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4. EW

TYA v CC5 28 BREIRER N KRG HEHTR % 6 Bl Sprague-Dawley & SPF
Z v b [Crl:CD(SD), 1 BEMERES 6 X% 12 L) 2 AV TEM L7z, #5813 0 (0.5 wiv%
AFNEm—ZKEEK  RHEREE) | 8. 40, 200 R TU* 1000 mg/kg/day & L, £/, *xt
FREE & 1000 mg/kg BEFO—EMOMEME (1 BEMEHES 6 1C) 2oV TITREG MK T %
2 B OREMARIT. BHELORTHEEEZRET L,

—fRRE, ML —RREBOBE., BiERE, B). ERESHERVMIKREREIZ
HROEREOREB IR D Lo T,

FETIE, IBMED 40mgkg A EOBREHOMBETAHA LN, REMETOEEHENE
ICHIEERRBD b,

FBETIX. (KED 40 mg/kg UL EOBRERFOMETH BN,

REETIE, BAKEBEDOKMED 40 mg/kg L ELOHBRESHOH L 1000 me/kg - E O
T. REOKME 1000 mg/kg PR EFHDHETHA LRI,

MELERE TR, U VIEEOBE 40 mg/kg B EHOHE & 1000 mg/kg B EHED
HEHET, mEMHMAS 200 mg/kg EHOBET, B L AT B —/LORBED 1000 mg/kg
BEBHOHETALNE,

REERETHE. RSV THAEROEME 40 mgkg U EOHEREOH & 200
mg/kg ML E DB EFHOME T, MERFEAIC/NER LM O FHMIE RS 40 mg/kg LA E O
EHOMETAHA N,

EHRL7Z2WTROBBAREZLD, BEHIHOVIXHER LEEEEZT L,

LLEDFER, 7V A v 7 CCS OFARBREGTICRBITAEFERIF L L THEHETHE

ERUVEHEEORME - FEFAEFERE LB 5/ ERLEFHBIE X, BECiFED
X EEOEND, L b 8 mg/kg/day LHEIN,
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5 #&

EEFHE EERMLE FETHER LEVEHTLSAREZOKBEIZLY, 7TV/A(4 7
CC5%#7 v M2 BMIREROFEL, TOREBEZHLNMIT S L & bIZ, 2 8MK
FEL, BEOFHEEZFARIT-OTEORBELHRET S, B, ARRIKASHARY
Y —F Y ERZRSOERRERIT TS, i, BFLEERUHER
LA RIA 2 EIXLLTORY THAB,
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6.

6.1

RBMHRUAGE

HERME R UR &

6.1.1 HERME
WERE X
FEE ME%@&@@DT%% T, RBREEZRMAEE 1IZR L,

% F
x4
RS
b4

BERATEEES

CAS HFF
SFE
s ot
R

2y &S
B
AFE
k27N
RTFEHIE
& EM

RIFGET

Bk EDEE

RH]

JEA LTz, ARBRIZER LR EO o

TYA v CCs

Azoic CC5

7+ 7 h—JV AS-G
N,N'-(3,3’-dimethylbiphenyl-4,4’-ylene)di
(acetoacetamide)

5-2275
91-96-3
380.44
C1,H 4N, 04
H,C
¢
f=0
HiG— H,C
3 \ 3 //) 2 \C—O
y f—
k H S
NH NH
H,C CH,
96.9 %
500 g
ENEEHE

MEEET (MRER, EHIE 3~8°C) . B
BERTHR, BBEHEICHOWVWTHEAL TEEMORR
PEBL.EETHD Z EBERIN: RAHEE2),
HESH AR #HBRYEATEERVOE | IE&HRY
HiRAm=

VA7, FREEFER LK,
BERWEFRRVCEBEOAR E#BHE L, HEDHR UEEE
LA & D% 7=,
WEHRME | g #RERBE LTRELE, HTEI/N
S LEEBRYEOBRRIIEE L, 2. #RYE
ORBRITILZEMEZHERRE, T XTHRELE,
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6.1.2 1K
A : AF LA — R 400cP
ay hES : EWMI1974
A== : e piZE TEHEX S
REFEHE . E=¢/-1
RIFHRT : BB ERT B | BIEmRERYEFHNE

B, BEIZOWTIE, ARBRICENL > TE L -#BRiEPDT V4 v 7 CC5 DR
T - H—MRBR (RRES : A-2108) IZBWT. 0.5wi% A FAL LB —RAKEK
FPCOHBYEOLEERVH—HIZIRFRFERB/B/BOATVDH I LG, 0.5 wi%
AFNENO—RKEBEREBRIR LT,

6.2 BE5HEORR
6.2.1 L8y YO
TR S : AFNENB—R 400cP ZHESAK (RS RER
EIHE, oy bES ; 8K74) ICEML. 0.5wA% A F
NELa—RKEKE L,
HIFHIE ; BT (BRRERN. EHIE ; 3~6°C) ICREL., FlE9
BLAICER L=,

6.2.2 HEEORR

BEZLIILERBOHEBRYRZERICERL., 0.5 wy% A FE00— R KEBHRKRIZ
BB LT l.omg/mL i (EAERR) . 8Smy/mL ik (PHERK) . 40mg/mLi#E (B
FRRR) K200 mg/mL (B AEHR) 2N L7, HRKIE | B EOEE
CTHRR L, A% TBEURNICERLE,

6.2.3 BERORERE
BEHIZ BAXESTOBGRICHOEL EHEE THET(REER , £H{E:2~7°C)
WZRFE LT,

6.2.4 RERTOREN

AHEBRWED 0.5 K1V 200 mg/mL BEEE (E : 0.5 whv% A F LB — A KER)
X, % (RRER. 1~10°C) | EXT S8 HM, FOEEET 24 BHEETHEZ
EPBRREHR Y VY —F ¥ —THRBINA TS (RRES : A-2108, HFH&EE
3]

6.2.5 FEREORE - H—1REE

BE5E 1B ABORESICAVWIFEREDERREICOWVWT, TORE - H—H2HKK
SR VY —F v — HEBBH AR CTHPLCEZ AW THRR L, £0/ER. R
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RMEIEX T DREDOHIEIL 95.5~105.0% GFAHHEH - RREICHT 254 ;10010 %) .
¥)—E13 0.0~4.1% GFEME : CVIO%LIA) THY, WTFh by FEEEATH- - (6
FT&EE 4-1 RV 4-2) . HSITEOBEE ZRIZTRT,

1 REE Y 72 b ORI R R IE
3A& (B, PFROTELLER) |, 1 &IiZ2%# 10mL
RIEXSHE : 74 v¥ CC5
BBt RIZEME
£ : 7Y14 w7 CC5
0y bEE : 4EPBE

1) HPLC ¥ AT A

BBLRUEK e
2=y b LC-10AT
FSATH oY DGU-12A
A—brLPxsH SIL-10A
AT hA—T CTO-10A B2t B A RERT
B SPD-10A
VAF LA —F SCL-10A
T NEEE Iv=7s70v S F74—~vxI¥— | Waters Corporation

2) WEEHE OB
FRAERBZ~ X F v 7 A —F—THBPLEES n=1 CTERIZERL, LTD
RIZHEVDMSO Z AWTEMR L=, BEIZHPLCEBEBHE TER L. BIEEARE %2 A

AR LT, B, BHRBETIIERTIRIC, T/A v 7 CCSHBEBEITTWAZ L2
=L,

wAE R
|
?(ﬂrjn f,ﬁﬁ REE EE R IR EA & FRE
(mL) (mL) (mL) (mL)

1.6 0.5 10 2.5 20 160

8 0.5 50 2.5 20 800

40 1 100 0.5 20 4000
200 1 200 0.5 50 20000

VB . TE#/E : DMSO
#7187 : HPLC B &hiE

3) HPLC &t

s o AN : CAPCELL PAK C18 UG120 (4.6 mm 1.D.X250 mm,
s pum, HASHEES)

HITAA—T U RERE

: 40°C
HPLC % &8 : Bk 72 hr=FUN, 119, viv
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it iE : 1.0 mL/min

i fan! 3 UV (RIZE#H & 300 nm)
EAE : 10 uL

HEANEFF '

EANEAF A B3 EANE

BHERR (VAT LEAHER)

EREEE GERA)

Bl EERFE (1.6 mg/mL) -L

REFERFEL (1.6 mg/mL) -

BIEZERAE (1.6 mg/mL) -F

AEERZRH (8 mg/mL) -F

BEERFE (8 mg/mL) -

REERF*E (8 mg/mL) -F

REERFAL (40 mg/mL) -k

REERFFE (40 mg/mL) -F

REERFF (40 mg/mL) -T

FEERE (200 mg/mL) -E

| | |t | |t [ | | | e | e | | 2

Uy [P [y
ez (Se|e|wa|u|s]|w|n|—

B ZMAEL (200 mg/mL) -7

4 1 AIEZRRE (200 mg/mL) - F

BEFEROCUNEZNRBSOREDIA— b V=7 ¥ IRE % 24 550
VMICEE LTz, 2k, BEERShEAY F—a VRRT, A—F
AP FRIZET D UERRFROREEIBEEINTVD,

6.3 HREIVMERUVRHKOEREH

BEHERBRETA FZ7A 207y VRERAWERRBMLELERTWS, ZORR
IKERENZREOT v MIBERI<HLN, TREHNEBETHDL Z &M HER
L7,

6.4 HERBMRUEST

Sprague-Dawley & SPF 7 =~ b [Crl:CD(SD), BAF ¥ —/L R « U A_A—KXESH, E
AREEL Y —) HES STEY 2 SEBTAFL, 57T 7 BERE -BI{LEAE L.
—fRREOCBE (1E/A) . AEAE GE) RUSMZ—RRECEHE (1E) 217
WV, EREBINE, —BRERUHMALZ —BRRECBRICRENALhTREL Ebh
HMERES 4200 (FBEL U THERER 30 [T, [EIERES U CHMEMER 1200) #3308, 6EE
TREBICH L, RE5MAA OKERGEIT, BT 201~223 g, M T 141~168 g TH-
2o BIMIZRE - BESIR P O EEMMEIZ L VBIE., BEHTYE BERBO 2
BAD OEEICESWHWTEIMEL., SBOFHEENTEZIRETHELR LB
B L, BEORMTERayYa—F AWy /BRBERVEEARMME
DAY (Foy /BREBEETLELRBZER L. AREERUBENOBEGES 2 EES

IKEIETE) KIWiTol, £, REBMIIRGMAGE ITRBREA» LR LI,
) : RBEESFCHEY, EXERIMEES 550CTH- 74, BRICIHEES 57 ERAMA SR,
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6.5 MHESEH

BITIRE 20~23°C (FrA#af : 23+3°C) | FAXRHEEE 48~62 % (FFZA&LH : 50£20%) |
T ESL 1 R 10~1S B, BBEE 1 B 12 RER (07:00~19:00) OBEMFAE=R (302 5X)
T, 7747y bREBRMr — (W 250xD 350xH 200 mm : B A& — JELth)
TEIFAET L. #A |EoREENOFEREEK L=, BEEHL CRF-1 () =v%
NEEF TS, oy FES 1 090309) ROHBBHEKEKEZEABIZLY B
HICER S,

6.6 @WHRUKHKIDEAME

R ORAHEIZEAL CIIER 2 » 22V T Eurofins Scientific Analytics T4y
F2ETW, £, SRBKIZOWTIIRZEBBRE 7 —HASticKEE I =R
LAEREZEHNC (F4E) EELEE, ZhbDRITHREELZAFT L, ABRRER
WCEHEERLRVWI L ZERLEEEZ. BELEZEFLE,

6.7 BMOEINBRUVT—IADEKRT

BMII AR EELESE L TRERN L, ATHbESTIiTE To/MIX
RBRES, HHRVEESSEAR LI —Y 70200, BESTHRIT. K
CHEZE (E#E. B, . BRUORSHEEOIE) [ 4H70FE22007, 0D
HaE. 1000 DALITEE, 100 DAL (0 BLZHE, 1 EFZM) | 10 & | OLIIEERES
LTz, BB —VILiE, BoURETEALEF -V VOB ICHE () =
LICBST LT LEDT, BRRES, RERK., BE5E. 4. BWES, BES
FRUHBTFEBEZHATL L, EL. i —RRECEE, BERE., BHARV
EREHRAEFIZ, BEFICH L TEREOEREFHBT 70, r—V 7% K
EBELTRARES, B RUVEEFESFOLERRLE,

6.8 KREEE. BSHME. REEHMRUVOEERME Th S5 0RIREH
EMRRETA FFAVICEL, BERRIEIBOESZBR L, #5813 28 B [
E LT, BEEHIIRERSARTRIIZITONLTWA 1 H 1B (7EA8) & Lk,
EEHMMIIEEOMYEEZBNTA20ICEL LB X605 2:8M (14 BF) &L, =
DOREIBEZITLR1>T:,

6.9 ®EAHE

BEAEITX SmLkg BEBE L, B T2HAVWTHHEIROKEE Lz (08:00~12:04
O . SERECIIEE (0.5 w% A FLEio—2KEK) PRECERS L, B
FEILORSEBRRIIEFOGEZEEITEE L,

16
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6.10 BERBERUZTORERMMI KIZEHHEM

TYSA 97 CC5 ™0 (0.5 wv%AFAENa—RKER) . 100, 300 T 1000
mg/kg/day % | BEMEHER SIED T v Mz 14 BRIREROBRE L-FERY | T
L CHETIL 100 mg/kg LLEOHBEHOBERLFEERE, H TiX 300 mg/ke LA EDE
EEOMBILFEREICEN LA ORI bOD, HRHERS L OMERIZHA LM TIE
Bhole, LEdoT, ARBRIIBIT2HREGRII. EERBRYIA F7A BT 5K
KEERETHS 1000 mg/kg #HEmAEL L, Ak S THRL T, 200, 40 RV 8 mg/kg
D4RABERE LT, BEREREZKOR 1IZTFT,

= 1. E
REE BER | B K | REFRE m x ¥ E B
(mg/kg) | (mg/mL) | (mL/kg) B | BHES | B BYES
i3 6 1001~1006 6 1007~1012
X B 0 Q % | 6 11011106 | 6 1107~1112
i 3 6 2001~2006 - -
A et 8 1.6 : e | 6 | 2101~2106 [ - -
1 3 3001-3006 : .
THER [ 40 8 $ w| 6 3101~3106 v ;
o i3 6 4001~4006 - -
e A R B 200 40 3 it 6 4101~4106 - -
i3 6 5001~5006 6 5007~5012
R fAEEE | 1000 | 200 3 | 6 | s101~5106 | 6 5107~5112

6.11 BERUREDHE
ThENERSNWCHRHCBERUREZER L7, ABRAOEFRICEAL TIITRE
DiEY & L,

#5 1 B (day 1 of administration) . B 5-BRsAH
5 18 (week | of administration) EBE106%®ETH
El#E 1 B (day 1 of recovery) c EEMABE (BRERHRKTORE)
[E]78 118 (week 1 of recovery) T EE 1 6EETR
6.11.1 — iR B DM

2EFCONWTRSHBE T IZEH 3 B, BE5HTEREGER XU 2 FE®E (2Z L,
KB L — AR OBER, BERE, BHRUERESRAE 2 EMi§ 5 k3R
BRI REERO 2E) | BEEMRATIIER 1B, F4R, XRINE, 22, TaXk
Ukt 2 EOo—ix KB 2 BE L1,

6.11.2 AT RREORE. HERE, EHRUVEREHROAE
Fle—RRBOBREL, 2AEEFICHOWT, BERMGHIC 1 B, REHMPRUE

EHM P EE | EEE L, £, BERE, BHARUVEREHROAMEZ, RS

48 (E2%KE258, #EZKRE5208) RUEE 2R (EHE 11 B) IKTo7%. 23,

17
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BERERUBREIREOERZGHIR (774 FEk) L, 8z 7 o FLEBBELEZR
BTiTok,

6.11.2.1 HlRT—RRENHRE

1) FA—brr—YHNEER

R, mE BRETH

2) FiIFoTHEE

TV OMYHLLT S, #HE - REOKE, B - Bosis, IRER (IREKZE
. IREEFSIRIE) | TR, BReREE (MR, LB, B2, KK, REF
%) . Ay RY U ZicRT AR

3) AT 74—V FHREE

HERRHE, K, RETS. ERTH. ST, 8. &V, bRV EI, BE
M4 (PR, BER)

6.11.2.2 HEERE
BRERKIS, BERIG, SRS, BERS, BrLRS, ZEhEmRE. &ithBEE

6.11.2.3 EHRE
CPU #'—¥ MODEL-9502A (7 a—xvY=7 Y v ZHhka) AV THIE
UCBEOEDZRE L,

6.11.2.4 BREEDHROAE
ERWY A B X EBE ¥ —NS-AS0] (BBt =z—vH A= X)) ZHWVWTH
FEDHEAAEL, BIEIZ1EME L. 10 0BEREED 0~60 O RIEHEYES L,

6.11.3 (&= RIE

2EFIZHOVWT, EHRPEIEE 1. 4, 7. 10, 14, 17, 21, 24 R 28 HO#H
HANz, BIEHMPIIESE L, 3, 7, 100 R 14 BIZRIE Lz, BIEX 08:27~11:07 D
MICiT o7z, BIRBICIHEBREERRHOLD, BTENLH 16 R S B -%D
FEEEZMELR (08:06~08:22) ,

6.11.4 e EAIE

2EEIZOWT, BEHMPIIRE 1, 7. 14, 21 K28 Bo®EdIZ, EEHM
FiXEE 7 RON4 BICRIE LT, RIE 08:40~10:33 ORIZIT- 7, 23, REHR
PRI EREEOREIRA»D | HREZ, 5 THIX6 HFHORBEERESZ, ©
DRIZTEAZLICTHHOREEREZREL, 11 ERXEHLE, BEE 18X
EE1B2HT7EETO 6 AHORMEDNEREZ, ORI 7TAMORHERELAE
L. 11 BEZHEH L,

18
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6.11.5 RERE

BE5 4 BEUEHE2BIZITo R,

BE 48 (%523 A0HRE5%) T2BEECHOWT, EE2E (EHE9IR) XEER
OEBEEIZONT, REYBIZZhThERBZEY PLEF—VIRIREL, R -
BHFKTT4RRREZ RWCTEHREBR -BHEKT TEOH D 20RFMRZHBR L.,
K2R LEZEBRVUFEIZLIVRELE, £, BRI, BRF—VIZREL
“HRETRIAbD 1 BY ) OFAkEE, HAOEEZRAWTHELKE,

F2.REEOFEB. MEERUERARBLEE

1) 4BERIRICOVWT ORE

BREHE HEH &

pH A= a AT 4 w7 R IEARBREY (77— L1 HRSH)
ehBE F—La AT 4 v 7 ATEARBRKY (7—2 v 1 X&)
ook F—=ra AT 4 v A TEARBKY (7—7 LA HERSH)
Fa—=AR A—a VAT 4 v ATEARBEY (7F—7 LA H&RLH)
=il A—a AT 4 v 7 RIEARRKY (T—7 LA HX&H)
vy Ey A= a3 AT 4 v ¥ ATEARBE Y (7—7 LA HEXESH)
gary -4 F—a VAT 4 v 7 ATEARBREKY (7—7 L1 HRE&H)
=R AR E 2

RE (48FMHE) * HEFAEy YEERWEAERE (B4 : mL)

2) 20 IR ICOVWTORE

BREEA RAE FH &=

RE (208MR) P ARV oF—2RAWEERAIE (BAL : mL)

BiEE KARTE® (AL : mOsm/kg)

ERRE#E

a) : AUTION™ MINI AM-4290 (7 — 7% L A BRX2h)

b): HENBBETREERE A— 7 FAFZ v bk OM-6030 (77— L A #k£4t)

) ARMORRE 20EMORBASGI LT 24 BMORE (mL/24h) 2HH LT,

19
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6.11.6 mi#EFRE
BEHMBROEIEHMET OB B OFHESIRERC, ATE2b—& (16~20 HE]) #
B I 2@EiconT, =—7 VKRBT CHRE L. EABARY? S EDTA-2K MNEE M
# (SB-4l : R A w7 ABKRASH) Kk (W 1ml) ZHERLE, Soh-mkic
DWNWTHEI) KERLABEERVFEICIVBRELE, Biz, MK (09mL) % 3.8%
s T R U AERNREBRE (MK 9 FIZH L 1 ZOFIE) ICERIRL, FEL4oH
(FR7E : 3,000 rpm. 1,580xg, 1043f) Ic X v/ LMz >V THR32) ICHEBKL
EFEABRUVHFECIVRELE, 2B, SIRICLIBRICHL. £ERKICO>VT
May-Griinwald-Giemsa R+ I5IZ K 5 MERBRHFFEAZER L2, SRIC K SHRIEIT
ELHWL., SRITERLE»oT,

%3 MAFREDEE., ABERUERBRLTL
1) EDTA-2K MM#&IZ >\ T ORE

BEEE HE FiE HAr
FMEIK (RBC) 2AEL—F—Ta—HY A hA MY —Y 10%/uL
~EZor & (HGB) VT VA MANESOEUEEY g/dL
~% hrZ Uy ME (HCT) RMERI R CFHRMREENSEH Y %
EHFRMBRERE (MCV) 2AELV—F—To—HA FA Y —FEY fL
EikmEkmaRzE (MCH) FROBEBEU~E O BMALEHY Pg
EHFRMEMERRE (MCHC) ~T/o by BRU~r2 Y v MEMNLEMKY g/dL
WERMERSE (Retic.) RNAREBIZ LB L —F—Ta—HA b2 Y —§ED %
o/ k% (PLT) 2HELV—HF—Tu—HA AU —FEY 10%uL
BmE¥ (WBC) 2AFEL—F—Ta—H A FAFY—3Y 10*/uL
AmERESEY NRAFAFoS—BRBIZLETO—H A A R —i %
2 HEL—F—Ta—H A hAFY—Y 10°/uL

2) 7V R Y D AMMEED S SME LIS WTORE
BEIEHR HEFHE BT
o ke rrE (PT) zay hiED s
EMEEE Sy bo R

75 AF - BE (APTT) sy hiED s
747Y )—% & (FIB) borRAFAFED mg/dL
{ERARIERIR

a) : A MAKEREREET F/ ¢ 7 120 (Siemens Healthcare Diagnosties Inc., Illinois, USA )
b) : M 4%k E B BHRIELE ACL 100 (Instrumentation Laboratory)
&) @ U8Bk (LYMP) | SFHEK (NEUT) | #FEEER (EOS) . M ERK (BASO) . HEK (MONO)
BOKRBIERARK (LUC) . £/-. AMKRESRE AO KRN LESHOZHEZHH L,
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6.11.7 miEEEEE

M FRE AR L FRFICER LM (8 4ml) ZEERERAYRBRE (~/
VxZ b A=y 7 TAERKSH) CRY., EooBE (BRE : 3,000 rpm,
1,580xg, 1043/ L., BbhizmiFlconWT, F4.1) KRB LAZHBRUFEICX
WRELRE, £, ~2N) VIIRBRE (M 1 mL 27204 20 Bz~ ) 128
UMK (9 2mL) ZEO008 (BRE : 3,000rpm, 1,580xg, 1043M) L. E&bh
TemiEIz VW THR 4.2) ICEBLZEBERCFEICLVRE LR,

£ 4. NEECFPREOEB. AEERUERABSEL L

1) DEEL-MFIC >N TORE

BEEH Rl F AT
ALP Bessey-Lowry & ¥ TU/L
#2 L AFo—/ (T-CHO) CEH-COD-POD i ¥ mg/dL
FUZVESALF (TG) LPL-GK-GPO-POD #: ¥ mg/dL
U BE®E (PL) PLD-ChOD-POD # ¥ mg/dL
“ryary (T-BIL) YA FFLF—FEY mg/dL
I na—z (GLU) FNa—AFre Fart—FE? mg/dL
RFEZEF (BUN) Urease-LEDH # ¥ mg/dL
Z LT F=> (CRNN) Creatininase-creatinase-sarcosine oxidase-POD i ¥ mg/dL
+FbY 24 (Na) A A RINBABE Y mmol/L
BV s (K) A A VRN B Y mmol/L
W\¥*E (C) 4 A RIREEE Y mmol/L
N9 b (Ca) OCPC Y mg/dL
Y (P) =) ST UBEY mg/dL
Ri-ABHE (TP) Biuret i ¥ g/dL
FAF I (ALB) BCG & ¥ g/dL
A/G it (AIG) BELABRUTATZI U hBEH
2) ~A) MEED S Sy EE L - iz ST ORE

#IRA RIEH & H47
AST UV-rate £ ¥ 1U/L
ALT UVe-rate i& ¥ 1U/L
LDH UV-rate #£ ¥ 1U/L
y-GTP Ly-Z A% S 3-AABFd-=brT=1 FiEY 1U/L
= RRIERE

a): BRERIEFZ BB DHTEE TBA-120FRE (Fitts : WEAT 4 AV 2T L XS4,
A#t4 : BERSHEY)
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6.11.8 REFRE
6.11.8.1 &

2 THEIRDWIZOVWT, BOLEEAKBIRDETICL ) R BRFE S, F4K -8B
i ESESTEEF0ORE - ABRORRIC L MR ERS 21TV, BRE
aidx L7z,

6.11.8.2 BREEENT

2THEFRSMIZ, RICFTHETOER EHEER) 2EETI L L bIZ, Xt
ERHRBOEENOEE100g 42 0EMEEZEH L,

2B, *HzZz2HLEmAEoBBEIZOWTRERN4ICRIEL, £04FE THME
172,

Red, EIE*, BORR. REEE. (O, TR, SR, BE* BE Eb&x HiE* 78

6.11.8.3 REHARFRE

2TORBIZHOVTRICTTHE - BRZEM L. U VEEEE 10 viviehi<l v
WCEELE, =720, MiZV VEEE 10 vivvedh b= ) U2 EAR, IBERE R
MRITY VEEEEIR TR L3 VW% IV ENLTATE K - 2.5 vWhE/L= ) VikT
BE#, BERCERELEKIZT7 AETEELEEZ, T Eh, U UEEE 10 vivie
Fa= ) CETREL, 774 8L, TO%, GRLELTA= VY
TFOUREERLERL, THOXMNBERUVEEAER (ARMEEHILIZOVWT
T2 ICOWTERLE, *TRLUEAAESEE IOV TXEAIZRE LB, 8
RIZFMORTToT, B, HRPERSOREENREDN -HEOIFEIXE, &RV
BRAEBTVICEE#HO2MEEK, S5, TRTOHBMEERALIZTOWTIHSERL
7o 72, ER/MEORBENEHTEREROM  SRAEBHOETE 1 6lic, EERH
THEGARBOE 2FIIEDONIR, PEHITHY, RYOESHAREICEBWTE
EARDON TRV s, RBRBEICEERITRVEHB L,

KA, /NiX, TR (BER) . B, IBER*, TEE, BRR*. ER/ME*, Bl
B, MIRR, BRIE. BTV o8, BRERY 88, LR, RE. i (REXEED) |
B, +Z88B. ZB. BB (A viRE2ad) | BB, &5, BB, . B,
JERE, RES*. FEER LA AISIAR, SRE*, FE. BF (BBExST) . KBE (F
fixate) *RUKBEHER *

iz, $EBE* GERRIZIRER E HBEEE S, ~~bF2 VY - oA D URGBERE
WETERLE, ) . ~—F—R* REAR. F. RE. ATR*. TR K.
B2, FRE., LR (REE) *. EW (BB *. AFRINSEL (BN RUMEEAZ K
HLTRELE,
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6.12 #REHEN

F—=T 74—V FREEOERNIRA BEREICBIT2ERNTEE BARE.
BEREHRONE,. FE (KEMMEZED) . BEE. BAkE. RREOEEMNE
B, MEFRE, LRELERERVCBEERT — 12250 T, SBRBELEREH LD
Ml CHEEHIRIT 21T o 72, &7, Bartlett BEIC L W HBEOREZIT- 7= (FEAHE :
Al 1%) . RS LW B S 1E Dunnett 32 W T, FEE 458 0OBE1 Dunnett B4
mean rank test # VT, MBELBEERLOBMTRERZTo (BEAE . MWHl S
EU1%) . 28, BEEICSVWTIE, FRECLYVEFHOSBOEH—MHORE (FE
KHEE : Al 5%) 21727, TORBR. EoBERR D DN HE IS L0 REE L R
WMEBEREH L OEHEOEIZSVWT Student D tRRE (FEAME: BRI 5 RO %) 2,
EHERRD NP o HEITIX Aspin-Welch D t IRE (FEAKE : @l 5 KRG
1%) 2fFof?9,
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7. HBER

71—k
FX A& % Table 1-1~1-3 B T} Appendix 1~12 {278 L7z,
1) #&5HR
WTFNROBMIZEBWTH, BEHEZBL TEFIROb2h o7z,
2) [EIEHIRE
WTFhOBMIZEWTYH, BEHMZBC TEFEIRBO LN,

7.2 FHHGT—RRE, HERE. EHRUAREDR

7.2.1 ST —AREE

FE A% % Table 2-1~2-18 & U* Appendix 13~84 |Z7R L7z,

1) #®EHIHE
WThORERBICBWTHLRERZL FRBRVWEREH L ABHLOMICER
ZEIRO Lo,

2) EIHEHR
WTFNORERBIZBWTHREFEIZR<, 1000 mg/kg B 58 L XBE L OBICEE

EIRbbhizhol,

1.22 WERE
A& % Table 2-19, 2-20 & U* Appendix 85~91 [Z/R L7z,
1) 548
WThORERBICEWTHLRFE IR, FHRBYHERSHOME L B L OM
KHEEEEIRD Lo T,
2) EE2E
EHBAMEOAELBMEA 1000 mg/kg HEFHDOETRD LN,

7.2.3 #Ah

FRAK % Table 2-21, 2-22 % U Appendix 92~98 (=7~ L 7=,

1) #5481
BHERYERSHOMBE L bXBELORMICEREEERD ORI,
2) [EIE 28

1000 mg/kg TSRO L H AR L ORICEEZIRE D b1,

7.2.4 BEREDHE

Fi## % Fig. 1~4. Table 2-23. 2-24 K 1* Appendix 99~105 |27 L 7=,

1) %5438
BHBRMEBREROMEE - LB L IZITASICHEB L, SEZERRD Lo
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7:.0
2) EE2H
RIERRIETR 0~60 ORI EMEOFELEED 1000 mg/kg T EH DM TR O bz,

7.3 H#E

%48 % Fig.5, Table 3-1, 3-2 R ¥ Appendix 106~112 [Z7® L7z,

1) ®BE5HME

FERIEED 40 mgkg B EHOBETRE 726 28 A, HTHRS 24 R0 28 BIZ,
200 BT 1000 mg/kg | EBEDOHETERE 4 05 28 BIZ, 200 mg/kg |5 HOME TR 5 28
HiZ, 1000 mg/kg HEBOMTRE 1706 28 Bz b, Bz, HEHMEP T
DEEFMBEDOFEREMED 40 mgkg UL EOBREHOMETRO LN, B, 8
mg/kg HEHOBIZ OV T HRSHIM 48 U TEREBER SR D bhiz,

2) [E{EHAR

BFELIEMED 1000 mgkg IR EHOBTEE 1 226 148, HTEE 1 BIZRDLH
o

7.4 E#E

F#& % Fig.6, Table 4-1, 4-2 &R TF Appendix 113~119 {Z7= L7z,

1) #®EHM

AERKMED 40 mg/kg L EOBRESBOHETHRS 705 28 BIZ, 40 mgkg WEEHD
i THEE 21 RO 28 BiZ, 200 mg/kg B 5FHOMHTEE 7 K128 BiZ, 1000 mg/kg #
ROl THRE 21 KU 28 BiIZEEH bz,

2) [EEEIR

FELIKMED 1000 mgkg HEHOBETREIE 7 BICRD BN,

7.5 RERE (BkEs®)
F¥#& % Table 5-1~5-8 K U Appendix 120~140 [Z7 R L 7=,
1) #&548
EHERYEREROMRE L L EMRMIEE CREIIRDbhihotz, £, BAE
DAEERIEMED 40 mgkg L EDOEEFHOBE L 1000 mg/kg BSHOM T, REDFE
72{RAEAY 1000 mg/kg DHETERD bhiz,
2) EfE2@
1000 mg/kg B EFHEOHHE - L EHMEE TREEIRO AT, £/, RE, BKE
RUBZEETHHMBHLOMICEEZIRD AN -T-,
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7.6 MEFERE

Fi#% % Table 6-1~6-6 & U Appendix 141~161 {Z7= L 7=,
1) BEHMETE

T4 7Y )= BOFEREMEN 40mg/kg LLEDBEBOBET, o ho &R
MOBFERERED 40 R 200 mgkg BEBHOHET, ~ES/ o rRié~e 27U v b
EOFAEZRSMEL @RLKEOHFEREMED 200 mg/kg BEFHOBETRO LN, F
fo. BMRE SR CHFBRILE L HEER CHBREREOCFE KM 40 RV 200
mg/kg B EHOETRD LT,
2) [EEHRETE

FRMERBOFE 2 EME L BROLRBOFEZ2BIED 1000 mg/kg HEBHOHET, f/h
REOFELZBED 1000mgkg REFHOMTRO LN, £/, AOLKRESRTY »
NERHEBOFERZIEME L FPIREFEOFELZBMED 1000 mg/kg 5O T, FEK
HBOFAERZEMED 1000 mgkg BEFHOM T, FTEER CHPERECFE LHEN
1000 mg/kg HEHOETRD b,

7.7 mAELERRE

YA % Table 7-1~7-4 J U Appendix 162~175 |27~ L7z,
1) HEHREETE

ALT DFEREMED 40 mgkg A EOBEBEOME T, ALP OF & /2 {K{EA 40 mg/kg
BEEOHEL 1000mg/kg BREHOBET R VAT o —LOFEREEA 1000 mg/kg
BEHOtET, ) VEEOAERBMEN 40 mg/kg IEFH O L 1000 mg/kg & 51
DT, mEBERA 200 mg/kg DR EFHOBETED b,
2) EEHAMETE

AST, ALTRU# V) O LOFELEED 1000 mg/kg B EHOETED b,

7.8 REEE
A% % Table 8-1~8-8 & U} Appendix 176~203 iZ;R L 7=,
1) BREWHETR
BHREEDHE f;{&{rﬂ:ﬁx 40 mg/kg UL E DB G OMHE TR b,
Jibd : st E B O A B2 EMEAS 1000 mg/kg # 5-BE OHEC, 18
NEROAELREMED 200 mgkg BEBEORL 40
mg/kg LA EDOHEGHOMEICTED bz,

J¥a i : i xt B RO FEREMED 200 mg/kg UL EOBREREOH
Z@BHbhic,

Lol : AN EROFEZEEN 200 mg/kg W EFHOHICED
Lz,

JF ik : HAEREOABREED 40 mgkg A LOBREFEOH

& 200 mg/kg LA EDEREBHOHEIZFRD bz,
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2)

i

i

R

SpE

[EIE AR & T R

B EROAEREE 200 mg/kg LLE DR EREDHE
& 1000 mg/kg B EHOHEIZRD bh i,

N EROFERIEMA 1000 mg/kg BEB OMEIZEE
H bz,
EHEROFEREELEHERYERSEOH L
1000 mg/kg G FEDIEIC, HUMEROF E 2 KMEN 40
mg/kg BEBHOHEIZR O LTz,

A EROFEREED 40 R 1200 mg/kg # 5-H 258
Dbz,

e EROFRE KM 200 mg/kg HERIZRDO LN
e

%ﬁﬁkﬁiio)?ﬁi‘fﬂ&ﬁﬁ‘ 1000 mg/kg B EBEDH TR bl

7.9

i

Lol

FEL B

RER

HELEE

B R

FAE % Table 9-1,

1) REHMKTE

2)

B

e
i g ]

B8 E R e T IF
e ik

gk

MAMEREOFELEMEDN 1000 mg/kg B5HOHICER
vbni,

et EROFELREMED 1000 mg/kg # 5B DI 5
H bz,

MO EEOFELEMEN 1000 mg/ke HESHEOHICE
Do,

Mt EROFEREMEA 1000 mg/kg TS EEDHEIZER
Do,
HXEEORELEMED 1000 mgkg BEBEIZFRD 5
ie,
HXIEEOFELBEMED 1000 mg/kg BE5BEICHED S
ke,

9-2 % T* Appendix 204~287 (Z;=x L 7=,

MRS R O 40 mg/kg B S BEOHES 1 iz, @
5 fa7% 200 mg/kg 5 BEOHE 1 7 & 40 K 11000 mg/kg
BEHOMHE | fllcRD BN Tz,

BEED 40 mgkg MEBHOHE 1 HlIZERDO BT,
ANEUEDS 40 meg/kg BEFHD | flIZRD iz,

MalE D3 1000 mg/kg B SREDMERES 1 Hliz, @ 5 faA

1000 mg/kg I EFH DM 1 FLIZFRH iz,
BEED 1000 mg/kg TE#FHOM 1 FlIzEBH bR,
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710 REAKFRE

BT E DREEEAS 1000 mg/kg W E5FEOWE 1 Hlic, REO
RERERNXBHEOME | fliIcRObhi,

i #& % Table 10-1~10-4 & U* Appendix 204~287 |Z7R L 7z,

1) HEHIRKETR

HBROERBREICLD L %z. bR D E(LDBAFRTRD bz,

T

UTRARTHRICOWTIE,

BREDOLE(L L HiT Lt_o
17323

Lofii
Y

R ik

B2/ ER DO MEIERA 40 mg/kg BEBOD
HE 3 5l & it 2 ), 200 mg/kg & 5-BEORE 3 i & #ESF .
1000 mg/kg $ 5-#F DHE 5 61T, RE 2/ NERLHEORF
HEAR AR R A3 200 mg/kg & 5 BEDOHE 3 5, 1000 mg/kg
g2t 1 FlcRdDbh,

ZTOHBRERRS 5 VITHRBAGFEAER» SV TR

B AR 1000 mg/kg 5O 1 5T, B
M BRESERE SR BB ORE 1 5], 1000 mg/kg TEBED
M1 BITRD BN,

MU PR D LR 22 A3 % REF O 1 Bl TRED b,

BMAFAERME VS XTRBEOMBES 3 #I. 1000 mg/kg
BEROES FlE i 1 fITRDLNE,

B 2V TR EE 22 P ARIE BE o0 AT MR o> 28 R (ks X R
BEDOBE2 ] & it S 5, 8 mg/kg HEBEDHE 1 5] & L0,
40 mg/kg ¥ 5-FEOME 4 51,200 mg/kg T EFE DO 5 5.
1000 mg/kg ¢ 5-B¥ O 3 Il T, 2 RBIESEIED 40
mg/kg B EEEOME | FIl T, B/ P IFERED o B A
DOHEHES 5 Fl. 8 mgkg BEHEOHE 2 (|l L L], 40
mg/kg T EHOHESF] L 5, 200 mg/kg & 5BEOHE
351 & MELBF. 1000 mg/kg T EREDOHE 2 1 L 1 5 6T
Rdbhi,
BMR~s 07 7 —OHBRNBEOHES 1
. 1000 mg/kg 5B DM | il TRH LT,

B RETMESR EHTEE RS BB O | fITRD L
s,

R VR PEAR AR A% 1000 mg/kg & 5-F D 2 | TR
Bbk,
EMBENE D AN BEEDHE | ] L M 2 il TRDHHH
7o ETo, BRHULBRHEMERRIED 1000 mg/kg B 5RO
1 FlTRD T,
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FRR B
LS

u?hn‘ﬁ'ﬁﬁ.kob\‘ﬂi
R gk

e R
LR

2) [EIfEHAREIHE T R

7 BETHEM R S ot BEE O | I TR O b h T,
BELREFRFEN4Omgke B EHO 1fITRO LA
%,
HIRFFICADNZRIRATRICHY T2 LB bhis,
BaMIBLAS A & 7o it BREE & 1) 40 mg/kg # 5 BEDOMER 1
Bl IR MR RD bhiz, OHIEBEA LT
200 mg/kg B 5-BEORE | B & 40 B TF 1000 mg/kg % 5B
DR 1 FITIXEMA2D S @b bhi,

HEEN A G 40 mg/kg 5RO | H] TIXEMAR
BRIEERERED bR,

IEUER BN 40 mg/kg TR EBED 1 I TIXTRE R
MEEEIRD b,

&ﬁ%ﬁ&ﬁkl%&%z&héimmﬁMT%b6ﬂto

JFF gk

UTIEARTHRRIZOWTIE,

BREEORTL L HMT LI,
T it

JrF ik

U"Ftuz‘“é’”ﬁﬁkomﬂi
=

P

R A2/ N ER DO MEAERD 1000 mg/kg 5B
O 3 fl, EEL/NEFOLMEOFEREAXN 1000
mgkg T EBOHE | fITRD LR,

ZOHBRR D 5 WVITFREARENER VWD

1000 mg/kg ¥ 5-8F DM | Hl TIIBRMAABFTAERME R
o,

HER % 7 P U 780 B D FF AR 0D ZE R A3 R BB BE DB 2 15
1000 mg/kg B E-BEDOHE | 5l L 2 (| T, BRI DV
EEOM/RAZFEENRXREEORE 4 #] L H26, 1000
mg/kg BEBOHE 2l L LI TROLNE,
HRBFICA O -RAIRFTRICHEET5¢Ex 0N,
FaMEE A5 A 7= 1000 mg/kg 3% 5-F D HE 1 5] T8
ROSEPRBHLNTZ, FMEEDOIEEAZ LN
1000 mg/kg $ 5 B DM 1 5 TITHERZR D 5 g & #R#ElL
NEWH bz,

BEENL SN 1000 mg/kg BRGSO | T8
IR RIEMEMIRENRD b,

AIE OREERENA LN 1000 mg/kg TEROHE 1 #T
IIBRMARRTERERSBO O, £/-, BRE O
IREEA L b REEOBE | 6] TIXBMALRE OV
bAREBD B,
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8. #EE

7Y A v CC5? 28 BREIKER N EEFZMERERL 6 BED Sprague-Dawley % SPF
7 v b [(Crl:CD(SD). 1 BEfERER 6 ik 12 8] Z AW TEM Lz, &5 &1X 0 (0.5 w/iv%
AF T n— A KEEHE . AHBEEE) . 8. 40, 200 & TF 1000 mg/kg/day & L, E7-, *f
FREE L 1000 mg/kg B EBO—HOMEE (1 FEMHES 6 L) 2 oW TIXBREHIMET %
2 EMOARERM R T, BEELOFTHEEEBRE L,

—RREE, L2 —BRRECBREVCEANTIEEEEIRDbiho T,

BEERE T, [E1E 2 8 12 & HuBA ANE O DS 1000 mg/kg G BEDHETH L iz M3,
T<EBELRELTHY. B#EABIZEIRBDOOENATWVWRNWI L1 LEREEOEL &L BN
L,

BREE®HE TiX, EE 2 8ICRIEREE 0~60 5 DR EEOEEA 1000 mg/kg 5
HOMTHONR, T<EELELTHY., 0BBORAEEICEFIIRDOLAT
WRWZ &N LBREEDOE(L & HE L7,

FEETIX, #5HBATICEED 40 mgkg L EOBREBEOMETA LN, FEEME
HLIEEEZRL, ERYEREOEENEDNZ, 7. 8 mgkg BREBHOHETRSH
%@ L CEREFEMARD b, T<RERETHh-7, 2B, BEHMFH
EME A 1000 mg/kg HEHOMTEIE 1 A»5 14 A, MTEE 1 BiZA LN, KE
MR IERE - bR RRE L S EEENRED bR,

BRI, ZRE5HMPIEMED 40mg/kg L EDOBREFHOHETA LN, HRYEH
BEOEEREbN-, 223, BEHMP HIEED 1000 mg/kg T E5HEOHETREE 78
A LNAEE 14 BITREERHZLNATWARWZ Eb, BEEERRD bNTE,

RBRETIE, &5 4 BICEKREOEMED 40 mgkg LA EOBREFHOHEL 1000 mg/kg
BE#HOMET, REOEMED 1000 mg/kg HEHOHETAH LN, HBRDER5OREEN
Rbhiz, 2B, ThoOZLIIAREIZL Y, WTFhbiEkL, BEEEARD bR,

MEFERE TR, BREHER TR 7 0 7Y /=7 BOEEHN 40 mg/kg LLEDE
EROHETHONIEN IS BERELTHY, BREREOBEESRWI EMLEHR
e Lz, £/, 7o bo UM OEREN 40 RO 200 mg/kg R EFHOH T,
~ESariki~~v b2 )y MEOBERUHBROLERREOMEEL 200 mg/kg % 58
DT, BiZ, AmMERESRE CERIZIB THEEEROEMEA 40 & T 200 mg/kg 5
BOETHONEDN, WTHhHEETHY, ERARETRZLATHWRNI ENG
BREEOE(LHE Lz, i, EEMAMRETRCLARDLKEOEE L BRMIRRD
EIEA 1000 mg/kg EBHOHET, M/ MREDOEIED 1000 mg/kg EHOM T, i
ARERESRICBWVWTY 3 BREROEE L FPEREEOBES 1000 mg/kg 53
DT, FERREEOEMES 1000 mg/kg HEBFHOM T, ELEOEZH THFIREOH
B2 1000 mg/kg HEEHDOETHLNIZR, WThOBLLI<BETHY, BEHM
RTRICEIRDLATHWARNWZ E L EBEEOLEL & KL,
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MEEFRE TII. BEHMBRTERIZ Y VIEEORED 40 mg/kg B EFHOHE L 1000
mg/kg HEFEOMMET, BEMBEMI 200 mgkg REFHEOHET, RaLATo—L0OH
E2 1000 mg/kg R EFFDOMEHETH LI, HRYEEEIC K 5FR~OE BN TR IN
Teo 2B, TRHORIIAREIZEVERL, BEESRD bR, Toft, #REH
fEI#& T RFIZ ALT ORIEDS 40 mg/kg LA L DR EFEDOME T, ALP DEEAD 40 mg/kg 5
BEOIEL 1000 mgkg BEHOHTHLNEN, WTFRLIKBETHY, BELZ TR
THLINDZEETIIRWI Ehb, BEETRAWEHE UL, £z, EHEHE/RT
BEIZ AST RN ALT OFEMED 1000 mgrkg W EHOHETA NN, WTFhb I BE
THY, BEHRRTRIZEIROD LN TWRNWI b, BREEOE L HIET LT,
Fiz, 2V 7 AOEED 1000 mg/kg BEFHOBTH LN, hOEHAEIZITELH
2, BREHBRBRTHIZIIGEDENTWRWNWZ ELLEBREOTL L il L,

FEFRETE., BREHRRTHICFRICBWTHESEROSEL 40 mg/kg LA LD
BEHEOBEL 200 mgkg L EOREROM T, HEFHREIC/NEPOMEOITFHMAE
K23 40 mg/kg L EOBREHOMETH LN, IHRDEESOREBRTRINT, 215,
EH AT BT b AFRIC BV TRERFERE IS/ EES O o FFHAZ AR A3 1000 mg/kg
BEBOHETHAONELOO, KEICIVBEERVCHEEIZER L., FIEEIED LN
Teo Elo, BEHIBKTRICKERICBV TESTEROEMED 200 mg/kg LA EOR 58
DFETRO LN, 2B, EEMEERTHRCIEF T2 EEENRD N, 20
i, FEERTIIRES SV IIEHEMMETRICETEEOMEMEIM, OB, .
R OBREIC, Y EROE @R, L. B, FRERUBE L&A LN,
IALOEEIIVWTRLEEOEMAMBI SNl LIt 2kMELEEZ LR
7o BIBIZOWTIEBEREHRE TRICEAERDRESSERDEREHOHE - 1000
mg/kg I EFEDOH T, AAEROEMED 40 mg/kg BEHOBET, £/, REHMHKT
B IZ#Ext E R OEIEA 1000 mg/kg BEHOHETHLNER, WTFRLb IS BETHY .,
BEAONIBEOETHLH I LENLBRMEOCELLHET L, EiZ, JIRTIX,
BEHHVITEEHMKRTRICEBOBBECRMERVCO 3 ja, BREBORBEDA
R, BRO/NEL, fiBORBMORERRVIRE ORREAENLLNIZMN, VT
NOELD T OHBRER ENSBREEDEL &M L,

LUEDFRER, 7TV A4 v 7 CC5 DEARBREHTICBITHERERIT, & LTHHET
GERVEEREORKME L RBELHEGREICIIT 5/ EDLMEFMIEIER, T
HOEROENS, HEL L 8 mg/kg/day EHEESINE, 28, WThLOELLIK
i sREESRD LN,
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9.

D

2)

3)

4)

5)
6)

Xk

FEBEM: 7/Mv7 CCSDF vy FeAWE 14 BRREROBRGHEERR (F
BB MHEX2ERY VY —FErF2— RBRES : C-B404, 2009 £)
Snedecor GW, Cochran WG. Statistical methods.8th ed. Ames: lowa State University
Press;1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
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Table 1-1 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Clinical signs (Administration period)

Day of administration

Sex Dose Findings
mg/ke : ¢ 2 3 4 5 6 T 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
8 No. of animals 6 6 6 ] 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Male 40 No. of animals 6 ] 6 6 6 6 6 6 (] 6 6 6 6 6
No abnormality 6 6 [ 8 ] ] 8 (] 6 8 6 6 6 6
200 No. of animals 6 6 6 6 6 6 6 6 6 6 6 (] 6 ]
No abnormality 6 6 6 8 6 6 6 6 6 6 6 6 6 6
1000 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
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
8 No. of animals 6 6 [ 6 6 [ 6 8 8 6 8 6 6 [}
No abnormality 6 6 ] 6 6 6 6 6 6 6 6 6 6
Female 40 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
200 No. of animals ] ] 6 3] 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 (] 6 6 6 6 ]
1000 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
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Table 1-2 A 28-day oral toxiclity study of Azoic CC5 in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

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
8 No. of animals 6 6 6 6 6 6 6 6 6 6 -] 6 L] 6
No abnormality 6 6 6 6 6 6 6 6 6 6 8 6 6 6
Male 40 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 8 8 6 8 6 8 6 6 6 6 6 6 6
200 No. of animals 6 8 8 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 68 6 8 8 6 6 (<} 6 6 68 6 6
1000 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
4] No. of animals 12 12 12 12 12 12 12 12 12 12 12 iz 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
8 No. of animals 6 6 8 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 - 6 6 6 6 6 6 6 6 6 6 6 ]
Female 40 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
200 No. of animals 6 6 5] 6 6 6 6 6 6 6 8 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 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
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Table 1-3 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings
mg/Kg 1 2 3 4 5 B T 8 2 10 11 12 13 14
Male 0 No. of animals 8 8 6 6 6 [+] 6 [ K] 6 6 8 6 8
No abnormality 6 6 B8 6 6 6 6 6 [} 6 6 6 6 6
1000 No. of animals 6 8 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 8 6 ] 6 6
Female 0 No. of animals 6 6 6 6 6 6 6 6 6 6 6 8 6 6
No abnormality 6 6 8 8 6 6 6 6 6 6 [ 6 (] [
1000 No. of animals 8 6 8 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 2-1 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 <] 12
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Table 2-2 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 2 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 -] 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 ] 12
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Table 2-3 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 ] 12
Convulsion
None 12 8 ] 12 12 6 6 12
Abnormal behavior
None 12 ] 6 12 12 6 6 12
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Table 2-4 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 8 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-5 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 1 of recovery period)
Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 8 (] 6 6
Posture
Normal (-] 6 6 6
Convulsion
None 6 6 6 6

Abnormal behavior
None
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Table 2-6 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 8 6
Posture
Normal 6 6 6 6
Convulsion
None 6 6 6 6

Abnormal behavior
None ] 6 6 6
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Table 2-7 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Detailed clinical signs in-the-hand observations (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000

Parameter No. of animals 12 (3] 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 (] 6 12 12 6 6 12
Fur condition

Normal 12 6 6 6 12 12 6 6 12
Skin

Normal 12 6 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 ] 6 12 12 6 6 12
Palpebral closure

Normal 12 6 (] 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 6 12 12 6 6 12
Lacrimation

Normal 12 4] -] 6 12 12 6 6 12
Piloerection

Absent 12 8 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 6 12 12 6 6 12
Salivation

None 12 6 6 6 12 12 6 6 12
Abnormal respiration

bsent 12 (3 6 6 12 12 6 6 12

Reactivity to handlin

Easy o 12 6 6 6 11 12 6 6 12

Slightly awkward 0 0 0 0 5 | 0 0 0 0
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Table 2-8 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 8 40 200 1000 0 8 40 200 1000

Parameter No. of animals 12 6 6 6 12 12 6 6 6 12
Ease of removal from cage

Easy 12 6 6 6 12 12 6 6 6 12
Fur condition

Normal 12 6 6 6 12 12 6 6 8 12
Skin

Normal 12 6 6 6 12 12 6 6 6 12
Secretions~Eye, Nose

Absent 12 6 6 6 12 12 6 6 6 12
Exophthalmos

Absent 12 6 6 6 12 12 6 6 6 12
Palpebral closure

Normal 12 6 6 6 12 12 6 6 6 12
Mucosal membranes

Normal 12 6 6 6 12 12 6 6 6 12
Lacrimation

Normal 12 6 6 6 12 12 6 6 6 12
Pilperection

Absent 12 6 6 6 12 12 6 6 6 12
Pupil size

Normal 12 6 6 6 12 12 6 6 6 12
Salivation

None 12 6 6 6 12 12 6 6 6 12
Abnormal respiration

Absent 5 12 6 [} 6 12 12 6 6 8 12
Reactivity to handlin

Easy o * 12 6 6 6 12 12 6 6 6 12
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Table 2-9 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 8 40 200 1000 0 8 40 200 1000
Parameter No. of animals 12 6 6 ] 12 12 8 6 6 12
Ease of removal from cage
asy 12 6 6 8 12 12 6 6 6 11
Some resistance/avoidance 0 0 0 0 0 0 0 0 0 1
Fur condition
Normal 12 6 ] 8 12 12 6 6 6 12
Skin
Normal 12 6 8 6 12 12 6 6 6 12
Secretions-Eye, Nose
Absent 12 6 8 6 12 12 6 6 6 12
Exophthalmos
Absent 12 8 8 6 12 12 6 6 6 12
Palpebral closure
Normal 12 8 6 6 12 12 6 6 6 12
Mucosal membranes
Normal 12 6 6 ] 12 12 6 6 6 12
Lacrimation
Normal 12 6 6 6 12 12 6 6 6 12
Piloerection
Absent 12 6 8 8 12 12 6 6 6 12
Pupil size
Normal 12 6 8 6 12 12 [ 6 (] 12
Salivation
None 12 8 8 6 12 12 6 6 6 12
Abnormal respiration
Absent 12 6 6 6 12 12 6 6 6 12

Reactivity to handling
Easy 12 6 6 6 12 12 6 6 6 12
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Table 2-10 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Detalled clinical signs : in-the-hand observations (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 8 40 200 1000 0 8 40 200 1000

Parameter No. of animals 12 6 6 8 12 12 6 6 6 12
Eagse of removal from cage

Easy 12 6 8 8 12 12 6 6 6 12
Fur condition

Normal 12 6 6 8 12 12 6 6 6 32
Skin

Normal 12 6 6 6 12 12 6 6 6 12
Secretions-Eye, Nose

Absent 12 3] 6 8 12 12 (] 6 6 12
Exoghthalmos

Absent 12 6 8 [ 12 12 6 6 6 12
Palpebral closure

Normal 12 6 6 6 12 12 6 6 6 12
Mucosal membranes

Normal 12 6 ] [ 12 12 6 8 8 12
Lacrimation

Normal 12 6 6 6 12 12 6 6 6 12
Piloerection

Absent 12 6 6 6 12 12 6 6 6 12
Pupil size

ﬁormal 12 6 6 6 12 12 6 6 6 12
Salivation

None 12 6 6 6 12 12 6 6 6 12
Abnormal respiration

Absent 12 6 6 (] 12 12 6 6 6 12

Reactivity to handlin
Easy ¢ * 12 6 6 6 12 12 6 6 6 12
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Table 2-11 A 28-day oral toxicity study of Azolc CC5 in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 8 6

Ease of removal from cage
Easy 5 6 5 6
Some resistance/avoidance 1

Fur condition

Normal ] 6 6 [}
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 ]
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 6
Abnormal respiration

Absent 6 6 6 6

Reactivity to handling
Easy
Slightly awkward 1 0 1 0
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Table 2-12 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Detalled clinical signs : in-the-hand observations (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy ] 6 8 6
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 8 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exophthalmos

Absent 6 6 6 6

Palpebral closure
Normal 6 6 6 6

Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal ] 6 ] 6
Salivation

None 6 6 6 6
Abnormal respiration

Absent 6 6 6 6

Reactivity to handling
Easy 6 6 8 6
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Table 2-13 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 8 40 200 1000 0 8 40 200 1000

Parameter No. of animals 12 6 6 6 12 12 6 6 6 12
Arousal

Normal 12 6 6 6 12 12 6 6 6 12
Convulsion

None 12 6 B 6 12 12 6 6 6 12
Abnormal behavior

None 12 6 6 6 12 12 6 6 6 12
Stereotypy

None 12 6 6 6 12 12 6 6 6 12
Gait

Normal 12 6 6 6 12 12 6 6 6 12
Posture

Normal 12 (] 6 ] 12 12z 6 6 6 12
Grooming

None 12 6 6 6 12 12 6 6 6 12
Rearing count (Mean+S.D.) 3+ 4+ 2 3+ 2 3+ 4+ 3 T+ 4 5+ 3 6+ 1 6+ 3 T+ 2
Defecation count (Mean+S.D.) 1+ 0+ 0 1+ 1 1+ 1 0+ 1 0+ 0 0+ 0 0+ 1 0+ 0+ 1
Urination

None 8 5 4 5 9 11 3 [ 6 10

Small amount 2 1 2 1 1 1 3 0 0 2

Moderate amount 2 0 0 0 2 0 0 0 0 0

No significant difference in any treated groups from control group.



Table 2-14 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of administration period)

B-6353

Sex Male Female
Dose (mg/kg) 0 8 40 200 1000 0 8 40 200 1000

Parameter No. of animals 12 6 6 6 12 12 6 6 6 12
Arousal

Normal 12 6 6 8 12 12 6 6 6 12
Convulsion

None 12 8 [ 6 12 12 6 6 8 12
Abnormal behavior

None 12 ] 6 6 12 12 6 6 6 12
Stereotypy

None 12 6 6 6 12 12 6 6 6 12
Gait

Normal 12 6 [ 6 12 12 6 6 6 12
Posture

Normal 12 6 6 6 12 12 6 6 6 12
Grooming

None 12 6 6 6 12 12 6 6 6 12
Rearing count (Mean+S.D.) 34 2+ 2 3+ 2 3+ 3+ 3 6+ 5+ 3 4+ 2 T+ 2 T+ 3
Defecation count (Mean+S.D.) 1+ 0+ 0 0+ 1 1+ 1+ 1 0+ 0+ 0 0+ 0 0+ 0 0+ 1
Urination

None 8 3 4 4 T 12 6 B 6 12

Small amount 4 2 1 2 3 0 0 0 0 0

Moderate amount 0 1 1 0 2 0 0 1 0 0

No significant difference in any treated groups

from control group.



Table 2-15 A 28B-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Detailed clinical signs

: open field observation (Week 3 of administration period)

B-6353

Sex Male Female
Dose (mg/kg) 0 8 40 200 1000 0 8 40 200 1000

Parameter No. of animals 12 6 6 6 12 12 6 6 6 12
Arousal

Normal 12 6 6 6 12 12 6 6 6 12
Convulsion

None 12 6 6 6 12 12 6 6 6 12
Abnormal behavior

None 12 (] 6 6 12 12 6 6 6 12
Stereotypy

None 12 6 6 6 12 12 6 6 6 12
Gait

Normal 12 6 6 6 12 12 8 6 6 12
Posture

Normal 12 6 6 6 12 12 6 6 6 12
Grooming

None 12 6 6 6 12 12 6 6 6 12
Rearing count (Mean+S.D.) 3+ 4+ 2 4+ 3 2+ 2 4% 2 8+ 8+ 2 9+ 2 9+ 2 9+ 3
Defecation count (Mean:S.D.) 1+ 0+ 0 0+ 0 0+ 0 0+ 1 0+ 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 5 5 4 11 12 6 [ 6 12

Small amount 2 1 1 2 0 0 0 0 0 0

Moderate amount 0 0 0 0 1 0 0 0 4] L]

No significant difference in any

treated groups from control group.



Table 2-16 A 28-day oral toxicity study of Azcic CC5 in rats with a recovery period of 2 weeks

Detailed clinical signs :

open field observation (Week 4 of administration period)

B-6353

Sex Male Female
Dose (mg/kg) 0 8 40 200 1000 0 8 40 200 1000

Parameter No. of animals 12 6 6 6 12 12 6 6 6 12
Arousal

Normal 12 6 6 8 12 12 6 6 6 12
Convulsion

None 12 6 6 6 12 12 6 6 6 12
Abnormal behavior

Nomne 12 8 (] 6 12 12 6 6 6 12
Stereotypy

None 12 6 [ 6 12 12 [ 6 6 12
Gait

Normal 12 6 68 6 12 12 6 6 6 12
Posture

Normal 12 6 6 6 12 12 6 6 6 12
Grooming

None 12 6 6 6 12 12 6 6 6 12
Rearing count (Mean+S.D.) 4+ 5+ 1 6+ 3 4+ 1 5+ 2 9+ 3 11+ 4 8+ 2 B+ 1 8+ 3
Defecation count (MeansS.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 1 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 9 3 6 5 8 11 5 6 6 12

Small amount 3 1 0 1 3 1 1 0 0 0

Moderate amount 0 2 0 0 1 0 0 0 0 0

No significant difference in any treated groups

from control group.
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Table 2-17 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 1 of recovery period)
Sex Male Female
Dose (mg/kg) 0 1000 0 1000

Parameter No. of animals 6 6 6 6
Arousal

Normal 8 6 6 6
Convulsion

None 6 6 6 6
Abnormal behavior

None (] 6 6 6
Stereotypy

None 6 6 6 6
Gait

Normal 8 [} 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 6+ 3 6+ 1 10+ 4 10+ 4
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 6 4 6 6

Small amount 0 2 0 0

No significant difference in any treated groups from control group.



Table 2-18 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of recovery period)

B-6353

Sex Male Female
Dose (mg/kg) 0 1000 0 1000

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 8 6
Abnormal behavior

None 6 6 6 6
Stereotypy

None 6 6 6 6
Gait

Normal 6 6 6 6
Posture

Normal 4] 6 6 4]
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 6+ 2 5+ 2 10+ 2 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 6 5 6 6

Small amount 1] 1 0 0

No significant difference in any treated groups from control group.
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Table 2-19 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Manipulative test (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 8 40 200 1000 0 8 40 200 1000
Parameter No. of animals 12 6 6 6 12 12 : 6 6 6 12
Auditory response
Weak 1 0 0 0 0 3 1 0 0 1
Normal 11 6 6 6 12 9 5 6 6 11
Approach response
Normal 12 (] 6 6 12 12 6 6 6 12
Touch response
Normal 12 6 6 6 12 12 6 6 6 12
Tail pinch response
Weak 0 0 0 0 0 1 0 0 0 0
Normal 12 6 6 6 12 11 6 6 6 12
Pupillary reflex
Pass, both 12 (] 8 ] 12 12 6 6 6 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 81+15 77422 94+13 79413 78414 66+17 61+17 60+ 9 50+13 67+17

No significant difference in any treated groups from control group.



Table 2-20 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

B-6353

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 (] 6
Auditory response
Normal 6 6 6 6
Approach response
Normal 6 6 6 6
Touch response
Normal 6 6 6 6
Tail pinch response
Normal 6 6 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 79+13 95+ 6+T 52+14 58+ 9

« : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 2-21 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Grip strength (Week 4 of administration period)

Sex Dose Fore 1imb Hind 1imb
mg/kg 4 (4
0 No. 12 12
Mean 1163 548

5.D. 153 67

8 No. (] 6
Mean 1124 532

S.D. 162 128

Male 40 No. 6 6
Mean 1091 604

S.D. 236 162

200 No. 6 6
Mean 1063 522

S.D. 88 102

1000 No. 12 12
Mean 1009 547

S.D. 124 100

0 No. 12 12
Mean 916 439

S.D. 109 57

8 No. 6 6
Mean 960 464

S.D. 97 56

Female 40 No. 6 6
Mean 996 411

S.D. 159 35

200 No. 6 6
Mean 843 413

S.D. 100 45

1000 No. 12 12
Mean 918 433

S.D. 119 55

No significant difference in any treated groups from control group.
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Table 2-22 A 2B-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Grip strength (Week 2 of recovery period)
Sex Dose Fore limb Hind 1limb
mg/kg g E
Male 0 No. 6 6
Mean 1455 714
S.D. 194 124
1000 No. 6 6
Mean 1358 767
S.D. 126 116
Female 0 No. 6 6
Mean 987 495
S.D. 159 121
1000 No. [ 8
Mean 1027 534
S.D. 66 87

No significant difference between treated group and control group.



Table 2-23

A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)

Interval (minutes)

Sex Dose

mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

1] No. 12 12 12 12 12 12 12

Mean 392 344 285 272 243 220 1755

S.D. 30 49 51 87 78 118 209

8 No. 6 6 6 6 6 6 6

Mean 396 344 307 242 195 160 1642

S.D. 28 29 76 113 112 129 422

Male 40 No. 6 6 6 6 6 8 6

Mean 408 348 316 321 279 197 1868

S.D. 40 55 50 18 38 117 188

200 No. 8 6 6 ] 6 6 6

Mean 375 317 220 233 179 140 1464

S.D. 33 40 73 114 96 87 341

1000 No. 12 12 12 12 12 12 12

Mean 386 344 288 240 163 106 1527

S.D. 41 42 63 93 136 137 397

0 No. 12 12 12 12 12 12 12

Mean 400 339 292 241 242 209 1723

5.D. 35 61 60 118 148 130 418

8 No. 6 3] 6 6 6 6 6

Mean 411 303 247 282 247 274 1764

S.D. 34 72 122 88 122 29 284

Female 40 No. 8 6 8 6 6 6 6

Mean 380 292 308 244 206 222 1652

S.D. 102 50 28 118 109 150 494

200 No. 6 6 6 6 6 6 [}

Mean 401 329 267 241 178 102 1517

S.D. 19 68 94 71 101 121 231

1000 No. 12 12 12 12 12 12 12

Mean 370 325 293 261 241 215 1705

S.D. 38 42 49 40 66 70 206

Unit : Count

No significant difference in any treated groups from control group.
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Table 2-24 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Motor activity (Week 2 of recovery period)
Interval (minutes)
Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 6 -] 8 6 6 6 6
Mean 364 308 243 211 172 246 1543
S.D. 37 40 T1 117 115 75 305
1000 No. 6 6 6 6 6 8 6
Mean 403 324 265 164 199 162 1517
5.D. 41 58 40 83 80 23 166
Female 0 No. 6 ] 6 6 6 6 6
Mean 392 315 283 256 255 183 1685
5.D. 37 49 46 43 36 112 204
1000 No. [+ 6 6 6 6 6 6
Mean 404 347 314 293 301 264 1923=
5.D. 36 46 53 23 53 43 128T

Unit : Count

» : p<0.05 (Significant

T : Student's t-test

difference from control group)



Table 3-1

A 28-day oral toxicity study of Azolc CC5 in rats with a recovery period of 2 weeks

Body welight (Administration period)

B-6353

Day of administration

Sex Dose Gain
mg/kg i 4 T 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 211 241 269 296 329 351 379 394 416 205
S.D. 6 7 8 10 18 21 26 25 30 31
8 No. 6 6 6 6 6 6 6 6 6 6
Mean 210 237 264 287 317 335 359 371 387 177
S.D. 5 4 4 5 8 8 11 12 16 16
Male 40 No. 6 8 6 6 6 6 6 6 6 6
Mean 210 234 256w 280== 307=e» 324ss 345%e 353¢+ 3T1ss 161lss
S.D. 7 8 oD 11D 17D 18D 23D 25D 30D 24D
200 No. 6 6 6 6 ] 6 6 6 6 6
Mean 211 231se 252w 273aw 299se 312ss 326es 333ss 342ss 131ss
S.D. 5 7D 8D 8D D 7D 14D 14D 18D 21D
1000 No. 12 12 12 12 12 12 12 12 12 12
Mean 211 230%s 2653w 275ns 302w 319ss 338ss 344 35T7es 146%»
S.D. 4 5D 70 ()] 12D 16D 20D 21D 23D 22D
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 158 168 179 187 202 216 225 235 246 88
S.D. T 9 9 9 12 15 17 16 17 14
8 No. 6 6 6 6 8 6 6 6 6 6
Mean 159 171 177 185 200 215 223 232 246 87
S.D. 6 8 9 9 11 10 11 14 15 10
Female 40 No. 6 6 6 6 6 6 6 6 6 6
Mean 157 186 173 180 194 202 213 216+ 227s= TO»
S.D. 6 5 5 3 1 3 4 5D 4D 6D
200 No. 6 6 6 6 6 6 6 6 6 6
Mean 158 185 172 183 196 205 215 219 226+= 68ss
S.D. 5 4 6 T 11 10 12 13 14D 11D
1000 No. 12 12 12 12 12 12 12 12 12 12
Mean 158 165 172 180 192 199ss« 205# e 210w+« 218%» Glee
5.D. 5 6 9 9 11 14D 13D 13D 13D 12D
Unit : g
= : p<0.05 ; #= : p<0.01 (Significant difference from control group)

D : Dunnett's test
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Table 3-2 A 28-day oral toxicity study of Azolc CC5 in rats with a recovery period of 2 weeks
Body welght (Recovery period)
Day of recovery
Sex Dose
mg/kg 1 3 T 10 14
Male 0 No. 6 6 6 6 6
Mean 416 424 450 460 476
5.D. 33 33 39 42 45
1000 No. 6 6 6 6 6
Mean 350%» 3608« 383se 395es 415
8.D. 15T 14AT 17AT 19T 22T
Female 0 No. 6 6 6 6 6 6
Mean 242 248 257 261 266 24
S.D. 13 14 17 16 17 9
1000 No. 6 6 6 6 6 6
Mean 221» 235 245 249 256 35
S.D. 11T 13 17 18 20 11
Unit : g
+ : p<0.05 ; : p<0.01 (Significant difference from control group)

T : Student's t-test

AT : Aspin-Welch t-test
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Table 4-1 A 28-day oral toxicity study of Azolc CC5 in rats with a recovery period of 2 weeks
Food consumption (Administration period)
Day of administration
Sex Dose
mg/kg 1 7 14 21 28
0 No. 12 12 12 12 12
Mean 25 27 29 30 29
S.D. 2z 1 3 3 3
8 No. ] 6 ] 6 8
Mean 25 27 28 28 27
S.D. 1 1 1 1 1
Male 40 No. 6 6 6 6 6
Mean 24 24as 25ss 26=e 250w
S.D. 3 1D 2T 2D 2D
200 No. 6 6 6 6 ]
Mean 24 24mn 25es 24us 23w
S.D. 1 2D 2DT 2D 2D
1000 No. 12 12 12 12 12
Mean 24 24nn 26#» 25aw 24nsn
wlls 2 1D DT 2D 2D
0 No. 12 12 12 12 12
Mean 19 18 19 20 20
S5.D. 2 1 1 2
8 No. 6 6 6 6 6
Mean 19 18 18 20 19
.D. 1 1 1 1
Female 40 No. 6 6 6 6 6
Mean 18 17 18 18+ 18es
S.D. 2 1 1 1D 1D
200 No. 6 6 6 6
Mean 18 16= 18 19 1Tes
» 1D 1 1 1D
1000 No. 12 12 12 12 12
Mean 18 17 18 18s» 18ss
S.D. 2 2 2 2D 1D

Unit : g/rat/day
=+ : p<0.01 (Significant difference from control group)

+ @ p<0.05 ;

D : Dunnett's test
DT : Dunnett-type rank test
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Table 4-2 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Food consumption (Recovery period)
Day of recovery
Sex Dose
mg/kg 7 14
Male 0 No. 6 6
Mean 30 30
S.D. 3 3
1000 No. 6 6
Mean 26= 27
sS.D. 1AT 1
Female 0 No. 6 6
Mean 21 20
S.D. 3 2
1000 No. 6 8
Mean 20 20
1 2

S.D.

Unit : g/rat/day

« : p<0.05 (Significant difference from control group)
AT : Aspin-Welch t-test
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Table 5-1 A 28-day oral toxicity study of Azoic CC5 inm rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

1) 2) 3)
pH Frotein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 B e I = T/ - Hm o ot ettt = 4= o EEe 2Ee
0 12 0 0 0 0 0 0 2 5 51 1 4 T 0 0 0 2 4 6 0 0 0 12 0 0 0 O (¢]
8 6 0 0 0 0 0 0 2 3 1 0O 1 5 0 o0 0 1 2 3 0 0 0 6 0 0 0 O 0
Male 40 6 0 (1] 0 0 0 0 ] 3 3 1 2 3 0 0 0 3 1 2 0 0 0 6 0 0 0 O 0
200 6 0 4] 0 0 0 0 2 4 0 0 3 3 0 0 0 1 3 2 0 O 0 6 0 0 0 O 0
1000 12 0 0 0 1 0 0 3 6 2 0 3 9 0 0 0 2 2 8 0 O 0 12 0 0 0 O ]
0 12 ] 0 0 5 0 2 3 8 0 7 4 1 0 0 0 11 1 0 0 0 0 12 0 0 0 O (4]
8 6 0 [} 1 1) 0 1 1 2y 2 3 2 1 0 0 0 5 1 0 0 O 0 6 0 0 0 O 0
Female 40 6 0 0 0 0 3 0 2 1 0 3 3 0 0 O 0 5 1 0 0 0O 0 6 0 0 0 O 0
200 6 0 0 0 0 0 b 3 3 2 0 2 4 0 0 O 0 3 3 0 0 0 0 6 0 0 0 O 0
1000 12 [} 0 0 3 2 3 1 3 0 5 3 4 0 0 0 5 2 5§ 0 O 0 i2 0 0 0 O 0
1) - 1 <10 mg/dL +- 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ 1 86 - 250 mg/dL +++ @ 251 - 600 mg/dL ++++ : >B800 mg/dL
2) - : <5 mg/dL 4= : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : T1 - 125 mg/dL ++++ @ >125 mg/dL
3) = : <30 mg/dL += : 30 - 60 mg/dL + ¢ 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ 1 >T50 mg/dL
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Table 5-2 A 28-day oral toxicity study of Azolc CC5 in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No. et
mg/kg R =+ 4+ 44+ et L e LY Y DY
0 12 12 0 0 0 O 12 0 0 O 0 12 0 0 O 0 012 0
8 6 4 0 1 1 0 6 0 0 0 0 § 1 0 0 0 0 6 0
Male 40 6 5 0 0 0 1 6 0 0 O V] 6 0 0 O 0 0 6 0
200 8 6 0 0 0 O 6 0 0 0 0 4 2 0 0 0 0 6 0
1000 12 i1 1 0 0 O iz 0 0 0O 4] 8 3 1 0 0 012 0O
0 12 12 0 0 0 © 12 0 0 0 0 12 0 0 0 0 012 0
8 6 6 0 0 0 0 6 0 0 0 0 6 0 0 0 0 0 6 0
Female 40 6 6 0 0 0 O 6 0 0 0 0 6 0 0 O 0 0 6 0
200 6 6 0 0 0 O 6 0 0 0 (1} 6 0 0 0 0 0 6 0
1000 12 12 0 0 0 0 12 0 0 O ] 9 3 0 0O 0 012 0
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + :0.5-1.5mg/dL. ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +=- : <2.0 mg/dL + 1 2.0 -3.5mg/dL ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow _ DY : Dark yellow
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Table 5-3 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Urinalysis (Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Co
Sex Dose No. -
mg/kg = 4=+ 4+ +44 = k= 4+ 4t - k= & 4 444 - &= 4 A A - 4= 4+ - 4= 4t A4 - k= o+ 4+ 44
] 12 12 0 0 0 O 12 0 0 0 O 012 0 0 0O 12 0 0 0 O 12 0 0 12 0 0 0 0 12 0 0 0 0O
8 6 5 1 0 0 0 6 0 0 0 O 0 6 0 0 O 6 0 0 0 0 6 0 0 6 0 0 0 O 6 0 0 0 O
Male 40 6 5 1. 0 0 0 6 0 0 0 O 0 6 0 0 0 6 0 0 0 O 6 0 0 6 0 0 0 0 6 0 0 0 O
200 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 6 0 0 0 0 6 0 O 6 0 0 0 O 4 2 0 0 O
1000 12 12 0 0 0 © 12 0 0 0 O 012 0 0 0 12 0 0 0 O 12 0 0 12 0 0 0 © 11 1 0 0 O
0 12 12 0 0 0 O 12 0 0 0 0 012 0 0 O 11 1 0 0 O 12 0 O 11 1. 0 0 O 10 2 0 0 O
8 6 6 0 0 0 0 6 0 0 0 0 0O 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 0 5 1. 0 0 0
Female 40 6 6 0 0 0 © 6 0 0 0 0 0 6 0 0 0 6 0 0 0 O 6 0 O 6 0 0 0 O 6 0 0 0 O
200 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 5 1 0 0 0 6 0 0 4 2 0 0 O 6 0 0 0 O
1000 12 12 0 0 0 © 12 0 0 0 O 012 0 0 O 12 0 0 0 O 12 0 0 12 0 0 0 O 12 0 0 0 0O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- 1 Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ ! Moderate

+++ ; Severe
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Table 5-4 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4 of administration period)

Water Urine Osmolality

Sex Dose No. intake volume
ng/kg mL/24h mL/24h mOsm/kg
0 12 Mean 36 12.8 1931
S.D. T 5.4 386
8 6 Mean a3 10.2 2111
S.D. 3 2.7 456
Male 40 6 Mean 29« 12.2 2019
S.D. 5D 3.4 561
200 6 Mean 29+ 9.3 1870
S.D. SD 2.1 392
1000 12 Mean 29sw 8.6+ 1952
5.D. 3D 3.4D 479
0 12 Mean 32 7.5 21901
S.D. 6 2.8 391
8 6 Mean 31 7.2 2122
S.D. 4 2.9 365
Female 40 6 Mean 26 6.7 2227
S.D. 6 3.8 6848
200 6 Mean 31 T.0 1996
5.D. 6 2.5 402
1000 12 Mean 25+ 6.4 2318
5.D. 7D 3.3 680

« : p<0.05 ; =+« : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 5-5 A 2B-day oral toxlcity study of Azoic CC5 in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 8.0 - 4= 4+ At kb et - %= &+ ot s - %=+ okt FEt et
Male 0 6 0 (1] ] 0 (1] 4] 1 4 1 0 1 4 1 0 0 0 1 5 0 0 (1] 6 0 0 0 O 0
1000 6 0 0 0 0 0 1 2 3 0 0 2 4 0 0 0 0 1 56 0 0 0 6 0 0 0 O 0
Female 0 6 0 o 2 1 0 1 0 2 0 4 1 1 0 0 0 4 1 1 0 0 0 6 0 0 0 O 0
1000 6 0 0 1 2 0 0 1 2 0 1 2 3 0 0 0 2 0 4 0 0 0 6 0 0 0 O 0
1) - : <10 mg/dL +- ! 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ ¢ >600 mg/dL
2) .- : <5 mg/dL +- 1 6 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ ! 31 - 70 mg/dL +++ : T1 - 125 mg/dL ++++ : »125 mg/dL

3) - : <30 mg/dL += : 30 - 60 mg/dL + ! 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ @ >T750 mg/dL
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Table 5-6 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No. _—
mg/kKg - 4= 4+ B A R T L T LY Y DY
Male 0 6 6 0 0 0 O 6 0 0 0 5 1 0 0 0 0 6
1000 6 6 0 0 0 O 6 0 0 0 4 1 0 0 0 6
Female 0 6 0 0 0 O 6 0 0 0 5 1 0 0 0 6
1000 8 6 0 0 0 O 6 0 0 0 4 2 0 0 0 6
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 ~-1.5mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 -~ 10.0 mg/dL ++++ : >10.0 mg/dL
6) <+~ : <2.0 mg/dL + : 2.0 -3.5mg/dL. ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co

Sex Dose No.

mng/kg - k= 4 4 At - k= A et - %= & 44 4+ - 4= & ot - 4= 4 - k= o A+ - d= 4 4 a4
Male 0 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 O 6 0 0 0 O

1000 6 6 0 0 0 0 6 0 0 0 O 0 6 0 0 O 6 0 0 0 0O 6 0 ¢ 6 0 0 0 O 6 0 0 0 O
Female 0 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 O 6 0 0 0 O

1000 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 O 6 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell += : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ 1 Moderate

+4++ ! Severe
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Table 5-8 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 2 of recovery period)

Water Urine Osmolality

Sex Dose No. intake volume
mg/kg mL/24h  mL/24h mOsm/kg
Male 0 6 Mean 34 12.1 1961
S.D. 9 4.9 350
1000 6 Mean 31 8.8 2375
S.D. 5 1.8 365
Female 0 6 Mean 28 7.2 2208
S.D. " 3.4 366
1000 6 Mean 31 6.2 2338
S.D. 4 3.0 4156

No significant difference between treated group and control group.
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Table 6-1 A 2B8-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Hematology (After administration period)

REC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
mg/keg X10*/uL g/dL % fL rE g/dL % X10%/AL s s mg/dL
0 8 Mean 814 16.2 44.1 54.2 19.9 36.7 1.9 122.8 14.1 19.3 280
S.D. 17 0.4 0.8 0.8 0.4 0.4 0.4 7.4 1.3 2.8 26
8 6 Mean 809 16.3 44.3 54.8 20.2 36.8 1.8 119.8 14.2 20.2 265
S.D. 39 0.4 1.2 1.4 0.6 0.5 0.3 8.7 1.6 3.5 25
Male 40 6 Mean 826 16.5 44.8 54.3 19.9 36.7 1.8 125.3 12.2++ 18.8 235+w
S.D. 20 0.6 1.7 2.8 1.0 0.2 0.3 927 0.4DT 1.7 18D
200 6 Mean 842 17.1es 46.6e» 55.5 20.3 36.6 1.3= 121.7 12.4# 18.7 227
s.D. 29 0.4D 1.1D 2.3 0.8 0.5 0.4D 13.0 0.4DT 1.4 23D
1000 8 Mean 807 16.3 44.8 55.6 20.3 36.5 1.7 124.6 12.7 17.7 242«
s.D. a7 0.4 1.2 2.1 0.7 0.5 0.1 6.4 0.6 0.8 17D
0 6 Mean 782 15.6 42.0 53.7 19.9 37.0 2.0 121.9 12.1 16.5 214
S.D. 22 0.3 0.8 1.9 0.7 0.2 0.4 19.1 0.3 1.5 16
8 8 Mean 780 15.3 41.0 53.9 20.1 37.3 2.1 129.0 12.0 15.9 213
s.D. 30 0.5 1.3 0.9 0.4 0.2 0.4 11.4 0.6 1.5 15
Female 40 6 Mean 7886 15.9 42.7 53.6 19.9 37.1 1.7 133.2 12.1 16.4 221
S.D. 33 0.9 2.4 1.6 0.5 0.4 0.2 10.2 0.6 2.2 30
200 6 Mean 783 15.5 41.86 53.2 19.8 37.2 5 129.8 11.9 16.0 215
5.D. 24 0.5 1.4 0.8 0.3 0.1 0.3 9.7 0.8 1.0 12
1000 6 Mean 718 15.5 41.6 53.6 20.0 37.3 1.8 112.1 11.9 15.7 217
S.D. 31 0.4 1.1 1.8 0.8 0.4 0.4 5.5 1.0 2.1 10

#= : p<0.05 ; == : p<0.01 (Significant difference from contrel group)
D : Dunnett's test
DT : Dunnett-type rank test
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Table 6-2 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Hematology (After administration period)

‘WBC Differential leukocyte counts (%)
Sex Dose No.
mg/Kg X10%*/uL Lymph Neut Eos Baso Mono LuC
0 8 Mean 95.2 80.6 15.7 0.8 0.4 1.9 0.7
S.D. 20.6 4.4 4.4 0.2 0.1 0.5 0.2
8 6 Mean 100.3 79.7 16.6 0.7 0.4 1.9 0.8
S.D. 28.9 5.2 5.7 0.3 0.1 0.7 0.4
Male 40 6 Mean 103.4 78.4 18.1 0.4+ 0.4 2.0 0.7
S.D. 25.7 4.8 4.8 0.2D 0.1 0.4 0.1
200 6 Mean 99.8 82.3 13.9 0.3ss 0.4 2.3 0.8
S.D. 24.9 4.0 3.8 0.1D 0.1 0.5 0.2
1000 8 Mean 98.2 79.8 16.3 0.5 0.4 2.2 0.7
S.D. 22.8 5.2 5.4 0.1 0.1 0.2 0.2
0 6 Mean 76.8 74.7 21.5 1.2 0.2 1.7 0.8
S.D. 18.0 3.1 3.7 0.5 0.1 0.4 0.4
8 6 Mean 82.0 76.1 19.6 1.3 0.4 1.8 0.8
S.D. 23.7 4.5 4.4 0.4 0.1 0.7 0.3
Female 40 6 Mean 85.2 76.3 20.0 0.9 0.3 1.8 0.8
S.D. 24.4 10.2 10.4 0.1 0.2 0.6 0.2
200 6 Mean T2.1 81.2 165.6 0.7 0.3 1.3 0.9
S.D. 18.8 5.4 5.6 0.2 0.1 0.2 0.4
1000 6 Mean 72.2 81.5 14.3 0.8 0.4 1.9 1.2
S.D. 19.3 2.5 2.0 0.2 0.1 1.0 0.4

LUC : Large unstained cells
e : p<0.05 ; #= : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 6-3 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Hematology (After administration period)

Differential leukocyte counts (X10%/mL)

Sex Dose No.
mg/kg Lymph Neut Eos Baso Mono Luc
0 6 Mean 76.8 14.9 0.7 0.4 1.9 0.6
5.D. 17.2 5.9 0.2 0.1 0.8 0.1
8 6 Mean 80.5 15.9 0.6 0.4 2.0 0.8
S5.D. 25.7 5.1 0.2 0.2 1.3 0.5
Male 40 6 Mean 82.0 17.8 0.4= 0.4 2.1 0.7
S.D. 24.2 1.9 0.2D 0.1 0.5 0.2
200 6 Mean B82.6 13.4 0.30s 0.4 2.3 0.8
S.D. 23.1 2.9 0.1D 0.2 0.8 0.2
1000 6 Mean 78.9 15.5 0.5 0.4 2.2 0.7
S.D. 21.1 4.9 0.1 0.2 0.6 0.2
0 ] Mean 57.3 16.2 0.9 0.2 1.3 0.6
S.D. 14.4 3.8 0.6 0.1 0.5 0.4
8 6 Mean 62.0 16.3 1.2 0.3 1.6 0.7
S.D. 16.8 6.6 0.8 0.2 0.8 0.4
Female 40 6 Mean 64.0 18.0 0.7 0.3 1.6 0.6
S.D. 17.3 13.0 0.2 0.2 0.8 0.2
200 6 Mean 58.1 11.7 0.5 0.2 1.0 0.7
S.D. 13.5 6.0 0.2 0.1 0.3 0.3
1000 6 Mean 58.6 10.4 0.6 0.3 1.5 0.9
S.D. 14.8 3.2 0.3 0.1 1.0 0.4

LUC : Large unstained cells
» : p<0.05 ; == : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 6-4 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Hematology (After recovery period)

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
mg/kg X104/ L g/dL % fL Pg g/dL %  X10*/4L s s mg/dL
Male 0 6 Mean 886 15.8 45.4 51.2 17.9 34.9 2.2 108.7 14.8 21.3 283
S.D. 27 0.5 1.9 1.5 0.6 0.8 0.3 9.0 1.6 2.8 30
1000 6 Mean 832« 16.4 44.0 52.9 18.5 35.0 3.2s= 117.5 17.2 22.1 279
S.D. 35T 0.6 1.6 2.3 0.7 0.5 0.4T 10.7 2.3 2.8 23
Female 0 6 Mean 814 15.1 42.3 51.9 18.6 35.7 2.0 106.8 11.8 18.5 206
S.D. 44 0.9 2.8 1.4 0.4 0.6 0.4 3.9 0.3 3.8 10
1000 6 Mean 778 14.7 40.9 52.6 18.9 35.9 2.3 130.6+« 11.8 19.7 222
S.D. 24 0.2 0.8 1.4 0.5 0.5 0.7 19.4AT 0.7 1.7 34

« : p<0.05 ; =+ : p<0.01 (Significant difference from control group)
T : Student's t-test
AT : Aspin-Welch t-test
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Table 6-5 A 2B-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Hematology (After recovery period)
WBC Differential leukocyte counts (%)
Sex Dose No.
ng/kg X10*/uL Lymph Neut Eos Baso Mono Luc
Male ] 6 Mean 108.0 80.3 15.7 0.9 0.4 2.0 0.8
5.D. 19.5 3.1 3.3 0.4 0.1 0.4 0.3
1000 6 Mean 132.0 T75.1s 21.1s 0.7 0.4 1.9 0.9
S.D. 29.7 4.4T 4.97T 0.3 0.1 0.8 0.6
Female 0 6 Mean 70.7 74.4 21.0 1.8 0.3 1.8 0.9
S.D. 5.6 6.6 6.5 0.4 0.1 0.3 0.4
1000 6 Mean 100.4 78.5 17.8 1.1= 0.3 1.6 0.7
S.D. 33.3 3.3 3.0 0.5T 0.1 0.4 0.4
LUC : Large unstained cells

T :

p<0.05 (Significant difference from control group)

Student's t-test
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Table 6-6 A 2B-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Hematology (After recovery périod)

Differential leukocyte counts (X10%/uL)

Sex Dose No.
mg/kg Lymph Neut Eos Baso Mono LUC
Male 0 6 Mean BT.2 16.4 0.8 0.5 2.2 1.0
S.D. 18.3 1.5 0.3 0.2 0.8 0.5
1000 6 Mean 99.3 27.4+» 0.8 0.6 2.7 1.3
S.D. 23.9 7.9AT 0.1 0.3 1.5 1.0
Female 0 6 Mean 52.7 14.8 1.2 0.2 1.2 0.6
S.D 6.7 4.6 0.3 0.1 0.2 0.2
1000 6 Mean 78.5 17.9 1.2 0.4 1.7 0.8
S.D. 24.9 6.8 0.7 0.3 0.9 0.6

LUC : Large unstained cells
* : p<0.05 (Significant difference from control group)
AT : Aspin-Welch t-test
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Table 7-1 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH T —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg IU/L IU/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 65 28 65 1 T44 54 B84 99 0.1 141
S.D. 3 4 11 0 131 5 26 5 0.1 18
8 6 Mean 66 27 73 1 656 51 69 94 0.1 138
S.D. (] 3 14 0 85 6 22 g 0.0 10
Male 40 6 Mean 70 27 T6 1 647 64 118 116« 0.1 142
S5.D. 10 6 28 1 80 8 49 13D 0.0 14
200 6 Mean 69 25 64 1 665 80 113 110 0.1 155
S.D. 12 6 ] 0 82 8 37 11 0.0 25
1000 6 Mean 66 23 T0 1 574+s 8= 143 124== 0.1 146
8.D. 9 1 10 0 82D 11D 57 14D 0.1 19
0 6 Mean 74 24 56 3 489 59 12 104 0.1 110
S.D. 11 4 13 1 113 T 10 15 0.0 12
8 6 Mean 66 23 54 b § 367 55 13 26 0.1 105
Ss.D. 4 2 13 0 82 B 5 8 0.0 8
Female 40 6 Mean 66 19es 52 1. 334+ 62 17 110 0.1 111
S.D. 6 2D 3 0 78D 18 7 26 0.0 9
200 6 Mean 66 20es 54 : | 394 62 21 109 0.1 117
S.D. T 2D 11 0 136 11 ] 17 0.1 10
1000 6 Mean 65 19e» 57 1 370 BO» 16 130+ 0.1 122
S.D. T 2D 13 1 72 13D 6 14D 0.0 18

e : p<0.05 ; == : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-2 A 28-day oral toxicity study of Azoic CCS in rats with a recovery period of 2 weeks
Blood chemistry (After administration period)

BUN CRNN NA K CL CA P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 13 0.27 144 4.8 107 8.8 8.1 6.1 3.0 0.96
S.D. 1 0.01 1 0.2 2 0.2 0.3 0.3 0.2 0.11
8 6 Mean 12 0.26 144 4.8 108 9.4 8.4 6.0 3.1 1.08
S.D. 2 0.04 1 0.3 1 0.1 1.0 0.3 0.1 0.13
Male 40 6 Mean 12 0.26 143 4.8 108 9.4 8.2 6.0 3.1 1.08
S.D. 2 0.02 1 0.3 1 0.3 0.8 0.2 0.1 0.08
200 1 Mean 15 0.29 143 4.8 109 9.4 8.3 5.8 3.0 1.06
S.D. 2 0.05 0 0.4 2 0.2 0.4 0.3 0.1 0.08
1000 6 Mean 13 0.28 144 4.8 109 9.4 8.3 5.8 3.0 1.07
S.D. 2 0.04 1 0.4 2 0.3 0.4 0.4 0.1 0.10
0 6 Mean 16 0.31 143 4.7 111 8.5 7.0 6.0 3.2 1.11
S.D. 2 0.02 2 0.3 b 0.2 0.5 0.2 0.1 0.04
8 6 Mean 17 0.33 143 4.8 111 9.5 7.3 5.9 3.1 1.12
S.D. 5 0.06 2 0.4 2 0.2 0.4 0.2 0.1 0.06
Female 40 ] Mean 18 0.32 143 4.7 111 5.5 7.6 6.1 3.2 1.07
S.D. 2 0.02 1 0.3 1 0.3 0.4 0.3 0.2 0.11
200 6 Mean 16 0.29 144 4.5 111 8.5 7.6 6.1 3.2 1.13
S.D. 3 0.03 1 0.2 1 0.4 0.8 0.2 0.2 0.05
1000 6 Mean 16 0.30 143 4.6 111 9.4 7.7 6.1 3.2 1.07
S.D. 3 0.04 1 0.2 1 0.2 0.9 0.2 0.1 0.07

No significant difference in any treated groups from control group.
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Table 7-3 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg IU/L 1U/L 1U/L Iu/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 64 26 75 1 538 54 60 97 0.1 162
S.D. T 4 11 1 103 10 16 10 0.0 18
1000 6 Mean T4 32 70 1 584 53 74 a7 0.1 149
S.D. 8T 4T 13 0 86 5 36 ] 0.0 8
Female 0 6 Mean 76 25 64 1 339 53 14 98 0.1 111
S.D. 9 5 13 0 88 4 5 9 0.0 9
1000 6 Mean T1 24 56 B 2687 52 12 96 0.1 118
S.D. 9 4 11 0 57 12 6 18 0.0 13

# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 7-4 A 28-day oral toxlcity study of Azoic CC5 in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

BUN CRNN NA K CL CA P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL.  mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 14 0.26 144 4.3 108 9.8 7.4 6.3 3.2 1.00
S.D. 1 0.03 1 0.2 1 0.3 0.6 0.3 0.1 0.06
1000 6 Mean 15 0.24 143 4.8es 108 8.6 7.8 6.0 3.1 1.06
S.D. 2 0.03 1 0.2T 2 0.1 0.3 0.2 0.1 0.08
Female 0 6 Mean 17 0.31 142 4.4 110 10.0 6.6 6.3 3.2 1.04
S.D. 2 0.03 1 0.2 1 0.3 0.8 0.5 0.3 0.05
1000 6 Mean 18 0.30 143 4.5 110 9.8 6.7 6.2 3.3 1.11
S.D. 3 0.02 1 0.1 1 0.3 0.3 0.4 0.3 0.07

#» : p<0.01 (Significant difference from control group)
T : Student's t-test



Table 8-1 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

B-6353

Male
Body weight Brain Thynus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g(g/100g B¥) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g B¥) mg(mg/100g BW)
0 No. ] 8 6 8 6 [ 6 6
Mean 890 2.06 556 1.21 11.80 0.71 2.711 72
S.D. 30 0.10 76 0.12 1.43 0.10 0.22 9
8 No. [ 5 6 8 6 6 6 8
Mean 361 1.98 535 1.25 11.13 0.69 2.71 60s
S.D. 15 0.10 68 0.18 0.56 0.06 0.33 ™
Absolute 40 No. 8 8 8 8 6 [ 6 [
Mean 34200 2.03 486 1.15 11.42 0.68 2.60 51es
S.D. 28D 0.08 85 0.04 1.33 0.07 0.17 6D
200 No. (] 6 6 6 [ 6 6 6
Mean 314ss 1.94 378+s 1.11 11.12 0.59¢ 2.33 52es
s.D. 15D 0.05 121D 0.08 0.85 0.05D 0.23 6D
1000 No. 6 6 6 6 8 8 6 6
Mean 330es 1.91s 362+ 1.17 13.07 0.59¢ 2.43 56ee
S.D. 23D 0.09D 78D 0.12 1.31 0.08D 0.34 10D
0 No. 6 6 6 6 6 6 6
Mean 0.53 143 0.31 3.02 0.18 0.70 19
S.D. 0.03 15 0.03 0.22 0.02 0.02 3
8 No. 6 6 6 6 6 6 6
Mean 0.55 148 0.35 3.08 0.19 0.75 17
5.D. 0.04 20 0.04 0.10 0.02 0.06 1
Relative 40 No. 6 ] 6 6 6 6
Mean 0.60 142 0.34 3.33e 0.20 0.76 15¢
S.D. 0.06 26 0.02 0.18D 0.01 0.05 1D
200 No. ; 6 8 8 ] 6 6 6
Mean 0.62¢ 120 0.35¢ 3.54us 0.19 0.75 17
S.D. 0.04D 36 0.02D 0.16D 0.01 0.09 1
1000 No. 6 6 8 6 6 6 6
Mean 0.57 107 0.34 3.85es 0.17 0.72 18
S.D. 0.08 22 0.03 0.28D 0.02 0.07 2

s : p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett’'s test
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Table 8-2 A 2B-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididymis
Dose (R+L) (R+L)
ng/kg g(g/100g BY) wg(mg/100g BW)
0 . No. 8 8
Mean 3.08 837
§.D. 0.19 53
8 No. 6 6
Mean 3.10 808
S.D. 0.16 10
Absolute 40 No. 6 6
Mean 3.21 785
S.D. 0.24 68
200 No. 6 6
Mean 3.15 796
S.D. 0.20 69
1000 No. [} (]
Mean 3.02 814
5.D. 0.27 101
0 No. 6 6
Mean 0.79 216
S.D. 0.05 23
8 No. 6 6
Mean 0.86 224
S.D. 0.07 11
Relative 40 No. 6 6
Mean 0.95+ 231
S.D. 0.14D 32
200 No. (] 6
Mean 1.01ss 254
s.D. 0.08D 28
1000 No. (] 6
Mean 0.90 242
S.D. 0.11 39

# : p<0.05 ; »= : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-3 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal

Doge (R+L) (R+L)
Dg/ke g g(g/100g BN) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BW) ng(mg/100g BW)
0 No. 6 (] 6 6 6 6 [ 8
Mean 234 1.88 498 0.82 6.56 0.53 1.76 75

S.D. 17 0.08 87 0.05 0.48 0.06 0.21 9

8 No. 6 6 8 6 [ 6 6 6
Mean 226 1.86 456 0.82 6.63 0.52 1.70 65

S.D. 14 0.08 85 0.07 0.63 0.06 0.08 5

Absolute 40 No. ] [ 6 8 (] 8 [ 6
Mean 208sw 1.87 419 0.75 6.38 0.48 1.58 66

S.D. 4D 0.06 103 0.08 0.31 0.10 0.08 9

200 No. ] 6 6 6 6 8 6 8
Mean 208as 1.86 417 0.78 6.76 0.43 1.61 72

s.D. 12D 0.08 69 0.06 0.64 0.06 0.13 6

1000 No. 6 6 8 6 6 6 6 6
Mean 204ew 1.81 372 0.74 6.77 0.43+ 1.52 63
§.D. 14D 0.07 B9 0.07 0.56 05D 0.15D 8D

0 No. 6 6 [ 8 6 6 8
Mean 0.81 213 0.35 2.81 0.23 0.76 32

S.D. 0.04 31 0.03 0.14 0.03 0.08 4

8 No. 6 8 6 [ 6 6 6
Mean 0.83 201 0.37 2.93 0.23 0.75 29

s.D. 0.03 30 0.02 0.1g 0.02 0.04 3

Relative 40 No. 6 6 6 6 8 6 6
Mean 0.90# 201 0.36 3.06 0.23 0.76 32

s.D. 0.02D 49 0.02 0.13 0.05 0.04 4

200 No. 6 6 6 6 6 6 6
Mean 0.90+ 201 0.38 3.25se 0.21 0.78 35

5.D. 0.08D 30 0.01 0.16D 0.03 0.04 2

1000 No. 6 6 6 6 6 6 6
Mean 0.89s 185 0.36 3.33se 0.21 0.75 31

5.D. 0.06D 50 0.02 0.25D 0.02 0.04 3

#= : p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-4 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Ovary Uterus

Dose (ReL)
ng/kg ng(ng/100g BY) mg(mg/100g BVW)
0 No. 6 6
Mean 82.7 522
S.D. 13.3 134
8 No. 8 6
Mean 80.2 477
S.D. 11.4 114
Absolute 40 No. 8 6
Mean 81.8 409
S.D. 13.7 116
200 No. ] (]
Mean 70.0= 424
S.D. 11.8D B84
1000 No. 6 8
Mean 78.2 409
S.D. 9.5 122
0 No. 6 ]
Mean 40.1 224
S.D. 7.9 56
8 No. [} 6
Mean 35.8 214
S.D. 6.9 62
Relatlive 40 No. 6 8
Mean 39.3 196
S.D. 6.8 52
200 No. 6 8
Mean 33.9 204
S.D. 7.1 38
1000 No. (i} 6
Mean 38.4 202
S.D. 3.9 63

s : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 8-5 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Male
Body welight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose . (R+L) (R+L)
mg/kg g g(g/100g BN¥) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 (] 6 6 [ 6 8 6
Mean 442 2.08 495 1.36 12.87 0.72 2.97 70
5.D. 41 0.08 143 0.14 2.02 0.11 0.34 9
1000 No. 6 8 6 6 6 6 ] 6
Mean 381ss 2.00 434 1.16« 11.47 0.74 2.72 58«
s.D. 20T 0.07 55 0.06AT 0.71 0.09 0.23 8T
Relative 0 No. 6 6 6 [ 6 6 6
Mean 0.47 111 0.31 2.90 0.16 0.67 16
5.D. 0.05 25 0.03 0.22 0.01 0.05 3
1000 No. 6 8 8 6 6 8 [}
Mean 0.53+ 114 0.31 3.01 0.19%s 0.71 15
S.D. 0.03T 17 0.02 0.17 0.01T 0.03 2

® : p<0.05 ; == : p<0.01 (Significant difference from control group)
T : Student's t-test
AT : Aspin-Welch t-test
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Table 8-6 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididymis
Dose (R+L) (R+L)
ng/kg g(g/100g B¥) mg(mg/100g BW)
Absolute 0 No. 6 ]
Mean 2.99 1027
S.D. 0.33 104
1000 Ko. 8 6
Mean 3.14 1031
S.D. 0.09 10
Relative 0 No. 6 6
Mean 0.68 234
S.D. 0.07 29
1000 No. 6 6
Mean 0.83es 271
S.D. 0.08T 17T
s : p<0.05 ; #» : p<0.01 (Significant difference from control group)

: Student’'s t-test
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Table 8-7 A 28-day oral toxicity study of Azolc CC5 in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Body weight Brain Thysus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g  g(g/100g B¥) mg(mg/100g BW) glg/100g BN)  g(g/l00g BW) g(g/100g BW) g(g/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6 6 @ 8 6 6 6
Mean 247 1.95 412 0.83 6.47 0.48 1.77 T1
S.D. 15 0.12 101 0.08 0.33 0.04 0.12 T
1000 No. 6 6 6 6 ] 6 6 6
Mean 237 1.88 450 0.84 6.51 0.55 1.70 11
S.D. 16 0.06 78 0.07 0.53 0.08 0.13 8
Relative 0 No. 6 6 6 6 6 ] 6
Mean 0.79 186 0.34 2.83 0.19 0.72 29
S.D. 0.06 30 0.02 0.11 0.01 0.04 4
1000 No. 6 6 8 (] 6 6 6
Mean 0.79 180 0.35 2.74 0.23 0.72 30
S.D. 0.04 36 0.01 0.14 0.04 0.07 4

No significant difference between treated group

and control group.
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Table 8-8 A 2B-day oral toxicity study of Azoic CCS5 In rats with a recovery perlod of 2 weeks

Absolute and relative organ weight (After recovery period)

Female

Ovary Uterus

Dose (R+L)
ng/kg og(mg/100g BW) mg(mg/100g BW)
Absolute 0 No. [ 6
Mean 79.2 522
S.D. 13.0 179
1000 No. 6 ]
Mean 79.9 418
S.D. 13.3 41
Relative 0 No. 6 [}
Mean 32.3 212
S.D. 8.3 T0
1000 No. 6 6
Mean 33.7 177
S.D. 5.5 25

No significant difference between treated group and control group.



Table 9-1

A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Gross pathological findings (After administration period)

B-6353

Organs
Findings

Sex:
Dose(mg/kg) :
Number :

mOoX

am=

=T} 4

M M
200 1000
6 6

@>om

=1 |

aom

F F
200 1000
6 6

Kidney
Focus,depressed
Cyst

Spleen

Focus,white
Testis
ma

o o oo

o ©O Qoo

L =1~ ]
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o o oo

~N © O
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M : Male, F : Female
/ : Not applicable
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Table 9-2 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Gross pathological findings (After recovery period)

Organs Sex: M M F F
Dose (mg/kg) : 0 1000 0 1000
Findings Number: 6 6 6 6
Kidney
Focus,depressed 0 1 0 1
Cyst 0 0 0 1
Spleen
Focus,white 0 0 0 1
Stomach
Focus,raised, forestomach 0 0 0 1
Focus,dark red,glandular stomach 0 0 1 0

M : Male, F : Female



Table 10-1 A 28-day oral toxicity study of Azolec CC5 in rats with a recovery period of 2 weeks

Histopathological findings (After administration period)

B-6353

Organs Sex: M M M M F F F F F

Dose (mg/kg) : 0 40 200 1000 0 8 ] 200 1000

Findings Number: 6 6 6 6 ] 6 6 ] 6 6
Adrenal

Number examined

Not remarkable
Bone+Bone marrow, femoral

Number examined

Not remarkable
Bone+Bone marrow,sternal

Number examined

Not remarkable
Cerebellum

Number examined

Not remarkable
Cerebrum

Number examined

Not remarkable
Epididymis

Number examined

Not remarkable
Eye
Number examined
Not remarkable
Dysplasia,retinal

minimal
Atrophy,retinal

minimal
Heart

Number examined

Not remarkable

Myocarditis,focal

minimal

Intestine, duodenum

Number examined

Not remarkable
Intestine, jejunum

Number examined

Not remarkable
Intestine,ileum(Peyer's patch)

Number examine

Not remarkable
Intestine,cecum

Number examined

Not remarkable
Intestine,colon

Number examined

Not remarkable
Intestine,rectum

Number examined

Not remarkable
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M : Male, F : Female
/ : Not applicable
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Table 10-2 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)
Organs Sex: M M M M F F F F F
Dose(mg/kg) : 0 8 40 200 1000 0 8 40 200 1000
Findings Number : 6 6 6 6 6 6 6 6 6 6
Kidney

Number examined
Not remarkable
Cyst
minimal
Regeneration,tubular

minimal
Fibrosis, focal
minima
Liver
Number examined
Not remarkable
Vacuolation,hepatocyte,periportal
minimal

mild
Necrosis,focal
minimal
Microgranuloma
minimal
Hypertrophy hepatocytic,central
minimal

mil
(bronchus)
umber examined
Not remarkable
Appearance,alveolar macrophage
minimal
Lymph node,mesenteric
umber examined
Not remarkable
Lymﬁh node, submandibular
umber examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Aberrant craniopharyngeal tissue
minimal
Prostate
Number examined
Not remarkable
Cell infiltration,interstitlal
minimal
Sciatic nerve
Number examined
Not remarkable
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M : Male, F : Female
/ : Not applicable
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Table 10-3 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)
Organs Sex: M M M M M F F F F F
Dose(mg/kg): 0 8 0 200 1000 0 8 0 200 1000
Findings Number: -] ] 6 8 (1 6 6 [ 6 ]

Skeletal muscle,femoral
Number examined
Not remarkable -
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
Fibrosis,capsule
minimal
Stomach
Number examined
Not remarkable
Testis
Number examined
Not remarkable
Atrophy,seminiferous tubular
severe
Granuloma,spermatic
mild

Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
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M : Male, F : Female
/ ! Not applicable
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Table 10-4 A 28-day oral toxicity study of Azoic CC5 in rats with a recovery period of 2 weeks
Histopathological findings (After recovery period)

Organs Sex: M F F
Dose(mg/kg) : 0 1000 0 1000
Findings Number: 6 6
Kidney
Number examined 0 1 0 -
Cyst 0 1 0 1
minimal 0 1 0 1
Regeneration, tubular 0 0 0 1
minimal 0 0 0 1
Fibrosis,focal 0 0 0 1
minimal 0 0 0 1
Liver
Number examined 6 6 6 6
Not remarkable 2 1 0 0
Vacuolation,hepatocyte,periportal 0 1 2 2
minimal 0 1 2 2
Microgranuloma 4 2 6 6
minimal 4 2 6 5
mild 0 0 (1] %
Hypertrophy,hepatocytic,central 0 4 0 0
minimal 0 3 0 0
mild 0 1 (i} 0
Spleen
Number examined 0 0 0 1
Cell infiltration, inflammatory 0 0 (V] x
mild 0 0 0 1
Stomach
Number examined 0 0 1 1
Erosion,glandular stomach 0 0 1 0
minimal 0 0 1 0
Ectopic fundus gland 0 0 0 1
minim 0 0 0 1

M : Male, F : Female
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