2109 317.0 1.90 13.3 6.6 8.2 14.8 529 1.11 1.25
2110 262.0 1.98 21.1 11.0 12.0 23.0 315 0.98 1.27
2111 281.0 1.85 13.3 10.0 8.5 18.5 321 0.90 1.08
2112 269.0 2.086 14.6 7.5 8.4 15.9 630 0.90 1.15
Mean 276.2 1.95 13.5 8.6 8.1 16.6 440 0.95 1.16
S.D. 21.8 0.07 3.0 1.7 2.4 3.7 124 0.08 0.08
2107 0.76 6.4 3.0 1.8 4.8 150 0.36 0.42
2108 0.72 5.2 3.2 2.5 5.6 170 0.33 0.41
Relative 2109 0.60 4.2 2.1 2.6 4.7 167 0.35 0.39
2110 0.76 8.1 4.2 4.6 8.8 120 0.37 0.48
2111 0.66 4.7 3.6 3.0 6.6 114 0.32 0.38
2112 0.77 5.4 2.8 3.1 5.9 234 0.33 0.43
Mean 0.71 5.7 3.2 2.9 6.1 159 0.34 0.42
S.D. 0.07 1.4 0.7 0.9 1.5 43 0.02 0.04




Appendix 125

and followed by a recovery period for 9 weeks

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

B-4478

Dose (mg/kg) 12

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal

Animal (R) (L) (R+L) (R) (L) (R+L)

number g(g/100g BW) g(g/100g BW) g(g/100g BW) glg/100g BW) g(g/100g BW) nmg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)

2107 7.16 0.48 0.93 0.97 1.90 37 43 80

2108 6.91 0.51 0.97 1.00 1.97 31 34 65

Absolute 2109 8.50 0.80 1.03 1.10 2.13 36 38 74
2110 8.37 .80 1.18 1.13 2.32 48 47 95

2111 7.02 0.51 0.97 1.01 1.98 30 33 63

2112 7.69 0.82 0.99 1.08 2.02 32 37 69

Mean 7.61 0.55 1.01 1.04 2.05 36 39 T4

S.D. 0.70 0.086 0.09 0.06 0.15 7 3 12

2107 2.80 0.19 0.36 0.38 0.74 14 17 31

2108 2.54 0.19 0.36 0.37 0.72 11 13 24

Relative 2109 2.68 0.19 0.32 0.35 0.67 11 12 23
2110 3.19 0.23 (.45 0.43 0.89 18 18 36

2111 2.50 0.18 0.35 0.36 0.70 11 12 22

2112 2.86 0.23 0.37 0.38 0.75 12 14 26

Mean 2.76 0.20 0.37 0.38 0.75 13 14 27

S.D. 0.25 0.02 0.04 0.03 0.08 3 3 5




Appendix 126

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for ¢ weeks

B-4478

Dose (mg/kg) 12

ovary Ovary Ovary Uterus

Animal (R) (L) (R+L)
number mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
2107 51.4 43.6 95.0 484
2108 35.1 38.9 74.0 407
Absolute 2109 37.1 43.0 80.1 422
2110 41.6 47.1 88.7 662
2111 27.4 30.1 57.5 590
2112 39.2 36.4 75.6 460
Mean 38.6 39.9 78.5 504
5.D. 7.9 6.1 13.0 101
2107 20.1 17.0 37.1 189
2108 12.9 14.3 27.2 150
Relative 2109 11.7 13.6 25.3 133
2110 15.9 18.0 33.9 253
2111 9.8 10.7 20.5 210
2112 14.6 13.5 28.1 171
Mean 14.2 14.5 28.7 184
S.D. 3.6 2.6 6.0 43




B-4478

Appendix 127 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L)
number g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg{mg/100g BW) g{g/100g BW) g{g/100g BW)
3107 271.0 1.82 13.5 6.7 9.2 15.9 545 0.86 1.16
3108 289.0 1.81 11.2 8.5 7.9 16.4 351 1.02 1.33
Absolute 3109 291.0 1.98 22.5 11.0 9.0 20.0 547 1.07 1.18
3110 292.0 2.14 18.0 11.2 10.4 21.6 605 0.98 1.18
3111D '
3112 291.0 2.05 15.9 7.2 8.0 15.2 556 1.03 1.24
Mean 286.8 1.96 16.2 8.9 8.9 17.8 521 0.9¢ 1.22
S.D. 8.9 0.14 4.3 2.1 1.0 2.8 98 0.08 0.07
3107 0.67 5.0 2.5 3.4 5.9 201 0.32 0.43
3108 0.63 3.9 2.9 2.7 3.7 121 0.35 0.46
Relative 3109 .68 7.7 3.8 3.1 6.9 188 0.37 0.41
3110 0.73 6.2 3.8 3.6 7.4 207 0.34 0.40
3111D
3112 0.70 5.5 2.5 2.7 5.2 181 0.35 0.43
Mean 0.68 5.7 3.1 3.1 6. 182 0.35 0.43
S.D. 0.04 1.4 0.7 0.4 0.9 35 0.02 0.02

D : Dead



Appendix 128

Abscolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for § weeks

B-4478

Dose (mg/kg) 80

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal
Animal (R) (L) (R+L) (R) (L) (R+L)
number g(g/100g BY) g£(g/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g BY) mg(mg/100g BW) mgimg/100g BY) mgl(mg/100g BW)
3107 7.05 0.58 0.98 0.93 1.91 32 35 87
3108 7.02 0.62 0.87 0.90 1.77 30 30 60
Absolute 3109 8.93 0.58 1.20 1.12 2.32 45 47 92
3110 7.89 0.72 0.94 0.97 1.91 36 41 17

3111D
3112 8.19 0.73 1.09 1.07 2.16 38 46 84
Mean 7.82 0.65 1.02 1.00 2.01 36 40 76
S.D. 0.81 0.07 0.13 0.09 0.22 6 T 13
3107 2.60 0.21 0.36 0.34 0.70 12 13 25
3108 2.43 0.21 0.30 0.31 0.61 10 10 21
Relative 3108 3.07 0.20 0.41 0.38 0.80 15 16 32
3110 2.70 0.25 0.32 0.33 0.65 12 14 26

3111D
3112 2.81 0.25 0.37 0.37 0.74 13 16 29
Mean 2.72 0.22 0.35 0.35 0.70 12 14 27
S.D. 0.24 0.02 0.04 0.03 0.07 2 2 4

D : Dead



B-4478

Appendix 129 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 60

Ovary Ovary Ovary Uterus
Animal (R} (L) (R+L)
number mg(mg/100g RW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/i00g BW)
3107 44.6 46.2 90.8 370
3108 41.3 43.0 84.3 378
Absolute 3109 55.2 50.8 106.0 529
3110 54.1 58.0 112.1 522
3111D
3112 58.8 47.7 106.5 478
Mean 50.8 49.1 99.9 455
S.D. 7.5 5.7 11.8 77
3107 16.5 17.0 33.5 137
3108 14.3 14.9 29.2 131
Relative 3109 19.0 17.5 36.4 182
3110 18.5 19.9 38.4 179
3111D
3112 20.2 16.4 36.6 164
Yean 17.7 17.1 34.8 159
S.D. 2.3 1.8 3.6 24

D : Dead



B-4478

Appendix 130 Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Dose (mg/kg) : 300

Body weight Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart Lung
Animal (R) (L) (R+L)
number g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mgi{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
4107 243.0 1.90 17.2 11.5 10.2 21.7 318 0.89 0.99
4108 265.0 1.74 12.4 11.1 9.8 20.9 255 0.97 1.01
Absolute 4109 323.0 2.00 15.4 15.8 13.0 28.8 385 1.13 1.36
4110 280.0 1.98 15.2 10.1 9.4 19.5 399 0.94 1.15
4111 284.0 1.90 12.9 11.0 7.5 18.5 371 0.94 1.17
4112 273.0 1.87 15.2 9.4 9.7 19.1 363 0.99 1.23
Mean 278.0 1.90 14.7 11.5 9.9 21.4 349 0.98 1.15
S.D. 26.4 0.09 1.8 2.2 1.8 3.8 53 0.08 0.14
4107 0.78 7.1 4.7 4.2 8.9 131 .37 0.41
4108 0.66 4.7 4.2 3.7 7.9 06 0.37 0.3
Relative 4109 0.62 4.8 4.9 4.0 8.9 119 0.35 0.42
4110 0.71 5.4 3.6 3.4 7.0 143 0.34 0.41
4111 0.87 4.5 3.9 2.6 6.5 131 0.33 0.41
4112 0.68 5.6 3.4 3.6 7.0 133 0.36 0.45
Mean 0.69 5.4 4.1 3.6 7.7 126 0,35 0.41
S.D. 0.05 .0 0.6 0.6 1.0 16 0.02 0.02




Appendix 131

and followed by a recovery period for 9 weeks

Dose (mg/kg)

300

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

B-4478

Liver
Animal
number g(g/100g BW)

Spleen

g(g/100g BW)

Kidney

(R)

g(g/100g BW)

Kidney

(L)

g(g/100g BW)

Kidney
(R+L)
£(g/100g BW)

Adrenal
(R)
mg(mg/100g BW)

Adrenal
(L)
mg (mg/100g BW)

Adrenal
(R+L)
mg(mg/100g BW)

4107 6.52 0.80 0.91 0.90 1.81 30 36 66
4108 7.26 0.56 0.93 0.92 1.85 27 32 59
Absolute 4109 8.98 0.71 1.14 1.08 2.22 35 37 72
4110 7.97 0.51 0.92 0.86 1.78 37 37 74
4111 7.68 0.46 0.94 0.97 1.91 40 39 79
4112 8.31 0.55 1.08 1.08 2.16 37 41 78
Mean 7.79 0.57 0.99 0.97 1.96 34 37 71
S.D. 0.85 0.09 0.10 0.09 0.19 5 3 8
4107 2.68 0.25 0.37 0.37 0.74 12 15 27
4108 2.74 0.21 0.35 0.35 0.70 10 12 22
Relative 4109 2.78 0.22 0.35 0.33 0.69 11 11 22
4110 2.85 0.18 0.33 0.31 0.64 13 13 26
4111 2.70 0.16 0.33 0.34 0.87 14 14 28
4112 3.04 0.20 0.40 0.40 0.79 14 15 29
Mean 2.80 0.20 0.36 0.35 0.71 12 13 26
S.D. 0.13 0.03 0.03 0.03 0.05 2 2 3




Appendix 132

Absolute and relative organ weights of new born female rats administered orally with Trityl chloride for 18 days

and followed by a recovery period for 9 weeks

B-4478

Dose (mg/kg) 300

Ovary Ovary Ovary Uterus

Animal (R) (L) (R+L)
number mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
4107 35.0 35.1 70.1 569
4108 32.2 38.0 70.2 542
Absolute 4109 52.9 48.9 101.8 604
4110 37.6 29.2 66.8 484
4111 43.3 47.4 90.7 468
4112 41.8 42.3 84.1 440
Mean 40.5 40.2 80.6 518
S.D. 7.4 7.5 13.9 64
4107 14.4 14.4 28.8 234
4108 12.2 14.3 26.5 205
Relative 4109 16.4 15.1 31.5 187
4110 13.4 10.4 23.9 173
4111 15.2 16.7 31.9 165
4112 15.3 15.56 30.8 161
Mean 14.5 14.4 28.9 188
S.D. 1.5 2.1 3.2 28




Appendix 133 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days

Sex : Male

Dose (mg/kg) : O

B-4478

Organs
Findings

Animal

number (1001-1006)

External appearance
Brain
Spinal cord
Sciatic nerve
Pituitary
Salivary gland
Submandibular 1ymph node
Trachea
Thyroid
Thoracic cavity
Hydrothorax
Adhesion
Thymus
Adhesion
Heart
Adhesion
Lung
Adhesion
Abdominal cavity
Liver
Spleen
Pancreas
Kidney
Cyst (unilateral)
Adrenal
Esophagus
Stomach
Small intestine
Diverticulum, jejunum
Large intestine
Mesenteric lymph node
Bone marrow
Femoral muscle
Urinary bladder
Testis
Epididymis
Seminal vesicle
Prostate
Other tissues or organs

~ : No remarkable changes



B-4478

Appendix 134 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
Sex . Male

Dose (mg/kg) : 12

Animal number (2001-2006)

Organs
Findings 1 2 3 4 5 6

External appearance - - - - - -
Brain - - - - - -
Spinal cord - - - - - -
Sciatic nerve - - - - - -
Pituitary - - - - - -
Salivary gland - - - - . -
Submandibular lymph node - - - - - _
Trachea - - - - - -
Thyroid - - - - - -
Thoracic cavity

Hydrothorax - - - - - -

Adhesion - - - - - -
Thymus

Adhesion - - - - - _
Heart

Adhesion - - - - _ -
Lung

Adhesion - - - - - -
Abdominal cavity - - - - _ _
Liver - - - - - -
Spleen - - - - - -
Pancreas - - - - - -
Kidney

Cyst (unilateral) - - - - - -
Adrenal - - - - - -
Esophagus - - - - _ _
Stomach - - - - - _
Small intestine

Diverticulum, jejunum - - - - - 4
Large intestine - - - - - -
Mesenteric 1lymph node ~ - - - - -
Bone marrow - - - - - -
Femgral muscle - - - - - -
Urinary bladder - - - - - -
Testis - - - - - -
Epididymis - - - - _ _
Seminal vesicle - - - - - -
Prostate ~ - - - - _
Other tissues or organs - - - - - _

- : No remarkable changes
+ : Positive for respective changes



B-4478

Appendix 135 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
Sex : Male

Dose (mg/kg) : 60

Animal number (3001-3006)

Organs
Findings 1 2 3 4 5 6

External appearance - - - - - -
Brain - - - - - -
Spinal cord - - - - -
Sciatic nerve - - - - -
Pituitary - - _ B _ _
Salivary gland - - - - - -
Submandibular lymph node - - - - - -
Trachea - - _ -
Thyroid - - - - - _
Thoracic cavity

Hydrothorax - - - - - _

Adhesion - - - - _
Thymus

Adhesion - - - - - -
Heart

Adhesion - - - - - -
Lung

Adhesion - - - - - -
Abdominal cavity - - - - - -
Liver - - -
Spleen - - - - -
Pancreas - - - - - -
Kidney

Cyst (unilateral) - - + - - -
Adrenal - - - - - -~
Esophagus - - - - _ _
Stomach - - - - - -
Small intestine

Diverticulum, jejunum - - - - - -
Large intestine - - - - - -
Mesenteric lymph node - - - - - -
Bone marrow - - - - -
Femoral muscle - - - - - -
Urinary bladder - - - _ _ _
Testis - - - - - _
Epididymis - - - - - _
Seminal vesicle - - - - -
Prostate - - - ~ - -
Other tissues or organs - - - _ - _

- : No remarkable changes
+ : Positive for respective changes



Appendix 136 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days

Sex : Male

Dose (mg/kg) : 300

B-4478

Organs
Findings

Animal

number (4001-40086)

External appearance
Brain
Spinal cord
Sciatic nerve
Pituitary
Salivary gland
Submandibular 1lymph node
Trachea
Thyroid
Thoracic cavity
Hydrothorax
Adhesion
Thymus
Adhesion
Heart
Adhesion
Lung
Adhesion
Abdominal cavity
Liver
Spleen
Pancreas
Kidney
Cyst (unilateral)
Adrenal
Esophagus
Stomach
Small intestine
Diverticulum, jejunum
Large intestine
Mesenteric lymph node
Bone marrow
Femoral muscle
Urinary bladder
Testis
Epididymis
Seminal vesicle
Prostate
Other tissues or organs

- : No remarkable changes
+ : Positive for respective changes
D : Dead



B-4478

Appendix 137 Gross pathological findings of new born rats administcred orally with Trityl chloride for 18 days
Sex : Female

Dose (mg/kg) : O

Animal number (1101-1106)

Organs
Findings 1 2 3 4 5 6

External appearance

Focus, dark red, eyeball (unilateral) - + - - - -

Opacity, eyeball (bilateral) - - - - - -
Brain - - - - -
Spinal cord - _ _ - _
Sciatic nerve - - — - — -
Pituitary - - - - - -
Salivary gland - - - - -
Submandibular I1ymph node - - - - - -
Trachea - - - - -
Thyroid - - - - - -
Thoracic cavity

Abscess - - - - - -
Thymus - - - - -
Heart - - - - -
Lung

Adhesion - - - - - -
Abdominal cavity - - - - - _
Liver - - - - -
Spleen - - - _ _
Pancreas - - - - -
Kidney - - - - - _
Adrenal - - - _ _ _
Esophagus - - - - - -
Stomach - - - - - _
Small intestine - - - - - -
Large intestine - - - - - _
Mesenteric lymph node - - - - - -
Bone marrow - - - - -
Femoral muscle - - - - - -
Urinary bladder - - - - - -
Ovary - - - - -
Uterus - - - - - _
Vagina - - - - - -
Other tissues or organs - - - - - -

- : No remarkable changes
+ : Positive for respective changes



Appendix 138
Sex : Female

Dose (mg/kg) : 12

Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days

B-4478

Organs
Findings

Animal

number (2101-2106)

2

3

4

5

External appearance
Focus, dark red, eyeball (unilateral)
Opacity, eyeball (bilateral)

Brain

Spinal cord

Sciatic nerve

Pituitary

Salivary gland

Submandibular lymph node

Trachea

Thyroid

Thoracic cavity
Abscess

Thymus

Heart

Lung
Adhesion

Abdominal cavity

Liver

Spleen

Pancreas

Kidney

Adrenal

Escophagus

Stomach

Small intestine

Large intestine

Mesenteric lymph node

Bone marrow

Femoral muscle

Urinary bladder

Ovary

Uterus

Vagina

Other tissues or organs

- : No remarkable changes



Appendix 139
Sex : Female

Dose (mg/kg) : 60

Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days

B-4478

Organs
Findings

Animal

number (3101-3106)

2

3

4

5

External appearance
Focus, dark red, eyeball (unilateral)
Opacity, eyeball (bilateral)

Brain

Spinal cord

Sciatic nerve

Pituitary

Salivary gland

Submandibular lymph node

Trachea

Thyroid

Thoracic cavity
Abscess

Thymus

Heart

Lung
Adhesion

Abdominal cavity

Liver

Spleen

Pancreas

Kidney

Adrenal

Esophagus

Stomach

Small intestine

Large intestine

Mesenteric lymph node

Bone marrow

Femoral muscle

Urinary bladder

Qvary

Uterus

Vagina

Other tissues or organs

- : No remarkable changes



B-4478

Appendix 140 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
Sex : Female

Dose (mg/kg) : 300

Animal number (4101-4106)

Organs
Findings 1 2 3 4 5 6

External appearance

Focus, dark red, eyeball (unilateral) - - -~ - - _

Opacity, eyeball (bilateral) - + - - - -
Brain - - - - - _
Spinal cord - - - - - _
Sciatic nerve - _ _ _ _ -
Pituitary - - - - _ -
Salivary gland - - - - - -
Submandibular 1lymph node - - - - - _
Trachea - - - — - -
Thyroid - - - - - _
Thoracic cavity

Abscess + - - - - -
Thymus - - - - - _
Heart - - - - - -
Lung

Adhesion + - - - -~ _
Abdominal cavity - - - . _ _
Liver - - - - - -
Spleen - - - - - -
Pancreas - - - - - -
Kidney - - - - - _
Adrenal - - - - - -
Esophagus - - - - - -
Stomach - - - - - -
Small intestine - - - - - -
Large intestine - - - - - -
Mesenteric lymph node - - - - - -
Bone marrow - - - - - -
Femoral muscle - - - - - -
Urinary bladder - - - - - -
Ovary - - - - _ -
Uterus - - - - - -
Vagina - - - _ _ _
Other tissues or organs - - - - - -

- : No remarkable changes
+ : Positive for respective changes



B-4478

Appendix 141 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Sex ¢ Male

Dose (mg/kg) : O

Animal number (1007-1012)

Organs
Findings 7 8 9 10 11 12

External appearance - - - -
Brain - - - -
Spinal cord - - - -
Sciatic nerve - - - - - -
Pituitary - - - -
Salivary gland - - _ - _ _
Submandibular lymph node - - - - - -
Trachea - - - - _ -
Thyroid - - - - - -
Thoracic cavity - - - -
Thymus - - - - _
Heart - - _
Lung

Focus, dark red - - - + - -

Adhesion, thoracic wall, focal - - - + - -
Abdominal cavity - - - - _ _
Liver - - - -
Spleen - - - - - _
Pancreas - - _ _ _
Kidney

Dilatation, pelvis (uni- or bilateral) - - - - - -
Adrenal - - - - - -
Esophagus - - - - _ _
Stomach

Focus, dark red, glandular stomach - - - - - -
Small intestine - - - - - -
Large intestine - - - _ _ _
Mesenteric lymph node - - - - - -
Bone marrow - - - - _ _
Femoral muscle - - - - - -
Urinary bladder - - - - - -
Testis - - - - - -
Epididymis - - - _ . _
Seminal vesicle - - ~ - - _
Prostate - - - - - -
Other tissues or organs - - - - - -

- : No remarkable changes
+ : Positive for respective changes



B-4478

Appendix 142 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Sex : Male

Dose (mg/kg) : 12

Animal number (2007-2012)

Organs
Findings 7 8 9 10 11 12

External appearance - - - - - -
Brain - - - - - -
Spinal cord - - - - - -
Sciatic nerve - - - - - _
Pituitary - - - - - _
Salivary gland - - - - - _
Submandibular lymph node - - . - _ _
Trachea - - - - - -
Thyroid - - - - - -
Thoracic cavity - - - - - -
Thymus - - - - - _
Heart - - - - - -
Lung

Focus, dark red - - - - - -

Adhesion, thoracic wall, focal - - - - - -
Abdominal cavity - - - - - _
Liver - - - - - -
Spleen - - - - - -
Pancreas - - - - - _
Kidney

Dilatation, pelvis (uni- or bilateral) - - - - - +
Adrenal - - - - - -
Esophagus - - - - - _
Stomach

Focus, dark red, glandular stomach - - - - - -
Small intestine - - - - - -
Large intestine - - - - - -
Mesenteric lymph node - - - - - -
Bone marrow - - - - - -
Femoral muscle - - - - - -
Urinary bladder - - - ~ _ _
Testis - - - - - -
Epididymis - - - - - -
Seminal vesicle - - - - - -
Prostate - - - - - _
Other tissues or organs - - - - - _

- : No remarkable changes
+ : Positive for respective changes



B-4478

Appendix 143 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Sex : Male

Dose (mg/kg) : 60

Animal number (3007-3012)

Organs
Findings 7 8 9 10 11 12

External appearance - - - - - _
Brain - - - - - -
Spinal cord - - - - - -
Sciatic nerve - - . - _ -
Pituitary - - - _ _ -
Salivary gland - - - - - -~
Submandibular lymph node - - - - - -
Trachea - - - - - _
Thyroid - - - - _ _
Thoracic cavity - - - - - -
Thymus - - - - - -
Heart - - - - - -
Lung

Focus, dark red - - - - + _

Adhesion, thoracic wall, focal - - - - - -
Abdominal cavity - - - - - -
Liver - - - . - _
Spleen - - - - - -
Pancreas - - - - - -
Kidney

Dilatation, pelvis (uni- or bilateral) - + - - _ _
Adrenal - - - - - -
Esophagus - - - - - -
Stomach

Focus, dark red, glandular stomach + - - - - -
Small intestine - - - - - _
Large intestine - - - - - -
Mesenteric lymph node - - - - - -
Bone marrow - - - - - -
Femoral muscle - - - - - ~
Urinary bladder - - - - - -
Testis - - - - - -
Epididymis - - - - - -
Seminal vesicle - - - - - -
Prostate - - - - - -
Other tissues or organs - - - - - -

- : No remarkable changes
+ : Positive for respective changes



B-4478

Appendix 144 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
and foliowed by a recovery period for 9 weeks

Sex : Male

Dose (mg/kg) : 300

Animal number {(4007-4012)

Organs
Findings 7 8 9 10 11 12

External appearance - - - - - _
Brain - -
Spinal cord - - - - _
Sciatic nerve - _ _ _ _
Pituitary - - - - -
Salivary gland - - - - _
Submandibular lymph node - - - - - _
Trachea - -
Thyroid - - - - - _
Thoracic cavity - - - _ _
Thymus - -
Heart - -
Lung

Focus, dark red - - - _ - -

Adhesion, thoracic wall, focal - - - - - -
Abdominal cavity - - - - - _
Liver
Spleen - - - - -
Pancreas - - - - -
Kidney

Dilatation, pelvis (uni- or bilateral) - - - - - -
Adrenal - - - - -
Esophagus - - - - - -
Stomach

Focus, dark red, glandular stomach - - - - - -
Small intestine - - - - -
Large intestine - - - - -
Mesenteric lymph node - - - - - -
Bone marrow - -~ - - -
Femoral muscle - - - - -
Urinary bladder - - - - - -
Testis - - - - - -
Epididymis - - - _ - -
Seminal vesicle - - - - -
Prostate - - - - - -
Other tissues or organs - - - - - -

- : No remarkable changes
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Sex

Dose (mg/kg)

Female

0

Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

B-4478

Organs
Findings

Animal

number (1107-1112)

8

9

10

11

12

External appcarance
Brain
Spinal cord
Sciatic nerve
Pituitary
Salivary gland
Submandibular lymph node
Trachea
Thyroid
Thoracic cavity
Retention, yellow white liquid
Thymus
Heart
Lung
Abdominal cavity
Liver
Spleen
Pancreas
Kidney
Adrenal
Esophagus
Stomach
Focus, dark red, glandular stomach
Small intestine
Large intestine
Mesenteric lymph node
Bone marrow
Femoral muscle
Urinary bladder
Ovary
Uterus
Vagina
Other tissues or organs

- : No remarkable changes
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Appendix 146 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Sex : Female

Dose (mg/kg) : 12

Animal number (2107-2112)

Organs
Findings 7 8 9 10 11 12

External appearance - - - - - -
Brain - - - - - -
Spinal cord - - - - - -
Sciatic nerve - - - - - _
Pituitary - - - _ _ _
Salivary gland - - - - - -
Submandibular lymph node - - - - - -
Trachea - - - - - -
Thyroid - - - - - -
Thoracic cavity

Retention, yellow white liquid - - - - - -
Thymus - - - - - -
Heart - - - - - -
Lung - - - - - _
Abdominal cavity - - - - - -
Liver - - - - - -
Spleen - - - - - -
Pancreas - - - - . _
Kidney - - - _ _ ~
Adrenal - - - - - -
Esophagus - - - - - -
Stomach

Focus, dark red, glandular stomach - - - - - -
Small intestine - - - - - -
Large intestine - - - - - -
Mesenteric lymph node - - - - - -
Bone marrow - - - - - -
Femoral muscle - - - - - -
Urinary bladder - - - - - -
Ovary - - - - - -~
Uterus - - - - - -
vVagina - - - - - -
Other tissues or organs - - - - - -

- : No remarkable changces
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Appendix 147 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Sex : Female

Dose (mg/kg) : 60

Animal number (3107-3112)

Organs
Findings 7 8 9 10 11D 12

External appearance _ - - - - - -
Brain - - - - -
Spinal cord - - - - - -
Sciatic nerve - - - - - -
Pituitary - - - - -
Salivary gland - - - - -
Submandibular lymph node - - - - - _
Trachea - - - -
Thyroid - - - - - _
Thoracic cavity

Retention, yellow white liquid - - - - + -
Thymus - - - -
Heart - - - - -
Lung - - -
Abdominal cavity - - - - - -
Liver - - - - -
Spleen - - - - -
Pancreas - - - - - -
Kidney - - - _ - -
Adrenal - - - _ - -
Esophagus - - - -
Stomach

Focus, dark red, glandular stomach - - + - - -
Small intestine - - - - - _
Large intestine - - - - - -
Mesenteric lymph node - - - - - -
Bone marrow - - - - -
Femoral muscle - - - _
Crinary bladder - - - - - -
Ovary - - -
Uterus - - - - - _
Vagina - - —
Other tissues or organs - - - - ~ -

- : No remarkable changes
+ : Positive for respective changes
D : Dead
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Appendix 148 Gross pathological findings of new born rats administered orally with Trityl chloride for 18 days
and followed by a recovery period for 9 weeks

Sex : Female

Dose (mg/kg) : 300

Animal number (4107-4112)

Organs
Findings 7 8 9 10 11 12

External appearance - - - - - _
Brain - - - - - -
Spinal cord - - _ _ _ _
Sciatic nerve - - - - - -
Pituitary - - - - _ _
Salivary gland - - - - - _
Submandibular lymph node - - - - - -
Trachea - - - - - -
Thyroid - - - - - _
Thoracic cavity

Retention, yellow white liquid - - - - - -
Thymus - ~ - - - -
Heart - - - - - -
Lung - - - - _ -
Abdominal cavity - - - - - -
Liver - - - - - _
Spleen - - - - - -
Pancreas - - - - - -
Kidney - - - - - -
Adrenal -~ - - - - -
Esophagus - - - - - -
Stomach

Focus, dark red, glandular stomach - - - - - +
Small intestine - - - - - -
Large intestine - - - - - -
Mesenteric 1lymph node - - - - _ -
Bone marrow - - - - - -
Femoral muscle - - - - - -
Urinary bladder - - - - - -
Ovary - - - - - -
Uterus - - - - - -
Vagina - - - - - -
Other tissues or organs - - - - - -

- : No remarkable changes
+ : Positive for respective changes
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Histopathological findings of new born male rats administered orally with Trityl chlorid for 18 days (Survivors)

Dose (mg/kg)

0

B-4478

Organs

-findings

Anima% number

Cerebrum
Cerebellum

Spinal cord

Sciatic nerve

Heart

Trachea

Lung (Bronchus)
Stomach

Duodenum

Jejunum ,

Ileum (Peyer's patch)
Cecum

colon

Rectum |
Submandibular gland
Sublingual gland
Liver

Pancreas

Pituitary 3
Thyroid (Parathyroid)
Adrenal

Thymus

Spleen |
Submandibular lﬁmph node
Mesenteric lymph node
Kidney

Urinary bladder

Testis |

Epididymis

Seminal vesicle

Prostate

Mammary gland

Skin

Eye

Sternum (Bone marrow)
Femur (Bone marrow)
Skeletal muscle

QOOOCOOCOOCOOODOROTOTOOOOOOOOCOOCOORD | PO

OO0 OOCOOOOOOOCOOOOTLOOOICOOTOCOOOTO | NOOH

[elalelolvlololololalevlalalelslalalololvlaliololololololslalafalaTaleTalal ol Bt TaTe)

COOOOOCOOOOOOCOOOOOVOOTOOOOOOOOOOIOOCOC | hOOM

TSSOSOV OTOOOOTCOOCOOCOOOOOOOOTOCOD | IOcH

COOODOTOOLOOOOOCOOOTOOOOOOCOOOSOOTOC | OO~

0 : No remarkable changes
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Histopathological findings of new born male rats administered orally with Trityl chlorid for 18 davs (Survivors)

Dose (mg/kg)

300

B-4478

Organs Anlgal number
0
-findings 0
2
Cerebrum
Cerebellum

Spinal cord

Sciatic nerve

Heart

Trachea

Lung (Bronchus)
Stomach

Dugdenum

Jejunum

Ileum (Peyer's patch)
Cecum

Colon

Rectum

Submandibular gland
Sublingual gland
Liver

Pancreas

Pituitary .
Thyroid (Parathyroid)
Adrenal

Thymus

Spleen
Submandibular lgmph node
Mesenteric lymph node

dney
Urinary bladder
Testis

Epididymis

Seminal vesicle
Prostate

Mammary gland

Skin

Eye

Sternum_(Bone marrow)
Femur (Bone marrow
Skeletal muscle

OOOCOOOTCOCOOOOOIOOCTOOOOCOOTOOIDTCOOD | WO
LCOOCOOTOOOOOOOOOOOCCOOOOOOOOOOOOCCOOS | OO

OCOCOCOOCOOCOOOOOOOCTOOCOOCOOOOOOCO | HOOM
OOOCOOOOOOOOCOOOOOCCOOOOCOOOOOOOOTSOOCOD

OOCOOTOOOOOCOOOOOOOOOOOOCOTODOTTOOOOD | TTOOR

0 : No remarkable changes
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Appendix 151 Histopathological findings of new born female rats administered orally with Trityl chlorid for 18 days (Survivors)

Dose (mg/kg) : O

Organs Animal number
1 1 1 1 1 1
] 111 1 11
-findings o 0 0 0 0o 0
1 2 3 4 5 6
Liver .
~-hypertrophy, hepatocyte, centrilobular 0O 0 0 0 0 0

0 : No remarkable changes



Appendix 152
Dose (mg/kg) : O

Histopathological findings of new born female rats administered orally with Trityl chlerid for 18 days (Survivors)

B-4478

Organs

-findings

Animal number

Cerebrum

Cerebellum

Spinal cord

Eciatic nerve

ea

-epicarditis

Trachea

Lung (Bronchus)
eur1

Stomac

Duodenum

Jejunum

Ileum (Pever's patch)

Cecum

Colon

Rectum

Submandibular gland

Sublingual gland

Pancreas

Pituita

Thyr01d (Parathyr01d)

Adrenal

Thymus

Spleen
Submandibular 1Kmph node
Mesenteric lymph node
Kidney .

-dilatation, renal pelvis
Urinary bladder

~cystitis
Qvary
Uterus
Mammary gland
Ski

Ey

—hemorrhage vitreous body
Sternum (Bone marrow)
Femur (Bone marrow)
Skeletal muscle

COCT COOOOO C© OOOOOOOCOLOOCOOOOOD O COCO | MO

COON OOCOO M OCCODDOOOOCOCOOOOO OO OOOO | NORR

OOCO COOO0O O OODOODOOCOOOOOOTO OO OO0 | WO

OCOCO COOCO © COLODOOCOOODODOOOT OO COOO | hOFR

OOOC COOCO © OOCOCOOOOOOCOTOOTOD OO COOCO | UIOmm

SO OO0 | GOk

OCOCO COCOOK O OOLLOOOOOCOOOOCOoOD

0 : No remarkable changes 1 : Slight 2 : mild
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Appendix 153 Histopathological findings of new born female rats administered orally with Trityl chlorid for 18 days (Survivors)

Dose (mg/kg) : 12

Organs 2An%ma% ngmb%r 2

1 1 1 1 1 1
-findings 9 g g 2 g 8
Liver

o
<
(=]
<
o
=]

-hypertrophy, hepatocyte, centrilobular

0 : No remarkable changes
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Dose (mg/kg) : 60

Histopathological findings of new born female rats administered orally with Trityl chlorid for 18 days (Survivors)

B-4478

Organs Animal numbe
3 3 3 3 3 3
1 1 1 1 1 1
-findings 0O ¢ 0 0 0 0
1 2 3 4 5 6
Liver .
-hypertrophy, hepatocyte, centrilobular 0 0 0 0 0 O

0 : No remarkablc changes
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Histopathological findings of new born female rats administered orally with Trityl chlorid for 18 days (Survivors)

B-4478

Dose (mg/kg) 300
Organs Animal numbe
4 4 4 4 4 4
1 1 1 1 1 1
~findings 0O 0 0 0O 0 0
1 2 3 4 5 6
Liver N
-hypertrophy, hepatocyte, centrilobular 0 1 1 1 1 0

0 : No remarkable changes 1 Slight
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Appendix 156 Histopathological findings of new born female rats administered orally with Trityl chlorid for 18 days (Survivors)

Dose (mg/kg) : 300

Organs Animal numbgr

-findings

Cerebrum
Cerebellum
Spinal cord
Sciatic nerve
Heart
—eplcardltls
Trach
Lun§ (Bronchus)
eurit
Stomach
Duodenum
Jejunum
Ileum (Peyer's patch)
Cecum
Colon
Rectum
Submandibular gland
Sublingual gland
Pancreas
Pituita
Thyr01d (Parathyroid)
Adrenal
Thymus
Spleen |
Submandibular lﬁmph node
Mesenteric 1ymph node
Kidney . .
-dilatation, renal pelvis
Urinary bladder
-cystitis
Ovary
Uterus
Mammary gland
Ski

Ey
—hemorrhage vitreous body
Sternum (Bone marrow)
Femur (Bone marrow
Skeletal muscle

COCO COCOO O OO0OCOLOLOLOLOOOOOTW ON OO0 | HOr&
OTOO OC0O0O O COCTTOOOOOOOTOOOOTCT OO SO0 | NORD
COOC OCO00 © QCOOOCCTOOOTOOOOOOD OO OO0 | LIokM
SO0 CO0O00 O OCOOCCOOOOVOOTOTOOT OO OO | hORK
COCO COO0C O OOOCOOOOOLOLOOOCCCO OO OO | niIoHr

COCO COO0OCT O QOOCOOOOOCOOODOOOTO OO OO0 | Gorn

0 : No remarkable changes 2 : Mild 3 : Moderate
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Appendix 157 Histopathological findings of new born female rats administered orally with Trityl chlorid for 18 days
and followed by a recovery period for 9 weeks (Survivors)

Dose (mg/kg) : O

Organs Animal number
1 1 1 1 1 1t
L. 1 11 1 1 1
-findings o 0 0 1 1 1
7 8 9 0 1 2
Liver 0O 0 0 0 0 O

0 : No remarkable changes
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Histopathological findings of new born female rats administered orally with Trityl chlorid for 18 days

Appendix 158
and followed by a recovery period for 9 weeks (Survivors)

Dose (mg/kg) : 300

Organs Animal number
4 4 4 4 4 4
. 1 1 1 1 1
-findings 0O 0 0 1 1 1
7 8 9 0 1 2
Liver 0 0 0 0 0 O

0 : No remarkable changes
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Appendix 159 Histopathological findings of new born rats administered orally with Trityl chlorid for 18 days
and followed by a recovery period for 9 weeks (Dead animals)

=
1

Female
0

O
[=lo]

Sex
Dose (mg/kg)

Organs

Animal
-findings number

Cerebrum
Cerebellum
Spinal cord
Sciatic nerve
Heart
—eplcardltis
Trachea
Lung (Bronchus)
euritis
Stomach
Duodenum
Jejunum
Ileum (Peyer's patch)
Cecum
Colon
Rectum
Submandibular gland
Sublingual gland
Liver
Pancreas
Pituitar .
Thyr01d %Parathyro1d)
Adrenal
Thy %us n
-atrophy
Spleen
-atro g
Submandibular lymph node
-atrop {
Mesenter ¢ lymph node
Kidney
Urlnary bladder

Te
Epididim
eminal vesicle
Prostate
Ovary
Uterus
Mammary gland
Skin

Eye

Sternum_(Bone marrow)
Femur (Bone marrow
Skeletal muscle

OOCOOON\T"OOODCOT © © OODODTCOTOOOOOON SO OO00 | aoobd
OPF>OOCOOI\NNNOOIN N N OpOrCOORERREER0 O OC0O0 | Urmpm

0 No remarkable changes 2 : Mild 3 : Moderate
L : Lost specimens A : Autolysis D : Dead
/ Not examined
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