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2K

2277z /) —)VE0, 8 40, 200 BKT 1000 mgkg DHAETHEHD SD R T v b+
1228 BEREROZSE L, ToHEELEEEZREL . |

—RAREBIC BT, k¥R, BFREEBHOET, HTEE, EEALH 5 WIEEEAMIAY 1000
mg/kg FEOMEME, FREEAHY 200 B KT 1000 mg/kg B OMEHICFRD S1/Z. TN 5D
BE5RICOBEZS—BEOENLTH D, EHEHEFICEA NN .

MHIEALFRIREICBN T, 5 HIRRE TRICERY > OKEA 1000 mg/kg B ORE, b
V) 7yt TA ROESES 1000 mg/kg #FOMICRO 517z, s ORI T
BriZidA b naho .

BEHERICBWVT, &5HIFHE 7RI - M ERE DS EA 1000 mg/kg B DI

IRH LN, EEHIRE TRICD, HHEES - B EEOEMA 1000 mg/kg B DREC
BENN, TOREIZ SRR TRICHNERL /2.

HRICBWT, RESHIMK TRIC, FFBO®BELH 1000 mg/kg B OREHE TR 57z,
AZIL, EHERIRRE TRICIEA s Naho 7.

WHMABFIREICBWT, NEPLHEOMBIERA 1000 mg/kg B O MM TRD 5
N7z, AZE, BEEBRRK TECEA o7k,

RERE, BESRE, MKRFRE, RBEOKRICE, #BRpERSIGERT S
EEZSNDBELEB SN Tz,

Db, MEHEDNT NS 200 BL O 1000 mg/kg B THRBYERSITERT 2 EEZ 515
ZAERD SNz, —IRERIZH T 200 mg/kg B DU TIRIEN A SNZZ &M 5,
ARBREMETICBITS 227007/ —)VOEZERE (NOEL)IE, MAENTND 40
mg/kg &HBTL 2.
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227007 x/—)V3, REHEHE, RERETH2 0. AEBRMEIRBERNSH D,
RENSORINDRELS, REBINETDENMEEE525 2.

46, BFECEPEOREEARAEEXO—RELT, Iy F2AVNT 28 BHEDR

BEEERREEEL, EENOBHEFRNREBIIDVTRHLZOTRET 3.



8L658

MELB L U5

wERE
NoREENZ 27007 2/ —)W@EFR : 2CP, CAS No. 95-57-

8, Oy h&F ME 99.49%) 2R L7z, BBRYEIITEOLFE, #iE,
STFEBIUORHMER T 28R 1749C, AR 9C, BEEQRST) 360Pa, Y, 22K
HTERT DA, BHEENTEIEIR, BETEE, KTOBME 271%, Tk,
DMSO B, ABR~RBEDOREKTHS. HEBRYEIIERER - BREGETTHREL
Iz

WEBHEOREMNT, HRMBERIELVRIETIEREZAFL, ERLE.

{b#4% . 2-chlorophenol

BiEX

OH
Cl

SFE . 12856
Ry . T7x /W 0.18%

24-ona7x /)b 0.32%

HEBREY

AAF v —IVA-UN—R (EEZFT BEA) 25 1999 4 3 A 10 BIZ Cj:CD(SD)
IGS T v b (SPF) MEHES SO LE AF L.

BARE o BERE - BIEL, WENOBNLRERENAETHE L%
HERL /-, HBE5HBHBEIC, AERIMLEERMIEIC X > TEHOKENIZITYE
—ERBEDITESTL, BES A IEEFER Lz, 5 RRROEERT 5 B, &
BEREIIHEN 153~174 g, M 126~149¢ THo .

ENCFRHICE > TEERE#HRLZ. F—PRRBBRES, RBE #%RY
B4, BES, 3, BE R5HE, IMBEBIUREREREL L5V EM
Iz,

11
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EhneEE

B - BRSO EFAMZB LT, BE 2222C (HEE), MHHEE 55
+15% (BEE), BEW 128/ % )7L v a7 —#4), B 12/
B 7:00~19:00)ICHEFREG L -HFZEE2FERA L. YIS CTEDZRIEE DR
#EIE 19~25C, 35~75%TH D, EAMEIZTN T 22~26TC, 38~63%THo7x.
BERZFEGENTHES LN, BEICDWTIE 1999 £ 3 8 14 A R (10:30-
11:00, BEEE 26C) U THBEEN 2o/~ LML, —@BIEOEMEZ LFETH
5T &, ZS OB TEMIC—BRREOE(VBSNANo I ENE, RBR
NDEB I Mo EEZENSD.

B EWEEHOERBMARE XN—FFv 7, BEFr—IVZ - UN—) &
BzR Y —Rx— M — 20 (265W x 426D x 200H mm, 37 BHEZRHRER)
BRI —2®H720 SIL (B, BEoULER—2H7k2D 2k (R A
U, ZF—)VEZRE (FFTREERE) LICEBEBL TRAEFLE. ¥ —OBRBEAT
Vol 1 Bo—7—3 3> Uz #MEICIREFR AT > L AR EREE AiGEEE
FURZERE) &, WMAKITEERRY I —Rx2— MK (700 mL, NFT
FIEBmM) &AL 7—2 (SR, MRS X UHEKIRIZE 1 EsSHL 7.

BMICIY, ERFWAERER MF, FVI Y IVERSTEW) &, 5um D7 4
Vo —gabtg, RIMVREHUKGEKZ HRICERE 82, SR EamKI3E 1 |
KHL T

PRE & fRRh DR B S R EIB RS, SIS TR EEITEA L T
HTEEMER L. Tz, BRAKIKGERIZHERL 2 KEREZ EHMICEREL,
PHENEEIES L TWE I EZHERL TN 5.

® 5
BERBIIMCEETT BS54 VI Os s L. #5838 BM &L,
BT EEZELEVYPERWTIE 1B, FIPICREEORE L.
RESERBROTRERE L TRRYE Z 0,250, 500 B LU 1000 mgkg DRET
HEZOES @ET) LRSS, ECaldlRd sivzh-7ka, S5 RIERES
DETBRUBHTRENFERYE RS T, EAMEES 1000 B £ 500 my/ke
HTERD LNz, KRIZ0,100,200 BEU500 mgkg DHREZ 14 ARIKEROHZREL
12



8L658

FHRER, WTHOBICHOEBRYERSICERT 2 EEXSNDHESNREEELIT
Roosnaholz. INEOFHEBROEERENS, FHBROSARILETEN 1V 3
1D FRTH D 1000 mgkg & U, AT 5 T 200,40 B XN 8 mgke DEt 4 AER
ZRELE. SS5IHE () THOAERET HIMNREEZRIIZ. R5®EIT 10
ml/kg &L, BRBICEIELZEREICEDWTERL .

wEE A T GLEEER, Oov NES 8217) IBEHRE L. BERD
FENLE 1 EfTV, REICHRTIETREREL, AEZ S HENICERLZ. &
SRMOEBRMEORBRESRA T TO 8§ BEOREMRY, 5B 04 25
200 mg/mL DB THER L7z (RMIER ). £, VEFRERICEAEROERSK
WL, B EORENRTERED L10%LANTH D 2 L 2R L (R ER
2). |

SEEREE, 200 B XU 1000 mg/kg HO—HOEMIZ, {5 MK TR 14 BEOEE
Bz &7z,

5. BHEERK
¥ A BE 5 HA R TR AR O B8 HARIRE T R 2
(mg/mL) i it e It
Xt HB 0 6% 6 6 6
(10101-10106) ®  (50101-50106)  (10107-10112) (50107-50112)
8 mg/kg #f 0.8 6 6 - -
(10201-10206) (50201-50206)
40 mg/kg & 4 6 6 - -
(10301-10306)  (50301-50306)
200 mg/kg B 20 6 6 6 6
(10401-10406) (50401-50406) (10407-10412) (50407-50412)
1000 mg/kg B 100 6 6 6 6

(10501-10506)  (50501-50506) (10507-10512) (50507-50512)

D, %29 HICHRE]; 2), %43 HICHE; 3), BIWIEK ; 4), D&

6. EE - AIEER
FTROBEEHERELZ. 28, BOEOREIRGHKAZE 1H, £1~7HZ
E1BELE F-, E20HURZEEGHFELE.
6.1 —fRIREE

BEMRT 1R 28 @55, %), TOMOEEE 1 B 1 BFRIRICEELE.

13
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62 k E
2P OKERZETF LR (EB-6200S, BRNSEEER ZHWTE 1 EElE L.
63 EEE
Er—OHIIRBALEREET LR (EB-6200S, WREEREER) 2HNT
BE1EREL, 1EHZDD 1 A FEEEZEH L.
64 MIRFHIRE
%00 ABLONE 43 H O EMEEIFIC SNSRI EIEBBSLHT T, FHRUY
= F MU L (TRFTIV, HABEER) ZEENZS L THRERL, BREIREYD
Fml, FTEREOEHZAELZ. 9, 10DOREICITERBEIERELT32%7 >
B=J b ULKBKRZERAL, BOSBL THENmMELZH W, ZOMDIA
BOBIEIZH, #ERHLER] EDTA-2K TR L 7 ik & Az,

H H Bk
%)) FRILEKE (RBC) =2 70-DCA E—F 2 ARHE
2) NES OV EE (Hb) SLS NES DO E 3k
3) AT hZ Uy ME H FRINER )V A S E R H %
“4) IR IMEREFE MCV) ), BLVEH
) SEEFRmERIM AEE (MCH) 1), @LVEH
©) PR mER I ARIEE (MCHC) (), Q)X DEH
@) TR MmERE ThI Jb-4 -Z R TZ70-9 bAN) -1k
(8) /N —=AT7O—DCA > E—F 2 ARkHE
) JobholEERE (PT) Quick —E&ik
(10)  FEHEALGERS b 77 9AFRER (APTT) EHibt o7y /S 2AF 8%
(11)  A#mEkE (WBC) RF/DC - > ¥—% > Ak HiE
(12) HmIKEn=E Wright ZERFEEARITD WTHEIE
BIEHEZ: M~@3), @), (1) : NE-4500, T A A w7 A
(7 : R-2000, > A A w7 A
9), (10) : KC10A, 7 A%t
(12) : MICROX HEG-70A, # A0 )

6.5 IMiR{bFRIERE
SHEMERICERL 20RO —H 2B TH 0 HBERELTEL, Bohk
MmEERANWTTEDEEZEE LR, F£/7, BROMERR, #HBRTETHERE

L7z

H B 7 i
(1) ASAT (GOT) UV-rate i (JSCC R EIE)
) ALAT (GPT) UV-rate i (JSCC B EIE)
(3) Y GT T p-2hoTII N BEE (SSCC HEH)
(4)  ALP p-2h0712)V) R E B IE(JSCC B RIE)
(5) wmE)IE> E3E1% (BOD %)
(6) REEFR B%3E-UV £ (Urease-GLDH %)
N DLy FZ Jaffé ¥k
(8) T a—2 B3R -UV £ (GlcK-G6PDH %)

14
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) walLZA5Fo-—)b E£3%&7% (CES-CO-POD %)
10  rUYFUESAFK B (LPL-GK-G3PO-POD i)
(1) #BE Biuret {%

(12 7Tz BCG i%

(13) AGLH ADBLV)EDEH
14 HNTTULA OCPC %

(15)  fEHY > BERIE (PNP-XOD-POD ¥%)
(16)  JFhUTLA (Na) 1 A BIREE

17y  AYTL (K) A F EIREME

(18)  ZrZo-—)b D 1 & EIREME
BIFEHES H3L 736-10 7%, WRHIBFERT

66 RBE

R 6 ICOFBERZE 26 HICHML T, THROHEEZHEL/Z. BREOREE,

BRMEREORFEZROETDREANRD S5ILN o707z, TOMOBEIER &
EE M ORBERIEE Lo 7.

H H VRS

(1) pH ABE ST A AT 4w TR, INA TV - Z3ER)
2) EH REBRE (SN T A AT v T A, NA TV - ZHE)
(3) TN aA—X REBEE (ST A ATA v IR, NA )L - ZHiK)
4 N AR BEME (WIVT A AT v IR, INA I - =)
5) vUuLEr BEBEE RNTAATA v IR, NA TV - =)
(6) i RBHIE (ST A AT v T A, INA IV - ZHiK)
(7 oy =52 BEBEE KNVT A AT v T, INA IV - ZHR)
HIEHER - =57 100, NIV - =X

6.7 JREFRIRE
1) HBEEE
SHEFESBYDO TEORBEEEE2ET LR (AGE-120, (RSIEEWERT) % A1
TEELE. £, BAHOFEICEDWTHENER (HAEEN) 285HLE. 2B,
TEREBIVCRRBREZIFTIN ) VEERICBEE L. 200 mgkg B#OH 1
(10405)D FEABBIIBHFOWBICL VIEETH > 2 e®d, BIET—F 2RAL
7z
i, (DB, B, BFEE, B, 818, MiR, M, R, IR, TE, SRELE
TE&ME, FRE
2) MEHHBRE
HEMNEBYIIRLE, BEREREUN - mal, BRI BB
3) RERBFHORE
SO TLEE - HBEERL, 1090 VEEERILTY VRTEEL,

15




8L658

FELE. B2FEL, BEREN—F—RIIFERY KT, BEBIUCHEELEIT
7 AR TEE L.
M, &8, T&EE, BERSIUN-F IR @), U/ H(TE - BRHEE),
Mlg, |F, MBLUKEX, B, T=#kB =B BiE 5B &5 BB,
el FRIEB LU ER/ME (R, O, FFR, R, B o), 8%
My, FERE, REE (WA, KR LE@ERD), FE, siREE, PR A,
TE, KBREBLUER (), REHSIOLEHE
5 HIREHE T RRICERER U 7o M BREE & 1000 me/ke B DM 2FIO TR E - ik
5K BR 2 SULBMORBRMRETMIIEETE > TAT MF Y > - IF
T2 (ME) REEAZERL, SRl X517, WEEE 1000 mg/kg B OUfEHEE
2 #iil (10101, 10102, 50101, 50102, 10503, 10504, 50501, 50505) DI L UHEFEIZ DN
T, Z7Ua—N— - NUIREBIEREZERL, SERLZ. REOKR, HBRWER
H5IERT % & BN s A 1000 mg/kg B O THIBEICRD 52720, 75
HARSTHE T BRI O 8, 40 B L TN 200 my/kg B & [E1E EARIK TIEHEM O LB D
IR DIFRBIZ DWW THRE L 7=,
o, DM, FPEE, RREE, EE, BUE, RS, BER LA BE R, N B 8
B, BaER, REER), WEMPRE, KBRED
(B, &8, LEHRBICKRBHOBEL, —RIREHRE TRENA SN
DEBLZ.)

Hrat IRt

STET 413, ZELREREETHRAFHAELEZRFT L. 720D Bartlett
ETENBOREET, SENELWEEII—TEBLBOT, SBENELLRZ
VB E 1 Kruskal-Wallis DRRTE 21T o /2. #EICABRENRD SN2 5 A1 Dunnett
JEE Dunnett BIOLEHBREZIT o7/, ST —FI3, axb Dy REETL,
BEEDNRD SN EIT Armitage D RE THBEESAEHZLELE.
BETZIMATORNFEERTIEOBY THS. —iikeE, REMEIZNREICD
WTI3, MEFFRITEERL 207

SELEHE ¢ #E BEE IKRFEPERE, LREFORE BEEE
2L RRTE D ERRE, REERFIIRE

16
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—HKEE (Table 1)

1000 mg/kg B TIAEE 1 HICBRESOE T L HTRENS SN, HITEREISM#
4N 1 HDS, HTHICE 1 BHNMS 10 HIINTTA SN, BEREFHOETIE
HE 8, M 6 FHTEERAICRED 51, RSERIEREITIIEGLS B WIBIBML H &
SNz, Tz, WEAKE 8B, M 10HITHE 9 BUARERIZ, IREEDVH 4 BITE 15 B
FRIZ, S HITE 12 HURICEHENIZA N, INsSEnTndRksgo—@kE
DELTHO, BREHOET, BEAMLBIORRMLIIRSEG% 3 BELA, HTR
W, GREL, ¥REE, ABAMALIIRER 30 2 LANICIER L.

200 mg/kg B TIIFREEAHE 6 1 TH 13 BEARE, 1 FITE 12 HUBIZAH S 72708,
B 58 30 SLANICHE T2 —BIE DB TH o 7.

8 BL TN 40 mg/kg HICEEITH NN ST

& E (Figure 1, Table 2)
WTFNOHERMERSHICBWTD, AEBEFERICHER L.

EfHE (Table 3)
WEFNOEBEMBEREGHIIBNTD, HEEEFERICHERB L.

MHEFAIREE (Table 4)

BEMER TRBIOEENBK TROBET, BBRYERSICERT 2 EED
NAELERD sNzho Tk,

El15 HE TR IC B MR E 2 B QS ERIF PR OB ES K O BRI OEB
1000 mg/kg OB THENZD, BEMRELTH Y, BEHERTHIZRA SN
WZEMD, HBRMERS SIIEEDRNELE BT

MELFRINRE (Table 5)
BEHER TEHORET, 8K > OEEN 1000 mgkg HBOHT, NUTUES
1 ROEEAD 1000 mykg HOMTRD SN, TNSOELITNWTNOEMTHD,
17




8L658

F7-, EEHEIRR TRHCIZIA SN o 7.

[E118 AR TEFIC ALP D BB 1000 mg/ke B D1 T, [REEFE D{KED 200 my/kg
HOMTHALNZD, BHBRELTHD, KREHEKR TRICEA SN ERNS,
WERIE RS S IIBIE D WEL SRR L Tz,

RERZE (Table 6)
BEHBTORE T, BEYEREICERT 5 & BN 5EIIERD 5 7E0 >
7.

SEEE (Table7, 8)

BEHRR TRORE T, B - AW ER D BB 1000 mg/kg B O TR
S, IS OZB{LIIEERER TRICD A 517278, R5HREK TIRFICHERE
DEERERL THE.

B8 HARTRE T IRFIC T E]AAHE - X EEORMEN 200 mgkg BHOHET, TEFHE
T EEDEMED 1000 mg/kg FHDOH T, T EE OKMED 1000 mg/kg B OHETH S
Nz LML, WInbBEMEELTHD, REHBEKRTRICEA SN &n
5, HBRMERS SEBEEOIEWELERRTL .

R R (Table 9, 10)

# 5 HIRHK TR ORE THIE OB AAT 1000 mg/kg B DM 6 i, 4T, BT
DFEKN 1000 mg/kg B DR 4 41 TRD Sz, A EEHREK TS S
AG I oRra

REHR T IS X U EE SRR TRICHE SR B E RS RICMIE O, o
BE, FROMBE, BRODIBBIUVBIRIE FEOERBVEENIIEDS
Nz, LaL, INSOREDOHBIC—EDEMMASNIZNI ENn5, HKEYE
BEICREL 722 TIRIE W EHET L 7.

IR R (Table 11, 12)
HEHERSICERT S EEbN2ELE LT, NERMEOTMIEERNES
HARHE 7 RFRIRREN Y D 1000 mg/kg BEDHERE] &SI 5 HI TRD 517z, EEHRRKRT
18



8L658

AR LIE Tld, RV D 5NEh o7z

FE IR T B O HIR TR DIEXRDH 531172 1000 mykg B OMETIE, HEER
FRNTIIE T2 EITRBD S ho 7z, T, —RIKEBEHE TRENRD 5117
o, B, HHE, LEHEBIUKABESO HE REERZER, 517, KXW
FEICOWTIE, 7YV a—N—  NUIREZERBERLUERL D, BEEILR
s 7.

BREMRHE T B X OEEMBR TRENSYORBRYEREHTIE, oM
DBED OO /MR, BIROHMBEB IO N2 RDBAE, o
i BB K ORAE IR E, RO/ SR, FFlfuoMiREEEERL, §F
MBAOREHLE, REEMIRZEE, NAFES IO, BTROFEEERM
&, O3k, BEICE, BHELE, AREE LEOFTFROERBIVHEEOR
FEMERIEREE, FEROIENED SN, Winbdb Iy bzAW-E R
TLIELIZEARARAERICRDONDELTHD, TORBICHEEDEEN VLT
EMS, HRWERS SIZEER AL

19
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EERB I ONE

2CP % 0, 8, 40, 200 BL T 1000 mg/kg DAETHEHED SD T w MZ 28 HEIK
EROKEL, TOEREEEEEZRFLE.

—RREEICBWNT, BESHMPICKRE, SREBORT, HTEYE, BERIHS
WIZRIBARZAY 1000 mg/kg B DRERE, FRAEDS 200 3 K TF 1000 mg/kg B DHEHEIZERD 5
Nz, TNSOEEIRFEERICOAE IS —BEOELTH -2, REITHRBZ
REEICERTZHDLEEASNDY, REREBENICK FHICEERAN
Moz, 2B, Iy hcrnonrxz/—ERELRERSE, RENEIASZEETT
TIHENINTNS . FEICDWTIE, HEBRYEO DRI D 2 WL 1000
mg/kg Bt TIREEDIB 5ND T ENS, PRFEEFITER T 2 vlgEENEEHN S,
FOERIHSMN TN -7, NSO IIEERFIZIZA SN2 .

BEEEBIZCBWT, FEMEX - BREEDSED 1000 me/kg & O TIRD 57z,
g T, SR THELD, REBEEAEIRE T/AEREDOFMEIERD 1000
mg/kg B OMEHETERD 5Nz, MEROLHEOFHIBAEXRIS, EYRBERNFEx
NEBEKC UELVIERRTAHIETHENTNDS 9 2O ENME, 5 DR
DL, EMRBERNFEINZIEICXI2BEMEITHDAREENEZL S
N5, EEHERTECE, PG - N ER OB 1000 meg/kg B DOMEICH 5
NeD, TOBRERZRSHBRTRICERERL, IRPIOREREBFNBRET
HIFEIC R EIZASNEN -l EnG, TS 0ERRSEFIET A STk
DEHETHHDEEZENS.

MEALFRREICBNT, &SR TRICEE ) > OEED 1000 mg/kg B DHE,
R ZV 5S4 ROBED 1000 mgkg BOMIZERD SN, LiL, WENHEM
RELTHEIEP, TOMDEENT A-FITRENRZNI ENG, BEENIC
WEWEEEZEZAOND.

HBICBNWT, HEHMK TEICAIBOERD 1000 mg/kg O TH SN/, L
ML, BB - HHEBICEARCEEN 2L, FEEGFNRETHIET 2
ERHBoNBENI NS, BRYERSICERLZZELTRRBRWEHL .

HRERE, BEEAE, LRFORE, RREOHKRICIT, #BRPEZRSICER
T2EEZEZLSNBEEA SN 5T

20



8L658

LIk, HE#EWNTID 200 BL 1000 mgke B THRBRYEIRSICERTIEEZS
NBBDFRD SN2, —ARIKEBICHWT 200 my/kg B DM THRENH SN/ 2
LG, FRBEGETICBITS 20p OEXEE (NOEL)IE, HEHEWLTIND 40 mg/ke

EHIETL 7=,

21
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Z & X #k

E18 ALER A>T VIR, 020072/ )b, “FHEEA T v IR 19947
i, {bFTEH®E, p.198.

FoRkE, BHEE, FIHKEES), 1985, o077/ )b, "RENFERT BTN,
ES/LFEREA, p.209.

SR, MEESZ, RS, 1983, 7oll7x /—)l, “EEPEEE0E
MRR)” B, EHREHMRE), p.703-704.

Gopinath, C., Prentice, D. E. and Lewis, D. J. (1987) : The liver, “Atlas of experimental
toxicological pathology” edited by Gopinath, C., Prentice, D. E. and Lewis, D. J., p. 43-

60. MTP Press Limited, Lancaster.
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Tweniy-eighi-day Repealed Qral Toxicity Study of 2CP in Rals

Siudy No. 8L658

Table 1 Clinical Sign - Summary Male Dosing Period

Tesi Substance Day [ 2 3 4 5 6 1 8 ] 10 11 12 13 14 15 16 17
Dose (ng/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 (0 20 0 20 10 20 10 20
200 Number of Animals 12 12 12 12 {2 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 {2 12 12 12 12 12 12 {2 12 12 12 12 12 {2 12 12
c? Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
8 No Abnormalify 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
2eP Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6
40 No Abnormaiily 6 6 6 6 6 6 6 6 6 &5 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6
20p Number of Animals 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12
200 No Abnormalily 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 1 12 10 12 10 12 11 12 10
Salivalion 1 0 06 0 ¢ 0 0 0 0 0 0 0 0 0 0O 0 0 0 0 O 0 0 0 0 0 0 b2 0 2 0 1 0 2
2 Number of Animals 12 12 {2 12 12 12 12 12 12 12 12 (2 12 {2 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 No Abrormality 1208 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 9 12 9 {2 7 12 6 12 7T 12 6 12 6 12 8 12 6
Prone posilion + 606 0 0 0 0 00 0 0 0090 0O0CO0CO0OCO0OTO0CTOCTDOODOCCOCOD0O OO OO OO O D OO
Decrease in t1 0 4 0 0 ¢ ¢ 9 90 0 0 0 0 0 0 0 0 0 0 0 0O 0 0 0 06 06 0 0 0 9 0 6 0 0 O
focomolor activity 20 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 06 0 0 0 O6C 0O O0COCO0COCOCD0DO0OCO0OCO0OCT1I O DO O O
Abnormal gail + 0 40 0 00 O0OO0CO6GO0OCO0OCO0OCTCO0CO0OTO0COO0OTO®CO0OOCO0OOTO0OC OO OO0 O O0CCO0C OO0 OO
Tremor + 0o 0 0 090 0CO0CCO0CO0OCOCCO0OCTOCTOCO0OCCOCCOCCOCOCOC OO0 OO OO DO OO T O D O 0
Salivation 10 0 0 0 ¢ 0 6 0 0 0 0 6 0 0 0 0 0 3 0 3 0 5 0 6 0 5 0 6 0 6 0 4 0 6

+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time {0, Before dose;

Time 20, Alter dose ;




Twerly-eight-day Repealed Oral Toxicity Study of 2CP in Rais

Table 1 Clinical Sign - Summary Male Dosing Period
Test Substance 18 19 20 21 12 23 24 25 26 28 29
Dose (mg/kg) Findings 10 20 10 20 10 20 10 20 10 20 10 20 10 10 20 10 20 20 10 20
2ce Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No Abnormalily 12 12 12 12 12 12 12 12 12 12 12 12 |2 12 12 12 12 12 12 12 12
4CP Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No Abnormalily 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
2P Mumber of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No Abnormalily 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 &
2P Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6
No Abnormalily 12 10 12 11 12 10 12 11 12 10 12 10 12 12 9 12 10 1M 12 912 6 6 6 6 6 6 6 6 6 6 6
Salivation 0 2 0 t 0 2 0 t 0 2 0 2 0 0 3 0 2 1 0 3 0 0 o 0 0 0 0 0 0 0 0 O
200 Number of Animals 12 12 12 12 12 12 2 12 2 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
No Abnormality 12 6 12 7 12 6 12 & 12 &% 12 7 12 7 12 § 12 5 12 5 12 6 12 6 6 6 6 6 6 6 6 6 & 6
Prone posilion + o0 ¢t 0 0 01 ¢ 0O 0 0 0 O0O0CO0COCOC O T O OO T D 0 0 OO0 0O D O O DO O O
Decrease in r ¢t ¢ 1 9 ¢t 0 0 0 2 0900 0 O0CO0CO0OCT1L OCO0O 0O 1T OO0 OO0 0 D0 D0 0 O D D OO
locomotor aclivily 20 0 0 0090000 0O0OCO0CTOCOCTO6GDOCOCO0O OO OCDODODDO0ODDOOTO0OTO0ODTDO0OTDD O DO O O
Abnormal gait + 0 0 0 0 0O 0 0 ¢ 0 00 0 0 O0O OO TO®OC OO O OO0 O O TO0CTO0OTO0OCTDO0ODTDO0O D TD0O 0O 0
Tremor + 0 ¢t 0 ¢ 0 1 0 0 0 0 0 2 0 2 0 0 0 1 0 0 0O t 0 O 0O OO0 OO OO0OC OO O O
Salivation [ 0 6 0 5 0 6 0 7 0 6 06 5 0 5 06 7 0 6 0 7T 0 6 0 0 0 0 0 0 0 0 0 0 0 0
+, 1, Slight; , Severe;

Time 10 , Before dose;

Time 20 , After dose ;

Study No. 8L658



Tweniy-cight-day Repealed Oral Toxicily Study of 2CP in Ratls

Study No. 8L658

Table Clinical Sign - Summary Male Dosing Period
Tes! Substance Day 41 42 43
Dose (mg/kg) Findings
2CP Number of Animals 6 6 6

0 No Abnormatity 6 6 6
2CP Number of Animals
b No Abnormalitly
2CP Number of Animals
40 No Abnormality
20P Number of Animals 6 6 6
200 No Abnormality 6 6 6
Salivalion I 0 0 0
2P Number ol Animals 6 6 6
1000 No Abnormalily 6 6 6
Prone posilion + 0 0 0
Decrease in I 0 0 0
locemotor activily 2 0 0 ¢
Abnormal gait + 0 0 9
Tremor 0 0 0
Salivation r 6 0 0
+ . Preseal; I, Stight; 2, Moderate; 3, Severe;



Twenly-eight-day Repealed Oral Toxicily Study ol 2CP in Rats

Study No. 8L658

Table | Clinical Sign - Summary Female Dosing Period

Test Subsiance Day | 2 3 4 5 6 1 8 g {0 t 12 13 14 15 16 17
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 (D 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20
20k Number of Amimals 12 12 12 12 12 12 12 12 12 (2 12 12 {2 (2 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 12
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 Number of Animals ¢ 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 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 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
201 Number of Animals 6§ 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
10 No Abnormalily 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
207 Number of Animals £2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12
200 No Abnormalily 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 11 @2 11 12 11 12 12 12 12 12 H
Salivation 1 0 0 00 00 0 0 0 0O 0O OCO0CO0OCODO0ODO0OTO0ODTO0DO0OTCO0CO0O O T O L O 1 0 0 0 0 0 I
2CP Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 No Abnormality 127 12 12 12 12 12 12 12 11y 2 12 12 12 12 w12 7 12 9 12 8 12 5 12 8 12 6 12 3 12 8 12 4
Prone posiiion + 0 0 0 0 ¢ 0 0 0 0 ¢ 0 O0C O OO0 O O O 0 0 0 0 0 0 D0 0 0 0 0 1t 0 1 0 1
lLaleral position + 0 0 0 0 0 0 ¢ 0 ¢ 0 0 O O O OO0 6 0 0 06 0 0 0 0 0 0 0 ¢ 0 0 0 0 00
Decrease in 1 0 5 0 0 9 0 000 t ¢ 00O 0 O0CCO0CDODODCO0OCTD0DODO0OTD0O0OO0OO0OTO0OTO0CT!1 0O 00 0
tocomolor activity 20 0 006 O0O0O0OO0OTO0OTOO0OO0OO0OTO0OC0CO0OCTDOCOTODCO0CTD0D OO T O 0O OO0 O0CO0O 0 2 01
300 00 0 O0O0OCO0OCTODEOCD0OO0OCOO0OCO0OCOCO0OCO0CTO® OGO OO0 OO0 O0OC O 0O 1T O 0 0 0
Abnormal gaif + 05 ¢ 0 0 0O0€CO0CO®OCT1 O0OCO0OOCO0OO0OT1T O T O 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Tremer + ¢ 0 0 0 00 O0OOO®OCO0OO0OOTOO0OOTOCO0O O OO OO 1T O O0CO0 0 06 2 0 2 0 1
Salivation (1 o 0 0 ¢ ¢ 0 0 0 O0CO0OO0O0OTOO0OCTOCTO0OC O S OC 3 0 4 0 5 0 4 0 6 0 9 0 3 0 1
200 0 0 0 0 O0O0CO0OCCOCO0CO0OCCOCO0OO0OO0OTO0OCCO0CCO0OCTO0ODO0OCO0OO0O T OO D0 OO0 O 0 0 0 1
+, Present; 1, Slight; 2, Moderate; 3, Severe; h

Time 10, Before dose;

Time 20 , After dose ;



Twenly-eight-day Repeated Oral Toxicity Study of 2CP in Rats

Study No. 8L658

Table [ Clinical Sign - Summary Female Dosing Period
Test Subsiance Day 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 t0 20 10 20 10 20 10 20 10 20
{0 Number of Animals 12 12 12 92 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 2 12 12 12 12 6 6 6 6 6 6 6 6 6 6 &
0 No Abnormalilty 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
2P Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
3 No Abnormalily 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20P Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
40 No Abnormalitly 6 6 6 66 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
0P Number of Amimals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 {2 6 6 6 6 6 6 6 6 6 6 6
200 No Abnormalilty 12 12 12 12 12 12 12 11 12 12 t2 12 {2 12 12 12 2 12 12 12 12 11 t2 6 6 6 6 6 6 6 6 6 & 6
Salivation t 00 0 0 O0CO0 0 1 0 0 0 O0O0CCO0CO0CO0OO0OO0OODODOCDD T O D0 O OO0 OO0 D00 O 0
2cP Number of Amimals t2 012 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 6 &6 6 6 6 6 6 6 6 6 6
1000 No Abmrormality 12 5 12 4 t2 712 412 5 12 7 12 5 12 7 12 1 12 5 12 6 12 6 & 6 6 6 6 6 6 6 6 6
Prone position + ¢ 0 0 00 OO0 O0CO0C OO TO0OO0CO OO OO0 O OO0 0O D O O O O D0 OO0 O 0O O O
Lateral posilion + 0 0 0 0 0 0 0 0 0 1t 0 O OO O0C O 0O OO0 0O 0O 2 0 0 0 0O O 0D O O O 0 0 O
Decrease in 1 ¢ 0 0 0090 ¢ 00 1t 0 O0O0OCO0OO0OCT1T O O0OO0CO0OCOCCO0OCDO O0OCO0OTOC OO0 O0CTOCTDO0O 0 0O 9
locomolor aclivily Z 0 0 0 0 0O 0 0 0C 0 0 0 0 0 0 OO OO0 OO O0OO0OCO0ODOCTOC O O0CO0OO0OTO0CTO0CTO0O 0O 0 0
3 00 060 O0COTO0OCTOOCTIT O O0OOOCO0OTOCTCODCOC D OCTCD0O O 2Z D O0C OO0 0O OO0 OO O O
Abnormal gail + 0 0 0 000 0 O0OO0OQO0CO0OODCEODCO0OCO0OTDODOOCOTCOC OO DT 0O D0 OODOTO0OO0OD0O O O O
Tremor + ¢ 0 0 0 0O 0 0 0 0 2 0 2 0 0O O 2 o 0 0 0 0 2 0 0O 0 0 0 O O O O 0 0 0
Salivation { ¢ 7 ¢ 8 0 5 0 8 0 6 0 5 0 7 0O 4 0 5 0 7 0 6 0 0 0 0 0 0 0 0 0 0 0 0
2060 0 0 00090 O0CO0OO0OO0OTCOGCCO0OCCO0OCODCO0OCOCTO0OCODCODCOCOCOCOC OO OO0 OO0 O 0 0 0
+, Present: 1, Slight; 2, Moderate; 3. Severe;

Time 10, Before dose;

Time 20 , After dose ;




Tweniy-eight-day Repealed Oral Toxicity Study of 2CP in Rats

Study No. 81658

Tabie | Clinical Sign - Summary Female Dosing Period
Test Subslance Day 41 42 43
Dose (ng/ke) Findings
2cp Number of Animals § 6 6

0 No Abnormality § 6 6
AN Number of Animals
8 No Abnormality
e Number of Animals
40 No Abnormalify
2CP Number of Animals 6 6 6
200 No Abnormalily 6 6 6
Salivation 1 0 0 0
2CP Number of Animals 6 6 6
1000 No Abnormalify § 6 6
Prone posilion + 0 0 0
Laleral position + 0 0 0
Decrease in T 0 0 0
locomofor aclivily 2 0 0 0
30 0 0
Abnormal gait + 0 0 0
Tremor t+ 0 0 90
Salivalion 1 0 0 0
2 0 0 0
+, Present; 1, Stight; 2, Moderate; 3, Severe;




Twenly~eighi-day Repealed Oral Toxicily Study of 2CP in Rats

Siudy No. 8L658

Table 2 Body Weight - Summary Male Unit : g
Test Substance  Day I H] 15 22 29 36 43
Dose (mg/kg)
2P Mean 163. 5 226.5 877 342.8 390. 3 423.5 457.0
0 S.D 47 9.6 12.3 17.2 21 25.7 32. 6
n 12 12 12 12 12 6 b
0P Mean 164. ¢ 230.7 9.7 348.2 390.5
8 S.D. 6.0 10. 6 16 2.5 26.2
n 6 ] 6
2P Mean 163. 5 229.0 289.2 345. 5 389.0
40 S.D. 5.7 8.8 14.7 17.1 2.1
n 6 6 6 6 6
2CP Mean 162. 5 2215 871 340. 8 385.3 423.0 452.7
200 S.D. 49 8.8 1.7 18.2 25.0 28.5 34.5
it 12 12 12 12 12 6 6
plng Mean 163.4 226.2 282.5 330.8 368. 3 399.5 438. 3
1000 S.D. 50 9.5 17. 1 23.0 25.3 35. 4 33.2
i 12 12 12 12 12 ] ]

Siznificantly different from conirol

4, P€0. 05; #4, P<0. 01



Twenly-eighl—day Repeaied Oral Toxicity Study of 2CP in Rats

Study No. 8L658

Table 2 Body Weight - Summary Female Unit : g
Test Substance Day 1 3 15 22 29 36 43
Dose (mg/kg)
2P Mean 135.4 164. 1 191. 4 2115 230.3 246. 3 258.0
0 S.D. 6.2 56 1.5 13.2 14.6 23.4 2.7
n 12 12 12 12 12 6 6
P Mean 134.2 170. 3 196. 8 218. 239.8
8 S.D. 6.2 7.6 $. 1 10. 9.4
! ] b 6 ] )
2P Mean 138.0 169. 0 191. 212.2 226.3
40 S.D. 6.8 10.9 12 14.8 4.7
n 6 6 6 6
2P Mean 135.4 166. 9 190. 4 212. 8 228.8 145. 2 255. 3
200 S.D. 5.6 9.0 1.5 2.6 15.5 12.2 14. 7
n 12 12 12 12 12 6 6
20P Mean 136. 2 167. 8 190. 3 215.9 233. 4 246. 1 260. 3
1000 S.D 4.6 55 5.3 6.3 7.0 11.§ 9.7
n 12 12 12 12 12 6

Significantly differenl from conlrol

o %, P<0. 05; %% PO 0L



Tweniy~eight-day Repeated Oral Toxicily Sludy of 2CP in Rais

Study No. 8L658

Table 3 Food Consumplion - Summary Unit : g/animal/day
Test Substance Day 8 15 22 26 36 43
Dose (mg/kg)
20P Mean 19. 13 19. 62 20. 07 20. 60 25.00 26. 07
0 S.D. 0.75 0.49 0. 80 1. 03 0.46 1. 16
] 6 6 6 6 3 3
20P Mean 20. 23 20. 13 20.27 19. 40
8 S.D 0. 81 1.08 1.21 1.28
n 3 3 3 3
0P Mean 19. 83 19.97 20. 03 18. 67
10 S.D. .37 1. 00 0.71 0.38
n 3 3 3 3
Ccp Mean 19. 62 19. 65 19. 75 19. 35 24.03 24, 97
200 S.D. 0. 38 0.79 0.9 0. 96 0. 81 .19
n 6 6 6 6 3 3
2CP Mean 19. 55 19.58 19.70 19.13 25. 23 26.97
1000 S.D. 1. 16 1.57 1.73 1. 5% 1. 89 1. 52
n 6 6 6 6 3 3

Significantly different {rom conirol

1 %, P<0.05; %+, P0. 01,




Twenly-eight-day Repeated Oral Toxicily Study of 2CP in Rals Study No. 8L658

Table 3 Food Consumplion - Summary Female Unit : g/animal/day
Tesi Substance Day 8 15 22 26 36 43
Dose (mg/kg)
g Mean 13. 40 12.83 12. 83 13.28 1733 18. 00
‘ 0 S.D. 0.15 0. 56 0. 62 0.78 1. 02 0. 46
| n 6 6 ] 6 3 3
! acp Mean 13. 90 12. 70 12. 43 12.73
2 b S.D. 0.89 0. 61 0. 80 0.49
n 3 3 3 3
0P Mean 13. 37 12. 41 11.90 12. 33
i 40 S.D. 1117 1. 00 0. 62 1.07
§ n 3 3 3 3
g Mean 13.72 12. 60 12. 60 12. 65 17.03 17. 13
200 S.D. 0. 97 0. 60 0. 56 0.52 1. 03 1. 88
0 6 6 6 6 3 3
P Mean 13. 92 2. 85 13.23 13. 82 18. 30 18. 63
1000 S.D. 0. 35 0. 48 1. 61 0. 48 0. 56 1. 64
n 6 6 b 6 3 3
Sigrificanily different [rom conirol o %, P<0. 05; #% P<0. 01.




Twenly-eighi-day Repeated Oral Toxicity Study of 2CP in Rals

Study No. 81658

Table 4 llematology - Summary Male
Tesl Substance RBC Ht MCV MCH MCHC Reficulocyte PLT
Dose (mg/kg) Ratio
x10% /ul g/dl % pg %o x10% /1l sec
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
2CP Mean 729.0 8027 1487 153 43.07  43.00  59.07  53.63  20.42  19.07  34.52  35.60 3332 2432 9470 8895 13.80  14.68
0 S.D 25.5 30.6 0.73 0.15 2.02 0. 82 2. 44 1. 86 0. 86 0. 69 , 48 0. 55 4. 39 1.98 9,67  10.08 0. 40 0.44
n ] 6 b ] 6 6 b 6 6 6 6 6 6 6 ] 6 6
2P Mean 720.5 14. 77 42. 40 58. 90 20. 52 34, 83 36. 08 92.37 13, 60
8 S.D 3.7 0.70 2,32 2. 60 1.09 0.75 5. 56 8. 10 0.4%
n 6 6 6 6 ] 6 6 6 6
0P Mean 1427 14. 88 43.05 58. 03 20. 08 34.58 32. 62 94. 13 13. 43
40 S.D. 39.8 0.31 1. 40 1.178 0.85 0. 66 424 6. 94 0. 25
n 6 6 6 ] ] 6 B ] ]
20p Mean ni3 785. 0 14. 62 15. 37 42.0 42. 77 58. 69 54. 47 20. 38 19.58 34.73 35. 95 31. 40 24. 12 92. 08 90. 53 13. 85 14.20
200 S.D. 30.5 29.3 0.72 0. 67 1. 81 1. 97 1. 36 1. 87 0. 57 0. 438 0. 54 0. 56 2.01 4,28 10. 84 6. 70 0.23 0.33
n 6 6 6 6 6 6 b 6 ] b b 6 6 ] 6 ] ]
2P Mean 706. 5 768. 3 4. 32 15.10 41. 4 42. 70 58. 83 5. 58 20. 32 19. 68 34. 50 35. 40 32. 85 27.00 82.07 89. 82 13. 82 14. 43
1000 S.D. 44. 8 36.2 0.62 0. 47 L5 2.19 2. 76 197 0. 83 0. 56 0.38 0.85 3. 90 2.9 12. 03 5.03 0. 34 0. 44
n 6 6 6 6 6 6 6 6 6 6 b 6 6 b 6 ] 6

Significantly different from conirol

4, P<0.05; #%,1<0. 01,




Twenly-eighi-day Repealed Oral Toxicily Study of 2CP in Rats

Study No. 81658

Table 4 Hematology - Summary Male
Test Subsiance APTT
Dose (mg/kg)
sec
Week § Week 7
2cp Mean 15. 48 16. 87
0 S.D 1. 82 110
n 6 6
200 Mean 14. 70
8§ S.D 0.95
n 6
2CP Mean 15. 37
40 S.D. 1.7
i 6
0P Mean 14. 90 15. 80
200 S.D. 1. 04 1.58
i 6 6
200 Mean 14.95 16. 17
1000 S.D. 1. 91 0. 68
n 6 6

Signilicantly different [rom control

o % P<0.05; ¥+ P<0. 01



Twenty-eight-day Repeated Oral Toxicity Study of 2CP in Rats Study No. 8L658

Table 4 Hematology - Summary Male
Test Subsiance WBC Lymphocyte Neulrophilic Neutrophilic Eosinophil Basophil Monocyfe
Dose (mg/kg) Segmenied Band

X102 /el % % % % % %

Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

2CP Mean 112.95 12707 86.2 85. 5 7.5 6.2 0.5 0.3 0.7 f.2 0.0 0.0 5.2 6.8
0 S.D 21.47 42. 94 3.7 5.4 2.4 2.8 0.5 0.5 0.8 .0 0.0 0.0 1.1 2.9
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6
0P Mean [13. 55 ) 85.3 8.2 0.5 0.7 0.0 5.3
$§ S.D 19. 92 54 3.3 0.8 0.8 0.0 2.0
n ] 6 6 6 6 ] 6
P Mean 107. 07 86. 8 6.8 0.2 1.0 0.0 5.2
40 S.D. 19. 09 7.6 50 0.4 0.6 0.0 2.1
n 6 6 6 6 6 6 [}
0P Mean 9. 18 121.20 84.7 817 9.5 8.9 0.8 0.3 0.8 0.8 0.0 0.0 4.2 8.1
200 S.D. 17. 50 18.03 6.5 2.4 5.3 2.6 0.8 0.5 1.0 1.0 0.0 0.0 2.3 1.9
n 6 6 6 6 6 6 6 6 6 6 6 [} 6 b
2Cp Mean 102.58 11435 83.0 85.0 10. 2 10. 0 0.7 0.7 0.8 1.2 0.0 0.0 5.3 3. 2%
1000 S.D. 17.72 19. 17 3.3 2.1 3.2 1.4 0.8 0.5 1.0 1.5 0.0 0.0 2.4 1.9
It 6 6 6 6 6 6 6 6 6 6 6 6 [} 6
Signilicanily dilferent from conirol o %, PC0.05; #%, P<0. 01,



Twenly-eight-day Repealed Oral Toxicily Study of 2CP in Rals Study No. 8L658
Table 4 Hematology ~ Summary Female
Test Subslance RBC Hb It MCV MCH MCHC Reticulocyie PLT PT
Dose (mg/kg) Ratio
x10% /1l g/dl % %o x10% /ul sec
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Weck 5 Week 7 Week 5 Week 7
cP Mean 722.8  185.0  14.45 15.25  40.52 4263  56.07 5437 19.98 10.45  35.67 3578 2442 23.82 8260  83.42 14. 88 14. 90
0 S.D 9.8 50. 4 0.30 0. 68 1.02 1.98 1. 65 1. 73 0. 45 0.62 0.43 0.56 2. 64 2.07 10. 00 8. 66 0. 61 0. 40
n 6 6 6 6 6 6 6 6 ] ] 6 6 6 6 6 6 6 6
20p Mean 728.5 14. 62 41. 15 56.53 20. 08 35. 52 23. 88 86. 63 14. 55
8§ S.D. 4.7 0.45 1.00 1. 80 0. 52 0.79 3. 16 5. 65 0.23
! 6 ] ] 6 b b 6 ) b
2P Mean 738.3 14. 40 40.77 95. 25 19.52 35. 32 23.22 85. 10 14. 47
40 S.D. 351 0.39 1. 20 1. 69 0. 74 0. 47 3. 26 7.28 0. 64
n 6 6 6 6 6 6 6 6 6
20p Mean 733. 5 750.0 4.7 14. 65 41. 45 40. 58 56. 52 54. 1 20.05 19. 55 35. 45 36. 12 26. 12 22.12 92.95 84.23 14. 2 14. 73
200 S.D. 9.5 2.3 0.4 0.47 1. 24 1. 67 .24 1.7 0.39 0.52 0.15 0. 46 4.1 4. 71 9. 05 4.25 0. 41 0.37
n 6 6 6 6 6 6 6 B 6 6 6 6 6 6 6
P Mean 726.2 1428 1480 1473 4L5 41.05 57.23  55.23  20.37 19.83 3565 3590  26.63 23.73 BL6G 84.88  14.28 14. 90
1000 S.D. 20.0 14. 4 0. 35 0.59 1.5 1. 67 .40 1. 63 0.23 0. 55 0.76 0.34 3.55 3.76 5. 15 5.92 0. 45 0. 16
| b 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6

Significantly different from conirol

© 4, PC0.05; 4 PO 0L



Tweaty-eighi-day Repealed Oral Toxicily Study of 2CP in Rais

Study No. 8L658

Table 4 Hemaiology - Summary Female
Test Subsiance APTT
Dose (mg/kg)
sec
Week &  Week 7
2cp Mean 1418 13.83
0 S.D 0. 69 1. 36
i} 6 6
PNy Mean 13.38
8§ S.D 1.55
n 6
0P Mean 13. 57
40 S.D. 1. 05
| 6
2CP Mean 13. 37 13. 62
200 S.D. 1. 04 1. 89
1 6 6
2P Mean 13.03  13.32
1000 S.D. 0. 95 110
n 6 6

Signilicantly different Trom control

0 %, P<0.05; #% P<0. 0L



Twenly-cight-day Repealed Oral Toxicily Study of 2CP in Rats

Study No. B8L658

Table 4 Hemalology ~ Summary Female
Test Substance WBC Lymphocyte Neulrophilic Neulrophilic Eosinophil Basophi] Monocyle
Dose (mg/kg) Segmented
x10%2 /ul %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7
2cp Mean 7183 W 86.5 84.3 8.0 0.2 0.2 0.8 0.3 0.0 0.0 45 6.0
0 S.D. 13.79 1712 3.1 4.0 2.3 0.4 0.4 1.2 0.5 0.0 0.0 2.4 21
i 6 6 6 6 6 6 6 6 6 6 ] 6 6
2P Mean 89.25 5.8 6.7 0.2 0.8 0.0 6. 5
$ S.D. 22.38 6.5 4.5 0.4 0.8 0.0 2.9
n 6 6 6 6 6 6 6
20P Mean 79.55 $7.3 7.0 0.3 L1 0.0 3.7
40 S.D. S. 11 5.0 3.1 0.5 1.5 0.0 1.8
n 6 6 6 6 6 6 6
]r Mean 8. 617 82. 48 86. 5 83.2 8.5 0.5 0.2 0.0 0.7 1.0 0.0 0.0 4.1 5.3
200 S.D. 16. 40 35. 40 3.8 7.0 4.2 3.4 0.4 0.0 0.8 1.1 0.0 0.0 2.4 3.5
n 6 6 6 6 [ 6 6 6 6 [} [} 6 6
cp Mean 83.37 8502 88.0 84.7 7.0 8.2 0.3 0.2 1.0 .0 0.0 0.0 37 6.0
1000 S.D 21.09 15. 99 2.4 3.6 2.5 4.0 0.5 0.4 1.1 0.6 0.0 0.0 2.1 2.2
! b 6 6 ] b 6 b b 6 6 ] ] b

Signilicantly different [rom confrol

o % P<0.05; ##, P<0. 01,
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Twenty-cight~-day Repealed Oral Toxicily Study of 2CP in Rats Study No. BL658

Table § Blood Chemisiry - Summary Male

Test Substance ASAT(GOT) ALAT (GPT) 76T ALP Total Urea Crealinine Glucose Total

Dose (mg/kg) Bilirubin Nitrogen Cholesterol
/1 /1 /1 /1 mg/dl mg/dl ng/dl mg/dl ng/dl

Week 5 Week 7 Week 5 Week 7 Week & Week 7 Week & Week 7 Week 5 Week 7 Week 5 VWeek 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

acp Mean 80.3 81.2 310 32.0 0.0 0.0 10365 628.5 0.00 0.00 13.50 17.88 0. 48 0.42  150.0  144.7 65. 3 69. 7
0 S.D 3.3 5.9 4.1 3.4 0.0 0.0  150.4 76.0 0.00 0.00 1. 54 1. 39 0. 04 0. 04 5.1 13.2 7.0 10. 6
n 6 ] 6 6 ] ] 6 ] 8 6 6 8 6 6 6 ) 6 6
P Mean 9.0 38.2 0.0 1104. 8 0. 00 13. 32 0.52 151. 8 63. 8
§ S.D . 4.9 0.0 316. 4 0.00 1. 33 0.04 1.8 L7
n 6 6 6 6 6 i 6 6 6 6
20P Mean 712 38.3 0.0 806. 3 0. 00 13.07 0. 48 154, 8 65. 8
40 S.D 5.3 1.1 0.0 199. 9 0.00 1. 05 0.04 12.2 14.3
n 6 6 6 6 6 6 6 6 6
207 Mean 69. 8 30.5 33.5 0.0 0.0 10185 6943 0.00 0.00 1307 17.22 0.47 0. 45 155.5  146.3 60. 7 62.5
200 S.D. 8.7 12.0 3. 9 4.3 0.0 0.0 158. 3 §7. 4 0.00 0. 00 1. 39 1. 68 0. 05 0.05 12.8 12.9 9.5 1.1
1 6 6 6 6 6 6 6 6 6 6 6 ] 6 6 ] 6 ] 6
0P Mean 79.5 84.7 41.3 3.1 0.0 0.0 1100.8 860. 8%+ 0. 00 0.00 12. 93 18. 30 0. 47 0.43 149.2 147.3 61.0 2.1
1000 S.D. 10. 4 8.1 6.4 2.1 0.0 0.0 326.5 171. 8 G. 00 0. 00 1. 57 1. 84 0.05 0. 05 8.4 9.6 8.5 13.9
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 [
Signilicantly different from control o %, PCO.05; % P<0. 01
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Twenly-eight—day Repeated Oral Toxicity Study of 2CP in Rats

Sludy No. 8L658

Table & Blood Chemisiry - Summary Male
Tesi Subslance Triglyceride Total Albumin AG Ratio Calcium Inorganic Na K Ct
Dose (mg/kg) Proiein Phosphorus
ng/dl g/di g/dl ng/dl mg/dl mmol/] mmol/1 mmol/1
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week7 Week 5 VWeek 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
200 Mean 81.5 105.0 6. 70 7.08 3.45 3.33 1. 063 0. 890 9. 75 10. 02 9.33 8. 13 144. 2 144. 3 4.38 4. 42 100. 5 99.2
0 S.D 42.9 28.8 0.24 0.19 0.08 0.08 0.076 0. 028 0.23 0.35 0.50 0. 33 0.8 0.8 0.20 0.15 1.0 .2
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 [ 6 6
2CP Mean 78.5 6. 57 3. 42 1. 085 9.82 . 07 144.0 4. 38 100. 2
§ S.D 37. 4 0.20 0.08 0. 054 0. 15 0. 41 0.9 0.25 1§
n 6 6 6 6 6 6 6 6 6
20p Mean 65. 8 6. 48 3.40 1. 105 9.70 9.20 143.3 4. 43 99.8
40 S.D. 12.9 0.21 0.06 0. 081 0. 37 0. 35 0.8 0.05 0.8
n 6 6 6 6 6 6 6 6 6
200 Mean 115 93.7 6. 50 6. 90 3. 31 3.32 1. 075 0. 928 5. 77 9.93 63 144. 2 144. 2 4.35 101. 2 99.8
200 S.Db 2.2 36. 4 0.26 0.22 0. 16 0. 04 0. 061 0. 054 0.28 0.25 0.71 0. 31 0.8 0.8 0. 05 0.13 i.6 1.2
n 6 6 6 6 [} 6 6 6 6 6 6 6 6 6 6 6
20p Mean 109.0 131.7 6. 42 6. 82 3.28 3.32 1. 048 0. 952 9.45 9.90 8. 38+ 8. 65 144. 7 144. 2 4.4 100. 5 99. 7
1600 S.D. 36. 9 60. 3 0.16 0. 30 0.08 0. 08 . 042 0. 083 0.29 0.25 0. 44 0. 48 0.8 0.4 0.12 0.5 1.4
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Significantly different from conmirol

1 % P<0. 05; 4 P<0. 0L
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Tweniy-eight~day Repeated Oral Toxicily Study of 2CP in Rats Study No. 81658

Table § Blood Chemistiry - Summary Female

Tesl Substance ASAT (GOT) ALAT (GPT) 76T ALP Total Urea Creafinine Glucose Total

Dose (ng/kg) Bilirubin Nitrogen Cholesierol
u/i u/t u/1 u/1 ng/di ng/dl ng/dl mg/dl ng/dl

Keek 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

cr Mean 75.0 72.8 29.3 2.5 0.0 0.2 6320 435.5 0.00 0.00 1420 19.48 0. 50 0.50 i45.8 1577 66. 7 78.8
0 S.D 11.4 1.1 1.8 3.1 0.0 0.4 152.0 88.9 0.00 0. 00 3.20 2. 81 0. 06 0.06 12.3 17.3 6.0 6.8
n 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6
20pP Mean 7.5 3.8 0.0 584. 8 0. 00 14. 10 0.50 154. 3 61. 2
8§ S.D . 3.4 0.0 74.8 0.00 314 0.00 13.1 6.6
n ] 6 6 6 6 b 6 ] 6
0P Mean n.2 25. 8 0.0 520.7 0.00 13. 71 0.50 145. 0 66. 0
4 S.D 4.7 3.1 0.0 82. 4 0.00 [. 39 0. 00 16.0 12.5
1 ] 6 6 6 6 6 ] 6 6
200 Mean 76. 3 69.8 2.7 26.3 0.0 0.0 466. 7 420. 8 0.00 0.00 13. 30 15. 90+ 0.48 0. 47 149. 3 168.7 61.5
200 S.D. 12. 1 13.0 2.1 2.7 0.0 0.0 112.6 109. 6 0.00 0. 00 1. 46 1. 57 0. 04 0. 08 9.5 20. 1 6.0 1.4
it 6 6 6 6 6 6 6 6 6 6 b 6 6 6 ] 6 6 6
2Cp Mean 69. 8 70.3 26.7 24.5 0.0 0.0 563. 0 380. 8 0.00 0.00 12. 18 17. 68 0. 50 0.48 141.2 160. 0 66. 3 75.0
1000 S.D. 5.4 4.6 1.2 4.3 0.0 0.0 138. 8 84.4 0. 00 0. 00 0. 74 1. 06 0.00 0. 04 5.4 8.5 6.5 10.7
n 6 6 6 6 6 6 6 6 b b 6 6 b 6 6 6 6 6
Significanily different from control o4 P<0.05; %, P<0. 01
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Twenrly-cight-day Repealed Oral Toxicity Study of 2CP in Rats

Study No. 8L658

Table § Biood Chemisiry - Summary Female
Tes! Subsiance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Na K Cl
Dose (mg/kg) Protein Phosphorus
mg/dl g/dl g/dl mg/d1 mg/d] mmol/1 mmol/1 mmol/1
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
20P Mean 1.0 22.1 6. 50 7.08 3. 45 3.2 L1358 0.987 0,43 9. 78 8. 18 .50 143.0 1425 4.00 4.02  102.0  100.3
0 S.D 2.5 6.1 0.23 0.23 0.10 0.13  0.048  0.059 0.34 0. 30 0. 46 0.86 1.3 1.4 0.18 0.24 2.2 1.5
n 6 6 6 6 6 6 6 6 6 ) ] 6 ] ] ) 6 6 6
2CP Mean 14.2 6. 42 3. 43 1. 152 9.38 8. 35 142. 8 4.10 102. 2
$ D .9 0.18 0.10 0. 056 0.12 0.47 [ 0. 24 1.2
i 6 { 6 6 6 6 6 6 ]
2Cp Mean 143 6. 45 3. 42 1. 128 9.43 8. 55 142. 8 101. 2
40 S.D. 7.3 0.23 0.08 0. 064 0.28 0.79 0.8 1.7
n 6 6 6 6 6 6 6 §
20p Mean 15.7 38.2 . 68 7.03 3.58 .47 1. 157 0.972 9. 60 9. 87 8. 35 7.72 143. 5 142. 8 4.23 101.5 100. 8
200 S.D. 4.0 12. 4 0.18 0.20 0.08 0. 10 0.019 0. 031 0. 26 0. 35 0.53 0.42 0.5 0.8 0.43 1.8 1.2
n 6 6 6 6 6 6 6 ] 6 6 6 b 6 ] ] 6 6
2CP Mean 26. 7% 545 6. 68 1. 15 3.5 3.53 1. 157 0.978 9.73 9.83 8. 47 1.47 143.0 143. 0 10 .02 101.2 100. 2
1000 S.D. 1.8 47. 4 0.17 0.32 0. 15 0.18 . 067 0. 050 0. 27 0.23 0. 44 0. 50 0.9 0.9 0.17 0. 21 1.5 1.9
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Signilicanily different {rom conlrol

o # P<0.05; #%, P<0. 01
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Twen{y-eighl—-day Repeated Oral Toxicily Study of 2CP in Rais Study No. 8L658

Table 6 Urinalysis - Summary Male
Test Substance pH Proiein Glucose Kelones Bilirubin Occut! Blood
Dose (ng/kg)
50556065707.58085>9 - +/-1+ 28 8 - 4/-1+ 24 33 - -1 W H - 1+ WM - /-1 W H
Week 4 Veek 4 Week 4 Week 4 Week 4 Yeek 4
2CP
0
] 0 0 0 0 0 0 t 5 0 0 06 3 3 90 6 0 0 0 0 ¢ 5 1 0 0 5 1 0 0 6 0 0 0 D
cp
3
R 0 6 0 0 0 0 2 4 9 0 0 1t 5 0 6 0 0 0 0 0 3 3 0 0 5 1 0 0 6 0 0 0 O
20P
40
i 6 0 0 0 0 0 0 6 0 0 0 1 5 0 6 0 0 0 0 03 2 10 5 & 0 0 6 0 0 0 0
2CP
200
n 9o 06 0 0 0 ¢ 0 6 0 0 0 3 3 9 6 0 0 0 0 0 4 1 1 0 6 0 0 0 6 0 0 0 0
acp
1000
i 0 0 0 0 0 0 4 2 O 0 1 3 2 0 6 0 0 0 0 2 4 0 0 0 5 1 0 0 6 0 0 0 0
Signilicantly differenl from control %, PC0. 05; #%, PO, 01.
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Twenly-eight-day Repealed Oral Toxicity Study of 2CP in Rals Study No. 81658
Table 6 Urinalysis - Summary Male
Test Substance Urobilinogen
Dose (mg/kg)
EU/d1
0.1 1.02040>8
Week 4
2cP
0
1 n 5 1.0 0 0
2CP
: 8
i n 33 0 0 0
: 2Cp
40
n 3 3 0 0 0
20P
200
n 4 2 0 0 0
0P
1600
n 6 0 0 0 ¢
Significantly different {rom conirol T %P0, 05; #%, PC0. 01
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Tweitty-eight-day Repeated Oral Toxicily Sludy of 2CP in Rats

Study No. 8L6%8
Table 6 Urinalysis - Summary Female
Test Subsiance pH Protein Glucose Ketones Bilirubin Occult Blood
Dose (ng/kg)
50556065707.58085>0 - +/-1 2 3 - -4 H 3 - H-H HH - U H - -1 U H
Heek 4 Week 4 Week 4 Yeek 4 Week 4 Week 4
20P
0
R 0 0 0 0 0 0 2 ¢ 0 31 2 0 90 6 0 0 0 0 4 2 0 0 0 5 1 0 0 6 0 0 0 0
20P
8
R 0 0 0 0 0 0 2 ¢ 0 20 3 1 0 6 0 0 0 o0 2 4 0 0 0 5 1 0 0 6 0 0 0 0
2CP
40
u 00 0 0 0 0 2 4 0 2 1 3 0 0 6§ 0 0 0 0 33 6 0 0 6 0 0 0 6 0 0 0 0
20P
200
n 0o 0 0 t 0 t 2 2 0 ¢ 3 2 0 6 0 0 0 0 1 3 2 0 9 3 3 0 0 6 0 0 0 0
20P
1000
I 6 0 0 0 O t 2 3 0 20 3 1 0 6§ 0 0 0 0 23 1 0 0 5 1 0 90 8§ 0 0 0 0

Significantly different [rom conirol o 4, P<0. 05; #% P<0. 01.
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Tweniy-eight-day Repealed Oral Toxicity Study of 2CP in Rats

Study No. 8L6S8

Table 6 Urinalysis - Summary Female
Test Substance Urobilinogen
Dose (mg/kg)
EU/dl
0.1 1.02040>8
Yeek 4
2cp
0
n 5 1 0 0
2P
8
n 303 0 0
2CP
40
! 4§ 2 0 0
2CpP
200
] 2 4 0 0
20p
1000
n § 2 0 0

Significantly different from conirol

: +, P<0.05; %4 P<0. 0L
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Twenty-eight-day Repeated Qral Toxicily Study of 2CP in Rats Study No. B8L658
Table 7 Organ Weigh! - Summary Male
Test Substance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) Yeight
g g ng ng ng g g g g
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7 VWeek 5 Week 7 Week 5 Week 7 Week 5 Week 7 VWeek 5 Week 7
2P Mean 391.5 4570 2123 2163 15,67  15.95  31.48  30.87  653.3  546.3  1.428  1.440  1.283  1.458 15.653 16.847  0.762 0. 897
0 S.D 22.3 32.6 0.062  0.083 1. 60 1.23 4.69 3. 62 99,8 170.4  0.051  0.082 0.107 0.109  1.992 2022 0.125 0.149
n 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 b 6 6 6
2P Mean 390.5 2.072 15. 00 28.25 532.5 1,490 1. 257 14. 960 . 833
8§ S.D 26.2 0.093 1. 35 3.70 64. 0 0.083 0.153 1. 293 0.181
n 6 6 6 6 b 6 ] 6 6
20P Mean 389.0 2. 057 14. 67 28. 65 599. 2 1. 442 1. 267 15. 240 0. 883
40 S.D. 22. 1 0. 070 0. 67 4. 62 90.9 0. 047 0. 161 1. 697 0.124
i ] 6 b 6 6 b 6 ] 6
200 Mean 318. 8 452.7 2. 033 2.123 14. 54 1437 29.30 32.00 605. 2 569. 5 1. 478 1. 505 I. 282 1.413 14.882 15.703 0.792 0. 838
200 S.b 21.6 4.5 0. 089 0. 061 2.19 1. 08 500 6. 26 73.3 47.17 0. 135 0. 085 0. 055 0. 206 1. 146 [. 768 0.150 0. 055
il 6 6 6 6 9 6 6 6 6 6 6 [} 6 6 6 6 6 6
20P Mean 370.3 438.3 2. 043 2.045¢  15.30 14.03%  31.60 29. 83 605. 3 577.0 1. 372 1. 432 1. 255 1.412  15.855  16.533 0. 765 0. 807
1000 S.D. 8.3 33. 2 0. 062 0. 048 1. 58 0.94 4. 15 4. 67 101. 1 74. 4 . 081 0.108 . 059 0. 040 0. 892 1. 613 0. 098 0.092
i 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Signilicanlly differen! {rom conirol o 4, 0. 05; #%, P<0. 01.
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Twenly-eight-day Repeated Oral Toxicity Study of 2CP in Rats Study No. 8L658

Table 7 Organ Weight - Summary Male
Test Substance Kidneys Adrenals Testes Epididymides
Dose (mg/ke)

g ng g g
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7

2P Mean 2.662  3.073 5160 6L.93  3.003 3.267  0.757 1. 182
0 S.D 0.2714  0.28% 4. 67 6.39 0,170  0.286  0.057  0.090
n 6 6 6 6 6 6 ] ]
20P Mean 2. 438 49. 50 3. 080 0. 787
3 S.D 0.190 8. 16 0. 246 0.096
i b 6 6 6
20P Mean 2. 600 48. 28 3.018 0
40 S.D. 0.213 716 0.310 0. 091
n 6 6 6
e Mean 2.585  3.002  49.77 5372 3150 3062 0.818  1.085
200 S.D. 0.130  0.171 4.09 6.22 0.191 0.186  0.058  0.075
n 6 6 ] 6 6 6 6 6
200 Mean 2.605 282 52.43  55.37  3.057 3.180  0.783  L.070
1000 S.D. 0.133  0.190 5. 31 549 0.212 0365 0.079  0.101
n 6 6 6 6 6 6 6 6
Signilicantly different from conirol 4, P<0. 05; #% P<0. 01.
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Twenty-eight-day Repeated Oral Toxicity Study of 2CP in Rals Siudy No. 8L658
Table 7 Organ ¥eight - Summary Female
Test Substance Final Body Brain Piluitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (ng/kg) ¥eight
g g ng ng ng g g g g
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 VWeek 7 Week 5 Week 7 Week 5 Week 7
i Mean 228.3 2580 .89 1. 948  16.90  15.80  24.52  21.88  430.7 4423 1,108 1,108 0.802 0.888  §.397 8107  0.552 0 548
0 S.D 14.7 221 0.047 0. 111 2. 45 2.33 1. 80 .70 36. 49 65.6  0.069  0.058 0.060 0.098 0.707 0.730  0.057 0. 043
n 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6 6 ]
0P Mean 239. 8 1. 903 15. 0% 22,5 589.0 1. 122 0. 835 8. 438 0.583
8 S.D 9.4 0.115 211 2.2 177,17 0. 087 0.023 0. 650 0. 111
il 6 6 6 6 6 6 6 6
2cP Mean 226. 3 1. 932 16. 02 22. 75 446. 2 1.122 0. 808 1. 685 0. 540
40 S.D. 14.7 0.129 1. 23 4,03 90. 4 L 075 0. 044 0. 620 0.091
i 6 6 6 6 6 6 6 6 ]
0P Mean 228.3 250.3 1. 790 1. 982 16. 12 16. 25 23.43 23. 22 474.7 467. 3 1. 088 1. 130 0. 825 0. 867 8. 253 8. 315 0.473 . 572
200 S.D. 20.7 147 0. 058 0.128 2.02 1. 36 4. 10 3.88 86.0 115. 7 . 059 0. 062 0.123 0. 063 0. 666 0. 252 0. 056 0.136
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 [} 6 6 6
2P Mean 2342 260. 3 1.933 1. 910 15. 90 16. 93 24, 85 22.87 498.2 400. 2 1. 085 1. 102 0. 8317 0. 880 9.448% 9.007T¢ 0.552 0. 502
1000 S.D. 6.7 9.7 0. 076 0. 104 .53 2117 1.76 4,18 104.3 49. 1 0. 048 . 043 0. 065 0. 076 0.434 0. 588 0. 041 0. 029
] 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Significantly different Irom control

1% PCO.05; #%, P<0. 01
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Twenty-eighi-day Repealed Oral Toxicily Study of 2CP in Rats Study No. 8L658

Table 7 Organ ¥eighi - Summary Female
Test Substance Kidneys Adrenals Ovaries Uterus
Dose (mg/kg)

g ng ng g
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7

200 Nean 1. 715 1. 632 56. 55 65. 02 84. 53 82.88 0.530 0. 635
0 S.D 0. 097 0. 141 4.73 7.05 {6. 99 11,50 0. 245 0. 196
n 6 6 6 6 6 6 6 6
2CP Mean 1. 662 §5. 67 90. 18 0. 503
$ S.D. 0. 088 6. 84 19. 60 0. 167
n 6 6 6 6
0P Mean 1. 587 58.93 75.10 0. 475
40 S.D. 0. 117 8. 98 5. 87 0. 082
n 6 6 ] ]
200 Mean 1. 650 1. 700 57. 38 61.28 86. 87 79. 40 0. 675 0. 478
200 S.D. 0.102 0. 146 3. 01 4. 51 16. 22 12. 34 0. 38 0.203
R 6 6 6 6 6 6 6 6
cp Mean 1. 778 1. 762 64. 18 60. 18 84. 72 86. 95 0. 490 0. 598
1000 S.D. 0.117 0.125 9. 02 4. 52 6. 58 16. 27 0.126 0.275
n 6 6 6 6 6 6 6 [
Significantly differenl [rom conirol o % P<0.05; #+, 70,01,
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Tweniy-eight-day Repealed Oral Toxiciiy Study ol 2CP in Rats

Study No. 8L658

Table 8§ Relative Organ Weight - Summary Male
Test Subsiance Final Body Brain Pituitary Thyroids Thymus Lungs Hear! Liver Spleen
Dose (mg/ke) Yeight
g % x103% xi03% x10-3% % % ¥ %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
cp Mean 3915 4570 0.542  0.475 4.00 3.50 8.12 6.82 167.57 118,77  0.367  0.315  0.327 0.323  3.992 3.678 0.195  0.195
0 S.D 22.3 32.6 0. 026 0. 030 0.22 0.21 1.57 11 29. 16 32. 66 0. 021 0. 008 0.014 0. 031 0. 383 0. 211 0. 036 0. 027
n 6 6 6 6 6 6 6 ] ] 6 6 ] ) ] 6 6 6
20p Mean 390. 5 0.532 3.83 7.27 136. 75 0. 382 0. 322 3. 830 0.212
§ S.D 26. 2 0.033 0.22 1.26 17. 69 0.025 0. 030 0.117 0.039
n ] 6 6 6 6 6 6 b b
ace Mean 389.0 0.528 3.78 1. 42 153. 17 0.372 0. 320 3.910 0.228
40 S.D. 22. 1 0. 016 0. 30 1.39 19. 87 0. 029 0. 0317 0. 280 0. 034
n 6 6 6 6 6 6 6 6 6
2Cp Mean 378. 8 452.1 0. 538 0. 470 3. 84 3. 17¢ 7. 80 7.03  160.63 125.80 0. 393 0. 333 0. 340 0.312 3. 942 3. 468 0. 210 0. 185
200 S.D. 21.6 34.5 0. 042 0. 030 0.63 0.23 [.71 0.98 24. 93 3. 65 0. 055 0.015 0.023 0. 031 0. 375 0.233 0.039 0. 015
] 6 6 6 6 5 6 6 6 6 6 6 6 6 6 6 b 6 6
0P Mean 370.3 438.3 0. 552 0. 470 4.15 3. 18 8. 585 6.82 163.93 131.82 0.3170 0. 328 0. 340 0.323 . 282 . 768 0. 207 0. 185
1000 S.D. 18.3 33.2 0.026 0. 033 0. 55 0. 24 1.35 0. 97 30. 37 16. 36 0.014 0.027 0.013 0.023 0.122 0. 177 0.027 0.023
n 6 6 6 6 6 6 6 b 6 6 6 ] 6 6 6 6 6 6

Significantly different from conirol

o 4, PK0.05; #%, P<0. 01,
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Twenl{y-eight-day Repealed Oral Toxicily Study of 2CP in Rats

Study No. 8L658

Table 8 Relative Organ Weighi - Summary Male
Test Substance Kidaeys Adrenals Testes Epididymides
Dose (mg/kg)
% x10-3% % %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week § Week 7
2P Mean 0.678 0.673 13.20 13.588 0.767 0.717  0.193  0.260
0 S.D 0.059  0.054 1. 21 .32 0.036  0.031  0.019  0.021
n 6 ] b 6 6 6 ] 6
2P Mean 0. 625 12. 63 0.792 0. 202
38 S.D 0.028 1.60 0.075 0.030
i 6 6 6 6
0P Mean 0. 670 12.4 0. 7177 0.19
40 S.D. 0. 046 1.86 0.088 0. 031
n 6 6 6
ICP Mean 0. 685 0. 663 13. 15 11. 90 0. 833 0. 682 17 0. 240
200 S.D. 0. 067 0. 031 0. 59 1. 58 0. 067 0. 059 016 0.024
n 6 [ 6 6 6 6 6
2CP Mean 0. 705 0. 652 14. 15 12.7 0. 828 0.723 0.213 0. 245
1000 S.D. 0.023 0. 034 1. 09 .91 0. 068 0. 065 0.02 0. 020
n 6 6 6 6 6 6 6
Significantly different [rom conirol o %, P<0. 05; #% P<0. 01,

32



Twenly-eight-day Repealed Oral Toxicity Study of 2CP in Rais

Study No. B8L658

Table 8 Relative Organ Weight - Summary Female
Test Subsfance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) Weight
g x107°% x10-3% x107%% b4 % % %
Week 5 Week 7 Week 5 Week 7 Week  Week 7 Week 5 Week 7 Week 5 Week 7 Week5 Week 7 Week 5 Week 7 Week b Week 7 Week 5 Week 7
ace Mean 228.3  258.0  0.833  0.758 10. 78 8.50 189.12 171.30  0.487  0.430  0.350  0.345 -~ 3.675 3143  0.243 0.213 -
0 SD 14.7 2.7 0.048  0.053 13 113 1.06 18.08 18.45 0.040 0.028 0.018 0.038 0.176  0.156  0.035 0.023
n 6 6 6 6 6 6 6 6 b 6 6 6 ] 6 6
20p Mean 239.8 0.793 6. 28 9,38 244, 32 0. 467 0. 348 3. 517 0. 240
8 S.D 9.4 0.032 0.84 0.77 68. 24 0. 026 0. 612 0. 184 0. 043
il 6 6 6 6 6 6 ] 6 6
2CP Mean 226. 3 0. 855 7.10 10. 12 198.15 0. 497 0.358 3. 398 0.238 j
40 S.D 14.7 0.053 0.73 2.08 42.29 0. 0272 0.024 0.271 0. 038 !
n 6 6 6 6 ] 6 6 6 6
2P Mean 2283 255.3  0.790  0.775 1 6. 38 10. 28 .08 210.80 181.78  0.478  0.442  0.363  0.340  3.618  3.285 0. 207 0.222
200 S.D. 20.7 14.7 0. 078 0.014 14 0. 67 .79 1.34 48. 29 38.07 0.023 0. 021 0. 048 0. 009 0.093 0. 140 0. 021 0. 043
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
2P Mean 23,2 260.3  0.827  0.733 6. 83 6. 52 10. 63 8.80 212.45 153.63  0.463  0.423  0.357  0.337  4.038% 3. 457#x 0.237  0.190
1000 S.D. 6.7 9.7 0.043  0.040 0.78 0.99 0.92 .72 42.30 i7.32  0.016 0.020 0.027 0.023 0.255  0.120  0.015 0. 006
n 6 6 6 6 6 6 6 6 6 6 6 6 6 ] ] 6 6 6

Significantly diflerent from conirol

4, K0, 05; #%, P<0. 01,
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Twenty-eight-day Repeated Oral Toxicily Study of 2CP in Rats

Study No. 8L658

Table § Relative Organ Weight - Summary Femaie
Test Substance Kidneys Adrenals Ovaries Uterus
Dose (mg/kg)
% x1072% x10-3% %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7
2P Mean 0.750  0.635 24.88 2537  36.88 3207  0.238  0.248
0 S.D 0.050  0.049 3.04 3. 69 5.82 250 0.118  0.083
n 6 6 ] ] 5 ] 6 6
2CP Mean 0.693 23.15 37. 65 0.210
8§ S.D 0. 040 2.26 4, 64 0.0675
i 6 6 6 6
07 Mean 0. 702 26.07 33. 17 0. 208
40 S.D. 0. 054 3. 86 2. 80 0. 030
n 6 6 6 6
2Cp Mean 0.72% 0. 668 25. 32 24.13 38. 08 315 0. 303 0. 187
200 S.D. 0. 056 0.076 2.175 6. 70 5. 03 0.181 0. 077
i ] 6 6 6 6 b 6 6
piey Mean 0. 762 0. 678 27.52 23. 1 36. 23 33. 33 0.210 0. 230
1000 S. D 0.070 0. 042 4. 48 1 3. 37 5. 82 0. 057 0. 104
R 6 6 b 6 6 6 6

Signilicantly difleren! Irom conirol

o % PCO0.05; % PCO. 0L
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Twenly-eight-day Repeated Oral Toxicily Study of 2CP in Ratls

Study No. 8L658

Table 9 Necropsy Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male
Test Substance 2CP 2CP 0P 2P 20p
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals : ] 6 6 6 6
Number of Animals Examined : 6> <6 <6 () <6
Lung
Brown palch 1 1 2 1 1
Liver
Brownish 0 0 0 0 6
Scar 0 0 0 1 0
Kidney
Cysl 2 0 0 0 1
Dilatation, pelvis 1 l 0 0 1
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Twenty-eight-day Repealed Oral Toxicily Study of 2CP in Rals

Study No. 81658

Tabie 9 Necropsy Findings -~ Summary Scheduled Sacrifice (eek 5)
Sex : Female
Test Substance : 20P 2Cp 0P 2P 20P
Organ Dose (mg/kg) : 0 8 40 200 1060
Findings Number of Animals : 6 6 6 6 6
Number of Animals Examined : <6y 6> 6> 6> <6
Spleen
Nodule 0 0 1 0 0
Lung
Brown palch 2 1 0 1 0
Liver
Brownish 0 0 0 0 4
Kidney
Cyst 1 0 0 0 1
Uterus
Distention A 1 0 2 1
Adrenal
Enlargement 0 0 0 0 4
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Tweniy-eight~day Repeaied Oral Toxicily Study of 2CP in Rats

Study No.

81658

Table 10 Necropsy Findings - Summary Scheduled Sacrifice (Week 7)
Sex Male Female
Test Substance 2CP 2P 2CP 2Cp 20P 2CP
Organ Dose (mg/kg) 0 200 1000 0 200 1000
Findings Number of Animals : 6 6 ] 6 6 6
Number of Animals Examined : <62 & <6 6> 6 <6>
Lung
Brown paich l 0 I 0 0 0
Kidney
Cyst 1 0 1 0 0 0
Ulerus
Distention | 1 2
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Twenty-eight-day Repealed Oral Toxicity Study of 2CP in Rats

Study No. B8L658

Table 11 listological Findings - Summary Scheduled Sacrifice (Yeek 5)
Sex Male
Tes! Subsiance 2P 2CP 2CP 2P 20P
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Auimals 6 6 § 6 6
leari ) ) <O () 6
Myocardial degeneration/fibrosis, focal 1 1 ]
2 0 0
3 0 0
Thymus ) <o <w <® <6
Spleen ) 1), <® o 6
Lung <D ) (D < |
Hemorrhage. focal t 0 0 1 1 I
2 0 0 0 0 0
3 0 0 0 0 0
[nllammalory cell infitiration, focal 1 { 0 0 0 0
A 0 0 0 0 0
3 0 0 0 0 0
Liver < <6 <6 ) <6
Exiramedullary hemalopoiesis | 0 0 1 0 i
A 0 0 0 0 0
3 0 0 0 0 0
Fatty change, hepalocyle, periporial { 0 1 ! 0 0
2 0 0 0 0 0
3 0 0 0 0 0
Hyperirophy, hepatocyte, cenirilobular 1 0 0 0 0 (£33
2 0 0 0 g 0
3 0 0 0 0 0
Inflammatory cell infiliralion, focal I 0 0 1 0 I
2 0 0 0 0 0
3 0 0 0 0 0

<>, Number of animals examined
I, Slight; 2, Moderate; 3, Severe
Signilicantly differeni f{rom conirol

2 %, P<0. 05; #4, P<0. 0L
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Twenty-eighi-day Repeated Oral Toxicity Sludy of 2CP in Rafs

Study No. 8L658

Table 11 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex : Male

Test Substance : 2CP 2Cp 0P 20P 2P
Organ Dose (mg/kg) : 0 8 40 200 1000
Findings Number of Animals : 6 b b 6 6
Liver {6 ) €)) (B )
Necrosis, focal 1 0 0 0 0 0

2 0 0 0 1 0

3 { 0 0 0 0
Kidney ) ) ) <o B
Basophilic tubule, proximal ) 1 4 1 A

2 0 0 0

3 0 0 0

Cysi 1 { 0 2

2 0 0 0

3 0 0 0

Dilatation, pelvis 1 1 1 i

2 0 0 0

3 0 0 0

Fibrosis, focal l 1 0 1

2 0 0 0

3 0 0 0

Hyaline droplet, tubular epithelium, proximal 1 5 [ 6

2 1 0 0

3 0 0 0
Testis ' <6 0 <0 i) )
Epididymis B | 0 ) <6
Seminal vesicle € <0 0 < <6
Adrenal ) <0 0 ) {6
Brain 6 ) ) ) )

>, Number of animals examined
I, Stight; 2, Moderale; 3, Severe
Significantly different {rom control 1 %, P<0.05; #x, PCO0. 01
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Twenty-eight-day Repeated Oral Toxicity Study of 2CP in Rals

Study No. BL658

Table H Histological Findings - Summary Scheduled Sacrifice (feek 5)

Sex Male

Tes! Substance 2CP 2Cp 20P 2CP a0
Organ Dose (mg/kg) 0 8 40 200 1000

Findings Number of Animals ] ] b ) ]

Spinal cord <6 < <® < )
Sciatic nerve ) <0 <w <o B
Muscle (femoral) B o ) ) )

O, Number of animals examined

Significantly different from conirol

& PO 08; ##,P0. 01
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Twenly-cighi-day Repeated Oral Toxicily Study of 2CP in Rats

Study No. 8L658

Table 11 Histological Findings - Summary Scheduled Sacrifice (Yeek 5)
Sex Female
Tes{ Substance 2CP 2CP 0P 2CP 2Cp
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals 6 6 6 ] 6
Heart {6 <0 <0 < )
Thymus <6 <0 0 <0 )
Hemorrhage, focal ! 1 1
2 0 0
3 0 0
Spleen {6 W (D ) )
llyperplasia, lymph follicle i 0 i 0
2 0 0 0
3 ] 0 0
Lung D < ) <D <o
llemorrhage, focal 1 2 0 0
2 0 0 0
3 0 0 0
{nflammatory cell infiltration, focal 1 0 1 1
2 0 0 0
3 0 0 0
Liver 6 ), 6 B <6
Falty change, hepafocyte, periporial ! 4 4 3 5 I
2 { i 0 0 0
3 0 0 0 0 0
Hypertrophy, hepatocyle, cenirilobular 1 0 0 0 0 G¥%
2 0 0 0 0
3 0 0 0 0 0
Microgranuloma 1 0 i i 0 0
2 0 0 0 0 0
3 0 0 0 0 0

>, Number of animals examined
I, Stighl; 2, Moderate; 3, Severe
Siguilicantly differenl from conirol

1 % PC0.05; %, PO, 0L
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Twenly-eighi-day Repealed Oral Toxicily Study of 2CP in Rais

Table 11 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Female

Test Subsiance 2CP aCp 2CP acp 2CP
Organ Dose (mg/kg) 0 8 40 200 1000

Findings Number of Animals 6 6 6 6 }
Kidney {6 ) ) ) e

Basophific lubule, proximal 1 3 4

2 0 0

3 0 0

Cyst ! 2 0

2 0 0

3 0 0
Ovary 6 <B» <o <o <
Uterus (D D <o <D )

Dilatation, lumen i 1 { 2 i

2 0 0 0 0

3 0 0 0 0
Adrenal ) ) ) <0 6
Brain .y C» <0 <w {6
Spinal cord ) (® < <0 €,
Sciatic nerve ) < <0 <O g
Muscle (femoral) 6 <0 <0 <0 {6

O, Number of animals examined
I . Slighl; 2, Moderale; 3, Severe
Significan(ly diflerent {rom conlrol

%, B0, 05; %%, P<0. 01,
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Twenly-eighi-day Repeated Oral Toxicitly Study of ICP in Rais

Study No. 8L658

Table 12 Mistological Findings - Summary Scheduled Sacrifice (Yeek 7)
Sex Male Female
Test Substance 2Cp 2CP 2CP 2CP 2CP 2Cp
Organ Dose (mg/ke) 0 200 1000 0 200 1000
Findings Number of Animals 6 6 6 6 6 6
Lung I <0 @) <0 <o o
flemorrhage, focal 1 1 1
2 0 0
3 0 0
Liver ) ) ) (& )] B
Fatty change, hepatocyte, focal I 0 0 0 0 1 1
2 0 0 0 0 0 0
3 ] 0 0 0 0 0
Fally chauge, hepalocyle, periporial 1 1 1 0 3 0 |
2 0 0 0 0 0
3 0 0 0 0 0 0
Inflammatory cell infifiration, focal 1 0 0 0 1 i} 0
) ) 0 0 0 0 0 0
3 0 0 0 0 0 0
Microgranuloma 1 0 0 0 0 0 1
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Kidaey ) ) < ) <0 W
Basophilic lubule, proximal 1 1 i
2 0 0
3 0 0
Cysl [ [ [
2 0 0
3 0 0
Fibrosis, focal 1 { 0
2 0 0
3 0 0

¢, Number of animals examined
1. Slight; 2, Moderate: 3. Severe
Significantly different from conirol

o, PAD.05; #% P<0. 01
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Twenly-eight-day Repeated Oral Toxicity Study of 2CP in Rats

Siudy No. 8L658

Table 12 Hislological Findings - Summary Scheduled Sacrifice (Week 7)
Sex Male Female
Test Substance 2CP acp 2cp 2CP 2CP 2Cp
Organ : Dose (mg/kg) 0 200 1000 0 200 1000
Findings Number of Animals ) 6 B b 6 6
Kidney 1) <0 (D o ) )
Hyaline droplet, tubular epithelium, proximal I { i
2 0 0
3 0 0
Inflammatory cell infiltration, interstitium, focal i 0 i
2 0 0
3 0 0
Uterus W | )
Dilatation, lumen | 1 1 2
2 0 0 0
3 0 0 0

¢, Mumber of animals examined
[, Slight; 2, Moderale; 3, Severe
Significantly different from conirol

: 4, P<0.05; #% P<0. 0L
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