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.

Sprague-Dawley % SPF #f# = v b (Crj:CD(SD)IGS) ZAWT, FUFI=r0Y FDK
whEIC LA EENICFOmEYERF Lz, #5830 FU—Tn: ) . 12, 60
R 300mgkg/H & L. 28 AMKERBEOHZS L. 1 ooz, ¥ 60 kU
300mg/kg 5B THEMS 12 I, 12mg/ke 5B THES 6 ILEL., TOS 5., R, 60
KX 300mg/kg ¥ 5B OMEMES 6 FlICDWTIL. 28 AMEER 2 BRAIEIE/2.

1. —fgRe
300meg/kg % 5-RE DM THE NS SN,

2. fKE
60mg/kg 5B DI F OF 300mg/ke %5 FEOMERE THE I ININHIAERD & N7z,

‘3. EBHER
300mg/kg 2 5RO TR S DI — @ oBHEORD M, REHIMEEIC 60 &
X 300mglkg B ERHOKEIC BWTHEEEORMAA SN,

4. RERE
60 & X 300mg/kg % 5B O T pH OIE F. 300mg/kg %58 TEARDBMNA SN
7.
5. M#EFERE

300mg/kg S HOMBETT + 7Y /4 L BOREM. #CT/MRBEOEMERXR7 O~
O E B RNCEE S hO R T 5 AF CEHOIEENRD 537z,

6. M ELERE
300mg/kg S5 HOMH T GPT IEHERTR I L AT O OEmE 7))L 31— ADHED
M, BTRESE, BAAE. U UIEE. BEUINE RNV LOEMRH S
7z. 60mg/kg Fe 5B CIIMTIREZFZOHM,. TN I—-AOFEIBRA LN,
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1. AHEEHE
FHig. S NTB I B A S s, T TIXE I KON O FF IR
KA1 60 B TX 300mgikg 45 BEOMEMIC, WIRAZREE LB UK EUEAS 300mg/kg #3458
DA SNz, BT, MBEDIEEN 60me/kg 1% 58 D & 300mg/kg %5 BE DM
iAoz, BETIE. BRI 300mg/ke %58 OMEREICAH SNz,

8. MEEH
HWERICLD, EROEBWTNOHESDWIETERL. BEENED N,

PLEDHIC, FUFN=-0U RETy b 28 ARKEEOHRE LER, 228 LT
60me/kg B 5 BT, FFE BRI N NE L RIIIR A ASHERE 12, JREE R OBMAHE
12, EBEMAE. a3 - 20U KNICEBREOEEN I A 5N, 300mgks &5
BTRINSOBICA,. RERDT 4 7Y /—4 2B, GPT#EN. 8L A5 0— Lt
CEBREROMMAMERIC. 7002 RN RICERERS SO R TS 2 F SR
TR, U UIEE. B ABBRLCICEE Y ILE > OBmAIcA SNz, —F. 12meke &5
BEOMEE TIRELIZED S hish - 7o,

ThoDEREMS. FRBREBFIMNUFL=/0) FORYEEEHE L b I
12mg/kg/day EHEFE S 7z,
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#

i

BEBEFHEROKFIZLD, FUFI=r0l REk bAERLESEOXELHTT
ZEMNT, #BRMEE Ty M 28 BEIREROHSL., TOREEZHASNCTLIEEBIT, 2
BRAKREL. MEORIBEEEZRANZOTEORBEERET S, &2d. FRBIL. UTORER
UHA R4 L ERL 7,

- P TR E IR BB A CEEEFYECHRAITEROREOHBESEEED 50T

FARIBETIRBRERICONTE O ~BBIEIZDWT
(Erk 12 3 A 1 HREARTE 41 BREITE®EER &, LEHRE 268 BEEA LIRS
FlRE. Tk 12-02- 4 EFE | SEEEEELRELR REAEA)
- T IR B R EBROFRIIDVTY O—HHEZFITDONWTY
(BRF0 614 12 A 5 B ; ||AESE 700 SERETCEMABRE. £HE 1039 5EEEHE
BRE., 61ILR% 1014 Sl £ AT £ R4 A)
- TERBYMORERVRESICET HHE)
(BHgE~T6 S, BEIM5FE3A27TH)
- B ERICET 5158
() BEEBEYFES, Eie245 A 22 H)
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HEBRHERUAX

1. #HEBRMERUEG
1) BBRWHE
MUFN=r0) Fid, EEEEEEERCER EEECETEMREM SR NS,
EMLZRBYEOO Y FESRUMERBREZUTITRL .
Mg &
% PR : MUFN=rol R
(CAS %% : 76-83-5)
FEIE AR

ok

oy &S

i i3 D 99.5%

fE 7N © HA~HEeERTEDR

5 & © 27878

o = 0 115C

i J=1 : 310C

3’7 H % ;. EiR - %

&£ & M D RHBOBRBMEOHHEERNS, 9B LE THo 2T
EMHERENT.

75 D THBRBUIEN HRYHEAGERUVEHBYEREE

B, REINLEBRMEOD B, K 5g 2RERE & L THESMIEER ORI ER
BEICREL. COMOEKBKRYEIESREHESFITEAL 72,

2) Btk
wWoE #H D MEHEERSH
% PR : A U—TH
i 1 : BAERA
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0w k&S : 0310

Rteh® o EA

RSP ORBAT RBMEMLE
2 BEREOAN

1) BRI ORRE B OMRAE F7 ik
BEEEN 10mLkg REERZDEDIC, SBECEIILVEROERME SR, &
WHSEFAWTHAICHEL . HERLLE., AHIEEX7TASE LTV, 105
OB T HEL. Bk (W40) RELE,
2) B OLEN
AEBMED 1 R 200mg/mL HBHE @A, AU -7 3. BE (W40 8 Ak
Fil 24 BT TEENDE—Td 5 AR U —F 1 25 —THRI N
TW3% (Attached Data 1) .
3) HBRMOWE - H—1EHER
581 R4 B O 20, #BE5ICER L/ BERICOWT HPLC kick D A&t
MUY FE oy —THIEL. FOHER, BERYEEBEIIEREICHLT 950~
100.0%. AR 0.3~17%THOD. WTNLFHRAMN (BE : ZREL10%. £F
23K 10%LAN) TEIETdH 7= (Attached Data 2, 3)

3. HEHY

Sprague-Dawley % SPF 5 k (Crj : CDSD)IGS. AAF v —IV A - UN—M. EREAHF
By —) OfERES 57 L% 4 B TAT L. § 2 BRI - BULEE L7258, A E A
HAT—RIRBICRE OB SN W BN & 42 IC4 B, 6 @i THRBRICH L. 558
HoOEEGEIT, & T 192~225¢ CEHGfE - 207.3g) . T 147~173g (CE{E : 159.0g) T
HO, WTNOBMYOKEDS FHE L 20% AN TH > 7z,

gL, B - BMCRIh O ERMEBICK 0 BNE. BT NA R5EK2 B oKk
BICEDWTEAMEL, SHOYHRENRTEZETHE L2 IO8HEBML=. 3D
DT Ea—Fy 2R TT Oy yEREELKVEESHNEOHEGE (TOy JEEE
THEEBFEHEL . BTN CHNOBGESZEARBICHD ST ckhoERL. B
SUIHROKBEMI. BBRILOBA LS.

T BRBRETEE ICHCO. ESCICEIIERE R 55 VETH - 72A%, EERICIIMERE & 57 IEAIA
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a2z,

4. FBHZRH

. iR 22~25C., HHREE 45~70% (72720, —HMIZIRERK 27C. BERKX 74%
EFTLERLREZRS) « #EEE 1 RH 10~15 @1, 8885 1 B 12 B (07 : 00~19 : 00)
DOFEEE (815 5%E) THELE. 8L, 757y FA&BEMr— (W 254X D 350
X H170 mm : U—FRIL22=7 Y 2 7kAeH) 1 RTDONEL. BEREE (BEHER
B CRF-1. AV I 7 VBB TEEKRARH) RUBEK EEIEHEAEK : BEEK 28
HICEREEFAFL . SRFORAYEIZEL T, #ALZ20y MZDOWTHFEEAR
FREEME I T LieT—52AFL. £ 8EKIZDWTIE, KEFEICHERL -
A DR 2 W ik A B TR R AR AL 5 — I IR (6 4 D) 1KLL, B oy
—HEAFLTENETNREDRNI E2HEL THREL =

5. SRR RS5O RSURRUREELSREEORIREH

BUABEON A RS0 L, #ERKEIROZBER, £5HMECEEMRT 28 A
RO 2 M (14 HED &L, mEMMPRAEE S, £, REERIIRERSHBRT—
friztron T3 18 1H (788 U7k

6. BEFERVTORRER

BEERIE. 10mUkg AREE Lz, £z, B5HEIT>HEOROKRSITHEL T—RIIC
fTONTWL HEEBER L, T2b5, 1H 1HE (08:00~12:02 Ofl) . #HHREKZ=SELYE
VT ERAWTESRORE LU, MBEIZZEE GHU— T ZRBICES Lz, BRT
EORSHRIL, REOFESIAEIZEHL /-,

1. BEERUEOREER. BHERKEUCHYE

BERI3. PHRARD OREEBEICLTRELE. Thbb, MUFIIL=r111) Ro 30,
100, 300 X TX 1000mg/kg ZHEMEZ v M 2 BEREROES L2 & T A, 1000me/kg 1355
DOt T—BEOBEER D, FBORBE NI BEEMNROEBOERMM, #THRER
EIRNE N GOT 4. BUN RO O L A5 O0—)LOIAH SNz, /=, 300mgke %
53 CI3MER T i@ O BEER D R OB NCEBO BB, # T GOT FHEE I
BUN DK ORI OB #8{L. 100mg/kg # 58 Tl THIBOEBMME # TEROEE




B-4477

WMMH SN, TNSORENS, W NRBEHEEES RSN S 300mekg ZEHAEL L.
LR 5 TH U T 60 RN 12mg/kg O 3 HEZRTEL . JHUIHBR WA 23 4 BEEH
Uiz LMD OEMENT, 28 HRRGRICHMRT 28 (FED) ICHES 6 ILzHWL., BT,
MR, PRARRRUEARK T 28 Hk G5 2 BMIREL 2#ICHIRT 21 (EEEH)
WM 6 IEE AUz, BEREREZ LA MIZRT,

R | #E5E B E |R5FE| % o < B # &
(mg’kg) | (mg/ml) | (mL/kg) Ehin ik BB S B ik E g
o) 0 0 10 H 6 1001~1006 6 1007~1012
i 6 1101~1106 6 1107~1112
{5 Al BB 12 1.2 10 i 6 2001~2006
it 6 2101~21086 - -
i & 60 6 10 HE 6 3001~3006 8 3007~3012
i3 6 3101~3106 6 3107~3112
L YiEk v 300 30 10 i3 6 4001~4006 6 4007~4012
is:3 6 4101~4106 6 41074112

8. EMMORBIBRUT —IADETR

NI AR I N I A D CEGEN 21T, REFE—2IE. AR G
ERBRI LTI EDY, ABRERS. R5EK. REE. . #PES. OERS
B UOERRTEHEHEL =

9. ®REAHE
1) —AREOBER
FHWMDIIEE 3Rl RS SEBRURS 2 Mg (2720, LBEOKOR
RO EBESEEO 2 ) | EEMAEPIER 1R FRR)  BAR KR - B8 B
AR, TE), MEBERA SO -BIREEEEL.
BB, UTHREGRGEAEHS 10, #5 1~7TA%KkEE 18, F&, #5KrQ0H
HeEHE 1H, BE{E1~7B2uES 1HEBEL TERLE
2) EWFE
£5%1BI3%S5 1 8. 4R 7TAO 30, TO%KE3 ARV 4 HFBTHE 2 @,
U H DGR (08 1 23~11: 05 Of) IZRE L, MEMMGIZER 1 5. 3 BRU T
BiZ#ZL., TO®EsSALLWL 4 dM@TE 2 mEE Lz, £, HMSEEREHD
oo, BGHRTREORER THROHBRBICHEREOEKEZRE L,
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3) HEEME

BEH1LAIRRS 10 G250 188) . 4HRU7TH (WFhd 3 AEOREE
D 3E. TN 3 0L 4 BRIETHE 2 B (3~4 BEORER) . £/, @ES 1
BiZEE 3 H Q HHORERE) RORET7TH (4 QMOREERE) © 2 4, LR 3
His U 4 HMRRTH 2 [@ (3~4 A0 &REE) . MIEH O —ErM (08 : 41~11:20
O, 72720, 5P san icllEl. 11 AEEEM L.

1) RBRE (@EKEMTEZED)

®G558 4 AR ONEESE 2 Bicfro 7z,

BEH 48 (%5 25 H~26 HOM) 2. MAELBOERGRICEEETMICONT, |
EE2E (ME 11 H~12 HOB) EREROSEFEEMIIDONT, MICHREBEEY
Rl —2IREL. & - BRBKFT4REREERLUEZ, XKW, BHEAR - H
HIEKFTEO%O 20 HHERZERLUAE. BEHEBIEUTOEY TH 5, 28, FHL
RO 4 BRBIRIZDWT pH A FIAEIE TOBE LIRES. £O®ICTES N/ 20 K
RERAWTEREENTIRBORMEEZTTL, KEIX 4 EORERT 20 KHOREEZ G
LTEHLE. BAEBIE. RERSZ2Ey LA —JICNAELZRETRHAMNSD 1 HO
HlE%E., WMAORERWTIE L.

BEEE W E 5 B

pH URIFLET 7A #8# [7— 7 L1#] @
ABE URIFLET 7A B8 (77— L10R] 2
ok Ak URIFLET 7A RB&K (7 —27 L1#] &
TNha—2A URIFLET TA B [T —27 L 18]
i 1l URIFLET 7AiM (72 L1#R] @
EUE> URIFLET 7A %/ [7— 7 L10R) =
avy =4 URIFLET 7A A8 # [7—27 L1#R] ©
& WIHREE

L Bk

RE (24 B &) BRI

BiEE Kk Tk

kR (24 HE) HRIL



15 0 I 4 s
a) . mini AUTION ANALYZER MA-4210
(7 =2 L1WRIAHA - BREER S —FRL2#)
b) : HERBEMEEE A7 2FAFv |~ OM-6030
(7 =27 L)

5) MRFHRE

B-4477

5 HE R CEEARK TORHOERIC. aiHMAS—K& (19 16 B HBRZE
LEFEHYE. T-FIVHEBTICHIEL . BAEIRA, 5 EDTA-2K MR (SB-41: >

Z A w5 AM) CIIEEEHL. UTFOEBIOWTRELE, #7FL, JOROYE>S

B, AL PO R T I AF UK 4 T =5 EICDNWTIL 3.8% 7 T
ST BT LEMAERITERRL MK 2= 0508 (3000rpm. 10 77f) L TiHE 6N

JzfEERHWTHIEL =,
RAEHHE el I A B
FRifnEk¥E (RBC) BERIER AR

ANESOE & (Hb) T A RNESOE i
AV RZYw ME (Ht)  FROIREECELRORERE, SBEH
EERMERERE MCV) BRIHIE{LRHES
EFRMRMARE (MCH)

FRMEE R INETOE CEMSREE
SRR ARZEE (MCHC)

NETOECBRUAT R Uy MEMSEH
MRIMIRE (Reticulocyte)

Brecher i
/N EE (Platelet) BLRILMA LRES
Bl (WBC) BRENE R
A I ERE 772 May-Giemsa #fiC &k 5 Sk

JobhorECRE (PT) 70y bk

EHALS b o >R TS X F Bk (APTT)
7ty bk

T4 TV =R hOHRTIAF kD

Pg

%

%
104/l
102/uLL

%

mg/dL



6)

{5 PR E B &5

B-4477

) Y —LHBSHRBMIKY ST~ T80
(Ry = A=)V 7—H8)
d) : MmEFHBHBEEE ACL 100 (Instrumentation Laboratory)
mEE{LFERE

MR D 7o DRI & (I 12 . BB &SRB U 7- (i 4 BEBUREAI A b BB
Rz MA—Fty 7 FILER) ITERYD. EOL5EE (3000rpm. 10 47/ L

THRONZMEEZAWTUTORBIZDWTHELZ. 727ZL. GOT. GPT. LDH kX

7-GTP IZDW T, ANY MR TR L 72 ik % 307 B (3000rpm. 10 57

BERE

GOoT

GPT

LDH

7 -GTP

AlP

BaLA57a—)b (T.cho)
)T ESAR (TG

U iedE (PL)

HBEUILE > (Tbilirubin)
I a—A (Glucose)
R#xZE# (BUN)

7 L7 F=> (Creatinine)
FrUT A (Na)

AL (K

H#E (CD

FI T L (Ca)

i) > (P)

Wi AHE (TP)

773 (Albumin)

M) LTlonmEzHnTlELZ.

W & A

UV-rate {%°’

UV-rate %’

UV-rate %’

T RAIN-3IEE ¥-4-Z by i)

Bessey-Lowry {#¢’
CEH-COD-POD #£°’
GK-GPO-POD i%¢!
PLD-ChOD-POD ¢
T EYIVE e
Hexokinase-G6PD ¥£¢’
Urease-GLDH ¢’
Jaffe ¢’

A A 2 BRIREME

A 7 BN AL

A % RN E M%)
OCPC i%®’

YT UBES
Biuret i%¢’

BCG i%*

S A
IU/L
IU/L
IU/L
1U/L
IU/L

meg/dL

mg/dL
mg/dL
mg/dL
mg/dL
mg/dL
mg/dL
mmol/L
mmol/L
mmol/L
meg/dL
me/dL
g/dLL
g/dL
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BREHEH U A IR B
A/G B (A/G) BEARERURTIVT I NS EH
i A 2

e) : EBEZHEE Monarch (Instrumentation Laboratory)

7) R
(1) SRRV EETERNE
SEGFEIMIIONT, RODEMEABIRGIMIC L0 ROBEEEE, FitE AR, B
BFUERZZOEFORE - BICOWTEHMICERE - ik Lz, RWT, BIFICRT
BE-HABICIOVWTHEERE (BHER) 2RFETIE &b, BUEREHIREFOK
Bhe, (Kl 100g ¥ OMMEEZBEH L. 4B, *HZ D /-mfitEoReEICD
WTIREEZICRAIEL =M. £OREHETHHML /=,
B, Fed, PIRER (Ef/MEZEEE) * MR, O i (REXEED) | HE.
RO, B, BB, BRc. BE LA IR, T
2) mEHBFRE
EWICDONT, KOBE - MGZ Y DEER 10% R~ ) B CEE, REFELRZ (2
ZU. BB N—F-RROESRI) CEEER CRRLZ 3% IV VT VTR -
25% IV YU BT BREUER LRI T 7 D TEE Lzt L EEH 10% RV~
VDB THREFLE) . RWT, FTREHBELAEGE - fi&icO>WLWwTNRZ 74 E8L, T
DI FHOMBHESEHERIIODWTYHEL, AYbMFY 2 - I2FP2 (H-B)
REETVWERLE. TOKR. KBRWHEESCISEENEDON MEOTTBEUS
B, EROPRCERERICDOVWTOREL L, HEHE. TEFTRRYERS
CEOEENEONEHBEERII DN THRFLSHBRHTREZT > /2. TOHER
WEBRMEKR G OEENEONHOFREMEOER T, THEHIIDWTHREL .
BT, ERERUVREFTRORKBICONWTERZREL /2,
KA. /DN, FREGRED. LEwfE. IR Sk N—F IR TEE, BRI (B
BAMEEET) . BIE. BR. B, ST SNE. BRI O NE. L. MXE)
Wk, S, M (REXE8Y) . & RE. B, 2865 28 5B 88 &5,
BT, ERER. R, B, ER. BBt R BB EA& AR, RE.
B, 78, B AW WE (BEZ230) . KBE (BHEEY) . KERPEKT.

i

ﬁ
i

b2y
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RE (RERR) . MesA. EEENR EHM)

10. fRETEEAR )

FERETHO D SEME L2 KRZICDWT, £9 Bartlett HICL D EHOHOE 0K
& (FREKE : W 1%) ZiT-o72. TOHER. 7HPE—OHEIZIE Dunnett £% BT
HEEERESHEOEHEOEDORTE (FEKE @A 65 R 1%) &, SESH—TRNE
B121d Dunnett BD ¥ (mean rank test %) ZHAWTXHREE & S5 & O T HIEA D%
ORE (FEAE : @il 5 KU 1%) 2fTo/z. £/, ROEHMFEBICDOVWTIR., REeHR
ik BEKE Ml 5 KX 1%) %, WEASKAREORBEIT DWW T, Mann-Whiteny @
U RE (FEAKE : Ffll 5 R 1%) &iT> 7z
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HERER
1. —RIKEE
ik % Table 1-1~1-3 % Zf Appendix 1~11 {Z5R L7z,
1) B5HHE

MEHEWTNOBFICHREEIZASNT, 12 KU 60mgkg HE5HOMBETII—RIREOR
wHHRD NN,
300me/kg G HETIIHETIR S 3 ALK, HTRES 5 HUR., R TRENEIRRES
Nz, 1B, #5 28 QICBWTEEOREMHRE S HB/ML THhaHH, BRIz koiER
MNFEE NIHmEAEFS L SN,

2) [EE IR »
RIEHMZELC T, WTNOBYICHAEETRD S Naho /.,

2. &
Fk#f% Fig. 1. Table 2-1. 2-2 % IX Appendix 12~18 TR L7z,
1) H5HM

BT 12 R 60me/kg # 5 BEOKBIIM B KB LS. 300merke 58
OEEIF. 825 21 ADBEMEREZERICTE>THREL. RGOM2ZBECAEENE
B B ARERITEN - 2.

T, 12mg/kg REHOEE I EREE S RRICHER Lz, 60 KT 300mgrkg %53
DEEITHRS 14 BUBMIRZCC FE- THEBL. 5 14 H® 60mgkg H5H T
AREEDRDONS., £, INSOBICBITHHG5HM B RERMER. R
CHARERIEN 2.

2) [BIEHIR
EIEMZEC T, HEOSRSROARIT RIS RRICHRZEL =,

3. BmE
R4 % Fig. 2. Table 3-1. 3-2 & 7N Appendix 19~25 iZ/RL 7z,
D &5 _
T, 12me/kg RS FHOEME I IIRE S ERRICHRS L7-, 60mg/ke 258 TIIR 7
21 H BV BT e~ B & A3 5 1z, 300mg/kg 3 5BETIE, 5 4 B W IREE
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WHAREBGEMEZ RUA, 5 14 BURBRIOEICERBICEREBREEER L,
T, 12 KU 60mg/kg 5B O 1EMH BT TR & R ICHERE Lz, 300mg/ke 135
BT, &5 4 BICHEBICIEARERREMEZERLIZN, ZORIBEE S RSICHE L
77

2) [al1fE R
HTI. 300mg/kg H 5B THBRICHANTHEZ&EENEIE 3 RICH 5NN 2h
LABE (I HARE & RIBRICHERS L /=,
T3, EENEE2EL TERSHOBMEBII R L RRICHEL =,

4. RiEE (BAKEAEEZED)
FRAE % Table 4-1~4-8 KT Appendix 26~46 {Z/R L7z,
1) #5%4EBE
HTE, pH OFRETH 60 KT 300mgke HE5#HIZ, BKEBEOFELBEMMN
300mg/kg I 5HICH LN, 2B, 60mgkg HEFHTRIZAAHE. 7 A RUTOE
J =7 OFBREMN. 12 R 60mgkg B 5H TREBTEOABRRBENED SN
7ot WIS ARICEEL 2B TIE Ao,
METIE, SRGHEMNBRIOMIZZRZRD saho 7.
2) EESE 2 BRHRA
i E B, HBRYMERGICERT 5 EEZSNLHBIEBRD NN/, BB 7
b AR DA BT AT 60me/ke 1% S BEOHICH SNAS ARICEEL 246 TN -
7z

5. MEPERE
FR4E % Table 5-1~5-4 & U Appendix 47~60 2R L 7=,
1) H5HMETRRE
HTIE. AR MR A FREOR B EMAE TORERIIA SN/, BiZ, 300mg/kg
BERTIR. M/MRERUE 7470 /=5 EBOFEREMERNC 7o ho > ECRFEKR
EHALER S bO >R T I AF O BEOAERREENRS SN, B, HFERSELLED
BHEEMD 60mglkg EHICASNA, ARICEEL 22T a7k,
T, EROIRBEOFREREOIROT 4 7)) ) =7 > BOABRHEMA 300melkg %
ERIIH LNz,
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2) [EEMIMH TRE

M EHIZ, HBRYERSGICERT S EEZASNLELERD S NLh 7. 2B,
60mg/kg 5 BICH W TRARMIRREOFEARD AR, FIRmkmGRBOF K2 H
MM H SN, DTN FARICEEL LR TR/,

6. MRELFERE
R % Table 6-1~6-4 & TX Appendix 61~74 IZ;R L7z,
1) RS MRIK TERE

T, REEFRDOHFELENIN 60 KX 300meg/ke %5812, GPT &M, Bl-AL0E.
BMaLZ27o0—)b. UUIEE. BEUNWEC RTINS OLOFERENE /NI —AD
BERFADD 300me/kg B EIZA SN,

T, YIVa—A0FEREDH 60 KON 300me/kg I 58IC. GPT EERUEIL
AT =) OFREGEMN 300mg/keg HGEIZH LN, 128, 60mgkg BEHIZBNWT
AP [FEDOE BB NHEIT, F M T LOEERBEMSEICA SN, WIS HE
ICBgE L 72 & LTI s o 12,

2) [AlE R TR R

HTiE, REZFOFGELBM 60 KU 300mg/kg 51, & > OEREM
At 300me/kg FHREICH S 11, |

T3, HBRMEREICERT 2 EEZSNAEIBBED SN o iz, 125, 60mgkg
BEHTAN D LOFEEREMMNRA SN, ARICEEL 22 Tidho Iz

. #RhEEER

FX# % Table 7-1~7-8 & UK Appendix 75~116 {Z;RL 7.

1) &5 MR TR
HBRMEARSITHET 2 EEZ SN EAN, HEDOHBRUERIZEAD Sk,

B ECH. MNEROFBSHEN 60 RO 300me/ke B5 B 5N,
T, ENERRCHMEROGZE MM 300me/kg 582, Hxt
BERBOARHEMN 60mgkg HE5RICA LN,

H D MRS DI, HMEROEELEMA 300me/kg 5 HICH SN,

2B, Mb. BiR ONEIE O AT B B O A BN 300me/kg 1% G EFOBIZ A S NN,

HRBOFRBEORKMEICERT 2L EEZ Nk £z, SIFOHAMERORE NN
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60mg/kg 1% 5 BEDUEIC A SN A%, ABICEEL 2B Tidan - .
2) [EHE R 1 I R
WBRMEREICHET S EE X 5 NBEEMN. ORIz 5 hk,
i o BT MBRESRENEOBICERBED SNEMS .
T, MM EBOH Z AT 300mg/kg B 5 BICH 5N,
i B, FRIMOMNEROH BN 60melke 18 FREOREC S 5N/, BRI
L7=Z e Tidlemo iz,

8. BEmR
Fi4& % Table 8 }2 X Appendix 117~130 {Z/RL 7=,
1) #5HRHE RSB E
HETIX. 300mg/kg 1% 58 THIBE ORI 3/6 #1. KEMLN 16 flichshi-,
T, WTho#gics BEIIBEDSNah o7z,
2) [ERHARTIE T Rl
HESDIC, WITNOBYIZHREIRD SNanr -7,

3. RIEBHERERE
&% Table 9-1~9-4 BT Appendix 131~144 12, F/=. FIROREH % Photo. 1~4 i
~UJ.
1) &R CiRRs
BB S CRET S EEZSNDEAN, HEOHBRUEBIZA .
R 0 BB Z0IESEEO/NEPOEFMIEA (Photo. 2) 7% 60mg/keg %58
D 3/6 41l & i 5/6 Bk U 300mg/kg % 5 B O 2P 5Nz, 1o,
P MUNAZFEES RO 1 FlTH SN, T OHBREN S BF
AR &R L /.
5] D BRUSHBLOIRE (Photo. 4) 7 60mg/kg # 5RO 2/6 FIRTf 300mg/kg
BB O 5/6 ] L 56 FlICH SNz,
filtic. LLRORMARA SN, EEAEETHLIMBORINEN ZFFE. TOHBRR
IR R B SR PE R & B FEAT B S IR U 7z
fii D MEMREOHEE (300me/kg 5RO 1 D
THEE : GIEICBSER (300mg/ke {5 HOM 1 B | RATHEEEMIEE R
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& (300mg/kg % 5O 1 #))

T fe: D fEshE G BREE K OF 300mg/kg 5% 5 B OO M2 451)

=11 D PR R (MIREE S 300mg/keg G BHTENTHMEHEE 141

RIS . MEOMEER GO 2 #)

/5324 o MBEESHE (300mg/kg HEEOM 1 F) . MFAEM (300mg/ke &5 B
D 1 61

TeHHTREFIRGI TRELZMORE - M. TabbREL /WNE. FHEE). L5
ek, FRER (ERMEZRETD) o BT, MWAR. ST NE. BB 2 NE, D
SE. B, TR, 5. BB BB, BB Bt BR. BR LK IR 7E. W
B (BHESE) . ABE (Bi2E0)  KERSEEHICIEETRRZD shiah-o
7ze

2) AR T R
HHEWHER G CHET 5B X SNBSS, #HOFBEOFEEICA 5N,
JFFHE D B/ NER O RIFEIE A DY 300me/kg B BEDME 1/6 BIIZH S Nz,
2B, BEMAMNAZFREASBHOMES 3 #1& 300me/ke 5O 2
FlicH s, TOHBRE» SEBRFR SHE L.
B D M HIEOMED 300me/ke W5 B O 2/6 FICH SNz,
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z B

Sprague-Dawley % SPF 2 v b (Crj:CD(SD)IGS) 12, FUF)=rnol) &0 (F1)
— 7 HEEEE) . 12, 60 KUK 300mg/kg/day DB T 28 BRIKEBFRUERS L., Z0%
it 2 & &HIT, HHEEE. 60 KT 300mg/kg R GRHI DWW TIZEOH 2 MR E X &,
EeomEIEHIC DN TREL 7=,

BHMMPEEC TRECEMEA S NN o 2, —MRIREE T, #5 3~5 [ LK 300mg/kg
PG RO THENRD SN,

HETIL, 60mgkg 5O & 300mg/ke %5 QMM THEEINMTIA®HD &5 17z,

BIHE T3, &5 A% @B OEBHERRDH 300mgkg HESHOMMICA SN, LML,
RS MEO®BE IR, PICBEHEBOBMA 60 LT 300mgkg HEHOMEIZERD SN,
300mgrkg HEGHOMETIIREHMMH HRED SN TVB I LG, HERPEBESIC I 58N
PBROETIRE SN/,

REEE T pH O F72% 60 R TF 300mg/kg G REOHEIZ, BAKBEOEMA 300mg/kg 1% 5
HOBICH SN, BAKEIZDNTIE, 300megkg HSGHTHENASNTNEZ Ens, #
PIGREICER S Nok 2@l D o DM EE 2 6 iz,

MEFRE T, 300mgrkg RS HOMET T« 7)) /=4 BOKM. # Tl ARO N

k7o oy VBN iEH s cn R TS AF VMO EENED S, 5B,

HEC BT PRIk & B R ORI T N TOREGEICH L NN, TORLOEEIH
BICEE L TWALZ &, thOFRMEFEIZASBENL LS NTRRNI M5 FHEE TR L
EHIWL 7=, 72, 300mgkg B BOMCAS N/ MRNREOED S MO/RMERFERICE
LW EMEFBHENBROBZVWELEEZ SN,

AL R T GPT IEHEOHMNAY 300mg/kg I 5B OMREIZH SN, HRMHEIZLDHF

BRemE R I Nz, T, RARHOBE TR L A7 0L oEm. BTEEYIVE >,

U IEE RO A E ORISR S Nzt Ths bRBIE I X oA BE S fiF S
Nz, T2, REESFEOKRINN 60 KT 300mgke R 5HOEICH LN, HBRYEOEEBAD
BE LR EINE, 2P, 60meke % 58O E 300mg/ke & S5 EEOMH TSIV 3 — A DHED
MA S, Gl OFEMROM T2 R L AL SR N, MIC N2 LN
300mg/kg HHHOHICH SN, WFIEAHATH - .

R AR T, ML B A OEBIC LA 6 Nz, B T, BRI 300melke
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REHOMEICH SN, MBI AREOREFE HBMHORRICHTIZEIREZS N
7=. BT, WHERANCKEYL R WS 3EAY 300me/ke 3% SR ORI, EEBME NHEEER
E 2B BNEREOFEREAD 60 kTX 300mgkg X 5HOMEICED S, BBET
W, HEORED 60me/kg 5 BHOM KR T 300me/ke 1 G HOMHHICED SN,
KEIZE D, LROBHIINWTHRHHEHLZNVITIBEL . OEENRD SN b, HEiE
) > DA 300me/kg B HEOBICAH SN, REMBIOADELTHD, FRELDLE
BERLEOELLED LN NT LML ERFNER TS EHMTL 2.

o<, RFUFN=rnay) R&Zwv b 28 HEIRER OB S LEHER, F8EELT
60mg/ke ¥ G-E Tld. FFEEHMNE N/ NEFOIEHAIE R SR, IREEFR OB
2L REENEE. 2 — 200N E BB ORENHIC S 5N 7s. 300mgkeg 5
HTEHIhsobImR. MRERTT 4 7Y ) —4 &, GPTIEME. oL 270 )bl
EBBESOENMMEIZ. o o2 URERNENCEREES h O R TS A TF RO
AR, UVIEE. BEAHEEIZRE Y )V E ofmigicao /. —F5. 12mgkg %5
ROBHETRELCRBRED SN T,

CNODEENS. ABRBRIZBUYA M) FN=r0) FOoOBRZEBIMESL DI
12mg/keg/day &HERE I N/,
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X M
1y
FUOFII=0Y FOIy bEHW: 2 BERERL DR GEMERE (FHRAB)
HAeHERS VY —F 25— HBRES :U-1917. 2000 4 3 A)
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, Ltd., New York.

3) MM (1981) - XNVl — Gt &M — I, pp.23-27, HELR=ZFHRE, T,

4) {ARIEE (1981) : FEZhEEME — 5t S fAT — I, pp.387-389, M KFHRE, K.




Body weight (g)
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500~
400+
300F
200 E
Female
100k
o——a 0 mg/kg
A — A 12 ma/kg
@— —m 60 mg/kg
&—-—¢ 300 mg/kg
O 1 ! t | | | { | | { | ! i
1 4 7 10 14 17 2 24 2B1 3 7 10 14 (day)
F Administraticn I B Hecovery ————
Fig.1 Body weight of rats administered orally with Trityl chloride for 28 days

and followed by a recovery period for 2 weeks



Food consumption (g/rat/day)
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40~
30+
20 A
10~ Female
o—o 0 mg/kg
A — A 12 mg/kg
M- —m 60 mg/kg
&—-——<¢ 300 mg/kg
O | | [ | [ H { I { f 1 L i
1 4 7 10 14 17 24 24 28 3 7 10 14 (day)
F Administraticn - ———— Hecovery —————
Fig.2 Foocd consumption of rats administered orally with Trityl chloride for 28 days

and followed by a recovery period for 2 weeks
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Table 1-1 Clinical signs of rats administered orally with Trityl chloride for 28 days

Day of administration

Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 12 No. of animals 6 6 6 6 6 6 6 8 8 3] 6 6 6 6
No abnormality 6 6 6 [} 3] 6 6 6 8 8 6 5] 6 5
80 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 9 10 9 10 10 10 10 10 9 10 10 8
Soft feces 0 0 3 2 3 2 2 2 2 2 3 2 2 4
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 12 No. of animals 6 6 6 B8 6 [$3 8 6 6 6 & [+1 6 [¢]
No abnormality 6 6 6 [ 6 6 [ 6 6 6 8 3] 6 6
80 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 10 10 10 10 10 10 10 9 10 8

Soft feces 0 0 0 0 2 2 2 2 2 2 2 3 2 4
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Table 1-2 Clinical signs of rats administered orally with Trityl chloride for 28 days

Day of administration

Sex Dose Findings
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 12 No. of animals 6 6 3] 6 6 6 6 6 5] 6 6 6 6 3}
No abnormality 6 [$] 6 [ 6 6 6 6 6 6 6 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality i2 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 9 8 g 10 9 10 10 8 9 9 8 9 8 5
Soft feces 3 4 3 2 3 2 2 4 3 3 4 3 4 7
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Fcmale 12 No. of animals 6 8 6 6 6 6 6 6 [ 6 [ 6 6 6
No abnormality 6 6 6 [ [ B 6 6 ¢ 6 6 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 8 8 9 ] 8 8 9 8 9 9 8 g 8 5

Soft feces 4 4 3 3 4 4 3 4 3 3 4 3 4 T
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Table 1-3 Clinical signs of rats administered orally with Trityl chloride for 28 days
and followed by a recovery period of 2 weeks

Day of recovery

Sex Dose Fipdings
mg/kg 1 2 3 4 5 6 7 8 g 10 11 12 13 14
0 No. of animals 4] 6 6 6 8 6 8 8 3] 6 6 8 6 6
No abnormality 6 8 6 6 [ B 5] [ [} 6 8 (4] 6 6
Male 60 No. of animals 6 6 ¢ [§] 8 5] 6 6 6 8 6 3] 6 6
No abnormality 6 6 51 6 8 6 6 6 6 6 3] 6 ) 6
300 No. of animals 3] [3] 6 6 8 6 6 8 6 6 4] 6 5] 6
No abnormality 6 [} G 6 6 [} 6 [§] 6 6 6 8 8 1]
0 No. of animals 6 6 6 6 6 6 4] [$] 6 6 3] 6 6 6
No abnormality 6 6 [ 6 6 6 5 g 3] 6 6 B 6 6
Female 80 No. of animals 4] 6 6 6 [¢] 6 6 4] [ 6 6 G [§] [§]
No abnormality 6 6 6 6 [ 6 6 6 6 6 6 6 6 6
300 No. of animals 6 [ B 6 6 [+ [} 6 6 6 6 6 6 B
No abnormality 6 [ 8 6 6 [§] 8 6 4] & 6 6 8§ (31
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Table 2-1 Body weight of rats administered orally with Trityl chloride for 28 days

Day of administration

Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 207 229 250 276 305 328 354 370 388 180
5.D, 9 11 12 15 17 21 22 25 27 22
Male 12 No. 6 6 6 6 6 3] 6 6 6 8
Mean 206 224 245 269 296 317 339 354 370 166
5.D. 8 11 14 15 18 19 19 22 25 21
60 No. 12 12 12 12 12 12 12 12 i2 12
Mean 207 229 253 278 309 333 357 376 395 187
5.D. 6 7 7 9 10 12 12 13 15 14
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 209 226 246 269 294 314 333#» 346+ 3568w 148~
S.D. 7 9 10 12 17 20 25 26 28 23
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 158 168 177 188 203 211 220 227 236 77
S.D. 8 10 8 9 11 13 13 15 16 12
Female 12 No. 6 6 6 8 4] 6 6 3] 6 6
Mean 161 170 180 195 209 217 232 238 247 86
S.D. 6 6 5 T 3 13 13 9 i2 8
60 No. 12 12 12 12 12 12 12 12 12 12
Mean 159 165 173 180 191# 201 208 215 221 B2«
S.D. 6 8 10 11 14 16 16 20 19 17
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 159 167 173 181 193 202 209 215 223 64+
S.D. T 8 7 9 10 12 15 14 16 10
Unit

Signi%icantly different from control group (#:p<0.05, ##:p<0.01)
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Table 2-2 Body weight of rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks

Day of recovery

Sex Dose Gain
mg/kg 1 3 7 10 14 1-14
0 No. 6 6 6 4] 6 6
Mean 385 393 410 421 434 50
S.D. 33 35 39 42 46 19
Male 60 No. 6 6 6 6 6 6
Mean 380 398 420 433 452 63
S.D. 16 16 20 20 23 17
300 No. 6 6 6 6 5] 6
Mean 366 375 400 417 436 70
S.D. 23 22 29 30 33 12
0 No 6 G B 3] 6 6
Mean 235 239 250 2564 259 24
S.D. 17 14 16 20 25 10
Female 60 No. 6 6 4] 6 6 6
Mean 221 225 235 244 249 29
S.D. 23 23 26 25 26 4
300 No. 6 6 6 6 6 [}
Mean 224 227 238 240 248 25
S.D. 13 11 13 15 16 4
Unit : g

No significant difference in any treated groups from control group.
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Table 3-1 Food consumpilion of rats administered orally with Trityl chloride for 28 days
Day of administration
Sex Dose
mg/kg 1 4 7 10 14 17 21 24 28
0 No. 12 12 12 12 12 12 12 12 12
Mean 24 21 21 21 22 21 21 20 19
S.D. 2 2 2 2 2 2 2 2 2
Male 12 No. 6 6 3 [ 6 [ 6 [ 6
Mean 23 21 21 21 22 22 21 19 ig
S$.D. 2 2 2 2 2 2 2 2 2
80 No. 12 12 12 i2 12 12 12 12 12
Mean 24 21 22 23 23 23 24+ 23e 22#%
S.p. 2 1 1 2 2 2 2 2 2
300 Nao. 12 12 12 12 12 12 12 12 12
Mean 4 10» 22 23 24+ 23+ 245w 25w 23w
S.D. 1 2 1 2 2 2 4 3 3
0 No. 12 12 12 12 12 12 12 12 12
Mcan 19 15 15 14 15 14 15 14 14
S.D. 2 1 1 1 2 1 2 1 2
Female 12 No. 6 6 8 6 6 6 41 6 [}
Mean 20 i5 16 16 15 15 18 15 15
S.D. 1 1 1 1 1 2 1 1 1
60 No. 12 12 12 12 i2 12 12 12 12
Mean 19 14 14 13 14 13 14 14 13
S.D. 3 2 1 2 2 2 1 2 1
300 No. 12 12 12 12 12 12 12 12 12
Mean 19 13%% 15 14 15 14 15 15 14
S.D. 2 1 1 1 2 2 2 2 1

Tnit : g/rat/day

Significantly different from control group (#:p<0.05, #*#:p<0,01)
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Table 3-2 Food consumption of rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks
; Day of recovery
| Sex Dose
: mg/kg 3 7 10 14
‘ 0 No. 6 6 [ 4]
Mean 24 26 26 26
S.D. 4 4 4 5
Male 60 No. G 6 6 6
! Mean 26 27 29 28
$.D. 2 3 3 3
300 No. 6 8 6 (]
Mean 30xs 30 31 30
5.D. 2 3 3 2
] No. 6 6 G G
Mean 19 20 21 19
S.D. 1 2 4 3
Female 60 No. 33 6 6 6
Mean 20 20 20 19
5.0, 2 2 2 2
300 No. 6 6 6 ¢
Mean 21 22 22 20
S.D. 1 2 2 2

Unit : g/rat/day

Significantly different

from control group (#«:p<0.01)
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Table 4-1 Urinalysis of rats administered orally with Trityl chloride for 28 days
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 8.0 6.5 7.0 7.5 8.0 8.5 9.0 PR T S T T ey - 4~ 4 At 4 - 4= 4 e k4 44
0 12 0 0 0 Q 1 1 7 3 1 7 3 1 0 0 9 2 1 0 0 0 12 o 0 0 O 0
Male 12 6 0 0 0 0 0 1 4 1 1 5 0 0 ¢ i 5 0 0 0 © 0 6 0 0 0 0O 0
80 12 0 1 3 2 3 2 1 Gus 0 1 7 4 0 Ow 3 3 4 2 0 O 12z ¢ 0 O © 4]
300 12 0 0 2 3 2 3 2 Onx 0 4 4 3 1 0 g 1 2 0 O 0 12z ¢ 0 0 O Q
0 12 0 2 1 3 3 2 1 0 5 3 4 0 0 o] 8 2 2 0 0 o] 12 ¢ 0 0 0 0
Female 12 51 0 0] 1 1 2 1 1 C i 2 3 0 0 0 5 0 1 0 0O 0 6 0 0 0 0 1)
60 12 0 0 5 4 7 0 0 o 2 86 3 1 0 0 g 2 1 0 0 0 12 0 0 0 0 0
300 12 0 1 3 2 3 2 1 0 6 5 1 0 0 0 11 1 ¢ 0 O 0 12 0 0 0 0 0
1} - : 0 - 5 mg/dL + - 10 - 20 mg/dL + 30 - 70 mg/dL +4 100 - 200 mg/dL +++ > 250 - 400 mg/dL ++4+ >400 mg/dL
2} - : 0 mg/dL += 5 mg/dL * 10 - 20 mg/dL ++ : 30 - 45 mg/dL +++ : 60 - 80 mg/dL +hd 4 >80 mg/dL
3) - 0 - 10 mg/dL +=- 30 - 50 mg/dL + 70 - 100 mg/dL +4 150 - 200 mg/dL +++ : 300 - 500 mg/dL ++++ 3 21000 mg/dL
Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 4-2 Urinalysis of rats administered orally with Trityl chloride for 28 days
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/ky - - 4+ ++ 4+ - 4= + 4+ FHE A+ + - 4+ e+ A+ LY Y DY
0 12 12 0 0 0 O 12 0 0 0 O 0 11 1 0 © 0 012 ©
Male 12 ¢ 65 0 ¢ O O 6 0 0 0 O 0 6 0 0 0 0 0 6 0
60 12 12 0 0 0 0 12 0 0 0 ¢ 0 3 8 1 0 Oss 012 ©
300 12 12 ¢ 0 0 0 12 0 0 0 © 0 9 3 0 O 0 012 0O
0 12 12 0 0 0 O 12 0 0 0 O 0 12 0 9 ¢ 0 012 Q0
Female 12 6 6 0 0 0 0 6 0 0 0 O 0 6 ¢ 0 O 0 0 6 0
60 12 12 0 0 0 O 12 0 0 0 0O 0 11 1 0 0 0 012 0
300 12 12 0 0 0 O 12 0 0 0 O 0 12 0 0 0O 0 012 ©
4) - : 0 mg/dL +- : 0.03 mg/dL + : 0,08 - 0.1 mg/dL ++ 0.2 - 0.5 mg/dL +++ : 21.0 mg/dL
51 - 1+ 0 mg/dL +- : 0.2 mg/dL + 1 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

Ty LY : Light yellow Y @ Yellow DY : Dark yellow
Significantly different from control group (##:p<0,01)



Crinalysis of rals administered orally with Trityl chloride for 28 days
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Table 4-3
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Sex Dose No.
mg/kg — 4=+ 4+t A4+ - +- + 4+ At - - + ot A+ - 4= + o+ At -k - 4= 4 4 ¥ - + A+ +E
Q 12 12 0 0 0 0 12 0 0 ¢ 0O 012 0 0 0O 12 ¢ 0 0 0 12 0 10 2 0 0 0O 12 0 0 0 O
Male 12 6 6 0 0 0 0 6 0 0 ¢ 0O 0O 6 0 0 ¢ & 0 0 0 0 6 O 5 1 0 0 0 6 0 0 0 O
B0 12 i2 0 0 0 O 12 0 0 0 0 012 0 0 O 12 0 0 0 O 12 © 8 3 1 0 0 12 0 ¢ 0 Q
300 12 12 0 0 0 O 12 0 0 o0 O 012 0 0 O 12 0 0 0 O 12 © 9 2 1 0 0 i2 0 0 0 0
0 12 12 ¢ 0 0 O 12 0 0 0 O 012 0 ¢ o0 12 0 9 0 0 12 O ¢ 2 0 0 O i1z 0 0 O ¢
Female 12 6 6 0 0 0 O 6 0 0 0 0O 0O 6 0 0 0 6 0 0 0 O 6 0 5 0 1 0 O 6 0 0 0 O
60 12 12 0 0 0 O 12 0 0 0 O 012 0 ¢ 0 i2 0 0 0 0 12 0 10 2 0 0 0O 12 0 0 0 O
300 12 12 9 0 0 O 12 0 0 0O 0 012 0 0 0O 12 00 0 D 12 0 11 1 0 0 0 12 0 0 0 0
SEC : Squamous Epithelial Cell - Negative
SREC : Small Round Epithelial Cell +- Slight
Ps : Phosphate Salts + : Mild
co : Calclum Oxalate ++ i Moderate
o Severe

No significant difference in any treated groups from control group.
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Table 4-4 Urinalvsis of rats administered orally with Trityl chloride for 28 dayvs
Water Urine Osmclality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/%kg
4] 12 Mean 36 7.8 1805
S.D. 7 3.5 545
Male 12 8 Mean . 338 5.4 2399»
S5.D. 2 1.8 287
60 12 Mean 39 5.7 2234»
S5.D. 4 2.4 2886
300 12 Mean 4G« 8.0 1560
S.D. 11 3.8 342
0 12 Mean 30 4.4 1826
S.D. 5 1.3 355
Female 12 6 Mean 31 5.5 1682
S.D. 8 2.9 478
60 12 Mean 29 4.7 1879
S.D. T 2.2 4783
300 12 Mean 40 8.0 1369
S.D. 13 4.6 594

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



Table 4-5 Urinalysis of rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks

B-4477

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 86.086.5 7.0 7.5 8.0 8.5 9.0 - +- + +E e+ Ftt 4 - =+ 4+ A+ A+t - - + ++ +F++ e+t
0 6 0 0 0 [¢] Q 0 1 4 1 o 0 3 3 0 0 9 2 4 0 0 Q 6 0 0 0 O 0
Male 60 [§] 0 0 0 0 1 0 2 1 2 0 0 4 2 0 0 4 0 2 0 O Q= G 0 0 0 ¢ 0
300 6 0 0 0 0 0 0 0 4 2 0 0 3 3 0 0 3 1 2 ¢ ¢ 0 6 0 0 0 0 0
0 6 Q 0 0 1 1 1 1 1 1 3 1 2 0 0 0 5 1 0 0 0 4} 6 ¢ 0 0 O 0
Female 60 G 0 0 2 0 0 1 1 2 0 1 1 4 0 O 4} 6 ¢ 0 0 0 0 6 0 0 0 O 0
300 [4] 0 1 0 0 0 1 0 4 0 2 2 1 1 0 0 8 ¢ 0 0 O 0 6 0 0 0 O 0
1) - 0 - 35 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 + 1 10 - 20 mg/dL ++ : 830 - 45 mg/dL +++ : B0 - 80 mg/dL ++++ : >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

Significantly different from control group (#:p<0.05)
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Table 4-8 Urinalysis of rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks

4) 5) 6) T)
Occult blood Bilirubin TUrobilinogen Color
Sex Dose No.
mg/kg - 4= + 4+ A+ - = 4 4 e b+t += + 4+ et A+ 1LY Y DY
¢] 6 5 0 1 0 0 g8 0 0 0 0 0 2 4 0 0 0 0 68 0O
Male 60 8 6 0 0 0O O 8 0 0 O O 0 4 2 0 0 0 0 8 0
300 6 6 0 0 0 O 6 0 0 0 O 0 4 2 0 0 0 0 6 0
0 6 6 0 0 0 O 6 0 ¢ 0 0 o 6 0 0 0 0 0 6 0
Female [$3¢ [§] 6 0 0 0 O 6 0 0 0 0 0 4 2 0 0 Q 0 6 0
300 6 6 0 0 0 ¢ 6 0 0 0 0 0 6 0 0 0 4] g 6 O
4} - : 0 mg/dL +~ ¢ 0.03 mg/dL + ¢ 0.08 - 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 4 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 - 8.0 mg/dL +++ 8.0 - 12.0 mg/dL ++++ : >12.0 mg/dL
7} LY Light yellow Y @ Yellow DY : Dark yellow

No 51gn1f1cant difference in any treated groups from control group.



Table 4-7 Urinalysis of rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks

B-4477

UREINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast Ps Cco
Sex Dose No.
mg/kg - - 4+ 4+ ks - = + ++ +++ - +- + 4+ - - + ++ e+t +- - - + ot e+ + - + ot s
0 6 6 0 0 0 0 6 0 0 0 0© 0 6 0 0 O 6 0 0 0 0 0 2 0 3 1 ¢ 0 0 0 O
Male 50 6 8 0 0 0 O 6 0 0 0 O 0o 6 0 0 0 6 0 0 0 O o} 3 2 0 1 0 0 0o 0 O
300 6 6§ 0 0 0 0 6 0 ¢ 0 ¢ 0o 6 0 0 0 6 0 0 0 0 0 2 3 1 0 0 ¢ 0 ¢ 0
0 8 6 0 0 0 O 6 0 0 0 0 0o 6 0 0 0 6 0 0 0O O 0 5 1 0 0 0 0O 0 0 0
Female 60 G 6 0 0 0 ¢ 6 0 ¢ 0O © 0O 6 0 0 0O 6 0 0 0 0 0 3 3 0 0 O 0O 0 0 O
300 3 6 0 0 0 0 6 0 0 0 O 0 6 0 0 0 6 0 0 0 O 0 3 1 0 0 0O 0O 0 0 O
SEC : Sguamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PSs : Phosphate Salts + : Mild
co : Calcium Oxalate ++ 1 Moderate
+++ : Severe

No significant difference in any treated groups from control group.
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Table 4-8 Urinalysis of rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks

WYater Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 6 Mean 39 9.7 2040
S.D. 11 4.2 432
Male 60 6 Mean 40 3.0 2141
S.D. 5 3.1 343
300 6 Mean 41 3.5 2269
S.D. 6 6.3 592
0 6 Mean 39 8.1 1814
5.D. 13 4.7 339
Femalo 60 6 Mean 28 6.9 2174
S.D. 10 2.9 587
300 6 Mean . 46 9.0 2113
5.D. 17 4.3 592

No significant difference in any treated groups from control group.
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Table 5-1 Hematological findings of rats administered orally with Trityl chloride for 28 days
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Sex Dose No. } locyte let nogen
mng/keg ¥10Yul, g/dL % fL pE % % K10%pI. s s mg/dL
4] B Mean 758 15.5 45 59.0 20.5 34.6 2.2 102.7 13.8 16.4 263
§.D. 24 0.3 1 1.3 0.6 0.6 0.3 7.0 0.6 0.7 16
Male 12 6 Mean T41 15.9 45 60.3 21.4 35.5ne 2.2 99.7 14.9 18.8 263
S.D. 29 0.3 1 1.9 0.8 0 0.3 6.1 1.6 2.0 15
60 6 Mean 47 15.9 45 50.0 21.3 35.5» 2.4 105.2 14.3 17.8 265
S.D. 18 0.6 1 i.3 0.6 0.3 0.3 4.8 0.8 1.2 12
300 6 Mean 763 15.8 45 58.6 20.8 35.4# 1.9 120.5%« 19. 7=« 26 . 0w 329%
S.D. 44 0.3 1 2.4 1.0 .5 0.6 9.3 5.0 4.6 48
0 6 Mean T20 15.2 43 59.6 21.2 35.5 2.3 107.7 12.7 15.2 215
S.D. 29 0.4 1 1.5 0.5 0. 0.5 8.3 0.4 0.8 12
Female 12 ) Mean 741 15.8 44 59.8 21.2 35.5 1.9 103.86 12.6 14.4 217
S.D. 10 0.3 1 1.1 0.5 0.4 0.2 g.1 0.4 c.8 12
850 L5} Mean 726 15.5 44 60.2 21.3 35.5 2.1 117.7 12.3 14.4 226
S.D. 28 0.8 2 1.0 0.8 0.5 0.4 29.4 0.4 1.0 18
3400 8 Mean 735 15.5 43 59.0 21.1 35.8 1.7= 114.35 12.3 15.1 243»
S.D. 20 0.8 2 1.7 0.7 0.3 0.2 6.5 0.6 1.2 21

Significantly different from control group (#:p<0.05, #»=:p<0.01)
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Table 5-2 Hematological findings of rats administered orally with Trityl chloride faor 28 days
WRBC Differential leukocyte counts (%)
Sex Dose No. .
mg/kg ¥ 107 uL Ly¥mph. Stab Seg. Eosino. Baso. Mono. Others
0 8 Mecan 84 89.0 0.3 9.9 0.4 0.0 0.3 0.0
S.D. 21 4.1 0.4 4.2 0.5 0.0 0.4 0.0
Male 12 6 Mean 69 83.8 0.5 14 .4 0.7 0.0 0.6 0.0
S.D. 27 8.1 0.4 7.1 0.6 0.0 0.5 0.0
60 3] Mean 82 85.1 0.4 12.5 1.8 0.0 0.7 0.0
5.D. 23 3. 0.4 3.8 0.8 0.0 0.4 0.0
300 6 Mean 81 82.6 0.5 15.8 0.6 0.0 0.5 0.0
S.D. 20 3.2 0.4 3.0 0.4 0.0 0.3 0.0
4] 6 Mean 69 81.9 0.6 16.0 0.9 0.0 0.6 0.0
5.D. 21 7.2 0.5 6.8 0.6 0.0 0.5 0.0
Female 12 4] Viean T2 86.7 0.3 11.8 0.8 0.0 0.5 Q.0
5.D. 18 4.2 0.4 4.5 0.7 0.0 0.4 0.0
BO 6 Mean T2 86.2 0.3 12.0 0.9 0.0 0.6 0.¢
5.D. 18 5.8 0.4 4.9 0.8 0.0 0.5 0.¢
300 8 Mean T7 86.3 0.7 11.7 0.6 0.0 0.8 0.0
5.D. 16 9.4 0.6 8.3 0.7 0.0 0.5 0.0

Significantly different from control group

{#:p<0.05)



B-447TT

Table 5-3 Hematological findings of rats administered orally with Trityl chloride for 28 days
and ftollowed by a recovery period for 2 weeks

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

Sex Dose No. locyte . let nogen
mg/kg X10¥ AL g/dL % fL pg % % X1O7 L s s mg/dL

0 6  Mean 795 15.5 46 57.6 19.5 33.9 2.5 101.8 14.9 18.7 254

S.p. 41 0.5 2 1.8 0.7 0.7 0.2 8.6 1.3 1.4 14

Male 80 6 Mean 802 15.6 47 57.6 19.4 33.7 2.0%% 977 15.8 18.5 2355
S.D. 13 0.4 1 1.0 0.3 0.8 0.3 9.1 0.7 1.9 7

300 6 Mean 801 15.7 46 57.7 19.6 34.1 2.5 99.5 16.4 19.4 258

S.D. 3T 0.5 2 1.1 0.5 0.4 0.1 8.0 1.6 1.0 17

0 6  Mean 798 15.2 45 56.3 19.0 33.8 1.9 103.2 13.3 15.3 201

S.D. 10 0.4 1 0.5 0.5 0.6 0.4 7.3 0.9 0.8 15

Female 60 8  Mean 765 15.1 44 57.5 19.7# 34.2 2.1 108.3 13.1 15.1 200
S.D. 18 0.4 1 0.5 0.2 0.3 0.4 4.3 0.4 1.1 11

300 6 Mean 788 15.1 45 56.6 19.1 33.8 2.2 105.6 12.9 1.4 199

S.D. 59 0.9 2 1.7 0.5 0.3 0.2 9.0 0.4 1.1 12

Significantly different from conlrol group (#:p<0.05, »#:p<0.01)
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Table 5-4 llematological findings of rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks
WBC Differential leukocyte counts (%)
Sex Dose No. N
mg/kg ¥10%uL Lymph. Stab Seg. Eosino. Baso. Mono. Others
| 0 &) Mean 77 84.5 0.1 13.7 0.9 0.0 0.8 d.0
3 S.P. 21 1.5 0.2 i.4 0.4 0.0 0.4 0.0
Male 60 6 Mean 81 86.5 0.2 12.3 0.5 0.0 0.5 0.0
S.D. 26 2.3 0.3 2.4 (.4 0.0 0.0 0.0
300 6 Mean T8 84.3 0.1 13.9 1.0 0.0 0.8 0.0
S.D. 11 6.4 0.2 6.2 1.0 0.0 0.4 0.0
0 6 Mean 61 87.6 0.3 11.2 Q.8 0.0 0.3 0.0
$.D. 13 6.6 0.4 6.6 0.3 0.0 0.3 ¢.0
Female 60 G Mean 52 83.9 0.5 13.5 1.5 0.0 0.6 0.0
5.D. 2 7.5 0.5 6.8 1.1 0.0 0.6 ¢.0
300 6 Mean 57 84.6 0.4 13.6 0.8 0.0 0.7 0.0
S.D. 14 3.1 0.5 3.1 0.5 .0 0.3 0.0
No significant difference in any freated groups from control group.



Table 6-1 Blood chemical<findings of rats administercd orally with Trityl chloride for 28 days
GOT GPT L.LDH A1P ¥ —GTP TP  Albumin A/G T.cho TG PL
Sex Dose Nop. (ASAT) (ALAT)
mg/Kg iu/L 1U/L IU/L IU/L TU/L g/dL g/dL mg/dL mg/dL ng/dL
0 6 Mean - 48 30 50 481 2.4 6.2 3.7 1.46 61 59 104
5.D. 10 4 14 157 0.3 0.3 0.0 0.13 14 20 17
Male 12 8 Mean 40 30 48 425 2.2 6.2 3.7 1.50 B3 68 106
S.D. [ 2 5 T2 0.2 0.2 0.1 0.07 9 11 it
60 6 Mean 39 34 45 317 2.1 6.3 3.8 1.47 63 64 110
S.D. 6 T 1C¢ 57 0.4 0.3 0.2 0.09 5 18 8
300 6 Mean 44 47%n 41 468 2.8 6.6 3.8 1.36 Th# 54 128»
S.D. 7 7 8 36 0.6 0.2 0.1 0.10 12 14 15
0 6 Mean 43 22 33 250 2.1 6.5 3.9 1.50 60 31 104
S5.D. 12 3 5 49 0.6 0.2 G.2 0.12 11 3 16
Female 12 [§} Mean 40 24 32 244 2.0 6.3 3.8 1.57 59 33 101
5.D. 9 1 5 63 0.4 0.3 0.1 Q.13 11 6 15
60 51 Mean 36 24 27 252 2.3 6.4 3.8 1.47 3¢ ) 34 114
5.D. 8 2 7 49 0.3 0.5 0.2 0.13 6 3 8
300 [ Mean 31 28an 33 207 2.7 6.7 3.8 1.35 a80n 38 124
S.D. 10 4 6 37 0.4 0.4 0.2 0.09 19 8 23
Significantly different from control group (#:p<0.05, ##:p<0.01)
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Table 6-2 Blood chemical findings of rats administered orally with Trityl chloride for 28 days
T.bili- Glucose BUN Crea- Na K Ccl 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
Q 6 Mean 0.10 148 9 0.61 144 4.9 109 9.7 8.3
S.D. 0.01 16 1 0.04 1 0.4 1 0.2 0.8
Male 12 5] Mean 0.11 130 10 0.57 144 4.9 109 9.6 7.8
S.D. 0.01 11 2 0.05 1 0.2 1 G.3 0.3
80 6 Mean 0.10 130 13%» 0.58 144 4.7 108 g.8 7.8
S.D. 0.00 14 2 0.06 1 0.1 1 0.3 0.4
300 3] Mean 0.12n» 105x+ 13e» Q.57 144 4.7 109 10.2# 8.0
5.D. 0.01 13 2 0.035 1 0.2 2 0.1 0.4
0 6 Mean 0.09 . 117 13 0.81 141 4.6 110 9.7 7.8
5.D. 0.01 5 3 0.08 1 0.3 1 0.2 0.6
Female 12 8 Mean 0.09 117 13 0.57 142 4.8 110 9.7 8.1
S.D. ¢.01 11 1 0.02 1 0.4 1 0.2 0.5
60 5] Mean 0.09 101 = 13 0.56 143w 4.7 110 9.8 8.4
S.D. 0.01 7 2 0.07 1 0.4 1 0.3 0.5
300 3] Mean 0.10 RS 14 0.56 142 4.6 109 10.0 8.1
5.D. 0.02 11 1 0.02 1 0.2 2 0.3 Q

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



Table 6-3 Blood chemical findings of rats administered orally with Trityl chloride for 28 days

and followed by a recovery period for 2 weeks

B-4477

GOT GPT LDH AlP T —GTP TP Albumin A/G T.cho TG PL
Sex Dose No. (ASAT) (ALAT)
mg/kg Iu/L IU/L 1U/L Iu/L IU/L g/dL g/dL mg/dL mg/dL mg/dL
0 6 Mean 44 29 43 310 2.0 6.2 3.6 1.38 69 62 108
S.D. 9 5} 9 61 0.2 0.2 0.1 0.06 12 19 12
Male 60 6 Mean 40 24 49 280 1.9 6.2 3.6 1.39 67 71 107
S.b. 6 2 7 63 0.4 0.2 0.1 0.02 12 23 18
300 8 Mean 41 24 44 289 1.9 6.2 3.6 1.39 60 55 99
S.D. 10 3 12 63 0.3 0.2 0.1 0.11 12 18 15
0 6 Mean 51 23 32 139 2.0 6.6 3.9 1.39 64 31 110
5.D. 7 4 5 55 0.3 0.4 a.2 0.06 16 4 20
Female 60 B Mean 47 23 30 138 i.7 6.6 3.9 1.45 T2 30 123
S.D. 6 2 4 20 0.3 0.3 0.1 0.11 11 3 14
300 6 Mean 51 24 30 129 2.2 6.8 3.9 1.40 69 30 117
S.D. 4 2 3 30 0.5 0.3 0.2 0.09 12 6 18

No significant difference in any treated groups from control group.



B-4477

Tahle 6-4 Blood chemical findings of rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks
T.bili- Glucose BUN Crea- Na K c1l 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,
¢ 6 Mean 0.10 140 12 0.61 143 4.7 110 9.2 7.3
S.D. 0.01 9 1 Q.08 1 0.5 2 0.2 0.4
Male 60 8 Mean 0.10 142 14#= 0.65 143 4.6 110 9.3 7.8
S.D. 0.01 6 i 0.07 1 0.3 2 0.2 0.4
300 6 Mean 0.11 135 14w% 0.68 143 4.7 110 9.2 8.1
S.D. 0.01 8 1 Q.04 1 0.4 2 0.3 0.6
4] 6 Mean 0.08 120 15 0.65 . 141 5.0 112 9.1 6.7
5.D. 0.02 14 2 0.056 1 0.2 2 0.2 .8
Female 60 ] Mean 0.10 119 15 0.63 142 4.8 111 9.4= T.5
5.D. 0.01 9 1 0.07 I 0.4 1 0.2 0.8
300 6 Mean 0.09 119 16 0.66 142 4.7 111 9.3 6.9
5.0. 0.01 22 4 0.04 1 0.4 1 0.2 ¢.9
Sipnificantly different from control group (*:p<0.05, ##:p<0.01)
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Table 7-1 Absolute and relative organ weights of male rats administered orally with Trityl chloride for 28 days
Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver
Dose {R+L)
mg/kg g g{g/100g BYW) mg(mg/100g B¥) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BY) g(g/100g BW)
0 ¥o. 6 6 6 [ [} 6 6 8
Mean 373 2.02 10.4 19.2 490 1.22 1.31 12.18
$.D. 26 0.03 1.7 3.1 103 ¢.10 0.10 1.65
Absolute 12 No. 6 6 5 [ 6 [ 6 6
Mean 349 1.95 9.4 17.2 461 1.18 1.24 11.44
8.0. 24 0.08 1.8 2.4 129 ¢.09 0.08 .73
80 No. 8 3 6 6 6 & [§ 6
Mean 376 2.00 11.5 18.7 5556 1.22 1.30 13.44
S.D. 10 0.08 1.1 4.1 90 0.09 0.G8 1.17
300 No. ] 6 6 6 [*4 8 B 6
Mean 3240 1.97 9.7 19.4 414 1.08 1.24 14.01
S.D. 30 0.06 1.7 4.0 35 0.11 0.11 1.53
0 No. 6 8 6 6 6 [ 6
Mean 0.55 2.8 5.2 131 0.33 0.35 3.25
S.D. 0.64 0.4 1.0 22 0.03 0.02 0.25
Relative 12 No. 6 [ 6 6 6 6 6
Mean 0.56 2.7 4.9 131 0.34 0.36 3.28
S.D. 0.05 0.5 0.7 33 0.04 0.02 0.05
60 No. ) 6 6 6 6 6 6
Mean 0.54 3.1 5.0 148 0.33 0.35 3.58#
S.D. 0.03 0.3 1.1 25 0.03 0.02 0.24
300 No. 6 [ 8 [ 6 6 6
Mean 0.61% 3.0 5.9 129 0.34 0.38» 4,329
S.D. 0.05 0.3 1.0 17 0.01 0.01 0.14

Significantly different from control group (*:p<0.05, #=:p<0.01)
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Table 7-2 Absolute and relative organ weights of male rats administered orally with Trityl chloride for 28 days
Spleen Kidney "Adrenal Testis Epididymis
Dose {R+L) (R+L} (R+L) {R+L)
ng/kg g(g/100g BW) glg/100g B¥) mg{ng/100g BW) g(g/100g B¥) ngl{mg/100g BW)
i 0 No. 6 6 6 6 6
I Mean 0.67 2.68 51 3.09 802
| S.D. 0.10 0.25 6 .18 43
) Absolute 12 No. 8 8 8 8 8
i Mean .56 2.68 53 2.86 736
‘ S.D. 0.1¢ 0.17 11 0.17 35
60 No. 5] 8 6 6 [i}
Mean 0.72 2.83 56 3.06 769
5.D. 0.13 0.28 2 .13 48
300 No. 8 8§ [ [ 6
Mean 0.62 2.80 54 2.99 768
S.h. 0.09 Q.41 5 0.21 48
G Xo. 8 6 <] 6 [+
Mean 0.18 0.72 14 0.84 215
S$.D. 0.02 0.08 2 0.09 15
Relative 12 No. 6 6 6 6 6
Mean 0.16 4.77 15 .85 217
8.D. 0.03 0.03 2 0.07 11
60 No. 6 6 8 6 6
Mean 0.19 0.76 15 .82 205
5.D. 0.04 0.06 1 .04 10
300 No. 6 [ 6 6 [}
Mean 0.19 (.86« 17 (.93 239
S.D. 0.02 0.08 2 .11 29

Significantly different from control group

(#:p<0.05, ##:p<0.01)
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Table 7-3 Absolute and relative organ weipghts of female rats administered orally with Trityl chloride for 28 days
Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver
Dose (R+L)
mg/kg g  g(g/100g BW) nmg(mg/100g BW) mg(mg/100g BW) ng{ng/100g BY) g(g/100g BY) g(g/100g BW) g(g/100g BW)
0 No. 6 6 6 8 [} [ 8 6
Mean 224 1.84 12.1 14.2 352 0.77 1.00 6.75
S.D. 16 0.11 2.1 2.8 9 0.04 0.08 0.73
Absolute 12 No. 6 [ 6 6 6 ] 8 6
Mean 232 1.86 12.7 16.6 470 0.80 1.01 6.95
S.D, 10 g.10 2.2 1.7 96 0.08 0.086 0.49
50 No. [} 6 6 8 6 8 8 6
Mean 210 1.84 11.2 14.4 431 0.73 1.02 7.22
S.D. 11 g.11 2.2 1.2 60 0.08 0.12 0.90
300 No. 6 6 6 6 6 6 6 8
Mean 208 1.89 11.2 13.6 410 0.73 0.95 8.685%+#
5.D. 15 0.04 1.2 1.6 79 0.07 0.03 0.92
0 No. 6 6 6 3] 6 8 6
Mean 0.82 5.4 6.3 156 0.35 0.45 3.00
S$.D. 0.09 1.0 0.8 37 0.02 0.01 0.17
Relative 12 No. 6 [ 6 6 6 6 6
Mean 0.81 5.4 7.2 203 0.35 0.44 3.00
S.D. 0.04 0.9 0.8 38 0.03 0.04 0.12
60 No. 6 [ 6 6 6 6 6
Mean 0.88 5.3 6.9 205 0.34 0.49 3.42«4+
S.D. 0.05 0.9 0.8 23 0.03 0.03 0.26
300 No. 6 6 6 6 6 6 6
Mean 0.92 5.5 6.6 201 0.36 0.46 4,194
S.D. 0.07 0.6 c.6 45 0.02 0.03 0.17

Significantly different from control group (##:p<(.01)
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Table 7-4 Absolute and relative organ weights of female rats administered orally with Trityl chloride for 28 days
Spleen Kidney Adrenal Ovary Tterus
Dose {R+L) (R+L) (R+L}
mg/kg g(g/100g BW) g(g/100z B¥) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
i} NoO. 6 6 6 6 6
Yean .49 1.56 60 7.4 433
S.D. 0.05 0.12 6 9.5 81
Absolute 12 No. 6 6 G 6 6
Mean 0.49 1.64 61 82.0 356
5.D. 0.05 0.13 10 13.4 56
60 No. 6 6 6 6 ¢}
Mean 0.50 1.63 69 86.4 456
S.D. 0.10 0.19 9 16.7 73
300 No. 6 6 6 6 8
Mean 0.45 1.73 61 84.4 493
S$.D. 0.04 0.20 9 7.6 105
0 No. 5 6 6 6 [
Mean (.22 0.70 27 34.4 195
5.D. 0.01 0.04 2 2.6 43
Relative 12 No. 6 ] 6 6 6
Mean (.21 0.71 26 35.5 154
S.D. .02 0.04 4 5.8 27
60 No. 6 [ 6 6 6
Mean 0.24 0.78 33 40.9 217
§.D, 0.04 0.07 3 6.9 33
300 No. 6 [ 6 6 6
Mean 0.22 0.84ss 30 41.1 240
5.0, 0.02 0.07 4 3.6 55
Significantly different from control group (#:p<0.053, =*#:p<0.01)
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Table 7-5 Absolute and relative organ weights of malc rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks
Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver
Dosa (R+L)

ng/kg g g(g/100g BW) mng(mg/100g BYW) mg{mg/100g BW) mg{ng/100g BY) g(g/100g BW) g{g/100g EW) £(g/100g BW)

] No. 6 6 6 6 6 6 [ 6

Mean 407 2.04 11.3 19.2 432 1.26 1.31 11.59

S.D. 44 0.08 1.6 3.6 71 0.11 0.10 1.63

Absolute 60 No. i 6 6 6 6 6 6 3
Mean 420 2.0CG 11.6 15.5 443 1.31 1.35 12.24

S.D. 20 0.05 G.7 3.2 80 0.10 ¢.10 0.65

300 No. 6 [ [ 6 6 6 6 [

Mean 403 2.04 10.8 19.2 475 1.27 1.35 11.94

S.D. 29 .03 0.7 3.5 91 0,09 0.04 1.54
0 Ko. 8 6 6 6 6 6 6

Mean 0.51 2.8 4.7 106 0.31 0.33 2.84

S.D. 0.04 0.2 0.6 15 0.02 0.02 0.16

Relative 60 No. 6 6 6 ] 6 6 6
Mean 0.48 2.8 a.7 105 0.312 0.32 2.92

S.n. 0.02 0.2 6.7 1T 0.43 0.03 0.19

300 No. 6 B [i] 6 6 [ 6

Mean 0.51 2.7 4.8 118 0.32 0.34 2.96

S.D. 0.03 0.1 0.8 19 0.04 0.03 0.25

Significantly different from control group (e:p<0.05)
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Table 7-6 Absolute and relative organ weights of male rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks
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(mg/100g BW) g(g/100g BW) mng{mg/100g BW)
0 No. 6 6 8 6 6
Mean 0.79 3.05 55 3.09 996
S.D. 0.14 0.31 8 0.20 44
Absolute 60 Ne. 6 [ 6 6 6
Mean 0.72 2.91 56 3.12 1020
5.D. 0.07 0.27 8 0.22 97
300 No. 6 6 6 6 6
Mean 0.77 2.98 56 2.99 982
$.D. 0.10 Q.26 10 0.27 52
0 No. 6 L] [} 6 6
Mean 0.20 0.75 14 0.77 246
S.D. ¢.02 0.07 2 0.11 23
Relative 60 No. 6 [ 6 6 [
Mean 0.17 0.7¢ 14 Q.75 244
S.D. 0.02 0.07 2 0.08 32
300 No. 6 [ 6 [} 6
Mean 0.19 0.74 14 0.75 245
S.D. 0.02 0.09 2 C.08 17

No significant difference in

any treated groups

from control group.
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Table 7-7 Absolute and relative organ weights of female rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks
Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver
Dose (R+L}
ng/kg ¢  g(g/100g BW) mg(mg/100g B¥) mg(mg/100g BX} mg(mg/100g BY) g{g/100g BW) g(g/100g BW) £{(g/100g BW)
Q No. 6 6 6 6 8 [ 8 6
Mean 238 1.84 12.4 13.8 402 0.83 1.01 6.40
S.D. 18 0.09 2.0 2.1 138 0.08 0.08 1.04
Absolute 680 No. 6 6 6 6 6 6 6 6
Mean 231 1.88 13.0 15.0 38% 0.79 1.03 6.40
5.D. 22 0.05 2.2 3.7 90 0.07 0.11 0.69
300 No. 6 6 6 6 6 8 6 6
Mean 229 1.88 13.3 14.2 396 0.80 1.02 6.81
5.D. 15 0.07 1.1 2.7 T1 0.06 0.06 0.62
0 No. 6 6 6 6 6 6 6
Mean 0.78 5.2 5.9 167 0.35 0.43 2.69
S.D. 0.06 0.9 1.2 46 0.02 0.03 0.29
Relative 60 No. 6 6 [§] 6 6 6 [}
Mean 0.82 5.6 6.5 168 0.34 0.45 2.77
5.D. 0.08 0.5 1.8 33 0.01 0.03 0.086
300 No. 6 4] 6 6 6 6 6
Mean 0.82 5.8 6.2 178 0.35 0.45 2.98
S.D. 0.08 0.5 1.1 25 0.02 0.05 0.18

Significantly different from control group {#:p<0.05)
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Table 7-8 Absolute and relative organ weights of female rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 2 weeks
Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg{mg/100g BY)
0 No. 6 6 6 6 6
Mean 0.45 1.79 62 T1.7 540
S.D. 0.06 0.22 10 15.7 188
Absolute 680 No. 6 [ 8 6 6
Mean 0.47 1.70 62 64.5 555
S.D. 0.07 0.14 g 4.8 108
300 No. 6 6 6 6 ]
Mean Q.48 1.75 65 75.9 432
S.D. 0.07 0.21 8 8.9 87
0 No. [ 6 [} 6 6
Mean 0.19 0.78 26 30.0 225
S.D. 0.02 0.09 4 5.1 69
Relative 80 No. 6 6 6 [ [
Mean 0.21 0.74 27 28.1 243
S.D. 0.03 0.05 4 2.7 52
300 No. 6 6 6 [ 6
Mean 0.21 0.76 28 33.2 190
s.0. 0.03 0.08 4 3.3 38

No significant difference in

any treated groups

from control group.
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Table 8 Gross pathological findings of rats administered orally with Trityl chloride for 28 days
Sex Organs Dose (mg/kg) Q 12 60 300

Findings No. of animals 6 [ 6 6
Male Liver

Dark discoloration 0 0 0 3

Large Q 0 0 1

No lesions were found in females.
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Table 9-1 Histopathological findings of male rats administered orally with Trityl chloride for 28 days
Organs Dose (mg/kg) 4] 12 60 300
No. of animals 6 6 6 B

~findings Grade 0 1 2 3 P Obs TE 0 1 2 3 P Obs TE 0 1 2 3 P 0Obs TE 01 2 8 P (bs TIE
Lung (Bronchus)

~accumulation, foam cell 6 ) 5 1 1 6
Cecum

~thickening, mucosal 6 [¢] 6 6 3 6 1 5 T
Liver i

-hypertrophy, hepatocyte, centrilobular 6 6 3 6 303 3 6 4 2 Gen 6
Spleen

-extramedullary hematopoiesis 6 6 6 6 B 6
Kidney

-basophilic tubule 5 1 1 8 5 1 1 8
Prostate

-cell infiltraticn, interstitial 4 1 1 2 [ 8 6
Eye

-atrophy. retina 6 6 5 1 1 6

-hemorrhage, vitreous body 6 [ 5 1 1 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

Significantly different from control group ({=%:p<0.01)
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Table 9-2 Histopathological findings of female rats administered orally with Trityl chloride for 28 days

Organs _ Dose (mg/kg) 0 12 a0 300
No. of animals 6 8 6 6

-findings Grade 0 1 2 3 P Obs TE 0 1L 2 3 P 0Obs TE 0 1 2 3 P 0Ohs TE 0 1 2 3 P Obs TE
Lung (Bronchusj

-accumulation, foam cell 6 6 31 1 [
Cecum

-thickening, mucosal 6 6 6 [ 4 2 2 8 1 5 S** 6
Liver

-hypertrophy, hepatocyte, centrilobular 6 6 8 8 1 5 5+ B 6 Gax 6

-microgramilona 5 1 1 6 6 6 6 5 ) 6
Pituitary

-cyst, anterior lobe 8 8 G 1 1 i

-aberrant cranlopharyngeal structure 8 6 5 1 1 6
Spleen

-extramedullary hematopoiesis [ 6 6 [ 6 6
Kidney

~basophilic tubule 5 1 1 4} 5 1 1 6
O : No remarkable changes 1 51ight 2 Mild 3 : Moderate

P : Presenl (used when grading of severity was not done, such as case in the ncoplastic lesion}
Obs : Observed number

TE : Total Examined

Significantly different from control group (##:p<0.01)



Tablic 9-3 Histopathological findings of male rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 14 days

B-4477

Creans Dose (mg/kg) 0 60 300

No. of animals 6 6 3
-findings Crade 0 1 2 3 p 0Ohs TE 0 1 2 3 P (hbs TE 0 1 2 3 P Obs TE
Liver
-hypertrorhy, hepatocyte, centrilobular 6 6 6 6 5 1 1 6
-mierogranuloma 3 3 3 6 6 6 6 6

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

P : Presenl {used when grading of severity was not done, such as case in thc neoplastic lesion)
Obs : Observed number

TE : Total Examined

Ny significant difference in any treated groups from control group.



Table 9-4 Histopathological findings of female rats administered orally with Trityl chloride for 28 days
and followed by a recovery period for 14 days

B-4477

(Qrgans Dose (mg/kg) 0 60 300
No. of animals 6 6 6

~-findings Grade 01 2 3 P 0Obs TE 0 1 2 3 B Obs TE 0 1 2 3 P 0bs TE
Cecum

-thickening, mucosal 6 6 [ 6 4 2 2 £
Liver

-microgranuloma 3 3 3 6 4 2 2 8
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 difference in any treated groups from control group.
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