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=

T oaRCFIVE T A=) 0, 40, 200 B KUK 1000 me/kg D R & TREHE D SD
FTy Moo HEREROIZS L, TOFEEREEZRTL.

—AARIEIZBWT, —@tE 02k & L TH T I8 & Gt A 200 35 KT8 1000 my/kg #ED
BERENS, BFREFOMTAY 1000 me/ke FEOREHICERD S5, F/o, 1000 mg/kg 7 DI
TIIEREHOMK MG ITHRIRITRS KOBIBM 24D SodiB s i/, ZNSoE ki
HORIEICE DU Tz,

REOEAEAY 1000 my/kg B O TR S5 HIRMAY B8 GM55E00H) KERDHENL.
EHE IR I, dRBEOERE S EdA SN,

MFALFRIREICBNWT, B3IV A7 O—)LOESEM 200 5 LT 1000 mg/kg & D MIZ
A/G LEDIRAEAT 1000 my/kg BEOREIZIRD Sz, 25 OZF{LIZEE MR T3S
S5NY, EHEEARD SN,

FEEBICPNT, HiEEx - #xEEOSED 1000 mg/kg 3O, HiEEdEE
DEAEDY 200 B LT 1000 mgkg B OHIT, BB EDFIEA 1000 mg/kg B DHEITFR
5N/, BEHRE TR EEOSED 1000 mgkg BEOREIZ A S /=08
BRI TR RFOREIIBRL, SEAMEEOEIMNELEZ. Ih50%
feid, FHErEERD Sz

HEIZ BN T, HFEOREXR SRS ALAY 1000 mg/kg B OMEIZERD SNz,

CIEHE KR TRICITIA S NT, BI{EAEIERD sz,

PRSI EICBWT, FIEO/NESLEITRAL A 200 mg/kg B O & 1000
mg/kg B OHEREIC, FIRBROOE AMEOHER EEARORERAY 1000 mg/kg B ORI

(
g
JY
S
*

B O A FRANE B ORI TEFE IR OE5%AY 1000 my/kg BEOHHITRD SN /-. [B118 HifkE
BTN T, s OZE{LOZEIIHMBABEAT a2hELITWEL, BEED
FAL o XoF g A

BfHE, MEFORE, REEDIVERFMBEOREICE, #RmERs IR
THEBAONDEBED NN o T,

LIk, HEHEWTN® 200 B8 1000 mg/ke 3 CHBIBEIRSGITER T2 EE 2 5N 5
ZALMERD 5N/, 200 my/kg BT, —AAREEIZ B W TR IZ 54T 090 B JOUREL,
BHREBICBVWTHICHBAMGESOSHE, Bk FRBE W THICRIL AT 0—
9
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NVOEE, B FRIREICBL TEICFROFMIEONKMAA SN e, A
RREGTIBIBT 270X CFNT T 24— )VOMEEE (NOEL) 1T, kT

NH 40 mg/kg SHIBL .

10
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WAL E DL R ESE RO -IRELT, v bERWTY 7 axFIL
O YA =ILm o0 QMO RERSEEER L, AERAOFEEAOFZEICONT
Bt LD THET 5.

11
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MELB KO

1. #EE
MELEL =T onaX>FIv 52

TF—) (MFF: DCPSDO, Ovw +&F HE >99wt%) % {#
AL7%. #RYWEITREOES, MEXBIUSTREERTDRR 140C (53,
MBI X D R FRBVKER RS ERE T, KITHE, 72 b ABRE 15 wi%ll b,
Xt DMSO WAfRE 5 wthbh L, MAY /= VBEE 15 wi% A LOBEWIREERTH
5. 128, THMIEZAIFATRETH 5. HWRMEEIEREGHF T TREFELZ.

HBMBEOLEMET, HBRMEEME LI VR T2EREAFL, HRBLKZ.

¥4 . dicyclopentylsilanediol

WER

_POH

Si
“oH

SFE 20035

2. BEn

HAF vy —IVA - UN—WR (EEBT . BR) 5 19994 6 A 16 BIZHE 67 IT,
1999 £ 6 A 2 BIZHE 62 LD Crj:CD(SD) IGS 7w b (SPF) &= AF L /.

B AR, HX e R, BEIZ o HREMRE - DL L, WO S BEIREN
BIFThd T Ea2mR 7. HEMmaalc, AEBEIMEBESHIBEICE>TE
HOFEEMIFHE—ERH5RDITHTL, MRS e0 ILZFERA LK. &% 5BEAREO
MEER 5 B, AEEEHIIHED 146~166 g, BED 115~145g TH o 7.

BENCFECE> T EREEINILZ. T IR BRES, whEs, &
B, BmEs, Rl AR, R5HR, IEBIURRERZE LI )LEM
iz,

12
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T &

Fe - B2 S O e E WML T, RE 22220 FFEHE 19~257),
FXHRRE 55+ 15% GFEsiif 35~75%), %% R B F (K=o LbwraLy
— {5, 1B 12 IR H (7:00~19:00IC BB L /2 AT E 2EA L. IREE
DOEHEIZ-ZNFN 21~24C, 51~77% (RH) TH-o7=.

B & K A DOEREMAKE (RX—FF v 7, BAFy—)LZ - UN—H) %
R —RR— R — 2 (265W x 426D x 200H mm, b F T EFEEHER) 10
B VRN —2 720 5 £/2id 4 0L (), HATLBRIES —2 &0 20T ([F
%) WAL, AF—-)LERs (MU LiciREL TRELZ. F—T0
PREHANGE 1 Bo—F—2 3 > U, #MEICRREFR R 7 > L ABEREE A
BHES (MFURFEEM) &, GAGTIEERE R ) R R IS (700 mL,
REURESEWME) 2ERALE. F—2 BERE), HEBBIURAGRILE 1 B
Hal /-

s, EREBWAEBRER MF, UV INEETER) &, SumD 7 4
V& —iEia%, RMBRERHLUAGEKEBRICERE /-, fEetEAAKILE 1
Xl 7z,

PREN & fallh O SR B B SRS Y IR Y, SIS TRED = RIS LT
HIEEMER LU 2, BOIKIIAGEEICER L KEREZEHIZERL,
DHENEEITESG L TNAZ EEHEL TWha.

B 5

R EREIT OECD A Ro1 Acfitngnizs & L. &5z Af&EL,
BY 0T H2EEFELED)PERNTIA LB, FRidicsfilEixs Uk,

AR DS A EIZOECD /i1 R4 2 OLRTEHS 1000 mgkg &L, LATRLEES
T 200 B 40 me/kg DEt 3 AEMFEZRE LD, S 5ITHEE (0.1%Tween 80 #:AN
0.5%CMC-Na KiFikR) OA»EHREG T DB ERITE. W5EEIL10mLkg &L,
EFRICHE LARBICE TN TER L, 2L, BEIESAOKER, #5%
BEORBICHEA LN

W SR E A 0.1% Tween80 IR0 0.5%CMC-Na /KIE# (Tween80 H LR T#00), O
v &S GHOl, CMC-Na AHELFIERE, 0w NS 041210) THREFHEL -

13
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RGROMEILE 1 BLA LTV, REICHT S5 ETHRMREL, #EE 3 BLANIK
FRALZ RERPOFEHRMEOE—MBIVEHEAERETTO 8 AOREN.
L5 BAANNIT 0.4 M5 200 mymL O TR L2 @RFTERH D). £, 95k
MEOOY MECSREHORGREZSTL, REREOLI0LUNTHS &%
MR LI GRETER 2). 2B, BEKRODIIIHE GO MNIZERT (18RRI
ARG X BRyka 1 #F 1 =) ITTTo .
FBARE & 1000 my/kg BO—TOEM)IZ, RS T 28 QO EE IR % 5%

7.
5. BEHEAR
iz B SRR TR Y [E178 HfST#S 7 Bfig| 2
(mg/mL) 1 it 1# i3
xf H OB 0 10¥ 10 10 10
(10101-10110) ®  (50101-50110)  (10111-10120)  (50111-50120)
40 mg/kg B 4 10 10 - -
(10201-10210) (50201-50210)
200 mg/kg Bf 20 10 10 - _
(10301-10310) (50301-50310)
1000 mg/kg #¥ 100 10 10 10 10

(10401- 10410) (50401-50410)  (10411-10420)  (50411-50420)

1), %91 HICHEHE ; 2), % 119 RICfEs ; 3), 8% ; 4), 9&ES

6. & - AlFHEE
TROEBEZ®RAELZ. 2P, BEHEOERRIIRSMERZE1H, H1~7H%
EIEELE. Eiz, $Fo1 HUBRZREERME L.
6.1 —ARIRNEE
HEEEIT1 B 2@ 38580, %), TOMOERIZ 1 B 1 EFHHICAE L.
62 1k &
EHIOKELZET LR (EB-5000, WREEEERN) 2HWTHE! BE#ELZ.
/-, BEIHEFORBICHEIEL .
63 {EfEE
HEr—TEORSAHEREZEF LR (EB-5000, HHEREUWERN = AW THHE
1EBEL, 1HE00 1 BESEHEELEH L 72

14
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64 IMAESHIRE
591 AR X TH 119 H OFHHEEIFIC 2R ZRTIE OF LD 20 BFRTLLL
MELI®, FARY—=)IFT NI LA (TRF—N, HIDRERN) &EIERNRS L
THREEL, BARMIREDRLL TTEOEEZHMELZ. 9), (10)DOME L5 E
LIEAE L T32% 7 T8 =7 MU U LKBKREZFERL, BODEEL TH SNz
Remnic, zOMOEB OREICIL, BEEMH LS EDTA-2K T L 7z ik 2 W
7z

H H Ak

(1) JRIMEREL (RBC) =ZA70—-DCA L E—F Ak
(2) ANESDOE EE (Hb) SLS NEJ/ DL ik

(3) AT Ry ME (H ARImER L A S e ik

(4) SEHFRMERER (MCV) ), BEhEE

(5) EgFRmEkm BFE (MCH) (), QLDEH

{6) AR M ER I B R RIE (MCHC) (), Q)LhEI

N HB R i Bk % hI V4 - W70 M ARk
(8) M ARE (PLT) —A70—DC A > Y¥—% 2 Atk
(9) Jobhory R (PT) Quick - - 1%
(10)  {EEALER D tuuk 7 A3/ (APTT) Bkt 77075 AF %k
(1) AImEkE (WBO) REDC - > E—% > A%
(12) HBmIKEHE Wright RERFEZEAIZDWTHIE
AEERS M~@3), (B), (1) NE-4500, + A A w77 AR
(7N R-2000, A A w27 AR
9), (10) KC10A, 7 AWV T%t
(12) MICROX HEG-50, A 13 0K

6.5 MEEILFEHIRE

St

MEEANWTTREOEEZMEL /-

B IR L 72 M O — 30 &2 =R THI 30 D EIRFBRECDBEL, B o0z

o, RAOMER, BT X THERT

L7z,

H H 5k
(D ASAT (GOT) UV-rate £ (JSCC B E %)
2) ALAT (GPT) UVrate {£ (JSCC X Ei%)
(3) gt 70 W hp-2 b7 b IR (SSCC B RiE)
4) ALP p-Z 07120 EE BB iR (JSCC B iZ)
(5) wEVILE B 3Ri% (BOD ik)
(6) REER BE3-UV {% (Urease-GLDH i%)
(7 DVF7FZ Jaffé ik
(8) FIa— 2 BEZE-UV i# (GIcK-G6PDH %)
(9) walLAro—ib BESRYE (CES-CO-POD %)
10y MU UESAR B:ZE 15 (LPL-GK-G3PO-POD i£)
(1) #&EHA Biuret 1%
(12) FINT=z BCG %
(13) A/Gl (DB LT L D ELH
(14  HANTTIL OCPC %

15
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(15) ) > B35 (PNP-XOD-POD i%)
16y  FRUDL (Na) 4 7&/&111 STk

an  AHIThL K > EIRE ML

(18  Zo-—)b () 47r\ IR E ML

W HEs H 3L 736-10 2, BROH L EERT

6.6 FRKRE

B BEMEAE 10 TEDFTAEIR 2 HEVTZE 87 B, MEIEEE 88 BICIRIL TTFALOIEB ZNE
L. REOKR, BRYEKZRSORZEEZREOELIRILNBD SNBH -7/
TOMOREIEE EEHE I ORREIIERE L 7ah -7

H H F ik

(1) pH MEBHGE SN T A AT 4w T A, NI - ZHER
(2) £H ABIEIE (RWNT 4 AT 4 v PR, NAI)) - ZHER)
(3) FIa—2A RBRE (NT A AT v T X, NV - )
4) kAR BERHIE (SN T4 AT 4w 7R, N1 T - ZHi)
(5) EulE MBI (SN T A AT 4 v TR, NI - ZH)
(6) JEs I AEBRHNE NV T A AT v T X, N1 - ZHE)
N TOvEy =4 ABRHGE ("N TFT A AT v PR, NI - ZHR)
PE RS - DYV w7100, NA IV =R

6.7 IRFIFRIRE
BERMPIcEERSMBETH, M350 2 Bances, ReHmPIcE
%88 H, MEIIEE 89 BICHIBEEPS X UL 1000 mgkg BOEHNZDNT, AUy T
7 (SL-14, BEFIER) EMREN AT (GENESIS K9L29, Bifn#K) # MLy, RIEREE, &
MEAEBIVREZRELZ. 28, PRIEAKDIOBREOREIIHESR (2
R p, ZREER) ARRICITo 2. MR ORE THREBRMEIRS OZEMN
EhNDENRD SN o0, H5HRE O 40 3 KT8 200 me/kg B DML
2HB I VEEMFOREIIERL 2o 7.
6.8 FHFERIRE
1) BEER
EMYOTEOBEEREZET LUK (AEG-120, BRSEREWER) 2RV THE
Uiz, Fiz, BB OEEBEICEDWTHMAER (HFkEL) 28HUAZ. b, TE
B IURERRERIFILCU CEERICRE L.
B, O IR, BIE. BR, R, BiE BR, BRLE IR, =, &%
1k, BIRER, ff
2) RIBfESImE
EIWTONT, B, BREIRZ O - kL, RSB EHRL .

16
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3)  MAIEAIRRERORE
SO TILIRE - M IREL, 10%00:) D EEEHRILTY SRTEEL,
REFELRE. 72720, BEKEN—F—RITFE R KT, HRBLURE LKLY
7 MTREIE LT
i, FRECGARE, Jeffirhyedl, JE4E), TIedk, FURIRE XU ERMR ),
P, & &G, GO, KREIR, MERENR(EM), BN, MR, ZRRE), =)
T, PRl FEELCUAN, FR AN, FIZIRIEIE, K53, IPEL(E )
FE, BB OEE, R, 8, TR 2=k BB 8B BB EiE, B,
TERU /NHI, BRRAEEY SN, FLIR, KARMFIB KUMAEBMMR(T M), MEB
FOER, RERBIUON—F—IREAD), KEEEIHmEIB ISR
), SMRIR(ETME, AIRAY SR ERAL
P AR T RFICERER U 72 RHBREE & 1000 my/kg BE DUl 2H O LR8N E - #HES
K TN 40 & 200 my/kg Bt D2 FION, IFEE X OB, 75 NCHBR 254
B ONIRMREIMLZ FEIHE > TAVY MR ) 2 - TA DO R EEAREZEHL,
ERL- REOHSRE, HRWERSICERT 2 BN A2 1000 mgkg B D
M HE D RT IS & CNHARER, 1000 me/kg BEDOHEDFIRICED Sz, ZDks, 5
ARSI 7 R EI B D 40 B KT 200 mg/kg T O MERESF O BRAE, (0148 HARRE T 05
RSB O M S I DRI & BURIRS X OHEE B OB DWW TRE L. Z O,
IR 5 HARTRE TR BN T, MICIBIRMIE DR EMH IR 2 5 O 2 OREME T
BRMEBEEICA SN2, TOFEBURIRE LR 52D ICEI1E HIFH#E T 5 5)
DM EFIORFICDWT, 7z, EEHEK 7 RORE TEBAASERDSEN
1000 my/kg BEOMEIZ A SNz, EEMIRH 7 FHRSIEN) O S B OB IHIZ DU
T, ThfhHeELE.

7. HETERIEAT
BT, ZEUEREETHRIFZENGEEZHRH L. 97355 Bartlett
ETHEAYOBREZEITY, DBPELWESIT—TiREBESHS I, DHEL </
VWA Kruskal-Wallis DFEE 21T o 7. BEIICE B 7220888 51725 G Dunnett
% 37213 Dunnett OE T EEME 217> 7. §HT —F1d ax b O 1 BUE ZITUY,
B EENRD SNEEEIE Armitage D x *HE THBH EEAERZ LKL -
17
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HE AT OMRER X FAOMD THSD., —AVRE, IREFIME Bk O
IEIREICDWTIE, HE MM E EILah o /.

SELBRE . KE, BEE DETORE ECEEE NEER
xRE CRARE, RIS AR
18
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—HIRHE (Table 1)

ATIR S REEDY 200 BLT 1000 mg/kg HOMEHET, BRETHOETH 1000
mg/kg B DREHEIZZRO 57z,

HITHIMIE 200 mg/kg BEOUE 2 B & 3 ], 1000 mg/ke B DM 12 §] S 2 4 TI%
ERICRRL, BHETICEE L. AZ{IE 200 & 1000 mg/kg 3 DM TR 568
AEMNS B 5N, HEHIFSHEDIINWE > TRBAIIHEAD Lz, WEE 200 mg/kg
O 3 F &I 2 #1, 1000 mg/ke HEOMERESH TR FE%H D WIXIRERNICERED S
Nz, BREBEEHOETFIL 1000 mg/kg FEOME 3§ &8 2 I TERD SN2 BB
TH3E, BTE 6 HUROWTNHIRSRICHFEMIA NN, EBEOBEE
TIZEE L=, F£7z, 1000 mgkg B OME 1 41 (EhHES 50405) Tid, BREHD
IR TRFICIRRIE RS 2 NI Z SR b H -7z, o0&, BEHEHIR S
IZidHsnzno iz,

ZDfth, Rk OB EAXNREEOHE 3 #1135 X 1000 myg/kg FE DI 1 FlT, FIEBOE
JEDS 40 me/kg HOME 1 FliZH SNz, TS OEBIZDNTIE, TORBIREMS
WEMERES SIREE O WE L S L 7z

& H (Figure 1, Table 2)
HREOEMEN G HRE R DS 78, 85, 90 HiZ 1000 mg/kg BEOMETH Sz, D
OB BHY AR GEH T, R & RIRICHEE L 72

{EfHE (Figure 2, Table 3)
WTNOHBRMERSEHIIBNTS, MR SFEHICHEE L.

HEAFHIRRE (Table 4)
SRR TRBLUERIRR TIRORET, HRPERSICERT 28D
NAHEIED NI o7z
SR TR OME T, MCV BE U MCH OfEEA' 200 mg/kg BEDHEIZ A 51
7Z. LinL, INSIETERBMEEETHD, 1000 mgkg B THEHASIIINWI &5,
19
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WERE x5 L IRE DI WAL E IR L 7z

ML FHYEREE (Table 5)

BSHEE TEORE T, B3 A5 0—) OB EAT 200 350 1000 mgkg HED
iz, BUZUESA ROKMED 1000 mg/kg HOMEIZ, A/G HLDEAEAY 1000 mg/kg
BHOMICRDH 5N, IS5 OELIIBEBRE TRORE THA S NN /.

Z O, EHEHIRIRK THOKRE T, REZZOSMENH 1000 mg/kg HOMEIZ, 71V
T LA DOEAEA 1000 mg/kg HOM A SN, Lnl, INSEBEMAELTHD,
BEHRK TROBETIEA SN &S, HEMERS SEREED L WE(L
EHIMTL 7. |

FRIRZE (Table 6)

HEHMPORE T, HRPERSIERT 3 EEDN2EIEIED S Nah-
7z

HEGHIMF ORET pH O LENLUERWEREHOETHASNI. LML, &K
ZALEBHMERHENOLE (RTEE3) THL2I &R0, HBRMERS &I13E
G APYAIRY N (ofal 1] A Oyl

IBRIEHRTE (Table 7, 8)

ZRGHEPORE T, HRYERSICER TS EEONDEEFED S -
z.

BERMAEIS X O SHIE P OSEBRYER G T, ARSHICRROFEm, df
BRI T ABIRER, BERCOEETEI VI —-TERSHNE. LHL,
INSOEEIE, FOREKAN SERYBERSICEEOLWEL L. £
7=, BE5HRG ORE T, iR ZoRMd S URIKICHEIEOA A 1000 mg/kg
B 1 4] @EES : 50411) WAL, | HIOHOFAEOE{LTHD &
M5, INLIKDWTOHBMERES SIIBEEORNA L LT L 7=

20
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ANEEE (Table 9, 10)

RS YRR TR OBRE T, G - Hixd ER O EDY 1000 my/kg #EOUEI, AT
BREFE X T 52 D B 45708 200 33 K TX 1000 mg/kg D MEID, B AT B &3 K OR L L (k
X R OEEY 1000 mg/kg FEDOHEIZFED 5Nz, G TIFOMETIZ,
NS DED D B HFIEAE X E 8 O S EAY 1000 mykg B QWA 531748, 1% 5416
TR RZORERBE L. £, BEAMK TEORET, BT
DSBS 1000 mg/kg HEDMEIT A5 17z

Zofh, ISR TIFORE T, TEAHEN - HMEROSED 40 mgkg B O
Iz, TERAHMBBEDOEMED 200 mykg HOHIZENTNASIZY, IN5HIET
B ZTHY, 1000 mg/kg HETHRALGNBRNI E0 S, #HBRYERS &3
DIz ST L 7.

gIEEAT R (Table 11, 12)

H S HRHE TROBRE T, FIEOIERDS 1000 mykg FEOM 9 H1i2, FEORIEE
{6755 1000 me/kg BEORE 1 Pz 537, TN S OELIREHEHIRNE TR OBMZE TiZ
HHNIEnho7z.

oM, HSEE TRBIORENMK TROKRET, HBRYERSH KO
BERiBan, FTORTOFREHESEOREN, FROEALEHEH, B
DRYE, IO, TS0, FTERAEOEREIER, KEORE, KTHEOE
RRARD LN, LaLl, IS OEEOFRKRIC—EDERBASNIRNT Ens,
WEMERSICERAL B TIEan s Lz, 723, — KT 40 mg/kg BHO
i 1 Bz S5NIMBERDIRIZIZ G T SR THOD SR TH > /-,

JRIRAARSEAT R, (Table 13, 14)

WHIEESICERT 22 E LT, HEO/MER IR, FIRERO
F AN OER EERBOIER &BEEOEARMNE LR OMHF#EFEROEEINED 5
nz.

1% 5 AR TSR EIBN I DR E T, IO /NZE P EFFHIIRIER I 200 mg/kg #F
Dt 2 47, 1000 mg/kg B DU 8 Bl & 2T, HFRIEOOEAMEOIENE LD
MER I 1000 mgrkg B DHE 3 #i &M 7 FIZFRD S N7z BIBROUARME -2 OF

21
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vk, HEDXIR, 40,200 BET 1000 mg/kg HONEIZ, BEDORIRMNS5,7,6 BLU3
Flc, PEEOREAT1,0,0 BEU6HITHY, 1000 meke BHOMETIE, FHED
KA OWRMEIR SR OME V£ < H 517, EIEHIRI TIRESIH T,
ZNSDEAED D B RIRIFOIENE L EAITEDOI KA 1000 mg/kg #HOHE 1 #1112, HIK
DIEALFRANE b5 O ORRE OFEBIAX IREE DM 7 41 & 1000 me/kg FEDE 4
IH LNz,

1% 5 IR T BEE5 Eh A THb ORI IE DSBS T DM THIRAI S SHE I A
S5N278, EHREARAE TIRENE OMELRAOIZONWTOREL =28, 20
FERAA S AL LIZHBRMERSORETIE W EHM L. /-, BEHIRK
THROBET, BRHEGSEROEED 1000 mgkg HOMIZH LN, [EEIM
HTIEMHEOMOBFRICDONWTRELZDN, #HRMERGOEEEEZ NS
Zirida snizino 7z

G IS X g BRI 7 IR ZRIE ORI ER 5 H T, Z OMIOED
DO FHMER, BEEY o nT y —URE, MEOANEDTY
> DA ERFERARES G, FiORMLE, RESMEREEES I OBbE, F
DOREBIEBFE L BROIIE, BEROUEAMKEEMIZE, FEOHED
fERA{CE:, FHRRRaDPIRRE BN AL, NAZFES ZOREE, BIEORE OER
B OREMMIRT R, BROEAOFEENRME, MTEE, B|iE, Rk
B INEREBER, BEREEOREMEMIRIE R, BT3RO RAE MR TR
B, RROEMR, FEOEIE, THREOMEOCEN, FIRIROZFTE RS S
EREETR, BB OZERa b A EAINE O RN E A LI OB DN, KEOEI
OHLHR & RIEERINDIZIGER, B MEORFREER, N—F —IROIE MRS,
WRIROIREOZEHEE &V O EREHEAA SN LAL, Wihb Sy MR
WEBEEHRT LI UVITEARERICTED oNAEETH D, TORBCAEED
BEMN W &S, #HBMERES SITEEREHM L. B, —IKET 40
mg/kg BEDORE 1 125 N7 WEBOMERBIT I T 22 LT FEORZFIEEL TH
0, B OHIR & i O B AORIBIC L > TEIER SN DHDTHo 7%

22
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EERP IS

DCPSDO % 0, 40, 200 L) 1000 mg/kg DA B THEMED SD %5~ M2 90 I
REROKEL, ZoHE Mt EREREZRETL .

—ARIREEIC BN T, G BRI T R S IREEAY 200 3B KT 1000 mg/kg B O
BT, BRETHOMETA 1000 mykg HOMHETED SN/, £72, 1000 me/ke BED
It TIX B FER O TRFIZAERMN W B K OUEAL Z D b O A S/, #1150
ZDWTHE, REZRIC—AEOTRMREREENR I DD EEZSNSED, I’
HEFORE CTTRMRZOLIRIRD S holz. £, RESHRINEDIC
P> TAZLDFMAENIRA L7z, REEITDWTIL, FICRSBRERFMICHIRET
H—BHEOETHO, BRYE DB N LB X RN E 2 50
DM, STERANBLND I EMS, PREENECERN Tt ETTER
W, BIEETHOET, BRIFRD ORI SE—BEOE(TH o, Th
5OEIIIRE DRI L DL L.

REDOKAELS 1000 mg/kg BEORE TR GHIRIRN G878 B/ 5800 H) 125805
Nz, EEHIRATICIE, MBROKELEZZSB SN,

IFlE T, #EXd - MM EEOSEA 1000 mg/kg B OMEZ, AHXEEDEEDY 200
B LT 1000 mgrkg FEOHITFRD SN7=. HIE THEBEAL EHES. 7Y 1000 my/kg B DIt
2, PR AR E T/RE RO OISR A 200 mykg B DS LT 1000

FEINTEEOEKROBEIGRIGE U THRTDZI VIS NTNDS D [EE R
RTHORE T, HEEROBIEA 1000 mg/kg B OMIT 2D N7A8, 155 HIRHK
THRHZHARZFOEREIIERL, 3 IUHEBEHESFORE THEWIIHELT
N5 DECIZEEIEEDED S 7z

BRIRAR T, WA E AR DRERAY 1000 mgrkg #f OREHE TaRD S/ A28,
FHERERIC > TUIRLIBBIER IS NB 2 ENMenTnS 2 mEMEKT
RIS T, 1000 me/kg B DHE TAHREALD A S NZA, TOFRBEREIIRED L,
EEAEDGRD LT,

Bl TIE, FREHA SRR E TORAMRME LK QM1 FEROEETEAT 1000 mg/kg
HOBICRDENE. HZy MZBITAHFENRBEIE LT, SHEOEYRILEY
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HOFGIT X DA RAME LR O FRREFEOULBENEET D ¢, /0T 2 EBE
MHISITND . AR TR S NAEELLEOADRERTH o722 &5 a,,
07 CEREESL B EEEZSNS. £, 1000 mg/kg B OHE TSR
HEREOSMEH A 5N/, BRI TN T, s idsasnT,
EHEMEAGERD b,

MEALFERREIZ BT, B2 L A50—)LOEES 200 3 &8 1000 mg/kg ¥ D
T, R TUESA FOEMEA 1000 mgkg OB TERO Sz, TS DE(LIC
DNTIE, BETIEEPRD SN &G, BEFENEZORNWELLEED
N3, N5 OBEIIEEHER TERIA SN T, EEENED SN

ZOfth, FGHIRHE TIFORE T, IRILFMBREIZBWV T A/G LLOEKAEAY 1000
mg/kg BEOMTRD SN0, BEABLUT LTI D EFHIRA SN &
5, BUHEZMEZORWELEIHMUL. F/z, BEBBICBWLT, BEMENY
BEDSMEA 1000 mg/kg BEOH T, EEMBK TIROBRET, BRAMNEZEDOSE
A% 1000 mg/kg BEDMETH S/, UL, BEEEZ0ICIIE TS ST,
ERBICEBIRWI ENS, HEYMERS SIEEDRWERE LS.

BiE, RFEHORE, RREBIVIERZEMRECKERICE, #BRMEREC
ERT2EEANIIEETRD sNEho 7.

LAt, RV E 200 BE TN 1000 me/kg B THBPERGICERTLSEEZS
NAHEEMRD SN, 200 mg/kg B T, —AHKEBICB W THEIZSTERAR IO
R, SEERCBVTHICHBAMEEOSE, mMBEFIREICBVLTHICH
ALVZFa—-)VOEE, REABEIREICE W THHCHBORFMOERNH S
NiEZEMS, KiEBEEHTFIZHBITS DCPSDO @ﬂi%&%ﬁ (NOEL) &, MHEWd
1 40 mg/kg ST L 7=
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Ninely-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Study No. 8L661

Table | Clinical Sign -~ Summary Male

Test Substance Day I 2 3 4 5 6 1 8 9 10 11 12 13 14 15 16 7
Dose {mg/kg) Findings Time 10 20 10 20 (0 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20 10 20 10 20 10 20 10 20 0 20 10 20 16 20
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 No Abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Loss of fur 11 t+ ¢ 0 090 0 O0O0CO0COCCOTOCO0ODTOOCTODCOCOOODEOTD0ODOTDODCODCOCOCCCCOETD O O QO 0 O
50 + ¢ 0 0 0 0 0 0 00 0 0 O0O0CTO0OTOCTODTOTO0OTOTD0OTOOTOCTO0OCOCOCTOC OO DO O O 0 0D
DCPSDO Number of Animals 1010 10 10 10 (0 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 19 10 10 10 10
40 No Abnormality 10 10 10 10 10 t0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
DCPSDO Kumber of Animals 10 10 1¢ 10 10 10 10 {0 10 10 10 10 1G 10 30 10 19 10 10 10 (0 YO 10 10 10 10 10 10 10 10 10 10 10 10
200 No Abnormalily 10 & 19 10 10 10 10 10 10 10 10 (O 1C 10 10 10 10 10 10 10 10 10 10 {0 10 10 {0 10 10 10 10 10 10 10
Ataxic gait + ¢ 2 9 000 0O0O0CO0OO0OTD0CTCOCOCCOTO OO O OTO0CODOO0OTO0OO DO 0O 0 0O O 0 0
Salivation i 00 ¢ 00 ¢ v 00O0OTGOCTOTDOTDODOOTO OO O OTOC OO0 0O O D OG O 0 0 0 0 O
DCPSDO Number of Animals a0 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 No Abnormality Wo14 20 19 20 20 20 18 20 16 20 18 20 19 20 15 20 17 20 18 20 {9 20 ¥5 20 17 20 17 20 14 20 17 20 16
Decrease in 1 ¢ 00 9 0000 O0CCO0CCOCO0OTO0OCCOCOTO0OTD0DO0OCTO0ODO0OTO0OTCO0CO0OO0TO0TO0OTO0OTODODD0D 2 0 0 00

locomotor aclivity
Ataxic gait + 09 0 1 00O 2 0 0 0T O DOOS5S D0 201 0 0 0 1 0 0 0 2 0 3 00 0 0
Salivation r 9 0 9 0 0 0O O 0 0 4 0 1 0 1 0O L 0 1 O® 2 0 1 0 5 0 3 0 1 0 3 0 3 0 ¢4
+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 20 , After dose. ;
50, Right forelimb:

Time 10, Before dose. ;
11, Forelimb;



Ninety-Day Repeated Dose QOral Toxicity Study of DCPSDO in Rats Study No. 8L&61
Table 1 Clinical Sign - Summary Male
Test Substance Day I8 19 20 21 22 23 24 25 26 7 28 29 30 3 32 33 34
Dose (mg/kg) Findings Time 10 20 10 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 106 20 10 20 {0 20 10 20 16 20 10 20 10 20 10 20
DCPSDG Number ol Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 No Abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 0 20 20 20 20 20 20 0 20 20 20 20 20 20 220 20
Loss of fur 11 + 0 0 0 0 90 0 0 O0CO0O0CO0OO0OTO0OCOCO0OCO0OTCTO OO OO OC O OCCE O CGC® O O O O 0 O
50 + 00 0 9 90 0 00 O0O0O0OO0OTO0OCO0OTO0OTO0OTO0CTOCLCOCO OO OO OGBCDOQ OO O 0O O 0 00
DCPSDO Number of Animals 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 10 10 10 {0 10 10 10 10 10 10 (O 10 10 10 1O 10 10 10
40 No Abnormalily 10 10 10 10 {0 (0 10 10 10 10 10 10 10 10 10 10 10 fD 0 {0 {0 {0 10 10 10 10 10 10 {0 10 10 10 10 10
DCPSDO Number of Animals 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 IC 40 1O {0 10 10 {0 {0 10 10 10 10 10 10 10 10
200 No Abnermalily 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1C {0 10 {0 10 10 {0 {0 {0 10 10 10 10 10 10 {0
Ataxic gail + 00 0 00 0 090 O0O0O0CO0OTCO0CO0CTC0CTO®COCCOCCOC OO CO6C OO OO O DO DO O O OO0
Salivalion {0 6 0 ¢ 06 0 0 ¢ 0 O OOCO0OCOTOCCOCTCO®CCOCOTDOD OO O COCOTO0OD OO OO OO OO
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 No¢ Abnormalily 20 14 20 13 20 13 20 12 20 11 20 12 20 14 20 15 20 16 20 13 1% 12 20 7 19 11 20 4 19 12 20 12 20 14
Decrease in /| 0 ¢ 0 00 90090 0O0O0TO0CO0CTO0OTOCOOTO®TCLCOEOTOCOCOC O OC OO O O 0 0 0 O
locometor activity
Alaxic gail t+ 02 0 0 0 O0O0CO0OCCOCT1T O0CCO0OCO0CCO0OCODOOODCODODCECTCEC OO O OO T 0 O OC 0 8 0 00
Salivation 1 0 4 0 7 0 7 0 8 0 8 0 8 0 6 0 5 0 4 ¢ 7 1 & 0113 1 8 0 6 ¢ 8 0 § O &
+, Present; t, Stight; 2, Moderate; 3. Severe;
Time 10, Before dose. ; Time 20 , After dose.
11, Forelimb; 50, Right forelimb;
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Ninety-Day Repeated Dose Qral Toxicity Study of DCPSDO inm Rais

Stady No. BLE6I

Table 1 Clinical Sign - Summary Male
Tesl Subsiance Day 35 36 3 38 39 40 41 42 43 44 45 45 47 48 49 50 51
Dose {mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 (0 20 10 20 10 20 10 20
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 No Abnormaliily 20 20 19 19 19 19 iy 19 19 19 19 19 19 19 19 19 19 19 {9 19 {9 19 19 19 19 19 1% 49 1% 19 20 20 20 20
Loss of fur 11 + ¢ 0t o+ttt ¢ r o+t 1t o1vrt ot ¢+ 1r 1ttt ottt 1r1r1rr1rotrot 0 00
50 + ¢ 0 0 0 00 ¢ 0 O0CO0CO0OOO0OTOCO0ODOO0OTOSCTCTO SO OO O QO 0O 0O O OC O OO
DCPSDO Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 (0 10 10 10 10 .10 10 10 0 10 (O 10 10 10 10 10 10 19 10 10 (0 10
40 No Abnormality 10 10 10 10 10 (0 10 0 10 10 10 10 10 10 10 10 10 10 {0 {0 40 1G 1O (O 10 10 10 10 10 10 10 10 10 10
DCPSDO Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 IC 10 10 10 1C 10 10 10 1D 10 10 10 10 10 10 10
200 No Abnormalily 10 10 10 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 10O 1G iG 10 10 10 16 10 30 10 10 10 10 10 10 10 10
Alaxic gait + 0 0 90 0 0 O0OCO0COGCO0OCCO0OO0OO0OCO0OO0ODTO0CTOCO0OO0OTC OO 0O O0CCGC O D DODDODCDO DO O O O
Salivation 1 ¢ 0 9 0 0 00 06 6 0 0 0 O0OOOCODOTIDTE6E O ODODTCGCTOC DO O DO D O O O O
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 26 20 20 20 20 20 20 20 20
1000 No Abnormality 19 14 20 12 20 £3 20 1t 20 11 20 13 20 15 20 12 20 16 20 14 20 5 20 13 20 9 20 0 19 it 20 i3 20 {1
Decrease in t o 00 1+ 090 0¢0¢O0O0O0TO0CO0CO0CO0CTOIL OO0 2Z O O DL D OCCCODO O COC O D OO
fecomotor activity
Alaxic gail + ¢ 0 ¢ v 0 0 0 ¢ 0 0 0 0 0 0 0 6 0 06 0 0 0o 0 4 9 G 0 0 0 0 0 G 0 O O
Salivation 1+ 6 0 8 0 7 ¢ 9% 0 9 07 0 5 0 8 0 4 ¢ 4 0 5 @ 7T O M OO L1 & 0 7 0 9
+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 14, Before dose. : Time 20, Alter dose. :
i1, Forelimb; 50 , Right forelimb;



Nineiy-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Study No. B8L661

Table | Clinical Sign - Summary Male
Test Substance Day 52 53 54 55 56 57 58 59 60 51 62 63 64 65 66 67 68
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 40 20 0 20 10 20 10 20 1D 20 10 20 0 20 10 20
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 10 20 20 20 20 20 20 20 20 20 20 20
0 No Abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 19 19 19 !9 19 19 19 19 19 19 19 19 (%9 19 1% 19 19 1%
Loss of fur 11 + 9006 0 Q0 00 0 Q0 CO0C 0O Q0O 0C Q0O 0O 0O T T O T Tttt oottty
50 + 4 06 0 0 0 O06CCO0CO6CO0OO0TO0C0CO0CTO0OO0OTO0CTO0OTC0CO OO OO TC0CTO0OOCCOCdT D0 0O O 0 0 0 0 0
DCPSDO Number of Animals 19 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 {0 10 10 10 10 10 10 IO 10 (0 10 10 10 (O 10
40 No Abnormalily 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 10 (0 10 IO 10 10 10 10 10 10 {0 10 0 10 40 10 10 {0 1O 10
DCPSDO Number of Animais 1010 10 10 10 (0 16 10 10 10 10 10 10 10 10 10 10 10 1D 10 10 10 10 10 10 10 10 10 0 10 10 {0 [0 10
200 No Abnormality 10 9 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1o 10 {0 10 10 10 10 10 10
Alaxic gait + 00 0 ¢ 0 O0O0OC0CO0TO0CTO0DTO0OTO0OCTO0OTOTO0OTOCTOCOC O DO COCOCOC OO QO O COC O 0 0 D
Salivalion 1 01 ¢ 0 0 0 ¢ 06 0O O0OO0OO0OTCO0O O OO 4G OGO D OO0 OO O OO OC O 0O 0 0 O
DCPSDO Number of Animals 20 20 20 20 20 20 206 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 206 20 20
1000 No Abnormality 20 12 20 12 20 15 20 9 20 8 20 9 19 12 20 10 19 12 20 9 20 7T i% 1 20 13 20 9 20 7 t9 13 20 10
Decrease in 1 0 ¢ ¢ 0 ¢ 0 0 0 00 0O0O0OO0CO0OCO0TO0OCCOCTOCOCDODOCCOLC OCOCCCOCODO0O 0O OO0 0 0 O
locomotor aclivitly
Ataxic gait + 0 0 ¢ 0O C¢C 0O 0 ¢ 0 0 0 2 000 O0CO0CT1 000006 0 ¢ 0 0 0 00 0 0 0 0
Salivation 1 0 & ¢ & ¢ 5 011 012 011 1 & O W 1 7T O O I 8 & T O O M3 L T 0 10
+, Present; 1, Siight: 2. Moderaie; 3, Severe:
Time 10, Belfore dose. Time 20 . After dose.
11, Forelimb; 50 . Right forelimb;
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Ninety-Day Repeaied Dese Oral Toxicily Study of DCPSDO in Rails

Study No. 8L661

Table | Clinical Sign - Summary Male

Test Substance Day 69 70 71 12 73 4 75 76 [ 18 19 80 81 82 83 84 39
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20 10 20 10 20
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 No Abnormality 19 19 19 19 19 19 19 (9 19 19 19 19 19 19 19 19 19 19 19 {9 {9 {9 19 19 19 19 13 19 19 19 {9 19 i8 18
Loss of far il SN S R I A E A T AR S NN SR SR KRN SRS TR AR SN A S A SRS A A S A R A T R O
50 + ¢ 0 06 6 6 00 0 0 O0OO0OTOCOTOOTOOOQ OO OCTOCOCOGC OO OOCGCOC O OO O O U
DCPSDO Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 {0 10 {0 {0 10 10 10 10 10 10 10 10 10 10 10 1O 10
40 No Abnormality 10 10 10 10 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 10 10 {0 {0 10 10 10 10 10 10 10 {0 10 10 10 10
DCPSDO Number of Animals 19 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 10 10 (O 0O t¢ 10 10 10 10 16 10 10 10 G 10 (0 10
200 No Abnormality 10 10 10 9 10 10 10 10 10 10 10 10 10 10 10 10 10 t0 10 10 10 {0 10 10 10 10 10 10 10 0 10 10 10 10
Ataxic gait + 90 0 0 0 0 OCO0OCO0OCOCOCCOTOTOCCOTCO0OCOTOOTCOCTODODTOTODOODOCCOOC OO COC O O D
Salivation t 00 0 ¢+ 0 6 0 O0O0OO0OO0OO0OCO0CO0OO0OTO0OO0OO0OC TGO O COCTO0OCO0C O OO COC O 0O ¢ 0 0 0
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 No Abmormality 20 11 20 9 20 13 20 14 20 11 20 14 20 9 20 10 20 9 20 i4 20 12 20 i1 20 9 20 il 20 § W 7 0 7%
Decrease in 1 00 00 ¢ 1t 00o0O0OOGOGEODOCO0ODOTOCO0OO CTLY OCOODODCOOCIQCQCO O D0 D O 0 O

locomotor aciivity
Ataxic gait + 0 0 0 gt 0000 90 0¢ 00 0O0TO0OO0OCTCO QOO OO O O OC O 0 C 0 0 1
Salivation 1 ¢ 9 01t 0 6 ¢ 6 0 9 0 6 011 010 01 0 & 0 8 0 9 011 0 9 O 41 0 13 0 13
t+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Before dose. ;

11, Forelimb;

80,

Time 20, After dose. ;

Right forelimb;



Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Study No. 8L66!

Table 1 Clinical Sign - Summary Male
Tesl Substance Day 86 87 88 89 90 91 92 93 94 95 96 97 98 99 100 101 102 103 104 105 106 107 108 109 t1Q 111 112 113 114
Dose (mg/kg) Findings Time 10 20 10 20 {0 20 10 20 10 20
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 10 10 10 10 10 10 PO 10 10 10 10 10 10 10 10 10 U0 4G U0 D 1O 10 10
0 No Abmormality 18 18 18 18 18 18 18 18 18 18 18 9 ¢ 9 9 9 9 9 9 9 9 9 9 9 10 (0 (0O 10 10 10 10 10 10 10
Loss of fur 11 + 1ttt 1t 1160600 O0GO0®CO0CCO0OCO0OO0O0OO0CO0CD0DO0C DO 9O G O 0 0 O
50 + 111t !¢ttt 1rr1rr ottt ottt g0 00 60 00
DCPSDO Number of Animails 10 10 10 10 10 10 10 10 10 10 10
40 No Abnormalily 10 10 10 10 t0 10 10 10 10 1O 10
DCPSDO Number of Animals 10 10 10 10 10 10 10 10 10 {0 10
200 No Abnormalitly 10 10 10 10 10 9 10 10 10 10 10
Alaxic gait + 00 0 0 0 0 0 0 0 0 0
Salivation 1 0 0 0 0 0 1 0 0 0 0 0
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 10 10 fO 1O 10 10 10 1G IO 10 10 10 IO 10 tO 10 1¢ 10 10 [0 10 10 10
1000 No Abnormality 20 7 20 12 20 8 20 13 20 12 I0 10 10 {0 1O 10 10 10 10 10 16 10 10 10 10 10 1O A0 10 U6 10 10 10 10
Decrease in t 00 01 0 00 OCOODODODT®OTOOTO0OTOCCO0OTO0OTO0O TGO OO OO OO OD GO O O QOO0
locomotor activity
Alaxic gait + 0 0 01 ¢ o090 ¢O0OO0OO®O6GTDOOQDOOCDODTDOOCOCDODCOCOOCTO OO0 O OO D0 O O0C 0 0 0
Salivation 1 o013 o & 012 9 7 0 & 0 0 0 0 O0 0O O O O 0 0 O CO0COCO0OCO0OOCO0O OO0 O 0 0 O
+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10 , Before dose. ;

11, Forelimb;

Time 20 , After dose. :
50, Right forelimb;



Ninely-Day Repeaied Dose Oral Toxicity Siudy of DCPSDO in Rais

Study No. 8L661

Table 1 Clinical Sign - Summary Male
Test Subsiance Day 115 116 (17 118 i19
Dose {ng/kg) Findings
DCPSDO Number of Animals 10 10 10 10 10

0 No Abnormality 10 10 10 10 10
Loss of fur I3 + 0 0 0 0 0
50 t+ 00 0 0 0
DCPSDO Number of Animals
40 No Abnormality
DCPSDO Number of Animals
200 No Abnormality
Afaxic gaid +
Salivation {
DCPSDO Number of Animals 10 10 10 10 10
1000 No Abnormality 10 10 10 10 10
Decrease in i 6 0 0 0 ¢
locomotor activity
Ataxic gail t 0 0 0 0 O
Salivation 1 ¢ 0 9 0 0
+ . Present: I, Slight: 2, Moderate: 3, Severe;
11, Forelimb; 50 . Right forelimb:



Ninely-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rais

Study No. 8L66!

Table | Clinical Sign - Summary Female
Test Substance Day | A 3 4 5 ] 7 8 9 10 11 12 13 14 15 16 17
Dose (mg/kg) Findings Time 10 20 10 20 10 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 (G 20 10 20 10 20
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
] No Abnormalily 90 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 220 20 0 20 0 20 20 20 20 0 20 20 20
DCPSDO ¥umber of Animals 10 10 10 (0 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 i0 1D o (0 1C 10 10 10 10 10 10O
40 No Abnormality 10 10 10 10 10 10 10 10 10 10 10 10 (0 10 10 (O (0 10 10 10 10 10 10 IO IO 10 10 10 10 10 10 10 10 10
Mass 07 + 0 0 0 0 00 0 0 OO0 OOQOO0ODODO0OOTO0O OO OO O O0CCOCTCECO0O O O O O 0 0 0 0
DCPSDO Number of Animals 10 10 10 10 10 10 10 10 (¢ 19 10 10 10 10 10 10 (D 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 IO
200 No Abnormality 1 9 10 10 10 10 (0 (0 (0 10 10 10 10 10 10 1G 10 10 10 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 10
Ataxic gait + 9 1 ¢ 0 0 0O O C DO OO OO OO0 OO OCOCOTCO0OCO0CO0OTD0O0COO O OO O 0 O
Salivaticn | ¢ & ¢ 9 ¢ 0 0 0O O 0 0 0 0O 0 O O O0C OO OOO0OOTO0OO0OO0OTODTODOD 0O OO 0 0 O
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 I0 20
1000 No Abnormalily 20 3 20 10 20 18 20 19 20 17 20 14 20 18 20 15 20 11 20 13 20 10 0 i4 20 16 20 14 0 14 20 0 20 |2
Lateral posilicn + o 0 00 0 00 O0OO0OOTOOGOOTOTOOTOOTO0CTOCTO0OOQCO0OOQDCO0OTDCOCTDODOC O O C 6 0 D O
Decrease in 1 0 0 ¢ 0 06 0 0 0 0 O 0O OO0 0O TCOQCTO0DOQTO0OOCTCOCCOCTDODTOCO0C O OC OC O OC 0 O
locometor activily 20 0 0 0 0 0 0 0 OO0 O0OOOCOOTO0DTOCTOCTOTOTODTDOTODO OGO OO O O 0 O O O
3 0 0 0 0 0 0 0 0 00 O D OO OO0OTOCO OO OO0 O GO 0 O0O0CCCO0 OO0 OO
Ataxic gait + 017 0110 0 2 0 1 ¢ O 0 2 00 0 2 0 290 37 0 5 0110 1 0 2 01 0 5 0 3
Bradypnea + 0 0 0 00 OO0 0O ODODOCCOTOQTD OO OO0 OO ODCOTO DO OO 0 O 0 O O O
Loss of fur 1] + 0 ¢ 0 005 0 0 0 0OC O O0C OO0 9 OO0 OCO0OO0CO0OO0OO0CO0O OO0 OO0 O0OC OO0 0O 0 0
51 + 0 0 0 0 0 0 0 0 O0OOGGO0OTO0CODIT O O0OO0CO0OO0OO0OO0OO0OTO0CTDCO0O OO0 OO0 O0CO0O 0 00
Salivation [ 0 0o 0 0 0 0 OO 3 05 0 2 0 3 0 70 6 0 6 0 5 0 4 05 0 6 0 6 0 5
+, Present; 1, Slight; 2, Moderale; 3, Severe;
Time 10, Before dose. ; Time 20 , After dose.
11, Forelinmb; 51, Left forelinmb; 07, Chest



Ninety-Day Repeated Bose Qral Toxicity Study of DCPSDO im Rats

Study No. 8L661

Table 1 Ciinical Sign - Summary Female
Test Substance Day 18 19 20 21 22 23 24 25 26 21 28 29 30 3 32 33 34
Dese (ng/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 0 20 10 20
PCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 No Abnormaiily 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
DCPSDO Number of Animals 10 10 10 10 10 10 1 10 10 10 10 10 10 10 10 10 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 10 10 10 10
40 No Abnormality 10 10 10 10 10 10 &6 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 t0 10 10 10 10 10 10 10 0 10 10 10
Mass 01 t+ 00 00 O0OCGGCO0OCO0TO0OO0COCO0OO0ODTO0DODDCO0CTO0OTO0OTO0OTO0OTO0OCTOTOTCOCTOOTD0DO0OTODOO0O TS O OC O
DCPSDO Number of Animals 10 10 10 10 10 10 10 10 10 10 &0 10 10 10 10 10 10 1D 10 10 10 10 10 10 10 10 (0 10 f0 (0 10 (0 10 1O
200 No Abnormality 10 10 10 9 10 9 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 &0 10 10 10 10 0 10 16 10
Ataxic gait + ¢ 0 0 1 0 1 0 0 0 0 O0OO0COLOCCO0OCCOCO TGO OO OTDBDOCOCDOCOCOCOC O O 9 0 O
Salivation 1 o000 0 00 0 0O0O0DO0CCO0CODOCCOCOTO®CO0OD QO O0ODOTD®COCOCCOCTDOO0OTDDOD 0O O 0 D
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 No Abnormality 20 1120 11 20 11 20 13 20 2 20 2 20 14 20 12 20 12 20 12 20 14 20 10 26 14 20 10 20 14 20 13 20 i4
Lateral position + 0 0 00 00 00 OO0OCO®TOOTOCTO0OOTO0OOOCOQDTOTOCTDTOO DL O O O OCOTDODODO O O
Decrease in t ¢ 00 0 0 00 0 O0OODOTGGO0OTUO0OTO0OTUO0ODTO0OO0OTO0C OO O0OTO0CTO0OTO0OTDQ O D DO OO0 O O0OTOD O
locomotor activity 200 000 O0CO0OCO0CTOTO0OT®EO0OTO0OTO0OTD0TO0OO0OTO0CO0OOTDODTOTO0O O D O 0O O O O0COC O O O
3 00 00O Q 0O OOCOTDODTDODTDTDOTCECE O COC DO O O OCTD O O O O O 0 O O 0 0 O
Ataxic gait + 0 2 0 3 0 2 000 3 O0C 3 Q0 290 1 0 1 0 2000 2 0 2 0 2 01 0 2 01
Bradypnea + ¢ 0 00 00 0 0 O0O0OTO0D9OQPTOCODODCO 0O O0OCO0OCTO0OCO0OTCC®T YO OC OO O O O 0 0 0 O
Loss of fur 11 + 0 0 0 O0O0CO0CO0OOO®CO0CTO0CO® O0OTCTTDOO0OTDDO0COQCDOCOCTCECTDOT T O QDO O OO0 O O O O
51 t ¢ 0 09000 O0OO0QCCO0CTO0CO®COCDR®CDOCOO DO OCOCODTDOTO0O QDO O D OO OO O O O O
Salivation /1 0 7 0 8 0 7 0 7 0 7 0 5 0 6 0 8 0 8 0 7 0 6 0 9 0 5 0 9 0 5 0 6 0 5
+, Present; I, Slight; 2, Moderate; 3. Severe;
Time 10, Before dose. ; Time 20 , After dose. ;
11, Forelimb; 51, Left forelimb; 07 , Chest;

13



Ninety-Day Repeated Dose Oral Toxiciiy Study of DCPSDO in Rals

Study ¥o. 8L66I

Table | Clinical Sign - Summary Female
Test Substance Day 35 36 37 38 39 40 41 42 43 4 45 46 47 43 49 50 §
Dose {mg/kg) Findings Time 10 20 (0 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 (0 20 +i0 20 10 20 10 20
DCPSDO Xumber of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 0 20 20 20 20 20 20 20 20
0 No Abnormalily 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 0 20 20 0
DCPSDO Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1O 10 10 1O 10 10 G 10 10 10 1 10 10 {0 1o 10 10 10 10
40 No Abnormality 10 10 10 10 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 10 10 40 10 10 10 10 10 10 10 10 10 10 10
Mass 01 + ¢ 0 0 0 0O C 0O 0 0 O0O0O0OCO0DO0CO0CCO0OTO0CO0OTO0ODTO0ODO0OTO0OTOCTCOCCO0OCTOC DO OO O 0O 0 0
DCPSDO Number of Animals 10 10 10 10 10 10 10 (0 10 10 10 t0 10 1O 10 10 10 10 10 16 10 16 10 10 10 40 10 10 4D 10 {0 10 10 {0
200 No Abmormality 100 10 10 10 10 10 10 (0 10 10 10 9 10 10 10 10 10 10 10 10 10 {0 10 10 10 1Q 10 10 10 f0 10 10 10 10
Alaxic gait + 0 0 0 O CO0CCOGCOCCOS®LCOCCOOTL O OCOCOQCOTOTODTODTDOTOCOCOTODTOD OO O O OO0 O O
Salivatien { ¢ ¢ ¢ ¢ ¢ ¢ ¢ 0 ¢ ¢ 0 ¢ ¢ ¢ 6 0 0 ¢ ¢ ¢ ¢ ¢ ¢ 06 ¢ 6 0 0 ¢ 0 ¢ & 0 O
DCPSDO Number of Animals 2020 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 No Abnormality 19 7 20 10 20 10 20 13 20 9 20 7 20 11 20 1l 20 7 20 10 20 9 20 9 20 10 20 7 20 9 20 § 20 12
Lateral position 6 00 0 0 ¢ ¢ 0 0 0 0 OO0 OCOC O OO0 0O OO OO QO 0C OO OO O DO
Decrease in t 9 6 0 00 1 90 090O0O0COCO0O0OTO0OTO6GCO0OCO0COCOTIT OC L O OC OGO O O QO 0 0 O
jocomofor aclivity 2 0 0 0 0 0 COOTOTOT OOTO®OOTOOTOOTt{T O OO OO O O O O O O 0 O 0 0 O
3 ¢ 0 0 0 0 0 0 G 0O O O OO OOO0OCOTO OO DODO OO O O O O O O O T 0 O
Ataxic gall + 02 01 9 3 0 2 0 3 0 } O Q1P QO T 0 4 0 5 0 3 0 4 0 1 0 4 0 0 0 5 0 3
Bradypnea + 9 0 0 9 06 0 000 O0CO0COCTO0ODOTOOT®ODTIT O OCOCTLT G OO O O O O O 0 0 0 O
Loss of fur il t+ 00 0 066G 0 0 C¢GO0O0OO0COTO0OTO0OTOCOOODODTOCTDODCOTD0D OO TCC O G O O O 0 0 O
51 + ¢ ¢ 0 09090 06 o0 0O0O0OO0OO0OCO0CTO0OCOOODDODOTDODOCOOTO0ODCOC OO OO O O OO
Salivalion 1 12 ¢ 9 0 9 0 5 010 012 0 8 0 8 013 0 7 0 9 0 9 0110 00 Ot 0 8 0 6
+, Present; i, Slight; 2. Moderate; 3. Severe;
Time 10 ., Before dose. ; Time 20 , Alter dose.;
11, Forelimb; 51, Lelt forelimb; 07 . Chest
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Ratls Study No. 8L661

Table 1 Clinical Sign - Summary Female
Test Substance Day 52 53 54 55 56 57 58 59 60 61 62 63 64 b5 66 67 ]
Dose (mg/kg) Findings Time 10 20 10 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 [0
DCPSDA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 No Abrormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
DCPSDO Number of Animals 10 10 10 10 10 10 106 10 i0 10 19 10 210 10 10 {0 10 IO (O 10 10 f0 10 10 10 10 10 10 10 10 10 10 10
40 No Abrormality 10 10 10 10 10 10 10 10 (0 30 10 {0 (O 10 10 1O 1O 10 10 (O 10 10 10 1C 10 (O 10 10 10 10 10 10 10
Mass 07 + 0 0 00 90090 9060690 O0O0CTODODCG®GCOEODCOOTCECETDODO0OTODCOTCOC O O C OO OO0 O O
DCPSDO Number of Animals 10 19 19 19 10 t0 16 10 {0 10 10 1O 10 10 10 10 10 10 10 10 10 10O 10 10 10 1O 10 10 10 10 10 10 10
200 No Abmormality 01010 910 1010 %10 9 10 1616 1010 9 1010 10 10 10 10 10 9 10 10 10 10 10 9 10 10 10
Ataxic gait + 9 0 0 0 0 O0OO0QOOTO0O0OCO0OCTOG®ETCOCEQS®EOTCETDO O OE®O O OO0 O O O O O O O O 0 O
Salivation {1 ¢ 00016 00 10 ¢t 000 O0O0CT1T OCODODO0OCO0OO0OO0OCOCTIT OO0 O 0 D0 1 0 00
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 No Abnormalily 20 13 20 14 20 12 20 13 20 14 20 10 20 t1 20 12 20 UL 20 12 20 il 20 (0 20 9 20 12 20 11 20 13 %0 11
Lateral pesition + 0 0 ¢ 00 0066 0 O0TO0OO0OCTOCOCO®CTO0OO0OTCOCTDODOLDOTDCECDODODODOD O DO O CC O 0 9
Decrease in 1 ¢ 0 000 10 090050 O0TO0CT1T O0O0OTU0CO®ETOTL OC T 0 DO OG I 0 0 0 00 0 0 0
locomotor activily 20 0 0 00 090 O0OO0OOTOTOTO0OOTDODTOCCOTDODCOCTCECTCDEPCO DCOEO O OC O O O O O O O
3 60 00 0 0O 0O 0 0 0 OOOC®GEOOCTOTODODODODO DO DTG D O O O O O O O O O
Ataxic gait + ¢ 3 0 3 0 20 2 ¢ 1 0 L 0 2 020 3% 01 0 2 0 O0O0C 3 03 O T 0O 1 0 2
Bradypnea + 0 0 0 00 O0O0TO0CCO0CO0DTO0OCO®PTDODCOCCODTDODODODOT O QO O QB O DO O O 0 0 0 0 0 0 0 0
Loss of fur 1 + 0 0 0 0 0O O0OOCC®ODCOCODOCTO®CODODODOTODTOTO0OTO®CTOCTOOQOTOCTO0O O D0 O O O 0 0 00O
51 + 0 0 0 0 06 0 0 O0CCO0OO0CCO0CTO®CD0O QP O0OOCO0OO0OO0OO0OTO0OTO0CCO6CO0DCO0OO0O 0D 0O O 0O 0 0 0 O
Salivation 1 0 4 0 4 0 6 0 5 0 5 0 9 0 8 0 6 0 8 0 8 0 7 0110 O O 8 0O 9 O 6 O 8
+, Present: 1. Slight; 2, Moderate; 3. Severe;
Time 10, Before dose. ; Time 20 , Aiter dose. ;
11, Forelimb; 51, Left forelimd: 07 , Chest;



Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDG in Rats Study No. 8L66!

Table | Clinical Sign - Summary Female
Tes! Substance Day 69 70 i 72 73 74 75 76 77 8 79 80 81 B2 83 84 85
Dose (me/kg) Findings Time 10 20 10 20 0 20 10 20 10 20 10 20 10 20 10 20 1D 20 1O 20 10 20 10 20 10 20 10 20 10 20 10 20 10
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 206 20 20 20 20 20 20 20 20 20
0 No Abnormality 020 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
DCPSDO Number of Animals 16 10 10 {0 10 10 {0 10 10 10 10 10 10 10 10 10 1G 10 40 10 10 10 10 10 10 {6 10 10 10 10 10 10 IO
40 No Abnormality 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 16 10 9% ¢ 9 9 9 9 ¢ 9 9 ¢ § 9 ¢ § 9 § 19
Mass 07 + ¢ 0 0 0 0 0o 0 0 O0¢ OO0 O0COO0OCCOCCOC T T T U T 1 1 ot b ot 1Loro1ro1ror
DCPSDO Number of Animals 10 10 10 10 1 0 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 16 10 10 10 10 10 10 10 10 10 0
200 No Abnormalily 10 10 10 10 10 10 10 10 10 9 10 t0 10 10 10 9 10 9 10 0 10 10 10 10 10 40 40 10 D 9 W 9§ 10
Ataxic gait + ¢ 6 00 0 0 0 0 000 O0OCO0CO0OCO0OO0OCO0CTCOCO O DO 0O O 0O OO0 ODODOTCO0C O O 0O
Salivation 1 ¢ ¢ 0 0 ¢ 0 90 0O 1 0 O0OCO0OO0OCTOCTITOCTT L O D O 0O O O QT O 0O 0 [ 0 10
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 0 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 120
1000 No Abnormalily 20009 20 10 20 1v 20 11 20 10 20 14 20 10 20 6 20 9 20 t4 20 13 20 10 20 i1 20 i 20 1t 20 43 1% 10
Laferal positien + 6 ¢ 0 0 ¢ 0 0 000 OO0ODOTOTOCTCOLCOC OO OO OO0 O O 0O 0 G 0 0 0 O O
Decrease in 10 ¢ 00 ¢ 00 O0C0OQCO0CGO6CC0C OO0 O0OC0C S D D0 OO0 O0O O D0 O 0O O O 0 0 0 0 ¢
lecomator activity 20 0 0 0 ¢ O0O O OQO0OO0OOD0ODTO0ODTO0OTO0OTO0DTOTOCQOSGE OO OO OO0 O O O D O C 0 0 0 O
3y 0 ¢ 00 0 0 0 0 00O OCO0OO0OO0OCO0O O OO0 COC O O O O O O O 0 0 06 0 0 0 0 O
Ataxic gaii + 00 0 101 Q0 10 2 0 2 0 201 6 ¢ 01 0t 0 20 060 2 0 30 3 0 2
Bradypnea + 0 ¢ 0 0 9006 O Q0CO0OO0OO0CO0OO0CCO0OCO0OODCOCDODHCOCOCOCODODODTDOD O OO OO D D O DO
Loss of fur 11 + 0 6 0 0 O0OOCCOCODO0DTCO0OCTO0OTO0OTCOCTO0OCO0CTCO0OCODODCOCOC O OD0DCO0OCO0O DO OC QO DT 0O O 1o
31 + 0 0 0 0 0OCOCCOCCO0OCO0OCO0OO0ODTO0OO0ODO0OO0OTOOOTD0DTDODO0OODODCOTDODO0OTODODO OO DD 0O D D
Salivation | o 1tt ¢ ¢ ¢ 8 ¢ 8 0 8 0 5 0 8 014 011 O 5 0 6 0 8 0 8 0 7T 0 B 0O 6 D B
+, Present; 1, Slight; 2 . Moderate; 3, Severe;
Time 10, Before dose. ; Time 20 . Aflter dose. ;
11, Forelimb; 51 . Left forelimb; 87, Chest
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Kinety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Study No. 8L66!

Table 1 Clinical Sign - Summary Female
Test Substance Day 86 87 88 89 90 91 92 93 94 95 96 97 98 99 100 101 102 103 104 105 106 107 108 109 110 t11 112 113 114
Dose (mg/ke) Findings Time 10 20 10 26 10 20 10 20 10 20
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 t0 10 10 10 O 1O 10 10 10 10 10 10 10 10 PO 10 10 10 10 10 1D 10 1D
0 No Abnormalily 20 20 20 20 20 20 20 20 20 20 20 {0 10 40 10 10 10 (O I¢ 10 10 10 (0 10 10 10 10 !0 {0 10 IG 10 10 10
DCPSD0 Number af Animals 10 10 10 10 10 10 10 10 10 10 10
40 No Abnocrmality 99 9 9 9 9 9 3 9 & 9
Mass 07 L2 U T S S O O A S
DCPSDO Number of Animals 10 10 t0 16 16 10 10 (0 10 16 10
200 No Abnormality 109 10 8 10 10 10 10 10 § I0C
Ataxic gait + 00 0 ¢ 0 0 0 0 0 0 0
Salivation P9 02 0 ¢ 0 0 0 1D
DCPSDO Number of Animals 20 20 20 20 20 20 20 20 20 20 20 10 10 10 10 10 10 10 10 10 40 10 10 10 10 10 (O 10 10 16 [0 1G 10 10
1000 No Abnormatily 19 12 19 8 19 (L 19 10 19 10 19 10 10 10 10 10 10 10 16 10 10 10 10 {0 10 10 LG 10 10 10 (0 10 10 fi0
Lateral position + 00 0 0 0 0 0 0 0 0 6 0 0 0 0 0 O6C 0 C O G 0 ¢ G 06 0 0 0 0 0 0 0 0 O
Decrease in b0 0 0 0 0 0 0 0 0+ 0 0 0 0 O0O0OO0OOD0DCECDO0D 0O O0QDCOC DO DO DO TCOC D0 QO O O 0 0 O
locomotor activity 206 0 0 0 0 000 06 0O0O0OTOCOTOTODOOOCODODCDOLOCOTCETDOOCOTE D OO O O O O
3 0 0 0o 00 0 90 O0OTO0ODOTO0ODTO0OODTODODTOOOTCOQO DO H O OO CTO O OO O D O O O O
Ataxic gait + 03 0 2 ¢ 5 0 1 0 2 O0O0OO0DCGODODTODDOTOOETOE®TOLODODCODTETCDOOCTDO OO0 O0OCTD0 O O
Bradypnea t+ ¢ 0 0 0 00000 O0CTO0CCO0OCTODTCOS®ETO0OODODCSCTOODOTODDODCOTC O DCOCCOCO0O O 0O 0 O
Loss of fur I + 11111t 0 00090 90006046 0 000600 0 0 0 00 0 0 06 0 0 0 00
51 t+ ¢ 9009090901111 10 009 0 000 O0O0CO0CO0OCOO0CODDIDCDO OGO O D O D
Salivation 1 o050 90 5 0 90 7 00O0CCSEHLEGEDODOO OO0 OCDODO0CCO0OOC OO0 OO0 OO0 O O
t, Present; 1, Slight; 2, Moderate; 3. Severe;
Time 10, Before dose. ; Time 20, After dose. ;
11, Forelimb; 50, Left forelimb; 07, Chest



Yinely-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Study No. SL66I

Tabie 1 Clinical Sign - Summary Female
Test Substance Day [15 116 117 118 119
Dose (mg/kg) Findings
DCPSDG Number of Animals 1010 10 1w 1

0 No Abnormality 10 10 10 10 10

DCPSDO Number of Animals

40 No Abnormality
Mass 07 +
DCPSDO Number of Animals
200 No Abmormality
Ataxic gait t
Salivation |
DCPSDG Number of Animals 10 10 10 10 10
1goe No Abnormalily [0 10 10 10 10
Lateral position + 0 0 0 0 0
Decrease in 1 0 0 0 0 0
locomotor activily 2 0 0 0 0 0
3 0 0 0 0 0
Ataxic gait t ¢ & 0 4 0
Bradypnea + 0 0 0 0 0
Loss of fur 11 + 0 06 0 ¢ 0
51 + ¢ ¢ ¢ 9 ¢
Salivation 1 ¢ 0 0 ¢ ¢
t, Present; | Slight: 2. Moderate; 3. Severe;
11, Forelinb; 51, Lelt forelimb; 47, Chest:



Ninety-Day Repeaied Dose Qral Toxicity Study of DCPSDO in Rats

Study No. 8L66I

Table 2 Body ¥eight - Summary Male Unit : g
Test Subsiance  Day [ 8 15 22 29 36 43 50 57 64 71 78 85 90 91
Dose (mg/kg)
DCPSDO Mean 157. 2 224.2 286. 5 340.6 385.5 422. 6 456. 0 478.17 500. 3 519.2 539.2 554. 8 573.3 579.2 567.9
0 S.D 4.6 6.9 10. 5 1.1 23.1 28.1 34.5 40. 4 42.6 46. 4 48. 1 50. 2 52.1 54.5 55.8
1 20 20 20 20 20 20 20 20 20 20 20 20 20 20 10
DCPSDD Mean 157,17 1222 284.9 337.% 380. 1 415.6 446. 6 468. 9 488. 7 507.5 524.2 538. 7 554.5 564.0
40 S.D 58 9.3 15.2 23.5 27. 8 3.8 34.6 36. 1 38.9 38.7 44.0 47.6 48. 4 50. 1
n 10 10 10 10 10 10 10 10 10 10 10 10 10 19
DCPSDO Mean 157.0 223.8 286. 7 339.7 381.2 413.9 445.5 468. 4 489. 5 508. 7 525. 8 540. 7 556. 5 562. 3
200 5.0 512 10. 3 13. 17 16.5 17. 4 20.2 23.1 25.1 21.1 28.3 29.2 3.5 34.0 35. 8
n 16 10 10 10 10 10 10 10 10 10 10 10 i 10
DCPSDO Mean 157.2 222.1 285. 4 339.3 381. 2 416. 3 445.3 466. 2 483.9 501. 4 517.6 533.1 545. 1 550. 6 545, 5
1000 S.D 45 8.4 12.3 17.8 22.6 26. 3 3.4 34.2 35. 1 315 39.6 42.8 43.6 43.3 59. 8
| 20 20 20 20 20 20 20 20 20 20 20 20 20 20 10
Test Substance  Day 93 105 112 118
Dose {mg/kg)
DCPSDO Hean 578. 6 5883 601. 2 608. 3
0 5D 60.2 52.2 62.3 62.3
n 10 10 10 10
DCPSDO Mean
40 S.D.
n
DCPSDO Mean
200 L
o
DCPSDQ Mean 559.2 568.3 584.2 591.2
1000 S. B 98. 4 8.5 63. 8 67.5
n 10 10 10 10

Significantly different from control

© 4, PC0. 05 #%, P<0. 0L,



Ninely-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Study No. BL66

Table 2 Body Weigh! - Summary Female Unit @ g
Test Substance  Day I 8 15 22 29 36 43 30 57 64 71 8 85 90 91
Dose (mg/kg)
DCPSDO Mean 133. 8 165. 8 193. 0 219.9 238.6 254. 6 267.3 280.5 288. 9 295.8 302.3 310.3 316. 8 315.3 LD
0 S.D 6.0 9.2 9.9 16. 8 17.0 19.6 2.2 24.5 27. 4 26.2 26. 8 23.8 27.3 1.2 26.2
n 20 20 20 20 20 20 20 20 20 20 20 20 20 20 10
DLPSDO Mean 131.8 163. 1 192. 4 215. 4 233.4 249.5 267.0 279.3 288. 3 295.9 306.5 313.9 317.0 319.9
40 S D 8.1 12.4 14.5 16. 3 18.7 21.0 23.5 22.9 27.6 29.8 29.6 0.3 3.3 326
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
DCPSDO Mean 133.1 168, 1 195.3 218.6 240.2 257.3 269. 3 279. 6 291.3 300.2 304. 1 310. 4 313.3 312.8
200 S.D 7.4 1.1 13.6 17.2 19.9 20.1 1.1 23.3 25. 4 25.9 26. 1 7.9 26.9 8.6
n 10 10 10 10 10 10 10 10 10 10 10 10 10 i0
DCPSDO Yean 133.0 164, 6 192.3 213,17 232.9 245.5 257.5 264. 6 174, 7 280. 8 285.0 288.9x  294.8% 2933+ 2959
1000 S.D 7.2 9.5 13.7 16. 5 18.7 18.6 20. 1 20. 4 2.6 20.2 20.0 2.4 19.9 0.6 2.8
n 20 20 20 20 20 20 20 20 20 20 20 20 20 20 10
Test Substance Day 98 105 12 118
Dose (mg/kg)
DCPSDG Mean 391 3241 326. 1 330. 4
il $.D. 3.1 35.8 32.8 36.0
n 10 10 10 10
DCRSDO Mean
40 S.D
n
DCPSDO Mean
200 $.D
i
DCPSDO Mean 308. 1 313. 4 123.8 3216
1000 S.D. 29. 4 26. 7 28.0 30. 6
n 10 10 10 10
Significantly different from control o4 PO 05; #% PO 0L

20



Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDJ in Rats

Study No. 8L661

Table 3 Food Consumption - Summary Male Unit : g/animal/day
Test Substance Day $ 15 22 29 o 43 50 57 64 T 78 85 87 88 105
Dase (mg/ke)
DCPSDO Mean 20. 81 24.72 26. 58 21.32 2. 19 7. 18 7. 3 26. 81 1. 20 27. 31 21.25 21.13 25, 60 26. 26 26. 40
0 S.D. 0.48 0. 82 1.49 L3 2.03 2.2 2.18 218 2.26 213 2. 06 1. 85 1. 97 2. 81 2.36
n 10 10 10 10 10 10 10 10 10 10 10 ] 10 5 5
DCPSDO Mean 21. 42 25. 04 26. 76 26. 70 26. 66 26. 80 26. 40 26. 22 27.00 26. 70 26. 72 26. 20 25. 32
40 S D 0. 58 1.40 I. 94 2.41 2.39 219 2.017 2.39 2. 21 2.4} 2. 89 2.47 L1
n 5 5 5 5 5 5 ] 5 5 5 5 5 5
DCESDO Mean 21,32 4. 18 26. 72 26. 80 26. 64 27. 04 27.12 26. 78 2128 26. 72 27.08 26. 60 25.12
200 S.D. .93 0.84 0.98 0.89 1.00 1.31 0.93 1.33 0. 85 0.80 0. 91 L1 1. 45
n 5 5 5 5 5 5 ] § 5 5 5 § 5
DCPSDO Mean 20. 76 25.47 27. 06 27. 23 27.01 27. 30 27.45 1. 26 28.05 28.11 21.97 27.51 26. 25 27.02 21.70
1000 S.D. 0.99 1. 20 1.92 1. 66 1. 39 1. 45 .74 1. 4% 1.37 1. 83 1. 88 1.95 217 2.43 2.15
n 10 10 10 19 10 10 10 10 10 10 10 10 10 5 §
Test Substiance Day 112 118
Dose (mg/kg)
DCPSDO Mean 27. 30 26. 96
0 S.D. 2. 60 2.03
n 5 5
DCPSDO Mean
40 S.D.
n
DCPSDO Mean
200 $.D
1
DCPSDO Mean 28. 90 28. 10
1000 S.D. 3.08 3.07
n 5 5

Significantly different f{rom control

o 4 PCO.05; 4%, PCD. 0L
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Ninety-Day Repealed Dose Oral Toxicily Study of DCPSDO in Rais Study No. SLEBI

Table 3 Food Consumplion - Summary ) Female Unit : g/animal/day
Test Substance Day § 15 22 29 36 43 50 57 64 71 78 85 88 98 105
Dose (mg/kg)
PCPSI0 Mean 15. 05 16.23 18. 08 18. 58 19. 08 19.18 18. 93 18. 41 17. 85 17.71 18. 55 18. 67 17, 59 17. 16 18. 24
0 S.D. 0.30 0. 64 0.94 0.90 112 1.37 1. 62 1.32 1.52 1. 38 1. 45 1. 83 1. 82 L1 {42
n 10 ] 10 10 10 10 10 10 10 10 10 {0 10 5 5
DCPSO Mean 16. 06 16. 42 17.78 18. 54 19. 26 19. 60 19. 24 18. 62 18. 50 18. 34 17. 96 18. 26 17.60
40 S.D. .42 0.83 1. 21 1.79 1. 86 .75 2.07 1.59 I.56 1. 19 .37 L2 0. 98
n § 5 5 5 5 5 5 5 5 5 5 5 H]
DCPSDO Mean 16. 34 1634 17.76 1870 08 18. 94 18. 52 18. 44 18. 22 1738 17.94 17.34 16. 50
200 S. D .39 0.62 0.75 0. 74 u. 13 0.72 0.76 0. 61 0.62 0.89 0.73 0. 68 0. 4%
il 5 5 5 § 5 ) 5 5 5 5 5 5 §
DCPSDO Mean 15 87 16. 31 117. 62 18. 38 18. 24 18.79 17.13 11.72 17.68 17.53 17. 86 18.03 16. 72 18.32 19. 44
1000 S.D. 0.92 0. 94 1. 08 1. 0% 1.07 1. 03 1. 24 1.58 1. 41 1. 30 .49 1.54 0. 88 1.73 1.3
a 10 10 10 10 10 10 10 10 10 i0 10 10 10 5 5
Tesi Subsiance Day 112 118
Dose (mg/kg)
DCPSHO Hear 18. 18 17.9
0 S.D. I 14 l.53
n § b
DCPSNO Mean
40 S.D
it
DCPSBO Mean
200 $.D
n
DCPSDO ¥ean 18. 40 19. 4¢
1000 S.D. 0.92 0. 88
n H] 5
Significantly different from control o4, PL0. 05; #¢, P<0. 01,
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Ninety-day Repealed Oral Dose Toxicilv Stody of DCPSDO in Rais Study No. 8LG6I
Table 4 Hematology ~ Summary Male
Test Substance RBC Ht MCY MCH MCHC Retliculocyte PLT
Dose (mg/kg) Ratio
x10% /ul g/dl % pEg x10% Jul se¢
Veek 13 Week 17 Week 13 Week 7 Week 13 Week 17 Week 13 Week I7 Week I3 Week {7 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17T Week {3 Week IT7
DCPSDO Mean 885.6  903.0 1600 1568 4478  44.46  50.61  49.31 18.08 1739 3574 3528  20.81 17.57  98.24 i0L. B4 1535  16.5]
0 S.D 38.7 41. 3 0.51 0. 51 1.4 1.26 1.73 1. 66 0. 51 0. 61 0. 89 0. 56 3.83 . 12.03 6. 78 0. 44 1.585
n 10 10 10 10 10 10 10 10 10 10 10 i 10 10 10 10 10 i0
DCPSI0 Mean 889. 8 15. 62 44.23 49. 76 17917 35. 31 20. 28 99. 85 15. 10
4 8D 35. 9 0.9 1. 86 2.18 0.63 0. 41 2.54 1.49 0.76
n 19 10 10 10 10 10 10 10 10
DCPSDO Mean 804.9 1371 43. 98 48. 64% 17. 37 35. 72 19. 67 105. 03 15. 16
200 S.D. 4.7 0.59 1. 52 1.30 0.37 0. 56 3.42 11. 47 0. 50
i ] 10 10 10 10 10 10 i0 10
DCPSHO Mean 893.0 927.7 16, 33 16. 02 45. 81 45. 54 50. 33 49. 11 18. 28 17. 27 35. 65 3518 18. 47 18. 83 9%. 64 107.47 15.93 16. 43
1000 S.D. 28. 8 40,3 0. 40 0. 48 1. 19 . 86 1.28 1.38 0. 54 0. 45 0. 80 0.34 3.57 2. 38 8 517 804 1. 24 1.5%
n 10 [0 10 10 10 1 10 10 10 10 10 10 10 10 10 g 10 10

Significantly different from control

¢4, P0.05; #+ P<0. 0L
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Ninety-day Repealed Orat Dose Toxicity Study of DCPSDO in Rats

Study No. BL66!

Table 4 Hemalology - Summary Male
Tesi Substance APTT
Dose (mg/ke)

sec

Yeek 13 Week 17

DCPSCO Mean i6. 78 i8. 26
0 5D .52 2,16
i 10 {0
DCPSDO Yean 16. 87
40 S.D 2.08
n 10
DCPSDO0 Mean 16. 13
200 S.D. [. 45
n 10
DCPSTO Mean 17. 33 19. 24
1000 S.D. 2. 56 1. 69
n 10 10

Significantly differen! {rom conirol . %, €0, 05; *%, P<0.0L.
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Ninety-day Repeated Oral Dase Toxicity Siudy o¢f DCPSDO in Rats Study No. BL6SI
Table 4 Hematology -~ Summary Male
Test Substance ¥BC Lymphocyte Neutrophilic Neutrophilic Eosinophil Basophil Monocyte
Dose (mg/kg) Segmented Band
1102 /ul % % ] % % %

Keek 13 Week 7 Week 13 Week 17

Week 13 Week 17

Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17

DCPSDO Mean 103.00  99.55
0 S 200904 1112
n 10 10
DCPSDO Mean 98. 41
40 S.D 28. 24
n 10
DCPSDO Mean 98. 74
200 S.D. 20. 29
n 10
DCPSDO Mean 103. 00 100.76
1000 &.D. 1239 22.80
n 10 10

82. 2 4.9
4.0 2.8
10 10
2.9
2.9
10
8.6
3.7
10
85.3 1.2
51 3.4
10 1

— C3 oo

s o

1.1 0.8 1.0 0.7 0.0 0.1 4.0 5.3
1.4 0.8 1.2 11 0.0 0.3 2.0 1.8
10 10 10 10 10 10 10 10
0.6 1.3 0.0 4.0
0.5 1.2 0.0 L7
10 10 10 10
0.8 1.6 0.0 4.3
0.7 1.2 0.0 2.2
10 10 10 10
1.0 0.4 1.1 1.0 0.0 0.0 2.2 44
0.9 0.5 1.3 0.7 0.0 0.0 Lo 2.5
{0 10 10 10 10 10 I 10

Significantly different from control

o+, BD.D§; #4, PO OLL
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Ninety-Day Repeated Dose Oral Toxicity Siudy of DCPSDO in Rats Study No. 8L661
Table 4 Hematology - Summary Female
Test Subsiance RBC tb Ht MCY MCH MCHC Reticulocyle PLT PT
Dose (mg/kg) Ratio
x10* /ul g/dl % {1 pg % %o x10% /il $eC
¥eek 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 ¥eek 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week |7 Week [3 Week 17
DCPSIO0 Mean 302.6  820.8 15.06 1518  42.05 42.% 5240 52.37 18.76  18.51 35.82  15.35 16.73  19.38  90.99  85.50  15.43 15. 30
0 5D 26. 1 39.8 0. 46 0. 47 LU 1. 42 1. 00 1. 69 0.31 0. 54 0.59 0. 61 3.80 4.29 9. 45 7.54 0. 66 0.59
R 10 1o 10 10 10 10 10 10 10 10 10 19 18 10 10 10 10 10
DCPSI0 Mean 790. 4 15.03 41. 51 52.58 19.03 36. 20 18. 24 87. 37 14. 74
40 S§.D. 3.3 0.50 1.07 1.95 0.79 0.51 2.88 12.44 0. 66
n 10 10 10 10 10 10 10 10 10
DCPSH0 Mean 786. 7 14. 88 41. 42 52. 11 18.93 35. 94 16. 71 54. 30 14. 91
00 S.D 42.5 0. 58 i. 98 1.85 0.53 0. 76 218 9. 7¢ 0.20
n 10 19 10 10 10 10 10 10 ]
DCPSD0 Mean 7943 810.3 15. 09 15056 4170 4270 52.52 5L 71 19.02 1859 3619 3527 1756 21.47  88.76  95.50 1484 15. 05
1000 S.D. 23.9 29. % 0. 46 0. 42 1.1 1. 70 1. 28 1. 62 0.50 0.43 0. 53 0.73 7. 84 3. 35 i 5. 91 0. 41 0. 43
n ig 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Significantly different from control

;& PO 05 #% <0, 0L,
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rals

Study No. 8L66]

Table 4 Hematology - Summary Female
Test Substance APTT
Dase (mg/kg)
sec
Week 13 FWeek 7
DCPSNO ¥ean 13. 67 14. 15
0 8o 1. 10 .18
n 10 10
DR Mean 13. 10
40 S.D. 0.79
i 10
DEPSI0 Mean 13.90
200 S.D. 1.07
n 10
DCPSDO ¥ean 13.95 14,27
1000 S.D. 2.10 1. 33
n 10 10
Significantly different from control o 4 BB 05; #4, D, OF.
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Ninety-Day Repeated Dose Qral Toxicity Study of DCPSDO in Rats

Study No. BL66I

Table 4 Hemalology - Summary Female
Test Substance WBC Lymphocyte Neutrophilic Neutrophilic Eosinophil Basophil Monocyte
Dose (mg/ke) Segmented Band
xi0% /el % % % % % %
Yeek 13 Week L7 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17
DCPEDOD Mean 59.711 52. 8§ 88.5 90.5 5.7 5.4 0.8 0.5 1.2 0.9 0.0 0.0 3.8 2.1
0 §D 14. 66 12. 76 4.1 2.6 2.5 1.9 1.0 0.5 1.8 0.9 0.0 0.0 1.1 1.3
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
DCPSDO Mean 51. 64 88.0 4.7 0.6 1.6 0.0 5.1
40 S.D. 12. 80 3.5 2.3 0.7 1.4 0.0 1.8
n 10 10 10 10 10 10 i0
DCPEDO Mean 60. 04 91. 6 4.0 0.5 1.2 0.9 1
200 S.D. 9.22 4.2 1.1 0.5 1.8 0.0 1.8
n 10 10 10 {0 10 10 i0
DCPSDO Mean 52.17  52.67 90. 6 87.9 41 6. 2 0.8 1.0 I 1 1.2 0.1 0.0 3 37
1000 S.D. 11. 41 10. 48 3.5 3.6 1.9 3.1 0.8 1.5 1.4 1.1 0.3 0.0 1.6 l. 4
n 10 10 10 10 10 10 10 10 10 10 10 10 1 10

Significantly different from confrol

o o# PCOL 05 #¢ 0. 0L
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Ninely-day Repeated Oral Dose Toxicily Study of DCPSDO in Rats Study No. 8L66!

Table 5 Blood Chemistry - Summary Male

Test Substance ASAT (GOT) ALAT (GPT) 6T ALP Total Urea Creatinine Glucose Tolal

Dose (mg/kg) Bilirubin Nitrogen Cholesterol
u/1 v/1 v/l u/1 mg/dl ng/di ng/dl ng/dl ng/dl

Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week {7 ¥eek 13 Week 17 Week 13 Week 17

DCPSHO Mean 78.3 79.5 26.5 34.9 0.0 0.0 249.2 242.6 0. 60 0.00 16. 78 15. 99 0. 45 0. 4% 134. 7 124. 1 58. 8 56. 6
0 S.D 4.7 15. 6 5.1 1.1 0.0 0.0 67. 1 81. 4 0. 00 0.00 2.4 1. 40 0.05 (. 06 i2. 8 10.7 20. 6 i1.4
n 10 10 19 10 10 10 10 10 10 10 14 10 19 10 10 10 10 10
BCPSDO Mean 8.1 7.2 0.0 229.7 0.02 19. 00 0.47 133.3 60.0
40 S.D. 14.0 39 0.0 36.8 0. 04 2.6 0.05 4.2 9.1
n 1t il 10 10 10 10 10 10 10
DCPSDO Mean 7.2 3.2 0.0 224.0 0. 00 18.30 0.44 136. 6 60. 2
200 S.D. 26.2 10. 6 0.0 35.1 0. 00 2.44 0.05 6.5 15.1
n 10 10 10 10 10 10 10 16 10
DCPSD0 Mean 8.6 83.8 30.9 8.6 0.1 0.1 210. 2 268.3 0. 01 0.00 17.97 18.12% 0.44 0. 5t 128.6 128.6 58.2 53.8
1000 S.D. 12.8 18.0 53 5.8 0.3 0.3 42.6 61.2 0.03 0. 90 2.28 2. 65 0.05 0.03 18.5 9.5 10. 5 8.0
n 10 10 10 10 10 10 10 10 10 10 10 19 10 16 10 10 10 10
Significan!ly different from control o %, P<O.05; #4 PO 0L
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Ninety~day Repeated Oral Dose Toxicity Study of DCPSDO in Rats

Study No. B8L66!

Table 5 Biood Chemisiry — Summary Male
Test Substance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Cl
Dose (mg/kg) Prolein Phosphorus
rg/dl g/dl g/dl ng/dl mg/d1 mmol/1 mmal/1 nmal/1
Week 13 Week 17 Week 13 Yeek 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 ¥eek 17 Week 13 Week 17 Week 13 Week 17
DCPSH Mean 64. 4 63. 5 T.07 7.25 3. 46 3. 61 0.963  0.995 9. 48 9.36 6. 71 6. 15 144.0 143. 5 433 4. 42 99.9 100. 4
0 8D 28.3 29.9 0.32 0. 27 0.08 0.13  0.077  0.063 0.35 0.25 0.35 0.2 1.3 1.4 0. 27 0.15 .4 1.3
n 14 10 10 10 10 1o 10 10 10 10 10 10 10 10 10 [0 ] 10
DCPSI0 Mean 53.2 7.08 341 0. 930 9. 45 6. 52 143. 9 4.25 100. ¢
40 S D 17. 8 8.19 0.13 0. 038 0.22 0.28 0.9 0.19 I 4
n 10 10 10 10 10 10 10 10 10
DCPS0 Mean 56.0 6. 85 3. 38 0. 853 9. 31 6. 75 143.7 438 100. 0
200 S.D 32.8 0.4 0. 10 0. 091 0.21 0. 31 1.2 0.20 1
n 10 10 10 10 10 10 10 19 10
DCPSD0 Mean 4.4 431 1.20 1.36 3. 82 3.62  0.95  0.972 9,59 9,24 6. 75 6. 26 143. 8 143.4 433 4.55 98. 7 100.3
1000 S.D. 13.6 14.4 0.28 0.2 0. 14 0.11 0. 029 0. 069 0. 26 0.21 0. 37 0. 26 1.2 2.1 0.11 0. 14 0.8 1.3
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Sienificantly differeat {rom conirgl

1+ P<0.05; #+ PO 01
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Ninety-Day Repealed Dose Oral Toxicity Study of DCPSDO in Rals

Study No. B8L661

Table 5 Blood Chemistry - Summary Female
Test Subsiance ASAT(GOT) ALAT(GPT) 76T ALP Total Urea Creatinine Glucose Total
Dose (mg/kg) Bilirubin Nitrogen Cholesterot
U/1 1741 ng/dl mg/d! ng/d| mg/d} ng/dl
Week 13 Week {7 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week {3 Week 17 Week 13 Week 17 Week 13 Week i7 Week 13 Week 17
DCPSDO Mean 86. 7 76.0 21. 6 24. 6 0.0 6.0 119.8 110. 9 0.03 0. 06 18.99 18. 49 0.52 0. 59 123.7 135.0 65. 3 67. 1
0 8D 14.4 10. 4 3.2 59 0.0 0.0 1.7 4.9 0.05 0.05 4. 72 2.86 0. 04 0.7 16.0 4.7 16. | 1.2
! 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
DCPSDO Mean 92. 5 23.2 0.0 1315 0. 04 18. 65 0.57 124.5 65. 5
40 5D 17.8 7.9 0.0 216 0.05 5.95 0.1 16.2 6.2
n i0 10 10 10 10 10 10 10 10
DCPSDO Kean 3.0 23.3 0.0 123.2 0.03 18. 15 0.53 130.9 88, B4
200 S.D. .2 1.6 0.0 2.6 0. 05 3.36 0.07 10. 2 15.3
n i 10 10 10 10 10 19 10 10
DCPSDO Mean 80.7 13.3 2017 1.9 0.0 0.9 12.§ 130.0 0. 00 0.04 17.68 20. 36 .54 4,54 118.8 132.7 97 84+ 75.7
1000 S.D. 20.9 121 6.8 4.3 0.0 0.0 7.1 38.6 0. 00 0. 05 4,23 1.53 0. 05 0.08 11.7 151 17.9 19.0
1 10 10 10 10 10 10 10 10 10 10 10 {0 10 10 10 10 10 10

Significantly different from control

+ % P<0. 05 ¢ PO, 01.
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rals Study No. 8166

Table 5 Biood Chemistry - Summary Female
Test Substance Triglyceride Tolal Albumin A/G Ratio Calcium Inorganic Na K £l
Dose (mg/kg) Prodein Phosphorus

ng/d| g/di g/dl mg/dl ng/dl mmol/| mmol /1 amol/ |

¥eek 13 Week L7 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week I7

DCPSDO Mean 3! 28.2 T.11 7.32 3. 43 382 0.965 1. 094 §.33 g 41 6. 34 5.45 {44.2 143. 1 403 3. 82 102.2 101. 4
0 SD 22.4 1.5 0. 42 0.29 0.22 0.12  0.040 0.034 0.25 0.40 0. 65 0.77 .6 11 0.21 0. 34 13 1.2
It 10 10 10 10 10 10 10 10 10 10 10 10 10 10 i 10 10 10
DEPSDO Mean 27.2 718 3.53 0. 969 9.32 6. 12 143. 8 399 162.6
40 S.D. 9.0 0. 42 0.2! 0. 063 0.29 (. 65 1.5 0. 36 1.3
n 10 10 10 10 10 10 10 10 10
DCPSDO Mean 35.7 1. 44 3. 56 0.917 9. 54 6. 21 143. 6 192 101. 6
200 S.D 18.0 0. 50 0.26 0. 048 0.28 0. 40 1.3 0.30 1.3
n 10 i0 10 10 10 10 10 10 10
DCPSDO Mean 29.8 25. 1 7.43 718 3.53 372 0.908+ 1.078 9.56 9. 46 6. 19 5. 117 143.1 143.1 3 87 419 1022 102.2
1000 S.D. 107 8.3 0. 36 0.33 0.13 0.15 0. 041 0. 042 0.19 0.34 0.75 0.55 L6 1.0 0.34 0.18 2.3 .3
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Significantly dilferent {rom contral o %, P<D.05; #x PLO. 01
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Study No. BLB6I
Table 6 Urinalysis - Summary Male
Test Substance pH Protein Glucose Ketones Bilirubin Occult Blood
Dose (mg/kg)
50556065707.58085>% - +-14 2+ 3¢ -~ H-1 - -1 u 3 - 1 3 - -
¥eek 13 Yeek 13 Yeek 13 Yeek 13 Yeek 13 Week 13
DCPSDO
0
n g ¢ ¢ 0 30 t 0 § 6 10 0 ¢ 0 0 0 3 7. 00 1@ 0 0 0 10 0 0 0 0
DCPSDO 1]
40
] 0 0 0 D 5 3 0 1 S 0 10 0 0 0 0 0 4 6 0 0 10 0 0 O g 1 0 0 O
DCPSDO %
200
] 00 0 90 71 0 1 5 0 10 0 0 0 0 0 4 6 0 0 16 0 0 O 10 & 0 0 O
DCPSDO 1]
1008
n 0 0 0 0 9 0 00 T 0 10 0 0 0 0 0 3 70 0 100 O O 6 0 0 0 O
Significantly differen! [rom conirgl < % P0.05; %4, PC0. 01.
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Ninety-Day Repeaied Dose Oral Toxicity Study of DCPSDO in Rals Study No. 8L661

Table 6 Urinalysis - Summary Male
Test Substance Urobilincgen
Dose (mg/kg)
EU/dl
0.1 1.0 2.04.0>=8
Yeek 13
DCPSDO
(]
n 5 5 0 0 90
DCPS20
40
n 6 4 0 0 0
DCPSI0
200
n § 2 0 0 O
DCPS0
1000
n 73 0 0 0
Significantly different from control o %, B<0.05; *% P<0. 01
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Ninety-Day Repeated Dose Gral Toxicity Study of DCPSDO in Rais Study No. BLGGI

Table 6 Urinalysis - Summary Female
Test Substance pH Protein Glucose Ketones Bilirubin Occull Blood
Dose (mg/kg)
50556065707.58085>% - +/-1+ 2 3 - +-1+ 0 3HF - -1 M 3H - M H - -1+ UM
¥eek {3 ¥eek 13 Week 13 Week 13 Week 13 ¥eek 13
DCPSDO
0
K 0 0 0 0 0 0 0 8 2 4§ 3 3 0 0 10 0 0 0 ¢ 6 0 0 0 10 0 0 0 0O C 0 0
DCPSDO
40
n 6 0o 1 0 ¢ 0 1 3 3 25 %3 0 0 10 0 0 0 5 4 1 0 0 10 0 0 0 9 0 0 1 0
DCPSDO
200
n 0 0 0 0 0 1t I 4 3 § 2 3 0 1 1 0 0 0 37 0 0 0O 0 0 O O {0 O O O O
DCPSDO
1000
o 6 0 1t 0 0 2 I 4 1 4 3 3 0 0 10 0 0 90 27 1 0 0 06 O O 0 0 0 0 0

o % PO, 05; #+, PLO. 0L
8, P<0.06; ##, P40 0L

Significantly different from control
Significantly dose-dependent
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Ninely-Day Repeaied Dose Oral Toxicify Study of DCPSDO in Rats Study No. 8L66

Table § Urinatysis - Summary Femaie
Test Substance Urobilinogen
Dos2 (mg/kg)
EU/dI
0.11.02040>8
Yeek 13
DCeseo
0
n 5 9 0 0 0
DCP3DO
40
n 5 5 0 0 0
DCPSDO
200
n T 0 000
DCPSDO
1000
n 6 4 0 0 ¢
Significantly different from control o %, PC0. 05; #4001
Significantly dose-dependent o 8 P<0.05; #4,P0. 01.
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Study Mo BLGGI

Table 7 Ophthaimoscopy - Summary (Week -1}
Sex : Male
Test Substance : DCPSDO DCPSDO DCPSDO DCPSDO
Structure Dose (mg/ke) : 0 40 200 1000
Findings Number of Animals : 20 10 10 20
Number of Animals Examined : an A <10> <20
Anterior portion N N N N
Optic media
Persistent hvaloid artery 20 10 10 20
Gcular fundus .
Tortuositas vasorum 6 5 3 q
Logped artery l 0 0 1

N. Finding absent
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Ninety-Day Repealed Dose Oral Toxicity Study of DCPSDO in Rats Study No. 8L66)
Table 7 Ophthalmescopy - Summary (Week ~1)
Sex :
Tast Substance © DCPSDO DCPSDO DCPSDO DCPSDO
Structure Dose (mg/kg! : 0 40 200 1000
Findings Number of Animals : 20 10 10 20
Number of Animals Examined : 20> <1 <10> <20
Anterior portion
{ongestion ¢f sclera 1 0 0 1
Optic media
Persistent hvaloid artery 20 10 10 20
Ocular [undus
Tortuositas vasorum 2 1 2 4
1 0 0 1

Looped artery
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Ninetv-Day Repeated Dose ¥ral Toxicity Study of DEPSDO in Rats

Study Fo. 8L661

Tablie § Ophthalmoscopy - Summary (Week 13)
Sex : Male
Test Substance : DCPSDO DCPSDO DCPSDO DCPSDO
Structure Dose (mg/kg) : 0 40 200 1000
Findiags Nember of Animals : 20 10 10 20
Number of Animals Examined : <20> <w <mw Q0>
Anterior portion N N
Optic media
Persistent hvaloid artery 20 20
Ocular fundus
Tortuositas vasorum 2 4
Looped artery 1 1

N. Finding absent
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Study No. BL66T

Table 8 Ophithalmoscopy - Summary (feek 13)
Sex : Female
Test Substance : DCPSDO DCPSDO DCPSDO DCPSDO
Structure Dose (mg/kgl : 0 49 200 1000
Findings Number of Animals : 20 10 10 20
Number of Animals Examined : 20> < <o Q0
Anlerior portion
Anemia of iris 0 1
Rough cornea I 0
Optic media
Persistent hyaloid artery 20 20
Ocular [fundus
Tortuasitas vasorun 5 4
Looped artery H 1
Anemia of retina i !
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Ninety-day Repeated Oral Dose Toxiciiy Study of DCPSDO in Rats

Study No. BLG6I

Table 9 Orgae Weight - Summary Male
Test Sabstance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose {mg/kg) Yeight
g g mg &g ng g g g g
¥eek 13 Week 17 Week 13 VWeek 17 Week 13 Week 17 Week 13 Week 17 Veek 13 Week 17 Week 13 VWeek 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17
DCPSDO Mean 565.2 5854  2.18F 2240 1552 1585 3574 3252 32.3 2616  1.66%  L.730 1.624  1.520 14.265 14577  0.868  0.90!
0 S0 43,5 60.4  0.068  0.042 0. 88 1. 48 6. 73 5.30 2.5 46.6  0.0%4  0.070 G170 00150 2,133 2062 D US  0.08S
1 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
DCPSDO Mean 540. 8 2170 17. 04 36. 4t 338. 17 1. 660 1. 520 13.778 0. 845
40 $.D 48. 17 0.094 1. 63 ©4.07 36. 6 0. 164 0.176 1. 650 0.108
n 10 10 10 10 10 10 10 10 10
DCPSDO Mean 539.6 2.167 i6. 83 U 340. 6 1. 674 1. 671 14.619 0. 821
200 S.D. 34.2 0. 119 0.95 5.29 62.1 0. 082 0.197 1. 050 0. 101
1 19 10 0 10 10 10 19 {0 10
DCPSDG Mean 8243 5667 2137 22127 1592 1565  39.90  36.24  311.9  263.8 L673 1745 1. 661 1.696 15.445 14.678  0.880  0.879
1000 S.D. 22.3 60.7 0.091  0.099 1. 72 1.58 8. 26 8.79 51.1 %0 0113 0179 0136 0.277  1.366  2.085  0.082  0.143
& 10 10 1% 10 10 10 10 10 10 10 10 10 10 18 19 10 0 10

Stignificantly differen! from cenirol

< % PK0. 05; #% PLO. 0L
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Ninety-day Repeated Oral Dose Toxicily Study of DCPSDO in Rats Study No. 8LBSI
Table § Organ Weighl - Summary Male
Test Substance Kidnevs Adrenals Testes Epididymides
Dose (mg/kg)
g ng g g
Week 13 Week {7 Week 13 Week 17 Week 13 Week 17 Week 13 ¥eek 17
DCPSDO Mean 3. 394 404  58.8%  59.87 3554  3.699 1. 402 1. 944
0§D 0.363  0.272 4.5 8.29  0.317  0.305  0.103  0.112
n 10 10 10 i0 10 10 10 10
DCPSDO Mean 3 248 36. 43 3. 455 1. 429
40 S.D. 0. 281 8. 15 0. 236 0. 105
n 10 10 10 10
DCPSDO Mean 3. 363 5914 3. 361 1. 460
200 SD 0. 319 8. 39 0. 322 0. 132
n 10 10 10 10
DCPSDO Mean 3,553 3.589 60. 67 58. 81 3. 569 3. 553 1. 495 1. 5317
1000 S.D. 0. 160 0. 489 6. 47 6. 15 0. 176 0. 440 0. 13 0. 191
n 10 10 10 10 10 10 10 10
Signilicantly dilferent from control %, PO, 05; #4, PLO. 0L
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Ninety-Day Repeated Dose Oral Toxiciiy Study of DCPSDO in Rals

Study No.

8L661

Table 9 Organ Keigh! - Summary Female
Tes! Substance Final Body Brain Pituitary Thyreids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) ¥eight
g E ng ng mg g g g g
Week 13 Week 17 Week 13 Week 17 Week |3 Week (7 Week 13 Week 17 Week 13 Week [T Week 13 Veek 17 Week 13 Week 17 Week 13 Week 17 Week 13 ¥eek 17
DCPSDO Mean 306.7 3143 2.031 2017 2183 1873 2T15 2752 2733 246.3  1.242  1.203 0.944 1.003  7.226  7.339 Q579 {556
0 8D 1.1 3307 0.068  0.078 4.2 2. 80 8T 4.95 53.6 65.2 0.122 0.118 0.071 Q. 117 0.810 0. 821 0.049  0.081
1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 19 10 10
DCPSDO Mean 305. 9 1.995 9. 67 25.52 279.8 1. 210 0. 920 7.113 0. 531
40 S.D 30.3 0. 095 2. 48 4.30 54.2 0. 090 0.121 0. 747 0. 084
h 10 10 10 10 10 10 10 10 i0
DCPSDG Mean 300. 4 1. 994 21,01 26. 28 314. 8 1.233 0. 965 7.723 0.538
200 S.D. 26.9 0. 065 5.37 5. 14 83. 4 0.073 0.123 0. 802 0. 081
n 19 10 10 10 10 10 10 10 10
DCPSBO Mean 281.9 309. 8 1. 370 2.023 19.63 20. 55 26. 51 27. 42 281.0 270. 1 1. 203 1. 245 0.932 1. 028 8. 930%¢ 7. 951 0.532 (. 580
1000 S.D. 20. 1 28. 8 0. 084 0. 065 2.52 4. 34 438 4.12 72.4 50. 9 0.075 0.082 0. 064 0. 064 0. 680 0. 793 0. 069 0. 075
n 19 10 10 10 10 10 10 10 10 10 10 10 10 10 19 10 10 10

Significanily dilferent from control

;%P0 05; ## P40. 0L
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Ninety-Day Repeated Dose Oral Toxicify Study of DCPSDO in Rais

Stody No. 8L661

Table § Organ Weight - Summary Female
Test Substance Kidneys Adrenats Ovaries Uterus
Dose (mg/ke)
g 114 ng g
Week 13 Week 17 Week 3 Week 17 Week 13 Week 17 Week 13 Week 17
DCPSDO Mean 1. 839 1. 844 §7.95  66.93  90.59  94.54  0.562  0.722
0 8D 0.168  0.186 5.45 8.79  14.56 15,03 0126 0.313
n 10 10 10 10 10 10 10 10
BCPSDO Mean 1. 712 66. 58 84.51 0. 632
40 S.D. 0. 167 12.40 20. 38 0.215
n 10 10 10 10
DCPSDO Mean 1. 865 67. 06 78.76 0. 619
200 S.D 0. 247 .23 {0. 58 0. 145
hil 10 10 19 10
DCPSDO Mean [. 841 1. 899 73.58 7037 9323 93.90 0.758  0.741
1000 S.D. 0.127 0,243 1212 .87 117 15,05 0.335  0.414
n 10 10 10 10 19 ] 10 19

Significantly different {rom conirol

o4 PLO.05; #% PO Q1.
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Ninely-day Repeated Oral Dose Toxicity Study of DCPSDO in Rats Study No. BL661
Table 10 Relative Organ ¥eigh! - Summary Male
Test Subslance Fing!l Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/keg) Feight
g x10-%% x1073% x1072% %
Keek 13 Week 17T Week 13 Week 17 Week 13 Week (7 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week {7 Week 13 Week 17
DCPSDG Mean 565.2 5854  0.388  0.386 .1 .74 6. 33 5.56  56.81  44.77  0.298 0.297 0.289 0.278 L 513  2.48}  0.153  0.1%7
0 S.D 48.5 60.4 0.031 0.038 0.29 0.37 1.08 0.87  11.58 762 0.020 0.026 0.021 0.034 0.174 0.128 0.022  0.021
n i0 10 10 10 19 10 10 10 10 10 10 10 10 10 10 10 10 0
DCPSDO Mean 540. 8 0. 403 31T 6. 74 62. 98 0. 306 0. 281 2. 548 0.158
40 S0 48.17 0.029 0.37 0. 57 7.93 0.016 4.017 0. 180 0.015
n 10 10 10 10 10 10 10 10 10
DCPSDO Mean 539.6 0. 404 3. 128 7.02 63. 61 0.312 0. 310 27114 0. 153
200 S.D. 34. 2 (. 038 0. 18 1.02 13. 56 0.020 0. 041 0.139 0.019
R 10 10 10 10 10 10 i0 { 10
DCPSDO Mean 924.3 566. 1 0. 407 0. 394 3.08 2.18 1. 61 6. 35 99. 48 46. 41 0. 320 0. 310 0. 3117 0. 299 2.943+% 2584 0.169 0. 157
1000 S.D. 22.3 60.7  0.022  0.032 0.33 0.27 1.53 119 9.33 1240 0.020 0.015 0.024 0.031 0.1%2 G106 0.014  0.025
n 10 10 10 10 10 10 i0 10 10 10 10 10 10 10 10 10 10 10

Significantly differeni from contrel

o %, PCO05; #4 PQOL 0L
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Ninety-day Repeated Oral Dose Toxicity Study of DCPSDO in Rats Study No. 8L651

Table 10 Relative Organ Weight - Summary Male
Test Substance Kidneys Adrenals Testes Epididymides
Dose{mg/kg}
% x1073% % %
Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17
DCESDO Mean 0. 60} 0.584 10. 46 10.25  0.633  0.637  0.248 0. 267
0 SD 0.053  0.057 0.92 115 0.075 0.072  0.024  0.037
n 10 10 10 10 10 10 10 10
DCESDO Mean 0. 603 10. 43 0. 642 0. 264
40 S.D. 0.032 1. 30 0. 045 0.025
n 10 10 10 10
DCPSDO Mean 0.625 L0 0. 625 0.272
200 S.D. 0. 060 .83 0.074 0.025
n 10 10 10 10
DCPSDO Mean 0.678%+ (0.632 11. 60 10. 44 0. 581 {. 628 0. 2854+ 0.271
1000 S.D. 0.047  0.047 1.32 L1000 0,045  0.0%  0.027  0.023
n 10 10 {0 10 19 10 10 10
Significantly different from control T4 005 4%, P<0. 04
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Kinety-Day Repeated Dose Oral Toxicily Study of DCPSDO in Rats

Study No. 8L66I

Table 10 Relative Organ Weight - Summary Female
Test Subsiance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) ¥eight
g xi03% x1073% x1072%
Yeek 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17 Week 13 Week I7 Week 13 Week 17 Week 13 Week 17 Week [3 Week 17 Week 13 Week 17
DCPSDO Mean 306.7 3143 0.667  0.647 714 5.99 8. 91 8.74 89.78 7814  0.407 0.385 0.308 0.321 2.362 2338 0191 0. 1717
0 SD 7.1 3T 0.044 0.097 1. 43 9. 88 2.08 .12 1943 17.83  0.03%  0.020  0.017  0.036 0.273 .15  0.923 0. 9026
n 10 10 10 10 10 1 10 10 10 10 10 - 10 10 10 10 10 10 10
DCPSDO Mean 305. 9 0. 656 6. 44 837 91. 14 0. 398 0.299 2.325 0.174
40 S.D. 30.3 0.041 0.73 1.45 13.29 0. 032 0.026 0. 092 0.025
n 10 i 10 10 10 10 10 1) 10
DCPSDO Nean 300. 4 (. 668 6. 97 8. 73 104. 57 0. 413 0.320 2.573 0.179
200 8.0 6.9 0. 038 142 140 25. 69 0. 031 0.029 0. 166 0. 026
n 10 10 10 10 10 10 10 10 10
DCPSDO Mean 2819 309.8 0.TH 0. 655 7.02 6. 64 9,49 8.90 99.59  87.69  0.430 0.404  0.331 0.332 3. (7i#+ 2.568%¢% 0.189  0.185
10860 S.D. 20.1 28.3  D.048  0.081 .18 1,33 1.92 1.50 2493 16,93 0.031  0.025  0.020 0025 0.194  0.t24 0.1 0.014
1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 ] i0

Significantly different from control

4, P<0.05; #4 P{0. 0L
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Study No. 81661

Table 10 Relative Organ Weight - Summary Female
Test Substance Kidneys Adrenals Ovaries Uterus
Dose (ng/kg)
% x107%% x107%% %
Feek 13 Week {7 Week 13 Week 17 Week 13 Week 17 Week 13 Week 17
DCPSDO Mean 0.604 0.588  22.27 2148 20079 30.30  0.183  0.232
0 S D 0.059  0.052 231 3. 34 6. 07 499 0.034 0107
n 10 10 10 10 10 10 10 10
DCPSDO Mean 0. 580 21. 84 27. 48 0. 209
40 S.D. 0.034 392 5. 40 0.079
n 10 10 10 10
DCPSDO Mean 0. 622 22. 49 26. 90 0. 205
200 S.D. 0. 052 3. 39 5.05 0. 040
n 10 10 10 10
DCPSDO Mean 0.654 0.643x 2618 2278 33.08 3229 0.268  0.244
1000 S.D. 0.057  0.037 4.50 233 5.79 4,37 0116 0151
n 10 10 10 10 10 10 10 10

Significantly different from control

o8 BKO05; #+ PCO. 0L
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Ninety-Day Repeated Dose Oral Toxicity Studv of DCPSDO in Rats

Scheduled Sacrifice (Week 13)

Study Ro

8L661

Table 11 Necropsy Findings - Summary
Sex
Test Substance
Organ Dose (mg/ksg)
Findings Komber of Animals

Number of Animals Examined :

DCPSDO

DCPSDO
1000
10
<1

Lung
Brown patch

¥hile patch

Stomack
White patch, serosa

Pituitary
Cyst

Skin
Loss of hair
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Study No. 8L&61
Table 1} Necropsy Findings - Summary Scheduled Sacrifice (Week 13)

Sex : Female
Test Substance : DCPSDO DCPSDO DCPSDO DCPSDO
Organ Dose (mg/ke) : 0 40 200 1000
Findings Number of Animals : 10 10 10 10
Number of Animals Examined : 1 QA0 aw QLD
Lung
White patch 1 0 0 1
Liver
Dark brownish 0 0 0 ]
Enlargement 0 0 0 9
Yellowish 0 i 0 0
Yellow patch 1 2 4 0
Ovary
Cyst 0 0 0 |
Uterus
Distention 1 | g q
Pituitary
Enlargement 0 0 1 0
Skin
Loss of hair 0 0 0 1
Subcutis
Cyst 0 I 0 0
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Table 12 Necropsy Findings - Summary Scheduled Sacrifice {Week 17!
Sex Male
Test Substance DCPSDO DCPSDO
Organ Dose {mg/kel 0 1000
Findings Number of Animals : 10 10
Number of Animals Examined : <10> 40
Lung
Brown patch 1 0
¥hite patch 1 0
Liver
Yellow patch 0 1
Kidney
Scar 0 1
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Study Ne. 8L66I
Table {2 Necropsy Findings - Summary Scheduled Sacrifice (Week 17)

Sex : Female
Tesl Substance : pepst” BCPSDO
Organ Dose (mg/kg : 0 1000
Findings Number of Animals : 10 10
Number of Animals Examined : <10> <10>
Lung
White patch 2 4
Stomach
Red patch. glandular siomach 0 I
While patch, serosa 0 |
Liver
Yellow patch 0 3
Ovary
Cyst 1 0
Uterus
Distention 3 3
Pituitary
Enlargement 0 1
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDQO in Rats Study No. BLE6I1
Table 13 Histological Findings ~ Summary Scheduled Sacrifice (Week 13)

Sex : Male
. Test Substance : DCPSDO DCPSDO DCPSDO DCPSDO
Organ Dose {mg/kg) : 0 40 200 1000
Findings Number of Animals : 10 10 19 10
Heart 40> <0 () 1
Myocardial degeneration/fibrosis, focal 1 6 1
2 2 0
3 0 0
Aorta <10y <0 < ¢
Mandibular lymph node _ am W <o <10>
Mesenteric lvmph node <10, <o < <10
Inflammatory cell infiltration, macrophage | 0 |
2 0 0
3 0 0
Thymus 10> <0 < a0
Spleen A <O <0 <i0>
Hemosiderin deposition l 9 10
2 ] 0
3 0 il
Extramedullary hematopoiesis. ervthrocytic 1 1 1
2 0 ]
3 | 0
Bone marrow (femur) <10 Co < A0
Bone marrow (sternum <1 Cw <0 AP
Trachea A0 W < <10>
Lung am <10 <10> [l
Accumulation, foam cell 1 4 3 3 3
2 1 [ 3 5
3 ¢ 0 0 0

> . Number of animals examined
1. Slight; 2, Moderate: 3. Severe
Significantly different from control o %, PC0.05; %, P<O. 01
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Ninely-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Study No. 3L661
Table 13 Histological Findings ~ Summary Scheduled Sacrifice (Week 13V

Sex : Nale
Test Substance : DCPSDO DCPSDO DCPSDO DCPSDO
Organ Dose (mg/ke) : 0 40 200 1000
Findings Number of &nimals : 10 10 10 10
Lung <103 A <A <10
Fibrosis. focal 1 0 1 0 0
2 0 0 0 0
3 0 0 0 0
Inflammatory celi infiltration, focai 1 i 0 it t
2 0 0 0 0
3 0 0 0 0
Osseous metaplasia | il 0 3 2
2 i 0 0 0
3 ] 0 i 0
Esophagus <10 <0 <0 <10
Stomach am Cm <D [
Epidermal cyst-like lesion 1 0 1 |
2 0 0 0
3 0 0 0
Duodenum [$N1)2 <o <0 qny
Jejunum (411D <o <o <A
[1eum <> <oy LW A
Cecun 10> <0y <o <10>
[n{lammatory cell infiltration, diffuse 1 0 |
2 0 0
3 0 0
Colon <10> T <0 10>
Rectum <10 () Cw (ST
Submandibular gland 10> Cmw < <10y

<>, Number of animals examined
t . Slight: 2, Moderate; 3 . Severe
Significantly dillerent [rom control 4, P<0.05; #+ PCO. 0L
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Ninety-Day Repeated Dose Oral Toxicity Study of BCPSDO in Rats Study No. BLAGI
Table 13 Histological Findirgs - Summary Scheduled Sacrifice (Week 13)

Sex : Male
Test Substance : DCPSDO DCPSDO DCPSDO DCPSDO
Organ Dose (me/kg : ¢ 40 200 1000
Findings Number of Animals : It 10 10 10
Sublingual gland LI <0 i) A0
Liver <10> <10> <A <1
Fatty change. hepatocyie, periportal 1 5 3 6 5
2 1 | 0 1
3 0 0 ] 0
Hypertrophy, hepatocvte, centrilobular 1 0 0 0 Sk%
2 0 0 0 3
3 0 0 0 0
Microgranuloma 1 8 8 7 5
2 0 0 0 0
3 0 0 0 0
Pancreas <1 <0 <0 10>
Atrophy, acinus. focal 1 i 1
2 0 0
3 ¢ 0
Atrophy, acinus. lobular | | 0
2 0 0
3 ] 0
Inflammatory cell infiltration, focal 1 4 1
2 i 0
3 0 0
Kidney <10p <0 <10 <10>
Basophilic tubule, proximal 1 ] 5 1 5
2 0 0 0 0
3 0 0 )} 0
Cast, hyaline 1 6 i 0 1
2 9 0 0 0
3 0 0 0 0

<> . Number of animals examined
1, Slight; 2. Moderate; 3, Severe
Significantly different from control : %, P<0O. 05; #+, P<O. 0L
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Study No. 8L661

Table 13 Histological Findings - Summary Scheduled Sacrilice (Week 13)
Sex Male
Test Substance DCPSDO DCPSDO DCPSDO BCPSDO
Organ Dose (mg/kg) 0 40 200 1000
Findings Number of Animals 19 10 10 10
Kidney Aam A® el <107
Cyst | 0 0 0 )
2 0 0 0 0
3 0 0 0 it
Hyaline dropliet, tubular epithelium proxima! 1 5 7 i 3
2 { 0 0 6
3 0 0 0 0
Inflammatory cell infiltration lvmphocyte. 1 ? 0 1 I
interstitium focal 2 0 0 0 1
3 g 0 0 0
Urinary bladder 4 ()] <® <10>
Inflammatory cell infillration, lymphocyte, focal I 2 0
2 0 0
3 0 0
Testis (411> < <w am
Epididymis [411)3 (1) <> Aam
Inflammatory cell infiltration. focal 1 5 ]
2 0 0
3 0 0
Seminal vesicle 10> <o < (el
Prostate <A <0 < <10>
Infiammatory cell infiliration. [ocal | § 5
2 1 0
3 0 0
Mammary gland <y ()] < [¢11)]

<> . Number of animals examined
Severe
Significantly different from control

1. Slight: 2. Moderate; 3

o %, P<0.05; #4, PLO. 01
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Ninety-Day Repeated Dose Oral Toxicily Study of DCPSDO in Rats Study No. 8LG6!
Table 13 Histolegical Findings - Summary Scheduled Sacrifice (Week 13

Sex : Male
Test Substance : DCESBO DCPSDO DCPSDO DCPSDO
Organ Dose (mg/kel : 0 40 200 1000
Findings Number of Animals : 0 10 10 10
Pituitary <10 (D <w» <10>
Cyst, anterior iobe i 0 | 1
2 0 0 0
3 ] 0 0
Thyroid (411 LS11) <A® <10
Ectopic thymic tissue i 0 i} 0 1
2 (i ] 0 0
3 0 0 0 0
Hypertrophy, follicular cell. diffuse 1 0 0 0 3
2 0 0 0 0
3 0 0 0 0
Ultimobranchial remnant 1 5 -5 4 5
) 0 0 0 0
3 0 0 0 0
Parathyroid <10 <0 <O <10
Adrenal A0 < <o am
Ryperplasia, cortical cell, focal, vacuolated 1 ¢ |
2 ¢ 0
3 0 0
Increase in lipid droplet, [ascicular zome ! | 1
2 0 0
3 0 0
Brain <10 () <0 <10>
Spinal cord a0 <o )] Ao
Sciatic nerve 10> <0 )] A0

> . Number of animels examined
1. Stight; 2, Moderate; 3. Severe
Significantly different {rom control . %, P<C0. 05, ## P<0. QL.
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Study No. §L661
Table 13 Histological Findings - Summary Scheduled Sacrifice {Week 13}

Sex : Male
Test Substance : DCPSDO DCPSTO DCPSDO pCPSDO
Organ Dose (mg/keg : 0 40 200 1000
Findings Number of Animals : 1€ 10 10 10
Skin <1 <w <w Qo>
Alrophy, hair follicle 1 ! 0
2 0 {
3 0 0
Muscle (femoral) A < [ 0>
Bone (femur) <10 < () AW
Bone {sternum) <10 < < 0
Eveball <10> < < A0
Harderian gland QL1 <P < <10>
Inflammatory cell infiltratjon. focal ! 3 4
2 0 0
3 0 0
Extraorbital lacrimal gland ot < < [$11)]
Alrophy. acinus. focal i 1 0
2 0 0
3 0 0
Inflammatory cell infiltration. lymphocyte, focal I 2 4
2 0 0
3 0 0
<> . Number of animals examined
1. Slight; 2, Moderale; 3, Severe
Significantly different from control o %, PC0.05; #+ PO 0L
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Ninety-Day Repeated Dose Oral Texicity Study of DCPSDC in Rats Study No. 8L66I
Table 13 Histological Findings - Summary Scheduled Sacrifice (Week 13)

Sex : Female
Test Substance : DCPSDO DCPSDO DCPSDO DCPSDO
Organ Dose (meg/kgl : 0 40 200 1000
Findings Number of Animals : 10 10 10 10
Heart <10 <®» <0 <10>
Myocardial degeneration/fibrosis, focal [ 3 0
2 0 0
3 0 0
Aorta 10y Co <w 10>
Mandibular lymph node <10 <o < <10>
Mesenteric lymph node <10 (|} < <10>
Thymus <10, < <0 10>
Hyperplasia, thymic epithelium 1 1 0
2 0 0
3 0 0
Spleen <10 < (i 10>
Hemosiderin deposition 1 7 5
2 3 5
3 0 0
Bone marrow (femur) <10> < < 0> <40
Bone marrow (sternum <10 <P < A0
Trachea <10> Cw <w <10
Lung <am <10 A U}
Accumulation, foam cell 1 | 4 5 4
2 3 0 0 4
3 0 0 0 0
Osseous metaplasia 1 1 | 2 0
2 0 0 0 0
3 0 0 0 bl

<> . Number of animals examined
1. Slight; 2. Moderate; 3 . Severe
Significantly different from conlrel o #, P<O.05; #5, P<O. 01
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDHO in Rats Study No. §L661
Table 13 Histological Findings - Summary Scheduled Sacrifice (feek 13)

Sex : Female

Test Substance . DCPSDO DCPSSI DCPSTO DCPSDO

Organ Dose (mg/kg) : 0 40 200 1000

Findings Number of Animals : 10 10 il 10
Esophagus <o < W >

In{lammatory cell infiltration. lymphocyte, focal | 1 0

2 0 0

3 0 9

Stomach amw < [ [$112

Dilatation, gastric gland 1 0 1

2 0 0

3 0 0

Duodenum A ) ) A0
Jejunum e i <0 <10>
[leum 0> <0 (i) an
Cecum 10? ) o am
Calon A [ m A6
Rectum <10 < <0y A
Submandibular gland <o ) W am
Sublingual gland <am < <P <10>
Liver [QIIX] a0 10> Q11

Fatty change. hepatocyte. [ocal 1 1 2 q 0

2 0 0 0 0

3 0 0 0 0

Fatty change. hepatocyle. periportal 1 2 2 3 7

2 1 0 | i}

3 0 0 0 il

<>, Number of animals examined
1. Stight: 2 . Moderate; 3 . Severe
Significantly different from control o % PC0.05: #+, P<O. 01
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Study No. 8L66!

Tabje 13 Histological Findings - Summary Scheduled Sacrifice (Week 13)
Sex Female
Test Substance DCPShO DCPSDO DCPSDO BCPSDO
Organ Dose {mg/ke) ] 40 200 1000
Findings Number of Animals 10 10 10 10
Liver <10y <10> <10 <10>
Hypertrephy, hepatocvte, ceatrilobular 1 0 0 2 G¥%
2 1] 0 0 5
3 0 0 0 0
Microgrannloma 1 8 7 8 4
2 ] 0 0 0
3 i} G 0 0
Peliosis hepatis 1 0 1 0 0
2 0 0 0 0
3 0 0 0 0
Pancreas 10> < <» <10
Atrophy, acinus, focal 1 4 1
2 0 0
3 i 0
Basophilic change. focal 1 1 0
2 0 0
3 ¢ i
[nflammatory cell infiltration, lymphocyte, focal i 1 0
2 0 0
3 0 0
Kidney el <10 a0 0>
Basophilic tubule, proximal 1 0 { | 9
2 0 0 0 0
3 0 0 0 0
Inflammatory cell infiltration, lymphocyle. 1 2 3 6 l
interstitium focal ) 0 0 b] 0
3 0 0 0 0
Urinary bladder <16 B <o [¢11)2

<> . Number of animals examined
I, Slight; 2, Moderate: 3, Severe
Significantly different from control

© 4, PC0.05; #+, P<0. 0L
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Ninety-Day Repealed Dose Oral Toxicity Study of DCPSDO in Rats

Study No. SLG6I

Table 13 Histological Findings - Summary Scheduled Sacrifice (Week 13)
Sex Female
Test Substance DCPSDO DCPSDO DCPSDO DCPSDO
Organ Dose (mg/kg) 0 40 200 1000
Findings Number of Animals 10 10 10 10
Ovary [$11) <W < <10>
Cyst | 0 1
2 0 0
3 0 0
Uterus am < [ <10
Dilatation, lumen | 2 1 4
2 0 0 0
3 0 0 0
Inflammatory cell infiltration. focal 1 | 0 0
2 U 0 0
3 G 0 0
Vagina 4 Q) <o am
Mammary gland A6 Cw < 10>
Pituitary 0 < < o
Thyroid 1w 10> <10 10>
liypertrophy, follicular cell, diffuse 1 0 0 0 Tt
2 ] 0 0 0
3 0 0 0 0
Uttimobranchial rempant 1 9 4 8 3
2 0 0 0 0
3 0 0 0 0
Paralhyroid <10> 0> < A0>
Adrenal [ <0 0 40
Inflameatory cell nfiltration focal 1 1 0
2 0 0
3 0 0

<> . Number of animals examined
1. Slight: 2. Moderate; 3. Severe
Significantly different {rom control

% PCO. 05 #+,P<0 01
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Siudy No. 8L66!
Table 13 Histological Findings - Summary Scheduled Sacrifice (Week 13)

Sex : Female
Test Substance : DCPSDO DCPSDO DCPSDO DCPSDO
Organ Dose {mg/ke) : 0 46 200 1000
Findings Number of Animals : 10 10 10 10
Brain <10 <0 <0 4y
Spinal cord A0 C» W <10>
Sciatic nerve <10> C» <» <10
Skin <> < < Q0
Dilatation, hair follicle 1 0 1
2 0 0
1 i 0
Inflammatory cell infiltration, focal I 3 |
2 0 0
3 0 0
Subcutis <o <D ) <w
Granulomatous inflammation ] !
2 0
3 0
Muscle (femoral) <10 <0 <0 <107
Bone (femur) 10> <0 <0 10>
Bone (sternum <1t <0 <0 <10
Eveball <A <o <W <10
Harderian giand <10 <h <0 <10
[nflammatory cell infiltration, focal | 1 0
2 0 0
3 0 0

<> . Number of animals examined
|, Slight: 2. Moderate: 3, Severe
Significantly different from control %, P<0. 05 #+, P<0. 01
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Ninety-Day Repeated Dose Oral Toxicity Study of BCPSDO in Rats Study No. 8LA6I
Table 13 Histological Findings - Summary Scheduled Sacrifice {(Week 13)

Sex : Female
Test Substance : DCPSDO BEPSDO pepsho DCPSDO
Organ Dose (mg/kg) : 0 40 200 1600
Findings Number of Animals : 10 10 10 10
Extraorbital lacrimal gland 10> <m <o 40
Atrophy. acinus. focal | G 1
2 0 0
3 0 i}
Inflammatory cell infillration. lymphocyte. focal i 1 i
2 0 0
3 0 0

<> . Number of animals examined
t, Slight; 2. Moderate: 3. Severe
Significantly different from control o %, P<0. 05 *x P<O. 0L
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P

Ninety-Day Repeated Dose Qral Toxicity Study of DCPSDO in Rats

Study No. 8LG61

Table 14 Histological Findings - Summary Scheduled Sacrifice {(Week 17)
Sex Male
Test Subs{ance DCPSDO DCPSDO
Organ Dose (mg/ke) 0 1000
Findings Number of Animals 10 10
Lung <10 <10>
Accumulation, f{oam celd 1 3 3
2 3 6
3 0 0
Inflammatory cell infiltration, focal 1 l 0
2 0 0
3 0 0
{sseous metaplasia I i 0
2 0 0
3 0 0
Liver 16> <10>
Falty change, hepatocyte, focal 1 0 1
2 Y 0
3 0 0
Falty change, hepatocyte, periportal 1 5 4
2 1 0
3 0 0
Microgranuloma 1 9 10
2 0 0
3 0 0
Kidney by (11
Basophilic (ubule. proximal l 1 10
2 0 0
3 0 0
Cyst | I 1
2 g 0
3 0 0

<> . Number of animals examined
1. Slight; 2. Moderate; 3, Severe
Significantly different from control

%, P<O.05; #x, P<0. 0L
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rals

Study No

81661

Table 14 Histological Findings - Summary Scheduled Sacrifice (Week 17)
Sex Male
Test Substance DCPSDO DCPSDO
Organ Dose (mg/ke) 0 1000
Findings Number of Animals 10 10
Kidney <10> <0
Dilatation. tubule, distal 1 1 0
2 0 0
3 0 0
Fibrosis, {ocal 1 0 1
2 0 0
3 0 0
Hyaline droplet, tubular epithelium proximal 1 1 4
2 0 0
3 0 0
Inflammatory cell infiltration, focal 1 1 0
2 0 0
3 0 0
Inflammatory cell infiltration, lymphocyle, 1 0 2
interstitivm focal 2 0 0
3 Q 0
Thyroid Ao <10>
Hypertrophy, follicular cell, difluse 1 0 I
2 0 0
3 0 i
Ul timobranchial remnant | | 1
p 0 0
3 0 0

& . Number o

!, Slight: 2.

Significantly

{ animals examined
Moderate; 3 . Severe
dilferent from control

o or PLDL 09+, P0. 01

66



Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats Study No. 8L661
Table 14 Histological Findings - Summary Scheduled Sacrifice (Week 17)

Sex : Female
Test Substance : DCPSDO DCPSDO
Organ Dose (mg/kgl : 0 1000
Findings Number of Animals : 10 10
Lung <10> an
Accumuiation. foam ceil 1 4 4
2 | 3
3 0 0
Osseous metaplasia l 0 l
2 0 0
3 0 0
Stomach ) (2]
Epidermal cyst-like lesion 1 1
2 0
3 0
Liver <10 Aw
Fatty change, hepatocyte, focal | 0 3
2 0 0
3 0 0
Fatty change, hepatocyte, periportal 1 3 §
2 0 Q
3 0 ]
Microgranuloma l 8 ]
2 0 0
3 0 0
Necrosis, focal 1 i 0
2 0 0
3 0 0

<> . Number of animals examined
1. Slight: 2, Moderate; 3. Severe
Significantly different from controi o 4. 0<0. 05, #+ PC0. 01
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Ninety-Day Repeated Dose Oral Toxicity Study of DCPSDO in Rats

Table 14 Histological Findings ~ Summary Scheduled Saccifice {Weel iM)
Sex Female
Test Substance DCPSHO DePSho
Organ Dose lmg/ke) 0 1000
Findings Number of Animals 0 10
Kidney Ao 16>
Basophilic tubule proximal { l 4
Z 0 i
3 0 0
Cyst ] 9 I
2 0 0
3 0 !
Inflammatory cell infiltration, lymphocyte, i ¢ 3
interstitiom focal 2 1 2
3 0 0
Qvary [ <»
Cyst 1 {
z g
3 0
Utetus ()] <
Dilatation lumen { 3 3
2 0 4
3 0 i
Pituitary ® <D
Thyroid 411 10>
Ultimobranchial remnant { 3 3
Z 0 0
3 g 0

<>, Number of apimals examined
I, Stight; 2. Moderate; 3. Severe
Significantiy different from control

Co# PCDDS; 41 PO B
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