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TYAv7 CC-2 % 1 BMEREE 5 I SD %7 v MZ, 0, 60, 250 35X T* 1000
mg/kg/day DAET 28 BERAKREL, TORERSEHIZOVTRELE, BEhd
ELDOFFEHEEF D72, 0B X0 1000 mgkg/day Tik, HEKRTHE 14 AFOE
BEHE 2RI =T T4 PEEZIIIRIT -,

—RREEOBIE, SHLRAEE, REMERE, B)), BREDE, FAEBLUE
ERERORE, RRE, MKFRE, MKAELFRE, Hik, BEEEROAELWITHRE
MBFREICRBWT, HFRPEHOBRSIZERTIELRBO LRI -T2,

BIEHAE RS LCEEHRR TRORET, BICAES JUERHRORKENRED LN
7. MBEEOM, Off, g s L CRBOREARFIRE T, #BRYEORS
CEETIELERD bR o,

ULDERNPD, TVA 27 CC-2DT v b~ 28 BFREROREIZBNT, &
HEBIED LN o7, BREEE (NOEL) BIUESME (NOAEL) i, M
&% 1000 mg/kg/day &R &,
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B M
T4 v CC2%Fv MMz 28 BREIBOKRE L, XHEORKEREEMEIZOWVTHR
L.

B X O
1. BRYE

BRME L LTHWET Y A v 7 CC-2 (CAS &5 92-77-3) 1%, KX UHICEE
T, HETIBEENEAORNKRTHS., RBRITIE,

BRELLT (BEE 101.2 %) ZAFL
T, WHERT (2~6C), BHTTREL, A L. RE L EBRBWEIZRERTRIZ,
AR TERRSHICBNTHI (PFBER) L, RETh- 7~ L 2R LE,
B DML, Appendix 1277,

HRWEIX, 1 wWWhAF AL T —ZKER (AFEArm—2R 100cP ; FIitHis
TEKASH, oy FES EWK3873 BIURHFRERAK ; LFMEKRKLHE, ny b
#%5 181583) ZAWT, FIEDREARICRIZMECIREL, BERE L=, HBRY
HRRNBEORERER/ R, 7T HRRELTOLREELRH D Z L BERE S

(Appendix 2) T, #EKIY, B 1EFRMULT1 AoFEARIT/IGITL, ERARE
THAT (2~6C) - EXTTHRE L, 51, BEEROBERIEE LT, FIEICHNY
L7 FREFR 1.2, 5 BLT20 whbIZOWTHHT (HPLC) L, BrEORE THRM
INTNBHZ LR L. (Appendix 3),

2. BB I OREERN

ik, SD & [Crl: CDSD)]Z v bEAWE, T M, BEAFr—NRX - Yoi—
BRIt BAST L 4— (BR)IREART THER 795) 20 4 BEHOLOERA (M
#360C) L, HET7HR, T8 EMRRBE B, ZOoMICRELIT, R
BHMERT, —REEREN R RMERES 30 8%, 5B THRBICHVE,

7 v M, BE 22+3C, K 55+10%, BXEHK 10EU L # (-7 1Ly v
227 —HN), M 1268 (a0 7RSI, 5% 7 FRELT) CRELEARD T
—V AT LABME (B 4 E) T, BEINCRAT - VAREHES— (260W X 380D X
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180 H(mm)) ZIREL, ZhE2RTVLARMSEOT v 7 ICEBLTRABE L, FK

(BERFEL A MR R by 7, BABETERAS, vy FES 061272, 20070470)
BIUKEK (LB Llum OH— Vv V7 4 VZ —TRIBHENRBH LI-REKE
K) 1%, ERERGHEFBLIOCEBRKERICLY, BRIZERI Y,

B oBEESNIY, T v 7 BIX Oy — VU ~OEBAL ORI E A FEIL L DT
27,

FAFHE S, SHEDIREL 22.1~23.9C, BE X 53~61% D#iEH TH (Appendix
4) L, 7=, FRhOBELEMEOSHRERIT, KERERETAEDERM LD [H
B L A RMERE (1979) ) F2SEIC L TUMARSRIE L-HFERAIC
HY (Appendix 5), BUEHKIZAERIZE S AKERKLEIZHES TS (Appendix 6) = &
APHRLE, o T, 9MOHAEHMEZEL T, RBRREOEEEICBEYRIETLE
PNARBEROELIE, -7 bD LTIz,

AR, BPEBREREOEAL LURBENLERO TIZEET 2 - OICHET
TREFRARLEEED, [MHEBAN FEADRFRETEFTOBMERERS
E] W, AR OBMEREEIOEBEB TITo7,

3. RERORE, RBHOMREICRESE

BERBRTERBRL LT, 1 HMES 4L SD% [Crl: CDED)IF v bz, 7Y/ A4 v
7 CC-2 % 0 (FRLEEXB, 1 wivt A FAL L u—RKEEK), 30, 100, 300 8 XU 1000
mg/kg/day DR T 14 AMEORE L, TORE, —BREOBE, AELLIUE
EEORIE, RRE, LEFRE, MBEEERE, IRTCICHBEEROWET, &
BOEORECERETAELEBD OB,

UEORHER?D, 28 BRIRERSTIHFBBRCTOREET, BEARLRBRIELA
FSAL U THEERTWS LBE® 1000 mgke/day & L, LT 250 B LW
60mg/kg/day Di 3 ARERE L, THhOBREERTRICER TR LA, Bh
HRMEE(COFERE TS0, ML 1000 mekg/day DEICITRERT 14 B
WERTLHYT A4 MEEEZRITT=

HREBEFOMERT, OFERER (UUT, tBRH), OEERORNRYE, ORBRYED
60 mg/kg/day B 58 (60 mg/kg #), @[F 250 mg/kg/day B 5.8% (250 mg/kg 7¥), ®
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[A 1000 mg/kg/day #5-8 (1000 mg/kg £¥) ¥ X U®R 1000 mg/kg/day B 5B OEHE
B (EER o6HT, FHOBMMEIIMEE SIS LT,

MO T, REBBATRICTo7, B LHASh-8IicoNT, HEEZh
EN2BYDOBEOELEITEN DL LEEEZERNL, KEICLIVBILL 2%,
B EESICERITRY 9, SHOBEIMBY—L2D K 51T Lz, BERKEE
DEBEOEHEEEL)IX, # 156(148~162)g, i 143(135~152)g Th -1,

BEFEL, BEHREPEE kg 4720 5mL L L, TR BB UTRESFLE
EHREEZHAVT, REBELEHMIC, 1B 1E (F8iF 9: 00~10: 42), 28 AMicH7=
STRAKRE L=, FEEORERRIL, BLAOHEFERLZICHH L, MBI
i, BIRE LTHWE 1 wiv% A FAE Lo — R KB % FIEICBE L,

4. BEBIURE

BEGMIX, REMBAENOREHMO 28 BB LUV T 54 METIRRZRIZH
CEEHHO 14 B & L, ROBEBIURELXER LT
DR ARSI

2FzHoNT, §H, BEHMCBWTIIREE, REEHR, REEBR305~1F
B L 4 RFELRED 4 B, BEEHBIZBW TS e 1E, 8045, S8,
T8 Kiz W THBIELT,
DB EREOBRE

(DFEHE 2 B R B R

V774 MELEDT, KREBBIBBLOEORITE 1B, 7¥—T¥A RTOBE
WMAT, 7=Vl TRBL G —ADTAIRE—~T 7 4 —/V R (BTO0WX
560D X40Hmm) T, ¥ —Ynb0HLEE, ¥— U bHTBORWE S, %,
IR GE~RE), XE (&), XS, THEEEORICLSEN, ITMAEAED
BEic & 5%EN, RigPASUKRE, RBREH, IR - ROy, WK, WE xF, =R,
BT (X HBE), £B, BETE (REE), ®R, B RETH (8%, ®ARX
HITE), BRTH BEOEHY, KEEEESS), R (B8 BILUHE (BF)
ZOWTEEL, ROONTEELE2FFEA (Appendix 7) TR L, BMIIIBRES
LETBREES 2T, BEELNOEIHCBMESERT LI — VOREIL 28
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BESOARR LIEBILIZEZ, BEFIBRESIRCBB2TOIZ2ICLY, #E
NEXTRARKRETHELT,

(2) WHEMAERE

BEABBLUYT T4 FEIZOWTIIEE 28z, BERG (E@ICERES1T:
BEOBEERES), BERS (Frty FCTEL 7y —Y ML Fizatd 3 105), MER
B (BRIZn - HEORE), BRERE (BREE Y7y M THARES O%kE,
REREORE), BLRAN CEoHT2BAORE) BIUTERARN (METE®HE
EEMZIZ LIRS OEFRERBICH K HRR) 2, B ZRKIG%2F R (Appendix
8) Ti# L7,
GENBIVEZESHE

BEABBLOYT 74 MEIZOWTIIEE 28IZ, BREDHE (B RESRAEE
&, SUPERMEX, ZEHTHRHEASH, $BET2E8 /IR ee —0@mL, |
EEBENOXER O 60 53zl 2 BBIEEE RIE) W TNk & O EROER N (F
v b ey AHBAREERE, MK-380R/FR, ZETHBHEXNSH) 2RE L,
IFEL L URER

BEIY, #5 1 REFER), 7, 14, 21810280, BME7ARBI 14 B
CRERAICHEL, #5HMPOAERNELREH L7, HERT, 4815, #i
#5512, 198K 26 BXENZEIE 5 BL U 12 H, HEITHE 4, 11, 18365125
BECICEIE 4 BLU 1L BiC, BAETO 24 BRIOBEE (FEERE) 2RIEL
7

FERBLUEBERAEOREICE, EBFXF (FY-3000, =— - 7V F FaXs
1) 2RAVE,
DIRRE

BEABBITYT 54 METIXE GIZEHE 28I, ER LRI L TH#REZERL,
EABLIVBEOBREBY CIZRBKE (RAT A AT 4 v 7 R, XL ZVRAT 4 AN
A&ft) &5 pH, ®h, 37, 8, FhoAK vIAECBROYREY /) —
T DEEMIREEZIT o1,
5 MKFRE

BREHMB L UCEEHBETOERIC, =—7 VBB T CTHRE L THERBIRE » i
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L7 BB OFE 5 RLVREL, KOAZKBE LI ERU-MiKIX 3 2EIL,
£ D—ERiZ EDTA-2K TEREMILAE L, 2THE BSmREHREERE (XT-2000iV, 2
Ay 7 2B%AEH) LY, Rk (EXEHREE), heRk] (50 VRS
F)UA-~NETOELEE), ~< 7 )y ME RISV ARERYE), FHRML
IRAM, THRMRMERR, FHRMEKODERBE (UL, HEME, O/ &% (B
KUEHIRME), AMmMERE, @RROLERESICRLKESE ULk, 7o—¥A X
FY—E) ZRIB L, £, MEO—¥% 3.8 %7 =BT b U LK CREFLIEL
HELChiEzREOo8L, DREESBRIEEE (KC-10A, KET AN 7#) ITX
v, 7a bRl (Quick —BiE) BIUEMAERS b AT T XF R
(= J U rBREE) 2HELE,

6) MR AE(LFRE

B L -fMEo—8r b2 E 0o L, ShFEEBoITER (JCA-BM8R Y )
F7A4F—, BEAEFHRASH) 2L, BF17 (Ea—VLy MK, TATIV
(BCG ¥), A/G it (BtEfE), m¥EEE#FHiE (GluK® -G-6-PDH? -UVE) 1, =L
27— (B#ik (CESY -COY -PODY %) 1, RV 7V &7 A F[E##: (LPLS -GK?
-GPO® -POD? %) |, BE YA E Y (VT V), REEX (VL7 —E-UVHE), 7
L7 F =1 (Jaffe #), AST, ALT, ALP (BLE, JSCC? #), v -GTP (SSCC #: 19),
LDH (SFBCW ), #/4v7 A (OCPCiE) BLUER Y - [B%iE (PNP? -XODW
-PODY %) 1%, E-EMREEBHITEE (NAKL-132, HEEK TEERRXSH) X
9, TrRITL HIVTLABIUHER LLE, M4 8FE 2RIELE,
RIEEOER;, V: Faaxr—+¥, 2  Sra—x6) VEERAEREE, 9 2L XAFo—ATR
FS—¥, 4 abATFu—AFF I, ¥ YLK S-E 0 URIuTFAL Y —E, D S

Jta—Exf—t, 8. L-a-ZVEul) @iy ¥—+¥, 9 BEER{LES, 9 AW U TETEREK

{L%s, W 75 ABEEMES, 12 FULAILFVRERATZFIS—E, ¥ 23 FrdFoF—
¥
NERBLUBREER

FIEDREHME L OEERMKETER ORMICHEV-CROLER L, &R, Boik
B L UNHHESE T ARENCBE L., £/, B, iR O AR Bk %,
FREE S OIZHETITNGE, BRLE, HTIINE (EdER) L, BRADOKEIZE S

-6- Study No.06-108



TxHEENL (HXER) 2HEH L, 2B, HHEREAE —ELT, TREBLUH
RBIBEERICERLE,
AL A RA

SFNZOVWTTREREZHERL, 10% P VEBEEHS L~ /K FR, BEEE
77 R TCRIEE) TEEL, ®RELE,

B (KRB, /M, BEEte), IRk, THEE, FRR (ERMEEZED), ¥ (B,
fods, BEER), LMK, K&, M (BEELEARRE, TR B kR R 8%,
H, B (+"3685, =B, B, S8 &5, &5 M ZARE2ED), £AFEB F
BEIPRE), BIAME (FE, BIUIAIR, FE LG, 8, B L58%, U
R (TRRY 38, BREY ), B CRERF), £ OMARAMREIAL

REASERAL, *BEEB XU 1000 mgke BEO LRRFREIZOVWTER LT,
ZORR, BRYEORESICERTIELIBDOLNRNP-7DT, 60 BLV 250
mg/kg BEIZ DWW TIIRER ER Loz, BIEEICOWTIE, MTHE, hkElE
BREBLUCBREFEERIBWOWTELBIRBO b, BET 2R E 2 b /ciEn
fifi, (DBgE, FFi@, ik X OMIBEREL-. RER, ¥EfE-oTT 7 Ok %R
fERIL, H-E R@E %L CHR L,

5. KERHARMT

RIAN) wrF—5 (Bh  BREE - FE - rEHNE - SHE - OFPRE
F—4& - MKELERET —F - BEER) XoV UL, BILICEHES X UHEER
ZE RO, Eie, BB 3 HLL LDOBEE, Bartlett DHBREZITY, TO/R
P —RBRBEE I —TEEONBIITEIT o7, FEE—RTRWEFELIT ) 3
FAMN) v F—F (BMKRESE - RKRET —F) X Kruskal-Wallis DIERE %
Tofze TNOLOREREEELROHEE, Dunnett 20> L Dunnett ZOBREREIZ X
D RFRBECHT D HBIRTE R 1T o e, RBHEN 2HOBEIL, RTFA N v 7—FC
DWT FREZITV, TORERBYB—RZHEIL Student @ t WEZ, —WTRW
BEIL AspinWelch @ t REZIToHE, £/, /U RFAMNI v I F—#i%,
Mann-Whitney ® URE®1T o7z, BT TV INT—F (—REOEE - 325
B - REBERE - Bl - REERIREICR T SREFIOREAE) (1T Fisher
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DEREREEZ AW, AEKEL, WThOREED 5%& L,
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% B
1. —RIREER KL UBETC (Tables 1, 2, Appendices 9, 10)
BEHEB LI CEEHHEZBL T, —REBOBEBLIUVRCEBD LN o1,

2. BREBIERERE
1) FMEERBIZE (Tables 3, 4, Appendices 11, 12)
BEHBPB LOEEHRTOREICHNT, FEEERICHFEATIZED IR
Mo,

2) BHEMEERZE (Tables 5, 6, Appendices 13, 14)
BERERR L OEHEHMBTOREIZBWT, FREEBICEELREIZRD LR
Mol

3) #BAB LUERES R (Tables 7, 8, Appendices 15, 16)
BEHE B L OEEHRDOREICBVT, Bk L OEEOB AN 8 ES)
BECABEREMIIED b o,

3. AE (Figures 1, 2, Tables9, 10, Appendices 17, 18)

BREHEICBWOT, FHIERADEKER LUBRSHMbToABE#ENE:, FERE(L
AR LR T,

EE#IRICBWT, EEROETER 7 B LU 14 BOFEF N EEMBA T OE
HEENEIIFELREEIZD O,

4. #%EEE (Tables 11, 12, Appendices 19, 20)
BREHMICEWT, FRIEROBRERREIC, FERELIEIED ORI ST,

EEHRIZR T, EEHOH TER 1 BORERICHEEREEITDO LN,

5. JRIRE (Tables 13, 14, Appendices 21, 22)
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BHEMBT B LOREHBTOREICIRBWT, EREEBICAEREBLIIRD bl
nolz,

6. MEFME (Tables 15, 16, Appendices 23, 24, /T —4# Appendices 31, 32)
REHRR TR LUEEHBR TROBREICRBWT, SREEBICERAREMIIR

7. MEE(LEHRZE (Tables 17, 18, Appendices 25, 26, &7 —4 Appendices 31,
32)
BEHEETROREIZBNT, 60 8L 1000 mgkg B THIZY LT F = BE
DHEZRBEENBD Oz, LALRRL, ECHARMBHIEIRD ohikhok,
EE MR TROREICHO T, EEMOMIC LDH EHS LU ALT BEOFE
REEIED bR,

8. Hlfk (Tables 19, 20, Appendices 27, 28)

HERDEOREIERT IERIIRBD L oT,

HRMEORE LITERFRIC, REFMKTRERSM T, XRHEE LTV 60 mgke
BHOHEDOHE 1 LICHROFEESY, E-EHEHARKTHRERS®H T, HREOHED 1
EIZERONEE (Ef) PO LT,

11.33EERE (Tables 21, 22, Appendices 29, 30)

BEHRK TRERBICRBVT, 60 IBLU1000 me/kg B CRETEROENERIZE
T HEELRIE, 1000 mgkg # THECROK ERIZISIT 2 FEREER JUTEEDH
HERITRIT 2FELREMEIED b,

(B SARHE TR B I3 VT, [EHEREOMES, BN ERICBIT 2FE L HE
BAHrbIT,

12 BB FERAE (Tables 23, 24, Appendices 27, 28)

ERMEOREICERT 2 ERIIRBDO LR o,
ek, BENMERTREZRBYE L OEEMRE TRERBMONBEIZOR, H5
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VWMEXTHREE L 1000mg/kg BEIZIGE L T, MORKHIREER S L UBAREEGL B L&,
TR BARERSE, BUNAZFES L ORBMIT AR EN, RE OHERIGR, BRo
HREMRAE, U SRR EERE, SRR X CRAEILR, FIRROMERTR,
BROBEEEHE (Fflth) BICHIZROMEY v 3 HRKBEP TR LEWERRT
RBObNTz, £z, BEOBMOTAIRME LRI N RO Mg E RS K
CREAFIEEN TN OEWERBTRD LR, LALRADL, 1000 mgkg #o
RERSCBLOBREICHRBH L 2RO ORI o7, BREFIMKETRERBMIZI
T, 1000 mg/kg BEZDLHFER LIBLIIBH bhih o, EEHBKTRERSY
IZRWTI, MO, (DB, KR, EEEIURBERE LS, HBRYEORS LB
ETHEIIRD o oTe, BIEBICOA, HOBMICERELRE (AR B
JUBRIER (FA) PRDOoNTDN, ZhoIIARAE, 227y MIERRELL
TRDOONDEMVTH L Z &b, HBRYWHORE L ITEERZERRERE L 1T
Shi-,

-11- Study No.06-108



E

T4 v7 CC-2%F v MT 0, 60, 250 3 X T* 1000 mg/kg/day DFHET 28 B
af5 L, XPEORERESHICO>VLWTRE LK,

FORE, —BARBOFE, MEERSRSRE, FH, FHE, RRE, IRFRE,
s L ORBERFREILBWNT, ERYEOREICLSELIEIBH LN d 0T,

F7-, MFAELERETRD LN 60 3L 1000 mgkg BOHEDZ LT F =&
BEOBMEIZOWTIE, BUICAERBEERD T, EEFEIERT—FIZBTD
EREOHHANDOES (Appendix 31 2R) T, L bEMEENEROLRVBAOENE
ftTH o7,

ALz, BEERTRD O 60 LU 1000 mgkg FEOHEORBRI TN 1000 mgkg
BOMEOROW-TI O EEOADRER, 1000 mgke FEOMED TEEDIEXIEED A
DIEEIZOWVW TS, REARERE CHYSRE ILERYEOREIZER T 5EIRH LI
T, INCEET IR LRD b7,

#-T, INbDOBRSHMKE TRHREZEHN TROLNZELIZVTHY, HRWED
EHERELTTHOTIIRS, BROELL M NI,

BB T RERBMIZ I\ Cid, BERECHICEE 1 BORER, BE 78IV
14 B OFREW N EEHFA P RERNBOERESRED O, iz, EEROMIC,
i LDH &3 L O ALT iEHEF NS E IRE BEEOBRENTED b i,

Ihod, FRDEOBENHFMEEZ T IEMTHIDERNT 512D, EHEROMIC
OWTHREERE (Ih, LW, TR B R OREESERELER LS, &
BYEOKRE LEETIELLEIRO DN o7,

EEROHEOERIZIV TiX, BRBERE LM I RERMELE (FRH) B
FUBRIEER (FE) HPBROLN, ZRODOERRESBFRNEROEEZ L-L
LT TREEREZE X b 5,

iz, FFRO.LIZ i LDH 15 X OF ALT B0 & BET 2B iR 6
T, ERAEEROZNOEEEIRVTRY, ERT—FICBIT 5 ERECHEANDE

(Appendix 32 ) Tho7,

THORIHZEWT Y, EEFEOHOBERR L CHEEOEEIZOWT, HBRMED

BE L OBESETHARIZT D Z X TER SN, FRYEOBLESRMEL LTREL
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- FIREtEIXE Vb D L HIlT L 7=,

ULDERNPD, 74y 27 CC2DT vy b~D 28 BMRERARSIZENT, &
HREEBITD ORI o7, EXEE (NOEL) BLUERZMHE (NOAEL) i3, MR
L % 1000 merkg/day & Rf S hiz, |
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X @
1)  BASEREBYESRE, [EHREERT), REREMREYFS, (2000)
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801-90 ON Apmig

Body weight (g)

Fig.1

500
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—— 0 mg/kg/day

—&— 60 mgkeg/day

T LJ L] L] v L) L

1 7 14 21 28 0 7 14
Day of the administration period Day of the recovery period

Body weight change of male rats treated with C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study



801-90 ON Apmyg

Body weight (g)

300 -

250 -

200

150 +

100

50 -

—— 0 mg/kg/day

—&— 60 mgkg/day

—&— 250 mg/kg/day ._____'_,....———-"' *
*

Fig.1

L) L T L L { L) oL

7 14 21 28 0 7 14
Day of the administration period Day of the recovery period

Body weight change of female rats treated with C. I. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

* . Significantly different from control at 5% level of probability.



Table 1 General conditions and mortality of male rats treated with C. I. azoic coupling component 2

in the repeated dose 28-day oral toxicity study

Administration period Recovery period
. Dose (mg/kg/day) 0 60 250 1000 0 1000
General conditions
Fate KA KR Total KA KA KA KR Total KR KR
(Clinical signs) No. of animals 5 5 10 5 5 5 5] 10 5 5
Abnormalities detected 0 0 0 0 0 0 0 0 0 0
Mortality (%) 0 0 0 0 0 0 0 0 0 0

o KA : Killed by design at the end of administration period.
KR : Killed by design at the end of recovery period.

801-90 "ON Apmg
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Table 2 General conditions and mortality of female rats treated with C. I. azoic coupling component 2

in the repeated dose 28-day oral toxicity study

Administration period

Recovery period

.. Dose (mg/kg/day) 0 60 250 1000 0 1000
General conditions
Fate KA KR Total KA KA KA KR Total KR KR
(Clinical signs) No. of animals 5 5 10 5 5 5 5 10 5 5
Abnormalities detected 0 0 0 0 0 0 0 0 0 0
Mortality (%) 0 0 0 0 0 0 0 0 0 0

KA : Killed by design at the end of administration period.

KR : Killed by design at the end of recovery period.



Table 3-1

Incidence of clinical signs in detailed observation of male rats treated with

C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

( Before the administration period )

Dose (mg/kg/day) 0 60 250 1000

Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10

from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 b 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces

Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 b 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 b 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 4 4 10
2 or more 0 1 1 0

Color: Pale yellow 212 212 2/2 2/2

Defecation Not detected or 1 8 5 ) 10
2 or more 2 0 0 0

Appearance:Normal 3/3 - - -

Study No. 06-108



Table 3-2

Incidence of clinical signs in detailed observation of male rats treated with

C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 1 of the administration period )

Dose (mg/kg/day) 0 60 250 1000

Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10

from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces

Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 b 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 4 8
2 or more 0 0 1 2

Color: Pale yellow 5/5 11 2/2 4/4

Defecation Not detected or 1 8 5 5 8
2 or more 2 0 0 2

Appearance:Normal 2/2 1/1 2/2

Study No. 06-108



Table 3-3

Incidence of clinical signs in detailed observation of male rats treated with

C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 2 of the administration period )

. Dose (mg/kg/day) 0 60 250 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10

from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Color: Pale yellow 1n 11 2/2
Defecation Not detected or 1 9 5 5 10
2 or more 1 0 0 0
Appearance:Normal 2/2 - - -

Study No. 06-108



Table 3-4

Incidence of clinical signs in detailed observation of male rats treated with

C. I. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 3 of the administration period )

Dose (mg/kg/day) 0 60 250 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine :
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 4 9
2 or more 0 0 1 1
Color: Pale yellow 111 11 4/4
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Appearance:Normal

Study No. 06-108



Table 3-5

Incidence of clinical signs in detailed observation of male rats treated with

C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 4 of the administration period )

Dose (mg/kg/day) 0 60 250 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Color: Pale yellow 4/4 1/1 3/3
Defecation Not detected or 1 9 4 4 10
2 or more 1 1 1 0
Appearance:Normal 1/1 11 /1 1/1

Study No. 06-108



Table 3-6 Incidence of clinical signs in detailed observation of male rats treated with
C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 1 of the recovery period )

Dose (mg/kg/day) 0 1000

Items No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage
Reactivity on handling Normal b 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected ] 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces

Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 0

Color:Pale yellow - 1/1

Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal

-10-
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Table 3-7 Incidence of clinical signs in detailed observation of male rats treated with
C. L. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 2 of the recovery period )

Dose (mgfkg/day) 0 1000

ltems No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage
Reactivity on handling Normal 5 )
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces

Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 4
2 or more 0 1

Color : Pale yellow 2/2 11

Defecation Not detected or 1 3 5
2 or more 2 0

Appearance:Normal 2/2 -

-11-
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Table 4-1

Incidence of clinical signs in detailed observation of female rats treated with

C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

( Before the administration period )

Dose (mg/kg/day) 0 60 250 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 ] 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 9 5 4 10
2 or more 1 0 1 0
Color:Pale yellow 5/5 3/3 11 77
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Appearance:Normal 11 - - 11
-12- Study No. 06-108



Table 4-2

Incidence of clinical signs in detailed observation of female rats treated with

C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 1 of the administration period )

Dose (mg/kg/day) 0 60 250 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 4 9
2 or more 0 0 1 1
Color:Pale yellow 2/2 2/2 3/3
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Appearance:Normal /1 - -

-13-
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Table 4-3

Incidence of clinical signs in detailed observation of female rats treated with

C. I. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 2 of the administration period )

Dose (mg/kg/day) 0 60 250 1000
[tems No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Excophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Color: Pale yellow 2712 - 1/1 -
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Appearance:Normal

-14-
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Table 4-4

Incidence of clinical signs in detailed observation of female rats treated with

C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 3 of the administration period )

Dose (mg/kg/day) 0 60 250 1000
{tems No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 ) 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Color: Pale yellow 1/1 - - 11
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Appearance:Normal

-15-
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Table 4-5

Incidence of clinical signs in detailed observation of female rats treated with

C. L. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 4 of the administration period )

Dose (mg/kg/day) 0 60 250 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Color ; Pale yellow 3/3 1/1 . -
Defecation Not detected or 1 10 5 .5 10
2 or more 0 0 0 0

Appearance:Normal

-16-
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Table 4-6 Incidence of clinical signs in detailed observation of female rats treated with
C. I. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

{ On week 1 of the recovery period )

Dose (mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 4-7 Incidence of clinical signs in detailed observation of female rats treated with
C. L. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

( On week 2 of the recovery period )

Dose (mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 4 5
2 or more 1 0
Color ;: Pale yellow 212 1/1
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 5-1 Incidence of responses in the sensory/reflex function test of male rats treated with
C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 4 of the administration period >

Dose (mg/kg/day) 0 60 250 1000
Items No. of animals examined 5 5 5 5
Eye sight reaction Normal 5 5 5) 5
Hearing reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5




Table 5-2 Incidence of responses in the sensory/reflex function test of male rats treated with
C. L. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 2 of the recovery period >

-OZ-

Dose (mg/kg/day) 0 1000
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5

801-90 'ON Apmig
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Table 6-1 Incidence of responses in the sensory/reflex function test of female rats treated with

C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 4 of the administration period >

Dose (mg/kg/day) 0 60 250 1000
Items No. of animals examined 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Hearing reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5




Table 6-2 Incidence of responses in the sensory/reflex function test of female rats treated with
C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 2 of the recovery period >

_ZZ_
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Dose (mg/kg/day) 0 1000
Items No. of animals examined 5 5
Eye sight reaction Normal 5 5
Hearing reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5




Table 7-1 Grip strength and motor activity of male rats treated with
C. L. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 4 of the administration period >

_gz_
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Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 700 361 12270
+ 55 97 + 2793
60 5 633 401 13196
£ 73 57 + 3130
250 5 608 306 14310
+ 72 48 + 2179
1000 5 731 383 13181
+ 79 59 + 2617

Each value is exprssed as meantS.D.
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Table 7-2 Grip strength and motor activity of male rats treated with
C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 2 of the recovery period >

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 700 340 15324
+ 225 + 87 + 1934
1000 5 556 308 13792
+ 55 + 85 + 1565

Each value is exprssed as mean+S.D.



Table 8-1 Grip strength and motor activity of female rats treated with
C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 4 of the administration period >

-gz_

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 504 404 15291
+ 85 + 99 + 2632
60 5 589 438 16014
+ 103 + 82 + 1448
250 5 489 389 15297
£+ 100 + 57 + 1776
1000 5 511 413 14649
+ 62 + 46 + 2302

801-90 ON 4pmig

Each value is exprssed as mean+S.D.
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Table 8-2 Grip strength and motor activity of female rats treated with
C. 1. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 2 of the recovery period >

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 620 379 14611
+ 37 + 33 + 3578
1000 5 557 399 16328
+ 72 + 32 + 3008

Each value is exprssed as mean+S.D.
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Table 9 Body weight of male rats treated with C. I. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

(®
Day of the administration period Day of the recovery period
Dose Gain Gain
(mg/kg/day) 1 7 14 21 28 1~28 0 7 14 0~14
0 157 212 277 335 379 223 389 424 456 66
+ 3 + 9 + 15 + 18 + 26 + 23 + b5 + 4 + 10 + 7
(10 (10) (10) (10 (10) Q103 (5) (5) (5 (5)
60 156 206 267 318 355 200
£ 4 + 7 + 14 + 26 x 39 + 40
(5) (5) (5) (5 6)) (5)
250 154 212 281 345 387 233
+ 5 + 12 + 15 + 20 + 25 x 24
(5) (5) 16)) )] )] (5)
1000 156 213 279 336 380 224 382 419 450 68
+ 3 + 8 £ 15 + 27 + 35 + 35 = 37 + 48 + 53 + 16
(10 (10) (10 (10) (10) (10) % (5) (%) 6)]

Each value is expressed as mean+S.D,
(n) : No. of animals.
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Table 10 Body weight of female rats treated with C.I. azoic coupling component 2 in the repeated dose 28-day oral toxicity study

(8
Day of the administration period Day of the recovery period
Dose Gain Gain
(mg/kg/day) 1 7 14 21 28 1~28 0 7 14 0~14
0 142 170 192 214 228 87 230 256 265 35
+ 4 + 9 + 14 + 14 18 + 15 + 14 + 11 + 14 £ 6
(10) (10) (10 (10) 109 (10) 5 16)) (5 (5)
60 144 168 193 215 230 86
+ 7 + 12 + 15 + 19 22 + 18
(5) (5) (5 (5) 6)) ®
250 143 168 192 214 228 85
+ 6 + 8 + 18 + 20 19 + 17
® (5) ()] )] )] (5
1000 143 168 193 215 230 87 224 235 = 241 = 17 ==
+ 5 + 8 + 11 + 14 15 + 15 + 16 + 16 + 18 £ 5
(10) (10 (10) (10) (10) (10) (5) (5) (5) (5

Each value is expressed as meantS.D.

(n) : No. of animals.

* : Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 11 Food consumption of male rats treated with C. 1. azoic coupling component 2
in the repeated dose 28-day oral toxicity study

( g/rat/day )
Dose Week of the administration period Week of the recovery period
(mg/kg/day) 1 2 3 4 1 2
0 29 33 35 36 36 36
+ 1 + 2 + 3 + 3 + 2 + 4
(10) (10) (10) 10) (5) 6)
60 28 32 33 32
+ 3 + 3 + 3 + 5
(6) 5) ) (5)
250 28 34 34 37
+ 3 + 2 3 2 + 3
5) (5) (5) 5)
1000 29 33 34 36 34 37
+ 2 + 3 + 3 + 4 + 4 x 3
(10) (10) (10) (10) (5) )

Each value is expressed as meantS.D.
(n) : No. of animals.



Table 12 Food consumption of female rats treated with C. 1. azoic coupling component 2

in the repeated dose 28-day oral toxicity study

( g/rat/day)
Dose Week of the administration period Week of the recovery period
(mg/kg/day) 1 2 3 4 1 2
0 22 22 22 24 256 22
+ 2 + 3 + 2 + 3 £ 2 + 4
(10) (10) (10) (10) (5) ®)
60 23 22 22 25
o = 2 + 2 + 2 x 3
S
' 5) (5) )] %)
250 22 24 21 23
+ 2 + 2 + 2 + 3
) ) ) (5)
1000 22 22 23 24 20 = 22
: + 2 = 2 + 2 £ 2 + 3 + 2
(10) (10) (10) (10 6)] (5)

Each value is expressed as mean+S.D.
(n) : No. of animals.
** : Significantly different from control at 1% level of probability.
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Table 13-1 Urinary findings of male rats treated with C.I.azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 4 of the administration period >

Dose  Na.of Color Cloudy pH Protein
animals
Smgﬂ_{g/day) PY C — 1+ 60 65 70 175 80 8.5 -~ + 1+ 2+ 3+
0 5 5 5 3 2 4 1
60 5 5 5 2 3 3 2
250 5 5 5 1 4 2 3
1000 5 5 5 1 4 3 2
Dose  No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals — + 1+ 2+ — + 1+ 2+ — + 1+ 2+ 0.1 1 2 - 1+ 2+
0 5 5 1 4 5 5 5
60 5 5 1 4 5 5 5
250 5 5 5 5 5 5
1000 5 5 1 4 5 5 5

Color :PY(pale yellow), C(colorless)

Cloudy : —(negligible), 1+ (cloudy)

Protein : —(negligible), +(15~30mg/dL}, 1+ (30mg/dL), 2+(100mg/dL), 3+(300mg/dL)
Glucose : —(negligible), +(0.1g/dL), 1+ (0.25g/dL), 2+(0.5g/dL)

Ketone body : —(negligible), +(5mg/dL), 1+ (15mg/dL), 2+(40mg/dL)

Occult blood : —(negligible), +(trace), 1+ (glight), 2+(moderate)

Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), 1+ (slight), 2+(moderate)
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Table 13-2 Urinary findings of male rats treated with C.Lazoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 2 of the recovery period >

Dose  No. of Color Cloudy pH Protein
animals
(mg/kg/day) PY C - 1+ 60 65 70 175 80 85 - + 1+ 2+ 3+
0 5 5 5 2 3 2 2 1
1000 5 5 5 3 2 2 3
Dose  No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals - & 1+ 2+ — £ I+ 2+ -  + 1+ 2+ 01 1 2 — 1+ 24
0 5 5 2 3 5 5 5
1000 5 5 3 2 5 5 5

Color :PY(pale yellow), C(colorless)

Cloudy : —(negligible), 1+ (cloudy)

Protein : —(negligible), +(15~30mg/dL), 1+ (30mg/dL), 2+(100mg/dL), 3+(300mg/dL)
Glucose : —(negligible), +(0.1g/dL), 1+(0.25g/dL), 2+(0.5g/dL)

Ketone body : —(negligible), +(5mg/dL), 1+ (15mg/dL), 2+(40mg/dL)

Occult blood : — (negligible), =(trace), 1+ (slight), 2+(moderate)

Urobilinogen : Ehrlich unit/dL

Bilirubin : — (negligible), 1+ (slight), 2+(moderate)



Table 14-1 Urinary findings of female rats treated with C.l.azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< On week 4 of the administration period >

Dose  No. of Color Cloudy pH Protein
animals
(mg/kg/day) PY C - 1+ 60 65 70 75 80 85 — £ 1+ 2+ 3+
0 5 5 5 5 3 2
60 5 5 5 2 3 4 1
250 5 5 5 1 4 4 1
1000 5 5 5 1 4 4 1
@
' Dose  No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals - £ 1+ 2+ — + I+ 2+4 - £ 1+ 2+ 01 1 2 - 1+ 2+
0 5 5 3 2 5 5 5
60 5 5 3 2 5 5 5
250 5 5 3 2 5 5 5
1000 5 5 3 2 5 5 5

Color :PY(pale yellow), C(colorless)

Cloudy : —(negligible), 1+ (cloudy)

Protein : —(negligible), +(15~30mg/dL), 1+ (30mg/dL), 2+(100mg/dL), 3+(300mg/dL)
Glucose : — (negligible), £(0.1g/dL), 1+(0.25¢g/dL), 2+(0.5g/dL)

Ketone body : —(negligible), +(5mg/dL), 1+ (156mg/dL), 2+(40mg/dL)

Occult blood : —(negligible), +(trace), 1+ (slight), 2+(moderate)

Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), 1+ (slight), 2+(moderate)

801-90 'ON Apnig
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Table 14-2 Urinary findings of female rats treated with C.I.azoic coupling component 2 in the repeated dose 28-day oral toxicity study
< On week 2 of the recovery period >
Dose  No. of Color Cloudy pH Protein
animals
(mg/kg/day) PY C - 1+ 60 65 70 75 80 8.5 - + 1+ 2+ 3+
0 5 5 5 1 3 1 5
1000 5 5 5 3 2 2 3
Dose  No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals — + 1+ 2+ - + 1+ 2+ - + 1+ 2+ 0.1 1 2 — 1+ 2+
0 ) 5 4 1 5 5 5
1000 5 5 4 1 5 5 5

Color :PY(pale yellow), C(colorless)
Cloudy : —(negligible), 1+ (cloudy)

Protein : —(negligible), +(15~30mg/dL), 1+ (80mg/dL), 2+(100mg/dL), 3+(300mg/dL)
Glucose : —(negligible), +(0.1g/dL), 1+ (0.25g/dL), 2+(0.5g/dL)

Ketone body : —(negligible), +(5mg/dL), 1+ (15mg/dL), 2+(40mg/dL)

Occult blood : —(negligible), £(trace), 1+ (slight), 2+{moderate)

Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), 1+ (slight), 2+(moderate)
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Table 15-1 Hematological findings of male rats treated with C.I.azoic coupling component 2
in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10 1 L) (g/dL) (%) (fL) (pg) (%) (%) (sec)
0 5 764 15.1 46.0 61 19.7 32.7 34.9 12.4
+ 43 + 0.5 + 1.8 + 2 + 0.6 + 0.5 + 12,1 + 0.3
60 5 771 15.1 46.1 60 19.6 32.7 29.5 13.0
+ 46 + 1.0 + 2.6 + 1 + 0.3 + 0.3 + 6.0 + 0.6
250 5 738 14.8 45.2 61 20.0 32.6 33.1 12.9
+ 41 + 0.8 + 24 + 1 + 06 + 0.3 + 9.3 + 0.3
1000 5 725 14.6 44.9 62 20.2 32.5 44.0 12.4
+ 66 + 1.1 + 3.2 + 3 + 0.8 + 0.3 + 23.2 + 0.2
Daose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10 L) (107uL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 19.8 132 78 0.0 1.0 13.3 83.1 2.6
+ 1.3 + 15 + 23 + 0.0 + 0.2 + 2.8 + 2.6 + 0.6
60 5 20.8 129 64 0.0 0.9 15.6 81.5 2.0
+ 17 + 11 + 8 + 0.0 + 04 + 79 + 7.6 + 1.0
250 5 18.9 132 69 0.0 0.8 15.2 81.3 2.7
+ 1.6 + 17 + 18 + 0.0 + 02 + 36 + 4.7 + 1.1
1000 5 20.2 101 52 0.0 0.7 13.8 82.7 2.8

+ 1.0 + 50 + 6 + 0.0 + 03 + 3.6 + 3.5 + 05

Each value 1s expressed as mean+S.D.
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Table 15-2 Hematological findings of male rats treated with C.l.azoic coupling component 2
in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No. of ~ RBC Hb Ht MCV MCH MCHC Ret. PT
{mg/kg/day) animals (10% L) (g/dL) (%) (fL) (pg) (%) (%o) (sec)
0 5 792 15.4 46.1 58 19.4 33.3 29.2 12.4
+ 19 + 04 + 1.4 + 1 + 0.3 + 04 + 8.3 + 0.3
1000 5 777 14.7 44.3 57 18.9 331 30.4 12.6
+ 35 + 09 + 17 + 1 + 0.6 + 04 + 93 + 0.2
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) 0% L) (104 u L) Baso. Eosin. Neutro. Lymph. Mono.
0 5 19.8 129 88 0.0 1.1 12.5 83.9 2.5
+ 1.1 + 14 + 26 + 0.0 + 0.5 + 2.8 + 3.5 + 0.8
1000 5 20.2 129 71 0.0 0.9 14.4 82.2 2.5
+ 0.7 + 14 + 24 + 0.0 + 04 + 3.6 + 3.3 + 0.7

Each value is expressed as mean+S.D.
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Table 16-1 Hematological findings of female rats treated with C.I.azoic coupling component 2
in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10* 1 L) (g/dL) (%) (fL) (vg) (%) (%a) (sec)
0 5 768 14.8 44.0 58 19.2 33.6 23.8 12.8
+ 23 + 0.8 + 2.2 + 2 + 07 + 0.5 + 9.1 + 02
60 5 780 15.0 44 .4 57 19.3 33.8 13.8 12.6
+ 25 + 0.6 + 21 + 2 + 04 + 0.6 + 6.6 + 0.3
250 5 782 15.4 45.3 58 19.6 33.9 15.7 12.7
+ 27 + 0.9 + 26 + 1 + 06 + 0.2 + 3.2 + 02
1000 5 762 15.0 44.8 59 19.7 33.4 18.3 12.4
+ 21 + 0.3 + 1.2 + 3 + 04 + 0.7 + 5.4 + 1.0
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10* u L) (10“ u L) Baso. Eosin. Neutro. Lymph. Mono.
0 5 18.5 125 41 0.0 1.7 16.5 79.4 2.5
+ 1.2 + 11 + 21 + 0.0 + 0.8 + 2.5 + 2.8 + 1.0
60 5 17.9 120 47 0.0 1.4 13.5 82.8 2.2
+ 09 + 14 + 13 + 00 + 0.3 + 3.0 + 3.0 + 1.0
250 5 17.7 125 47 0.0 1.3 19.4 77.1 2.2
+ 1.1 + 9 + 12 + 0.0 + 0.4 + 5.7 + 5.0 + 0.6
1000 5 18.1 115 49 0.0 1.2 13.5 82.0 3.2
+ 14 + 21 + 16 + 0.0 + 04 + b2 + 5.4 + 08

Each value 1s expressed as mean+S.D.
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Table 16-2 Hematological findings of female rats treated with C.l.azoic coupling component 2

in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10 u L) (g/dL) (%) (fL) (pg) (%) (%0) (sec)
0 5 767 14.9 44.2 58 19.5 33.8 19.0 13.2
+ 33 + 0.5 + 1.5 + 1 + 0.5 + 04 + 6.5 + 0.2
1000 5 788 15.0 44.4 57 19.1 33.8 17.3 12.9
+ 87 + 0.8 + 2.5 + 3 + 1.2 + 02 + 4.2 + 0.3
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10" u L) (10%/ u L) Baso. Eosin. Neutro. Lymph. Mono.
0 53 17.7 110 58 0.0 1.2 12.0 84.3 2.5
+ 1.0 + 8 + 8 + 0.0 + 0.1 + 5.9 + 5.6 + 04
1000 5 18.0 126 42 0.0 1.7 14.0 81.6 2.7
+ 2.2 + 35 + 15 + 0.0 + 0.8 + 70 + 7.5 + 0.6

Each value is expressed as meantS.D.
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Table 17-1 Blood biochemical findings of male rats treated with C.I.azoic coupling component 2

in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose No. of LDH AST ALT  ALP y-GTP __ T.P. Alb. AIG  T-Cho. TG.
(mg/kg/day) animals au/L) (IU/L) (IU/L) (IU/L) (IU/L) (g/dL) (g/dL) (mg/dL) (rgg/dL)
0 5 270 71 35 670 0.29 5.78 2.86 0.98 75 43
+ 67 + 10 + 7 + 168 + 0.10 + 0.17 + 0.19 + 0.08 + 11 + 10
60 5 312 73 38 753 0.38 5.64 2.81 1.00 69 53
= 72 + 6 + 8 + 187 + 0.23 + 0.10 + 0.04 + 0.04 + 11 + 28
250 5 284 72 35 825 0.47 5.75 2.86 1.00 67 44
+ 84 + 4 + 4 + 175 + 0.20 + 0.21 + 0.13 + 0.10 + 11 + 16
1000 5 255 76 37 801 0.63 5.73 2.81 0.97 72 51
+ 64 + 6 + 3 + 189 + 0.27 + 0.29 + 0.23 + 0.06 + 11 + 14
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEq/L) (mEq/L) (mEg/L)
0 5 162 15.2 0.37 0.38 11.0 8.9 146 5.04 106
+ 28 + 2.5 + 0.03 + 0.05 + 0.2 + 0.6 + 1 + 0.21 + 1
60 b 152 14.1 0.33* 0.41 10.8 9.0 147 4.88 106
+ 9 + 2.2 + 0.02 + 0.06 + 0.2 + 0.3 + 1 + 0.25 + 2
250 5 165 154 0.33 0.35 10.7 8.8 147 4.70 106
+ 22 + 2.8 + 0.02 + 0.04 + 0.3 + 04 + 1 + 0.36 + 2
1000 5 146 11.1 0.33 * 0.41 10.8 8.7 147 4.68 106
+ 13 + 3.6 + 0.03 + 0.02 + 0.3 + 04 + 1 + 0.28 + 1

Each value is expressed as mean+S.D.

* : Significantly different from control at 5% level of probability
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Table 17-2 Blood biochemical findings of male rats treated with C.I.azoic coupling component 2

in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose  No. of L.DH AST ALT ALP y-GTP __ T.P. Alb. AIG  T-Cho. T.G.
(mg/kg/day) animals (IU/L) {dU/L) (IU/L) {dU/L) aqu/L) (g/dL) @L) (mg/dL)  (mg/dL)
0 5 291 71 40 493 0.32 5.84 2.74 0.89 72 88
+ 14 + 7 + 8 + 51 + 0.17 + 0.13 + 0.14 + 0.07 + 12 + 33
1000 5 255 73 40 531 0.56 5.66 2.70 0.91 64 82
+ 338 + 9 + 7 + 99 + 0.23 + 0.13 + 0.12 + 0.05 + 5 + 37
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL) (mg/dL) (mg/dl) (mg/dl) (mg/dL) (mg/dL) (mEg/L) (mEq/L) (mEq/L)
0 5 160 16.9 0.44 0.36 10.7 8.0 145 4,72 107
+ T + 19 + 0.04 + 0.06 + 02 + 0.4 + 1 + 0.23 + 1
1000 5 159 15.0 0.43 0.40 10.5 7.7 144 4.94 107
+ 12 + 2.7 + 0.03 + 0.04 + 02 + 0.6 + 1 + 0.23 + 1

Each value is expressed as mean=S.D.
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Table 18-1

< At end of the administration period >

Blood biochemical findings of female rats treated with C.Lazoic coupling component 2
in the repeated dose 28-day oral toxicity study

Dose No. of LDH AST ALT ALP v -GTP TP. Alb. A/lG  T-Che. TG.
(mg/kg/day) animals {(IU/L) (IU/L) (IU/L) (TU/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 5 466 78 28 472 0.72 6.01 3.12 1.09 68 16
+ 184 + 13 + 4 + 85 + 0.44 + 0.24 + 0.15 + 0.09 + 9 + 8
60 5 414 68 29 396 0.87 6.00 3.18 1.13 86 25
+ 99 + 4 + 3 + 78 + 0.31 + 0.20 + 0.31 + 0.16 + 23 + 12
250 5 467 77 31 410 0.72 6.14 3.26 1.13 79 26
+ 140 + 11 + 1 + B8 + 0.35 + 0.23 + 0.27 + 0.12 + 16 + 7
1000 5 369 80 30 512 0.91 5.68 2.88 1.03 74 27
+ 60 + 14 + 6 + 102 + 0.44 + 0.17 + 0.12 + 0.06 + 19 + 13
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl) (mg/dL) (mg/dL) (mg/dl) (mg/dl) (mg/dL) (mEq/L) (mEg/L) (mEg/L)
0 5 128 12.7 0.41 0.26 10.5 7.1 148 4.83 109
+ 10 + 1.5 + 0.06 + 0.02 + 02 + 0.8 + 2 + 0.44 + 1
60 5 133 14.8 0.47 0.26 10.8 7.9 147 4.86 109
+ 20 + 3.1 + 0.15 + 0.02 + 02 + 0.5 + 2 + 0.16 + 3
250 5 146 15.0 0.41 0.26 10.5 7.5 147 4.86 109
+ 13 + 2.7 + 0.05 + 0.02 + 0.5 + 1.6 + 1 + 0.30 + 1
1000 5 128 13.8 0.42 0.24 10.6 7.7 145 494 108
+ 19 + 2.7 + 0.03 + 0.03 + 04 + 04 + 1 + 0.32 + 2

Each value is expressed as mean+S.D.
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Table 18-2

Blood biochemical findings of female rats treated with C.I.azoic coupling component 2

in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No. of LDH AST ALT  ALP y -GTP T.P. Alb. AIG T-Cho. T.G.
(mg/kg/day) animals {dU/L) (IU/L) (IU/L) (IU/L) dU/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 5 337 73 29 295 0.76 5.97 3.06 1.06 72 20
+ 78 + 14 + 5 + 178 + 0.26 + 0.24 + 0.20 + 0.13 + 5 + 8
1000 5 546 * 121 36 * 334 0.86 6.05 3.13 1.08 77 26
+ 147 + 43 + 4 + 24 + 0.88 + 0.23 + 0.15 + 0.08 + 18 + 14
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL) (mg/dl) (mg/dl) (mg/dL) (mg/dl) (mg/dL) (mEq/L) (mEq/L) (mEg/L)
¢ 5 142 15.5 0.48 0.29 10.8 7.2 145 5.07 108
+ 22 + 24 + 0.02 + 0.02 + 0.2 + 1.0 + 1 + 0.37 + 2
1000 5 133 14.5 0.49 0.29 10.6 7.0 145 4.82 107
+ 18 + 3.6 + 0.04 + 0.03 + 02 + 0.5 + 2 + 0.89 + 3

Each value is expressed as mean+S.D.

* : Significantly different from control at 5% level of probability
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Table 19 Incidence of necropsy findings of male rats treated with C.l.azoic coupling component 2
in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period

Dose(mg/kg/day) 0 60 250 1000 0 1000

Fate KA KA KA KA KR KR

No.of animals 5 5 5 5 5 5

Testis : Small, left side 5 5 5 5 4 5

+ 0 0 0 0 1 0

KA : Killed by design at the end of administration period.
KR : Killed by design at the end of recovery period.
Grade, - : Negative; + : Slight.
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Table 20 Incidence of necropsy findings of female rats treated with C.1.azoic coupling component 2
in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period

Dose(mg/kg/day) 0 60 250 1000 0 1000

Fate KA KA KA KA KR KR

No.of animals 5 5 5 5 5 5

Abnormality 0 0 0 0 0 0

KA : Killed by design at the end of administration period.
KR : Killed by design at the end of recovery period.



Table 21-1  Absolute and relative organ weights of male rats treated with C.L.azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose No.of Body Brain Thymus  Heart Liver Kidney Adrenal Spleen  Testis Epididy- Pituitary Thyroid

Animals weight gland mis gland gland

(mg/kg/day) (8 (4] (® ® (®) (8) (mg) (8) ® (g (mg) (mg)

0 5 330 1.92 0.57 1.09 10.32 2.62 59.8 0.70 3.06 0.75 11.1 24.7

Absolute +31 +0.06 +0,20 +0.10 +1,47 +0.28 +14.0 +0.13 +0.09 +0.03 +0.8 +3.6
60 5 318 1.89 0.58 1.15 9.78 2.52 56.8 0.72 3.34 * 0.80 10.7 241

+33 +0.08 +0.26 +0.04 +1.54 +0.37 +8.9 +0.16 +0.21 +0.12 +1.1 +2.1

250 5 345 1.93 0.58 1.16 11.04 2.67 61.0 0.77 3.24 0.75 12.2 28.9

+20 +0.03 +0.13 +0.13 +1.19 +0.21 +6.1 +0.12 +0,20 +0.07 +0.8 2.4

1000 5 342 X 0.98 0.54 1.16 10.99 2.67 66.9 0.78 3.41 ** 0.77 11.8 28.1

c'.;; +33 +0.07 +0.12 +0.06 +1.36 +0.07 +12.8 +0.24 +0.06 +0.05 +2.3 +4.0
0 5 330 0.58 0.17 0.33 3.11 0.79 17.9 0.21 0.93 0.23 3.4 7.6

Relative @ +31 +0.05 +(0.06 +0.03 +0.21 +0.05 +3.0 +0.03 +0.11 +(.02 +0.1 +1.6
60 5 318 0.60 0.18 0.37 3.06 0.79 17.9 0.23 1.06 0.25 3.4 7.7

+33 +0.06 +0.06 +0.04 +0.18 +0.05 +2.8 +0,05 +0.09 +0.03 +0.3 +1.3

250 5 345 0.56 0.17 0.34 3.20 0.78 17.7 0.22 0.94 0.22 3.5 8.4

+20 +0.03 +0.03 +0.03 +0.24 +0.03 +1.3 +0.02 +0.06 +0.02 +0.2 +0.6

1000 5 342 0.58 0.16 0.34 3.21 0.79 19.5 0.22 1.00 0.23 3.4 8.2

+33 +0.06 +0.03 +0.03 +0.16 -+0.06 +2 6 +0.05 +0.11 +0.02 +0.4 +0.8

Each value is expressed as mean + 8.D.

@ : Relative organ weight per 100g body weight.

* . Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 21-2 Absolute and relative organ weights of male rats treated with C.Lazoic coupling component 2 in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Testis Epididy- Pituitary Thyroid
Animals weight gland mis gland gland

(mg/kg/day) (® (8 (8) (8) (® (® (mg) (2) ® ® (mg) (mg)

0 5 415 1.97 0.56 1.28 12.32 2.90 68.1 0.71 3.25 0.10 13.0 27.7

Absolute +8  +0.07 +0.08 +0.06 +0.72 +0,21 +8.7 =0.14 +0.50 +0.18 +0.6 +2.5
1000 5 410 1.94 0.50 1.23 11.70 2.76 62.6 0.81 3.38 1.05 12.3 26.4

+46  +0.05 +0.06 +0.06 £1.89 +0.22 +10.1 +0.12  +0.16 +0,07 +1.4 +3.4

0 5 415 0.48 0.13 0.31 2.97 0.70 16.4 0.17 0.78 0.24 3.1 6.7

Relative @ +8  +0.02 +0.02 +=0.02 +0.17  £0.04 +2.0 +0.03 +0.11 +0.04 +0.1 +0.6
1000 5 410 0.48 0.12 0.30 2.84 0.68 15.3 0.20 0.83 0.26 3.0 6.5

+46  +0.05 =0.01 +0.03 +0.20 +0.06 +2.0 +0.02  x0.06 +0.03 +0.3 +0.9

Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight.
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Table 22-1  Absolute and relative organ weights of female rats treated with C.l.azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Ovary Pituitary Thyroid
Animals  weight gland gland gland

(mg/kg/day) (® (® (® ® (® ® (mg) ® (mg (mg) (mg)

0 5 208 1.78 0.47 0.79 6.19 1.69 67.0 0.45 93.5 14.4 19.3

Absolute +18 +0.04 +0.11 +0.04 +0.65 +0.23 +3.1 +0.08 +16.9 2.0 +2.4
60 5 209 1.81 0.45 0.77 6.21 1.60 67.9 0.49 85.9 12.9 21.0

+19 +0.05 +0.08 +0.07 +0.51 +0.10 +]11.8 +0.10 +9.1 +1.6 +5.3

250 5 205 1.75 0.42 0.75 6.10 1.61 63.6 0.43 87.5 12.4 17.5

+16 +0.03 +0.04 +0.04 +0.41 +0.10 £4.5 =0,06 +28.9 +1.0 +2.1

1000 5 212 1.87 * 0.46 0.80 6.42 1.63 75.9 0.55 87.1 11.8 18.3

+12 +0.08 +£0.07 +0.06 +0.70 +0.14 +5.6 +0.19 +13.0 +1.1 +2.3

0 5 208 0.86 0.23 0.38 2,98 0.81 32.5 0.21 44.8 6.9 9.3

Relative @ +18 +0.07 +0.04 +0.03 +0.11 +0.07 4.5 +0.02 +5.6 +0.7 +1.3
60 5 209 0.87 0.21 0.37 2.97 0.77 32.3 0.23 41.3 6.1 9.9

+19 +0.09 +0.03 +0.05 +0.10 +0.03 +3.3 +0.04 +5.3 +0.5 +1.8

250 5 205 0.86 0.21 0.37 2.98 0.79 31.2 0.21 42,6 6.1 8.5

+16 +0.06 +0.01 +0.02 +0.07 +0.05 +3.1 +0.01 +12.7 0.7 +0.5

1000 5 212 0.88 0.22 0.38 3.03 0.77 35.9 0.26 41.2 56 * 8.6

+12 +0.04 +0.03 +0.01 +0.18 +0.04 +3.6 +0.07 +6.7 +0.6 +0.9

Each value is expressed as mean + S.D.
@ : Relative organ weight per 100g body weight.
* . Significantly different from control at 5% level of probability.
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Table 22-2 Absolute and relative organ weights of female rats treated with C.l.azoic coupling component 2 in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No.of Body Brain Thymus  Heart Liver Kidney Adrenal Spleen Ovary Pituitary Thyroid
Animals weight gland gland gland

(mg/kg/day) ® (8 €4 (® (8 ® (mg) -4 (mg) (mg) (mg)

0 5 242 1.89 0.42 0.87 6.44 1.71 78.1 0.53 84.2 14.0 22.2

Absolute +13 +0,06 +0.06 +0.07 +0.71 +0.10 +15.4 +0.07 +5.6 £2.0 2.6
1000 5 223 1.86 0.37 0.81 6.20 1.67 70.6 0.49 88.9 14.2 20.0

+17 +0.04 +0.07 +0.06 +0.71 +0.09 +16.8  +0.06 +8.1 +2.8 +1.6

0 5 242 0.78 0.18 0.36 2.66 0.71 32.2 0.22 34.8 5.8 9.1

Relative @ +13 +0.04 +0.03 +0.01 +0.17 +0.02 +5.5 +0.03 +1.0 +0.7 +0.7
1000 5 223 0.84 0.17 0.36 2.78 0.75 * 31.8 0.22 40.1 6.4 9.0

+17 +0.06 +0.03 +0.01 +0.18 +0.04 +7.8  £0.02 +4.5 +1.2 +1.0

Each value 1s expressed as mean + S.D.
@ : Relative organ weight per 100g body weight.
* : Significantly different from control at §% level of probability.



Table 23 Incidence of histopathological findings of male rats treated with C.1.azoic coupling component 2 in the repeated dose 28-day oral toxicity study
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Organ : Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/kg/day) 0 60 250 1000 0 1000
Fate KA KA KA KA KR KR
No.of animals 5 5 5 5 5 5
Lung : Accumulation, foam cell 3 # # 3 # #
+ 2 # # 2 # #
Liver : Necrosis, focal - 3 # # 3 # #
+ 2 # # 2 # #
Microgramuloma - 3 # # 3 # #
+ 2 # # 2 # #
Glandular stomach : Dilatation, fundic gland - 4 # # 5 # #
+ 1 # # 0 # #
Kidney : Hyaline droplet, proximal tubular epithelium - 2 # # 2 # #
+ 3 # # 3 # #
Basophilic tubules - 3 # # 3 # #
+ 2 # # 2 # #
Cellular infiltration, lymphocyte, cortex - 4 # # 5 # #
+ 1 # # 0 # #
Thymus : Hemorrhage - 4 # # 3 # #
+ 1 # # 2 # #
Spleen : Hematopoiesis, extramedullary - 0 # # 0 # #
+ 5 # # 5 # #
Deposit, pigment, brown - 0 # # 0 # #
+ 5 # # 5 # #
Testis : Atrophy, seminiferous tubule, unilateral - 5 # # 5 0/12 #
+ 0 # # 0 1/1* #
Prostate : Cellular infiltration, lymphocyte, interstitium - 4 # # 4 # #
+ 1 # # 1 # #

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined.

Grade, - : Negative; + : Slight.

a ;: Examined the animal with a macroscopic abnormality.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, heart, small intestine, large intestine, adrenal, urinary bladder, epididymis,
seminal vesicle, spinal cord, sciatic nerve, bone marrow, lymph nodes and eye ball from animals of control and 1000 mg/kg group.
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Table 24-1

Incidence of histopathological findings of female rats treated with C.L.azoic coupling component 2 in the repeated dose 28-day oral toxicity study

Organ : Findings At the end of administration period At the end of
recovery period
Dose(mg/keg/day) 0 60 250 1000 0 1000
Fate KA KA KA KA KR KR
No.of animals 5 5 5 5 5 5
Lung : Accumulation, foam cell 4 # # 4 4 5
1 # # 1 1 0
Mineralization, artery 3 # # 2 5 5
2 # # 3 0 0
Heart : Myocardial degeneration/fibrosis 5 # # 5 5 4
0 # # 0 0 1
Liver : Necrosis, focal 5 # # 5 4 5
0 # # 0 1 0
Microgramuloma 4 # # 2 3 2
1 # # 2 2 3
0 # # 1 0 0
Degeneration, fatty, hepatocyte, diffuse 3 # # 4 5 5
2 # # 1 0 0
Glandular stomach : Dilatation, fundic gland 4 # # 4 # #
1 # # 1 # #
Kidney : Basophilic tubules 4 # # 3 3 4
1 # # 2 2 1
Cellular infiltration, lymphocyte, cortex 1 # # 5 4 5
1 # # 0 1 0
Cyst, solitary 4 # # 5 5 5
1 # # 0 0 0
Fibrosis, cortex, focal, unilateral 5 # # 5 5 3
0 # # 0 0 2
Dilatation, tubular 5 # # 5 3 4
0 # # 0 2 1
Dilatation, pervis, unilateral 5 # # 5 5 4
0 # # 0 0 1

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined.
Grade, - : Negative; + : Slight; ++ : Moderate.
No abnormalities were detected in the brain, pituitary, parathyroid, thymus, trachea, small intestine, large intestine, adrenal, urinary bladder, ovary, uterus, vagina, spinal
cord, sciatic nerve, bone marrow, lymph nodes and eye ballfrom animals of contro! and 1000 mg/kg group.
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Table 24-2 Incidence of histopathological findings of female rats treated with C.l.azoic coupling component 2 in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/kg/day) 0 60 250 1000 0 1000
Fate KA KA KA KA KR KR
No.of animals 5 5 5 5 5 5
Thyroid : Ultimobranchial remnant - # # ) # #
+ 1 # # 0 # #
Spleen : Hematopoiesis, extramedullary - 1 # # 0 ] 0
+ 4 # # 5 5 5
Deposit, pigment, brown - 1 # # 0 0 0
+ 4 # # 5 5 5

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery pericd, #:Not examined.
Grade, - ; Negative; + : Slight.
a : Examined the animal with 4 macroscopic abnormality.

No abnormalities were detected in the brain, pituitary, parathyroid, thymus, trachea, small intestine, large intestine, adrenal, urinary bladder, ovary, uterus, vagina, spinal

cord, sciatic nerve, bone matrow, lymph nodes and eye ballfrom animals of control and 1000 mg/kg group.
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