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5. R

V22 VAN T 4R E 1,6 BLY 30 mgkgday DHET SD R7 v
[Crj:CD(SD)IGS ) DHERENZ AZERRT 14 H 2O AR THEZE 42 B ], TR, 9
WERTHEE 4 BPETREL, REZRSEEBIVARERLEENE, ROUITENLD
BALORBEHEICOWTRE L. | OIS TE 12 T (REEW=T),
TE 12 0L (EESM & U CFBBER I 30 mg/ke #2104 5 ILEBMN) &L, &
RELITITEE (0.5w/v% kT H v BT AKEKR) OLE&k5 Lz,

R E RN

JEIERS LU AR R EREIC T AREELLT, 30 mgkg FECEEE OISR,
FERR D IE R SRE AR A M, REMBRE TR O~ YT I ThE B L ORI
BRRBEIE DI MR, KRS BEREORMERRE NMEOEINAS 6 mgkg PA
EOBOHETHO LI EIRICEETDILE 2 ONHMREEIELT, 30 mgkg
BHOMBETROFBOBE, BT~V BEORE, MiRLEEOSERE
(=R WY L [t 01 £V el

FFigIC xR 328 8L1UC, 30 mekg BEOMMETEEDIEM, EXRXIBIUVNEP.OME
FFARBIE R 32540, FRRE LI 6 mg/kg BEOHETHERD bV, MIKE(LZEELT
IE, 30 mg/ke BEOHETHRIL AT e —/LOEIE, 7 a—A0EHE, Tharzsa
— b, BEARBIOCT A TIVOEENRFED L.

BRIkt To228LL €, BIREEOHEMNN 6 BXU 30 mg/kg FEDHE, 30 mg/kg B
DHET, BIROEKAD | mgkg LA EOBEOHETRD LI, BRI TR
AE ERIC BT AR T ORE, FEEMIRBEEORE, MTRME LEOY
WIAF ALE DR HDLI.

AR T 228U C, Bl LR OIERD 30 mgkg BEOEIZFRH LIV,
BEHETHBRETHRDLNLINGLOET, 2 BMORIEHMICIVIER T,
BB ALNTERFRAEBIOR LB ESHALNICEEL TWAILD, EEE
MZEZRL TS ORI,

-EFERAEEE

BEY O LR ERE IRV TEES, REE, TR, o, SEREYM, &
B, BRE, FREK, HER, HBBIUHETHOWTIUCHERYEICE
LR IIBD o pote. FEROHMECBWTHERK, HELREK,
Met, HAR, HAERO 4 BAFER, SFK, —RRE, FEBIVEHROVTH
I HRIEITERNT 5 B(LIZFED bvigipof.

PLEDHERNP G, V72U ANV T RORRBREETICBITARIE®R S5 FMEICE
TAEBEE T | mgkg/day K, T | mg/keg/day, LFEFHAETHEICEET 5%
BEEE IO E Y LN IREM OIS 30 mgkg/day & 2 HiLB.
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6. &S

VT2 mNPANT 4 RIEANT = = MEREE LT, 2V naFd 6o
BAFFEHRAHIEL LTHNONT D [1]. BHEER L LTI, OECD TG423
TR LRSI L 5 AR T Category 4 (>300-2000) 2533
7o 2. LU, REHREGR LOEMBEEREIC OV TOM Rz V. 4E, OECD
R DI EEOREEARIFRDLSBIEREFEO—RLLT, Ty b &
AVWTRER GRS - ARBEEBEHFACHAREERL, RERGICIIZEE X
UEBRAEICRIETEEIC OV TR LD THET S,
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7. MEB L OHE

71 ERWE (GAER 12,1
711 &

V7 2=V ANT 4R (BEFR: DPDS)

7.1.2 CASEH=
882-33-7

713 {bEFE4
Diphenyl disulfide

714 fLEEX
Ci1zH10S2

715 HELERAYMR
SFE;218.34, SNEL BEBDER, BN LY 3%
7.1.6 AFHE

71.7 AFH
2003 2 A 27 H

718 u~vhHE

7.1.9 ME
99.8%

7.1.10 Ry

BhaL

7.1.11 fRIFEA:

Kk, BT, ]UB

WRYERESAT(42), IRERAME 2.0~8.0C
7.1.12 ZEMEOHER

B021300

ST RWT, RGBT ERERTRICRARILARS bk RE) T

REL, BREEEZHER L. TOFKRE, BB ELFEROA L L E—27 ORIY

BHY, BETHD LMWL (RNEE 1228L00123).

RIEHER . BT — U o BHRNEICEST (FTIR-8300, 0 EE=SERT)

& B KBr (BMEEBRIUERT, vy FEE2IC096) CHWBRYEENEL, A/
THEKICTIRE ST OEEY . 2 =V R LV RITTIE, 5%

R LAIE LTz,
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7.1.13 B EoEER
REE (AP w27, REE EH

72 REREIY
721 BWfE

VAV

722 R
Crj:CD(SD)IGS

723 FREFERINBEH

FomEE2HAWEEERRICESERAIN, TEF—FBEETHY, ZEOE
HWAFERAETHS.

7.24 BREHLSV

SPF ¥y

7.2.5 AL
AAFv—A 2 « U= (EAREER)

7.2.6 BEAEIEK
T S5 UE, MEe7UT (FRiFENVHEL ; MES3I UL, ME6S UL, ATTH ;200349 H 3 H)

7.2.7 JEARREE
WEREER 7 EE

7.2.8 ®E-BHb
REHFICE—REZ S BEEEEHEL, BERRBEREFTHL Z L2HER
LHllbic, BMARERBIUORERKT HICERELRIE Lz, EHEgRTH,
BEE5HBEETEREEE L, —MREBE2EREZE L. S bITHIiIZOWTIE,
BEKRTREPLEESZ2 7 AIMEREE L. 2EYOREENCETEIALNR
o Tels, WRIEE (OME) 2B L6, RELMEEESH 2 4], EELEARN
TERDPOTZ LI DBEEOE LW 1 AR bz,

7.2.9 #&EBHAAREIEER

MR 9 IH iR

7210 R EBRARMAE
B O ESE I P AREL20% THD Z L 2R L.
B ; 327~385g, M ; 208~258¢

7.2.11 BT
B EBMET R ICAERBMLEERMEEIC LY, EHOFHEE;ISEH—ITR
DR OWHESIT Lz, 728, HE - BUE TEFE OO b/ 1 F], M3 Flaek
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SN ERA L 72,

7.2.12 B OFH|

BRI RIS TEB L CEE#RII L, 77— VIcidE BREs, %, &
% - bR ORI E S, BRE, RESIUC Ty — VB SRR LTV R T
o, BOTRBRIIEASAVFEICIVERRIIL, F—YIldBRES, B E,
R, HEEIHEA, B3R, R, REEES, /mEFRIVr—vVEEL
EE LT TV BTz,

7.2.13 SFEEHOLE
BT ORFE T L LIREBEBEBICERRR OO L, REEY AR AIC
AR 7 Y IRy el

73 EERE

731 fAIE=E4

Ty hewyREEE

4125 = (BEHRD, 2121 £ (BEHEETHE)

732 HERE

(IR 1 22.0~24.6°C (FF&EH 19.0~25.0T)

(QOFE %t 1B BE : 46.4~67.4% (F4REH 35.0~75.0%)

(3)# L 6~DREBE, FA—NT Ly a7
(O AR R2FEB (7:00~19:00)

7.3.3 fAHE A

Hr—v

(a) HEO2HIR L HEDITIR - BB 2B < EM

F—=br 7 V=TRE LIEAT v L AHO ) FIFRNEME 7 — (195W x 325D x
180H mm, b &% URMEERME) 2EAL, 4~7 B 1 BOEETTHmLE. L
—iX 1AM 1 B EOEE ARl Lk,

(b) iR - B

F— 7 U—TBELERY I —KF— I — (265W x 426D % 200H mm,
N UREERRE) 2EAL, A1 B EOEETRHR L.

@ hL—

REHEIIA— 7 L—7RE LT A I = A8 M L— (b5 7R85)
DOHEFERL, BT L. FOMOBEIE, EBREWMARER (R—FFv 7,
AARF v —VA « U R—) 28N b L—%2HEHL, 4~7 Bic | BlOHEE TR
LTz,

(3) ¥

F—F 7 U—TBE LIERAT L ARERER AR (F X UR2ERK) &

13
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ERL, 4~7 Biz 1 EOEE TR LK.

@) #aK

(a) BRZEHR

A=+ 7 U—T7BHE LR Y I —Rx— MEAOR (200 mL, b U EZEEEE)
PR L.

(b) ER T H oM X OYEER - B AE % k< 418
HEFA/KER (X URSZERME) 2MEH L.

(c) Wi - 'WEHM

A= 7 L—TRE LERY I —Fx— MEEEKIE (700 mL, b & U B
ZEAL, AR BULEOEETRBR L.

) ¥

(a) BEDOLBM L MEDOLEIR - WEHH 25 < HiH

F—hI L—TEE AT VRS (F— 7 T v ¥ axtih B EieKEE
£, FEURMREME) ZEAL, 1AM U EOEE T L.
BEEEFOr—T—Y a VEREEBEE 1BEEIC1 BT, 2L, KEHHE
Hiive —F— a vEfTbkhrol.

(b) TR - HEHIHE

R amy AREBEEEE (vA7uaby b, a7 KW OFHFRETHES
LT A F—VBIBEE (b3 URSRERE) 2HEH L.

734 KB

(1) &%

TR - WEHMOr — I3t — N7 U—7IRE L EREW RS (R—¥
Fv S, BAERF e — A YA BHEHRL, A B EOEE Tk
L7z.

(2) B E OER.

B BREOBLYEOSITREREZ EMAICAT L, YEFFOEEICEALT
WD Z e LT.

735 Ak

(1) 38

F— M7 L—7RE L EREY A E AR (CRE-1, &Y . 2 VEER T ¥60)
(2) #EHE

EHERE L, 1EMC I BUEOEETRB LE. 2L, FRERERER X
OFHEREIRI R O Fr b Sk,

(3) VLB DREEE

ERHLEr Yy b (my FEE . 030702,030804) DEEEBEEEOGLYEERENR,
U EFTOEEIZEE L TVWD I L 2ERLE.
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7.3.6 BRHK

(1) 72

S5um 7 4 VF—IEBIB%, RIMERE LTz AKEK

(2) #akiE

TR A Y, HEHERE LE.

(3) #=HT

KERBELESWICEEL, KEEOEEICESLTWASZ L 2HIELK.

7.3.7 INEEMIEL
1 r—Ubi ) 2B R IR 1 0T, SEEEIE L E, &% - B3Iz s
FOMOEARL 1 EE L.

74 #E
7.4.1 FEBE- K
BO GREROEE). EHREICEELETF 7 e VAT YV FEAWTEE L.

742 [EE
1 B 1E, 8:18~11:27 Oz E 1 7~.

7.4.3 HifH

(a) HE

RECHT 14 BEB I UREHHERCHRINBEITOF 42 B E L.

(b) MR- "HEE Y

ZZECRT 14 BRI, REHE, SEFEBIUOHEZBETEST4E (SHEE2EST 0
H&T5) £$TCELE. AL, RELRD TR XU Uiz hs o T i)
BMETRETE L.

(c) MiDEIESMY) (V771 1)

REIIfTHT R B E L.

744 BHEEBGOBREH
OECD A RIA VIHEINTHWBEMELE L.

745 HAERIUVHEOREER
%gﬁﬁﬁﬁ&bf&3a1m,m&1w0my@%1ﬁmm%3@@SD%§
214 BEREROEE L (BRES B030274). £OREHE, 300 mgkg LA
i@ﬁf%t%éwﬁﬁﬁﬁ%ﬁéﬁumwbﬂt1%m@gﬁfﬁ fig R Rg
mﬁ BEEE, MEERE, MRE(LFERE, %aﬁg,%ﬁwﬁﬁﬁémﬁm
BRI AT AL 8B b7z, 30 mg/ke BET S MPEEHE, MikE
FIREICE A A LI, FEEETIEIE, BESICERBEEOSME, K
i%ﬁ@wfémx;vﬁk FIBEDBEOIEENEDONE. ZhbDERR

15
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JORHBROBREHYEEZEZE L, ARBOEHAERAOCH2EERESTHEIN
530mgkg &L, AFAEKS THHEIX 6 mgke, EHAZIZ 1 mgkg ©3 AE
BERELE. £, BEE (05wv% b T8 v M LKER) OHE2HRSTHRE
BERIT.

746 FBERE
Sml/kg & L, EFBICHE LAEERICESHTEL L.

7.5 BEHEROFHK

751 FiE-BEE

WBRYELEFEZLICREL, WikE AV TEE (05wv% b T8~ auk
WK . T H v b A FIEMETER, vy hBF WAL0777, RAFEREK ;
WAREMETE, vy MEE 3ETSN) IKBREIRLE, A— M T TRANTAR
Ty7L, 02, 12, 6 mgmL OEEOREERLFHM L. FAREEITI6~8 BIZ
1 BTV, BEIZHET 5 ETHRE - BXEEH T CRE 7T HREEFE L. i, #
Iz e —F 7RETORBNBICTERE L.

HERERYT BRYEREST(42), BEZEAIE 2.5~8.0C

752 BREHORER _

BEEOGHT AT F— g VB (BRBRES - B030275) ITRBWT, BE5EF O
RGO, - BHRERET 8 BEOREME 0.02 38 L0200 mg/mL O
ETHPLC EICX VHREFE Ui (IfPER 12.4).

753 BEORER

PR L U2REL AT I HKARNOREREZEHAER T LITHPLC I
XoatrL, B4 (LB, T8, TEOSED CVIER 10%LA) BLUE
BE (CEHESHREREZ10%LN) 2R L. FRSBOXRERE 100.0
~108.5%, C.VIEX 05~14%Th-o7z (GRMAER 125 8L 12.6).

1.6 BREBROHHHIE
7.6.1 HPLC #{E4f
HE . Shimadzu LC-10ADvp ¥ J —X
i v7" Shimadzu LC-10ADvp, #&tH2§ Shimadzu SPD-10Avp
#-7" v Shimadzu CTO-10ASvp, YAFAzY}a—7 Shimadzu SCL-10Avp
23‘ M¥y™ 274 Shimadzu SIL-10ADvp, R ZERE Shimadzu DGU-14AM
7 - EE R Shimadzu LC-U-)A7-V37 CLASS-vp

FRHIER : UV, 210 nm
T A : Tnertsil C8, 5 um, 4.6x150 mm, GL Sciences Inc.

HENFE D AH )=k (8:2, viv)

16
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mE : 1.0 mL/min
H 7 MBE : 40°C
EAE ;10 pL

A—hrA VvV HBE . =EiR

F— M TR AE ) —)

7.6.2 EEERKEOFHE

TRITHE, EERE (ST-1~ST-3) 2R L.

P (m%/rfL)
SS-1 | HBRMHER 50mg — 100 mL/A¥ /—n* 0.5
SS-2 | SS-1 1mL - 50mL/AF v 0.01
ST-1 | $8-2 1mL —  10mL/AZ/—)v 0.001
ST-2 | $8-2 2mL —  10mL/AZ /— ) 0.002
ST-3 | SS-2 3mL — 10 mL/AZ /—)V 0.003

*EEIRATE L ERE L tk, TR L.

7.63 FEEREEOFH

BERD ImL 2980, BRAK ImLBIUOAY /) —EINZ, BERLESE
L., R ERELMEBFEOHENITRELICAZ 7 —LVTHERL, 28
FO24 pgmL [THEE Lz, BEL T /0% — (Millex-LH, 0.45 um, AARI YK
7 O(BR) AELEbORERREE L.

7.64 HPLC JIEBLIVEEOCHET

BERER L ORNERR 2 &R E L BPLCICEAL, Bohizrue< T
LALEOVY— 7 EREERE Lz, BERR» GER LZRER (BE-v—7ER)
EFERRE D bR SR OB EERESE R Lz,

7.7 EEHIHE
XHHRRER K O 30 mg/kg BEOMEES 5 TLIZH 541K T % 14 B RO EHEHIR 2 3%
Fi. L, BRXEATDRNYTFIA R ELTRELE.

17
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7.8 FEHERL
o g EE B 5 IR T R AL B1E BTG T RS *2
(mg/mL) HE*a HE*b piagle fifE*d
- . 73 12 5 5 %4
= (00101-00107)*5  (50101-50112)  (00108-00112) (50113-50117)
12 12
tmgke 02 (00201-00212)  (50201-50212)
12 12
omghke 12 (00301-00312)  (50301-50312) B
7 12 5 5

Omghg 6 (00401-00407)  (50401-50412)  (00408-00412) (50413-50417)

*, BREERBOEH (BE43 H) 2
*), BEBMEE TOER BES7TH) I[CHEL

*3, Bk
*, BT T4 b & LTREIIfTOR 2T,
5, Bk

BB D O Bra~*d ZLATF D X 9 A EZRE L.

*a, BERRBRENY (55 42 H OELIRTH £ CIIEEIEEY b &1)
*b, MERRERENY

*c, HERIEEY

*d, WY 71 NEY

AR 7 v —Z2RAMER 127 1R LTz,

79 KEHREBMEICETIBEE  REEB

TRROBEHEZME L. HORRIIERGHEHBELZE 1 H, FE1~7B%2F 1EE
Liz. 43 BLUBLZRESEE Lz, £, MOKRERSZHEZERE 0 B, Sk
SETHEMEOR & L.

7.91 —iREE
WEBRNX 1 B 2| (LR, #8), TOMOBRIZ1 B 1 BFRTHICEZ L.
7.9.2 1TEIRE

TR T (D) O ERERIL, &F08#ic oW TREHBARIAIC 1|, #
EHIR IR 1 HEE 6 B E T 13:00~15:28 DEICITo . (2), Q)DHEHE T,
HEIIERE 5 BlOE 2Bk EWEESO/NSWIEZ 58] L, F£6BD 13:32~
14:44 ORI 1 BT o7z, M-S E OF CENEEE 5 flRb R ho oz,
S B OEWEN S IR RIE L, S22 B3 B0 13:26~14:10 ORI | BT
Sfe. 7L, BEHEFORE THBRMEDOEENED LN oTlzd), |

18
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BHoBEIIfThRr o7z,

HREEORERHIZIIR U I —Rx— M — (265W X 426D X 200H mm,
N U REERERE) NICEBIEE & Lz,

TERBICE LY 74 v FBRERTLRho 7. (DB I RQ)OE S EMEL IRTE
BHE 128 [T L7z,

(1) FHREIREE

(@) F— LT —VNTOBE

AT —VRNTOEYORF 2N 1 SHEAE L.

REHEE © R, MAMRE, BERESR, Bk

(b) N FU U TIEEOBR

B OBERESCI LS ERPOER, 7F—VholROELTEHELK.
BEEE : 77—V b0V HBLES, N FY VAT a5, BEE, K
B (WME, HEOAIR), WE BEoEN), B (EBkzer, IRBEEIRE),
R (BEROG), YUy, WHIR, WRE, 2E, BAE

(€ A= 7 4 — IV N TCOEEE

F—=7 T 4 =) FORLIEMERBWTH LN 2 HEEE L (F—7
74—V RICEW 2 AN, FORPEL oM TAIE L),
MEER b ERY, HEEE, PR, PEE, A - B8, R, EBFHRE,
SITORY, B, EARMES, REEESE, EFRTE 28T

(2) HERE

(a) HIxt3 5 SO

F—FT7 4= FRTRHRE LK.

REEE | gaERIS, #ERRE, BERIS, T—VErFRE, ERIERRS
(b) TS ANE

FOENT F—AF—Y (DPS-5: A ~<&) #HWTHIEL~.

REEE : RIRES, BEES

(3) EREERIEROHE

HREHERIEIHEE (SUPERMEX : ZETHEWMK) 2RV, 42 8 (&EEO
BEETHR) 2, RV I—FRx— Nr—ocegmizig L, r—YbllkeiTo7%k.
BIEERMCH 2R ) b —Rpx— MU =Dz L, 1 BEEE L. 2%,
BIEELRERE, S 10 oEBIcEF L.

793 {KE

HERBREY S L OHEEEY & HE 1, 15, 22, 29, 36, 2 B X UV43 H,
S B ITHEEIE S T 50 B LU 56 B qﬁ'mut M7 Z A NEVM T IEEITE
B L RROBEETHE Lc., HMRREWITIE 1, 4, 8BLV 15 H, RELL
BEVIEIR 0, 7, 4B LV20 8, DB LEAHIHEORION4 BITHIE LKL, &

19
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B UMl AR ECRlE LE. BEitkETF LMK

(PB3002-S : A FF— + ;I F(®, EB-5000, EB-32008 : M EE=EERT) & H iz,
T7r, REENMEZHSIOMHY T T4 i E 1 B OREL2 A, HHHR
B3 aTECRT, FIRB IV EHEEFNFNE LR, HREOERBLIUWEEOR
DEEEEEIZEH LU .

794 BEER

HERBRENY R J OVEREIEEMIL, B 1~4, 4~8, 8~15, 15~22, 22~29, 29~
36, 36~38, 43~50 HB LN 50~52 B, Y7 71 MEMILE 1~4, 4~8, 8
~15, 15~22, 22~29, 29~36, 36~42, 43~50 BRB LN 50~56 BIZHIE L7,
MERBRE D IFEERE R UHAETRE L. L, REHEFTRELTY
HMEREE LiphoTo. HEOXREVPHEBEINIUBOBORAIEE, ZLRIEHR
PHERE L. BIBICEEF EIRRE (PB3002-S: A M T+ L KR, EB-5000,
EB-32008 : (W EEEERT) AWz, WL Er -V 2 L ORBAALERE 2
EFL, FREEEO 1L 1 BEHEEELZEH L.

2%, FMENAZREER LT —SOEIEEMICOWTIL, R 1~7 HE TOE
fHEZREIEL, | P PHBEEZEHN L (112EZ2R).

7.9.5 MRERE

HEEREW TITE 2 B, BEEEYWRB IV Y T 74 ey it s6 B, MR
REWCIIHE 4 BIC, 2E8FH 2T % 4RELVEE S Y. MEXSEY
(BfmEh) & LT, HRREWIIEYES /NS WIEIZ 54, HEEEYS X
OHEY 7 T4 FEii42f), HERBREYII A NEL BRSO/ WIEIZ 5
FlE L. #EE B OHERSI IO EF A —1F I oA (T
R —iv, HIRERE) ZEEARS U CREEL, BREIRE D&M L. B
LM ZEAWTCTROEREEZBRELRZ. (9), 10)OBRIEIZIE, EEMEERE L
T32wWh %7 2= N 7 MK EHER L, 12,000 pm (AR OHIEEE
10,000 g LI E), 3 DR LSBEL CHE DS MIEE VW, ZOMOEE OBIE
Zi%, EEEPEIER] EDTA2K THUE L7z MR Z V2., 7288, RE LR 7k
BXOHhR U 7c X 7982 HTRTHMEBHORNE, FR4BEIVEE
SR, BEODEB I OMEIIRERTRIZEE L.

H H s ¥k
(1)  FRibEKEK(RBC) BRORLALE —fomL — ¥ —FCM ¥
Q) ~ESREVEE(HD) VT UAMNTI AR
(3)  ~ehsYyME(HE) PR L ALEE — R Bl — Y —FCM ¥
(@) PR MERZERE(MCV) 1), G)EVEH

(5) EHFRIMEkIAZEE(MCH) ), Q)EVEH
(6) FHRMIKMAREEMCHC) (2), Q)XvEH
(7) HEFRMERE(Ret) RNA #1250 —F —FCM ¥
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(8) M MREK(PLT) HRABALE RS —F—FCM ik
(9) Fuhal U EGE(PT) JeBcELAR T
(10) WEMEALE D bR 7T 2AF B S ELRH

(APTT)
(11) BAfEkEk(WBC) Bt R EE AT X DL —F—FCM &
(12) HBIMERESS =R Wright Ze & BHAZERIZOWTHIE
RIE e
(D-3), (M) (8), (11) ADVIAL20(3A =V AT 4 7L4R)
9), (10) CA-510(2 2 A7 )
(12) MICROX HEG-50, HEG-50VE (L u - 48)

79.6 IMKAE(ERE
SHEfREIRR TR L e R O —ER 2 IR - e T T 30 LA EE{E, 3,000 rpm
(BAELINERE 1,500 g LLE), #14°C, 10 0ELSEEL, Bz Es A
WTTEOEE Z2AIE Uiz, AIERERMY BI2iT - 2. RO MmiEiIi-80°C GF
FEF  —60°CLAT) 07 ) —P—RNTHREL, RBRETETIEELEL.

E H F
(1) ASAT(GOT) UV-ratei: (JSCCER B #:)
(2) ALAT(GPT) UV-ratei%: (JSCCH B I%)
(3) yGT y TN B bp-= a7 =Y RFEEE(SSCCH B %)
(4) ALP p-=ha 7 =2= VYRR EE I (JSCCEE B i)
(5) My EE#15(BOD)
(6) RIRER F2=-UV{E (Urease-LEDH%E )
(7) ZVTF=v %32 1% (Creatininase-PODE )
(8) a2 E#SR1E-UVE(HK-G6PDHIE)
(9) faaraFa—) B 1L (CO-HDAOSE)
(10) RNIZVEZAR B35 (GPO-HDAOSE:, 7V HEE)
(1D #wEH Biuret{%:
(12) 773y BCG.
(13) A/GEL MEARBIVTATIVIEH
(14) BT A OCPCi%
(15) EBY E% %1% (PNP-XOD-POD)
(16) F V7 2(Na) A BIREBIBIE
(17) #VDA(K) A AV RIRENE
(18) 7u—1-(Cl) A A VBRI EE

HIEHEES . TBA-200FR (M BE)
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7.9.7 HEORBE

HEESRBRENIC O\ T, BEEDEME R D/NSWIEIZ 5 HlOEM %25 38 H DT 7
P L W EBERR Y — VB L TELREFEREZ AW T TRO)~TNDEH
BRI L. FEREREMNMCERL, REENEONKEERA L. TROR
BB L SHER L U—RREBEE (R, Z2R%) T, #RYEORENE
bhBEEARD bk hoTcicw, RILE, EHREAVCRE, BEEHO
FRETER Lo, BRORBIUBREICHOWRWRIZEE L.

E H 5 &
(1) pH BERARIE (RVTAATAYI A, NATL FT4HIR)
@) E= BBRARIE (RVTARTAVIA, NAZL AT 4HMER)
(3) Frm—= BEIE (RVTARTA9IA, WAZL AT AV
@  Hrik PERIRTE (RVTARTAYIA, NAT FT SAVE)
5) FULEY HBRIYE (IVTAATAYIR, WATN AT 4HVER)
(6) ¥ RBRMRIE (VVTAAT AvIA, NATL AT LAMER)
7 ey, —rv ARAEE (IVTAAT AV IR, NAZLV FT 4HMER)

HIER R
(O~ 7 V=Fv7 100, XAz AT 4BV

7.9.8 %ﬁ%ﬁﬁ

7981 &HE

+¥%ﬂ@%@9%,W%ﬁ@%fi%ﬁ@@%%rwméw@ 5%, HEEE
B L UCHEY 7 74 NETIIel, HRBREY TROGE RNELIYBEED
INEWEBIZSHIOTROBEEELRE Lz (AHMOEE R O TRELR).
7L, BEIEFIC OWTHERERBIOCBEEAZAIE Lz, £, BHBROKE
ZRIEL, FHUICESWCHEMEE CHMEEL) 28E L. BB I UBEEE
Y, REBIOSGHB LR TMOBREEEIIRIE L7z,

B, Do, BFHE, EhE, BIE, KRR, JEER, BE, BRLA

7.9.8.2 JREELRE

HERE L S RIMBZ DS WIEEM L2V EE b 7.9.5 HOFIEIZHEWBRER T THE X
BIRZEINT - ML L, BRI EBER L. TR Lh ool b AP
EfELIENM) (5543 H) LREENC, DL -l BRERE 26 HicEh
FNEFEFIETREFE SN 2H, ARICER Lz, SHERRELE Lo
HeNITER L.

7.9.8.3 JREEKLEERE

EEYPOTRORE - MBI OC2HERSC LSO B 2L,

1Oviv% it Y EREE R L < ) VIR TEEL, BIELE. 2721, HoREB X
CREEETT T VIR TEER, 10vVv%HHE Y VEREET AL~ U URICERE L.
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B, TEEME, MR, ULo)E (T - BHE), <%, i 8, BY (+Z38
B, 285, BIE, S, B EB), FREE - LEAME (FED, U, AFE,
BERE, EhE (EED, B GEAED, BERt, R (EED, SEEE (EAD, B
® 5 (EEERET), A RERE, PR @A), 75, B B (KBE),
B, BB, WERRVEELAL
RTEREE & 30 mg/kg OB SRMBEIEH O > b, HAREY TIXEHBEFOHI N
NEiz 5%, MERBRENY ClIotk B BRELEYHERO/NEWIEIZ 540 EFELHRE,
BEICHAME RSN (EVES 0 50408) O LEHRERLWICHE, MBEHEEEHE
B O WIRRY B EERALIS L OFRIEIRNE 1 ) (B E 5 @ 50307) DIPRIT-OWT,
BB T~ XD v s OV REEREPER L, R LT, ZORER,
BWRYE IR TS & B 2L ORI, FRIE, BiEE X OO FRIR
CHEDOKIBEBREICED b, Z 0, 1B 6 mgks B0 E%AEDE
Yo% 56 & RIERESY OMBESH OBIEE - B (FRIBZEOAR, K
BEERIIMEDOR) ZOoONWTHLREZTTok. b, MOBRIZA SNES
BEEOHELHRL, TOREEZEBRTIEDIIAT VT v = F D i
B % T o T ERB OB DN T Y 2 B UK E, BOBRBICA bz BB
EBEOME ZHERT 570, RHBEEOH 2 4] (B 500101, 00102), 30 mg/kg
BEORE S #) (FiES . 00401~00405) DERRRIZOWTL Y 7 —Yufh 5 E
L=,

728, 30 mgkg BEOME 1 H (EMEE - 50403) O Al ER/MEIIEEEED D W
TEAEHOBEETCELN 2D, HEBRESTERrok (112ESR).

F O, HREERBRERNR R TWRWERREKE 1§l &S 50101) %
BMELTLE-E (112TEESR).

710 AFEFAZHICETLEE - EEE

7.10.1 AFEHRERE

7.10.1.1 14 EHH

BREOMESFIZ O TEEEEE > OREEME £ TOHE FalhICEREZ2H
BLUTHEAE#HEREL, THRASHERBICEEHEHHY (EEHR 4~6
ATCR\WEW) OREREEH L.

7.10.1.2 A3H0

BEENTHE | M 1 OREIRT 230, B 15 B (REBALEE) oy F,n5 14 HEE
KRRz, REFmHOE B CHOREE > EH FRTPICERL, BRbHD
VITBEER IR F AR DN EEE2RBHR &L, ZORZEKR0A &L
o, THHOREENSHROEBHZEE Lz,

(a) XERFTE B : 2ZRCBRMEE, REARSLETICE LB

(b) R E Tk LR EH O EH
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(c) KBE (%) . RESEYWE FEBESMWE) X100

(d) ZHEER (%) . (ZREYE ZEEWE) X100

7.102 DRI UEEOBER

RE LTI Ef %2 BRI, DoBRIIEE 21 85258 ET1H
2E (FFRUIBE, FH4FF) 1To7. FRIIFORBRITHHNTET LTW5EH
PUFASGEL, FOBEREBT OB L L. REMEHE 25 B2k THOmL
RWEESIE, FENHMEE L. St LB (BEMW) XA A% 4 E (E
F4H) £ETHBESYE, B, 28, BEROAEZOHERELEHHEE L.

7.10.3 FHER THOBKRE
BEIIERFICIIERB I OFELRE L TEABB IUEREZRELE. =
7o, ENHHELERRICHREL, ARNIKERBRD SNRWEEETEE 10vv%
AT =y LKBRICGRIEL, ZEROEEZHER L. vk, ESHREETE
RO L2 WEHILFEIEIRIE L LTz,
INLOEENOROEH2HHB L.

(a) FIRHAHE CHEER O H B isE T H £ TOHR

(b) HEEE (%) : (EVHEME ZHREE) X100

() BRE (%) : GEREEEFE X100

(d) DHRE (%) . RHEERSERE) X100

7.10.4 HAEROBE -k

7.104.1 FEROBE

HE 0 BICHERE (HELRE, ERER, MIIBIUAREEOEELH
T, Z0O%E, BRE BToFESEHIEE L.
INLORERNOROIEE2EH L.

(a) HEZE (%) . (HEARE FMRHEERE) X100

(b) FERD 4 BETFE (%) : (FF 4 BAERE A HELIRE) X100

7.10.4.2 f£E
EROBLIV4BIIEETFERE2EERILICRIE L. £z, £ 0BOFELZE
LA EMNEZEN L.

7.10.4.3 Tk

A4 BILeETRRONBEEZELAREREL, HEW & ARICEEE I T K,
g Lz, BEIRIZOWTIE 10vWw% T D VEEEER L < ) VIRIZEE, BEL
Tetk, EMRBEMEET THB L.

7.11 HERHERRIARAT
FAEIRICETA T — 2%, £BEWI SICEE U EREREME Lz, 121,
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FEILIRME D2 BRERS OB ER L UREE, KE LR mEOEEIIFMOX!

bR L.

SHET Y13, ZELEBERTEETRITZRHEREZMET L. 77005 Bartlett

B X A0 EEOREZITV, SEPE LW AT TlRES B, 28

L L RWEET Kruskal-Wallis DIEEZ1To72. BHEICERENRD b

£13 Dunnett ¥ % 721 Dunnett B D 2 E LB 21T - 7z . —E D E B i Kruskal-Wallis

DOREN ST, HEICEEENRD bNEEA T Dunnett RO LB HE 21T -

7o, BT —Z i axXb O *REZFITY, BEEVHED LNIZHEIT Armitage D

YV BETHRELEHERAPHER L. ZOMOFHET — #iL Fisher OEEHE

FBIEICLIVRE L. EREDOEEAEIT %L L.

Armitage @ ¥ BEIXERE Y 7 N =T EANWT A=Y FrarEa—F T,

FOMOMREBITLREHRTRT 2T 5 (MITOX, ZHEMR S AT AEFH) 2 H

TEmB LT,

AT EMBAITOXMGERII TROLBY TH S, —i0REE, TERE GEER—

ACRRBEZE, RT3 KIGOBE) BXOFRETRIZOWTIE, MR

WEER LT,

SENRME . AR, FAEENE, BEE, WRFRE, MBEECERE, FE
BEE, FRE (BRE, ILE, T MY T A, ZUTL, Ja—)),
ITERASET —F (RIEE, BIFEEA, BREZE), BERF
#, FRHE, HERHK

Kruskal-Wallis & Dunnett B{O L BB - WERFFEDE, XEMANT T TIZRLIZFE
BHoRE, EHEER B, EREME, FRE, oKE, H4
R, AREFORER, FERD 4 BEFE

x A HRIE - REE (pH, BH, S a—2, 7 bR, ULy, B, Ue
v/, RIGE), WEAARERE

Fisher OEERERE | EEMESEY ORRE, KER, ZHE, HER, it
(fe/tf), NEEBEREET SR ORERE

712 A2 —FZ VAT LADER

UTFIRT T — 2 ONER I U EHRAEITICIIZ SRRV AT 5 (MITOX,

SHEBR AT ARHH) 2EALE. YL AT AOA L Ea—F 7 r ha—

WMTIXT —FERH, 7Y NEDOBREBEE2ZE L. 2 Ea—F VAT A

OFa b a—)LFE L LT B21300 AV, 28, I Pa—F VAT ATOH

WERME 41X “DPDS” & L7z,

T—HINER O FRE, o, RSREED, BEE, EFERE, M
WEAFRE, RBE H, A, FVva—X, 7 kv
IR, U, I, veE Y sy, SR A, B
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T4, 7a—iv), HEEE, FREMBTRE HAY,

IZECFRAR, Y WRBSAR
T8 iR, REBRE (RE, LE, RiLE), 3%
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8. fER
8.1 REHREFM
8.1.1 —¥IRFEB(Tables 1-6, Appendices 1-6)

FETRNITHERE & S W THOREFHICBWTHRED bR o7,
BREHRRBIORIESBFOMEE L bERYEOFELEZ LNIEIETRD L
Nighoir.

23, 30 mgkg BED 1 4] (BMHE : 50408) (I HBIBPLETETHNISER
EL, HEOQ (UBERETE) KTEN, BEREOFEEZRLEMFEOERELE
L, BRICEAHERNSET Lz OBEEE & Uz, XEMIo kBB R
e LI EETEMEERL, FOEECEEAWETHEe-TI LN TE
T, EHAERRTETLELOLELZ LN, FOMH, @%*@%k@%%kié
LEZ ONAEEOWEAIE X OFEES OFE RN 1 mgkg FEOME 1 FlI258%
iz,

8.1.2 fTEIRE
8.1.2.1 SEHE7RGEMRBIZZ (Tables 7, 8, Appendices 7, 8)

BEHRTOMEL S, HRYEOEELEZ ONLIEITED LRI 5T,
B, E6CHEEDA—T 74—V NRNOBET, 6 mgkg Bl 14 (8%
7 00311) BT 44— FRZEVED, ROBKRIITEHIZzA-LEE. LAL, %
EOREMAEREER L UEH O—REBEZ TIZEb2372 <, 30 mgke BETIE
BRERINTW2WI EOHERMEICLAEE LIIE L, BRURELLSE
bbb,

8.1.2.2 H&REMRTE(Tables 9, 10, Appendices 9, 10)

T2 RS HS L OB AE ORS R, Mk : bR EoRELEZ bR
AT D bR,

8.1.2.3 HREBEOHRE (Figs. 1, 2, Tables 11, 12, Appendices 11, 12)

[ b LR EORELZE 2 LNABRLITFHED o T,

8.1.3 {&E (Figs. 3-5, Tables 13-22, Appendices 13-22)

30 mgkg HOMETHREEMENE4IBIV IS BICFBRIET Lk, Y774
NEMTIZRIBEDEETE 22, 29, 36 8LV 56 A, AEEMETIRE 29 BL
O 36 BICRIBELLANERIVET Lz, 228, BREY TRERBS I OHBHE
ORI REE R E R G L OFICERREITFED O T.
SRETIIE 1 B (BE5HGRD K VEECEWEYIS YT 74 FNEITR -

e (LRI, £, YT 74 FEWOERIE BROEEEMEL A5 & (X
R 1-2), 30mgkg BEDE 4 BICEEREME, 250 BIZERREEE R LR,
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BEHEBLIORESMHZEL CHREEEFBREOFERIINTO N, 20
DI A6, 30 mgke B TEREEMME 25 > BB A OIIZE, BEEELRE]
DEEDRVICEAEZERCERTEZLOLEZ b, HWRHEOEEELTRTHDOT
W7 Ll L.

XHERI1-1 BY 791 FEORERBERIORE

B (mg/kg) 5 Day 1
0 5 2404
30 5 232.2%

Significantly different from control: ~ *, P<0.05; ** P<(.0L.

XHER 12 MV T T4 M EOERERROKERNE

B (mg/kg) Day 04 48 815 1522 2229 2936 36-42 4243  43-50 50-56

0 16.0 10.8 19.6 9.4 12.6 10.0 5.6 3.0 5.8

8.8

30 44% 140 138 12.2 9.6 10.0 8.0 -3.2 15.8%

38

Significantly different from control: ~ * P<0.05; ** P<0.01.

8.1.4 #EfHE (Fig. 6-8, Tables 23-27, Appendices 23-27)

WERRE DR EBLE Z DNARLITHERELLFRD bR h Tz

30 mg/kg BEDOHETEE 29 H OB ENSE BITHEMLIZA, —BHEOELThT
MTCHBZENLBEFNICEREORWELEE 2 NS, BEEHMA CIIELIZFED
Y VA Ny

M, BE, EEBIUMEYEZ S VCEESEOWFIIC L EIED S
9, TREE L FRRICHER L.

8.1.5 LKA ZE (Tables 28, 29, Appendices 28, 29)

BERE DR E 2 DL, 30 mgkg BEOETRHRERBIUVEEK T HB

BT, RLFKEBLIOANES vtV BEOEMESDVTEMHER, MR MERE O RE
BERHLNTZ. 30 mgkg BHOMETIIRERBIVEERTHRKRET, ROIKEOKIE

BAVTEEER, FEKTHRE THRLEEOSHEERSEDLN.

723, 30 mg/kg BHORETIIERER THAE CRERMERMAREEOKMENHL

I, BEHRTHIRETIIEE Rk,

1 BIO 6 mg/kg BFEOMEMEL SR FREEEOMITE BERERRDOLN 25Tz,

8.1.6 IMKA{LEERRZE (Tables 30, 31, Appendices 30, 31)

WY E DEELE 2 BNDEELS, 30 mgkg BEOMETIIHR ER THRBRETRaL R
Fu— ) LOBE, Jla—ADRE, EbiZ, BEK THRE TR AT — /L0
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EENFEDLE. 30 mgkg BHOM TIXRER THEBRE THRaLATe—/, REH
BIUT VT ORENRD L.

30 mgkg BHOBET ALP DORE(FREH%; 251.2U0/L FEE2L, FER; 268.4U/L
P<0.01), EEEDOMET ASAT(GOT) DIRAE (& 5-4%; 120.6U/L P<0.05)2 b,
LisL, 2R F0E 5T —#(2001-2003 4E) 1L ALP(Mean 397U/L, Min-Max 233-
498U/L), ASAT(Mean 131.8U/L, Min-Max 104-184U/L><:‘$ﬁmo>vg@jm%z>:a,
LD FEDBRD FETHAZEPLEEZERIZZLVEEEZ OGNS,

Z D, 1 mgkg Ei@ﬁ%@&’—?%ﬂ_f%*ﬁﬁfﬁ‘méll’octU\T"ﬂ/7 v DiERAE, 30
mg/kg BEOHOEEK THERBRETTI VT IVEBIOC A/G LOEME, FEEOMOEE
BTHBBRETI/ILTFrOEEARD LN, ZROITAEICEED WL, &E
BT HRBRE TIIARLNTORNIEND, FRYE L 1XBEEO R BRIE(L & H)
Wr L7z,

6 mgkg BEOKE, 1 BI U 6 mgkg BEOMETIIX REEOHEICEERETIFE DL
iz,

8.1.7 HEDRMRZE(Table 32, Appendix 32)
WERE DEEBLE 2 DNAELITED bR hoTz.
8.1.8 23E E & (Tables 33-38, Appendices 33-38)

BRI E DEELE 2 bNARLPTIR, BB IV TR LN,

HED 5T RRETIZ, 30 mgkg BEOHRBIUER, 250N 6 mgkg HOE
BRI B I OYERN EEOEEN RO N, RIER T HEBETIE, 30 mgke FHD
PRI X OB BRI B LU EEOREN D IV,
HEDI EHE T HME TIE, 30 mgkg BHOMFRBIOMIRICET B IUOHEMER, B
JRICAEI EE O EESFHED OV, EER THMRE TIIEIITO LIV o7,

F DA, BEMTHOMRETIL 6 mgkg HOETLROMEXNEEDSHME, BIEKT
BOBETIT 30 mgkg HOM CTRIEOEMEEDERERA L. LinL, HEOD
BT 30 mg/kg BETELRARWZE, BEOR|B IR 5K T HBME CIIB i’ ane
POEBRME L EEDRVEDEE X BB,

8.1.9 HIHFT A (Table 39, Appendices 39, 40)

BWERE DFELE 2 LNAEL B HERED FTIR, Mo BRI I O BRI D
niz.

R DRE R 5338 5% BEEW O 30 mg/kg BEOHE 2 #), M3 IR NIz, BIE
BIREENYCLL, ZOBRIIEO R o7z,

BIR DR 5% BN O 1 mg/kg BEOHE 1 41, 6 mg/kg FEDHE 2 41, 30 mg/kg
BEOME 4 TR b, BE#EHEY TH Z OB 30 mgkg BEORE 2 Fliz
nlu\&) %%LT’ .
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%ﬁ@@kkﬂfékﬁ&iﬁﬁmﬁ%®wm@@ﬁ®%lﬁﬂﬁbEhtij
B ARE BN Tl Z OB bz o 7.

ﬁ%%%J%%(wmy@ﬁwlwzmm@'miJﬁ@é% ¥ oyl L&lwv

3.0 mm OBEHOYFE, FRoBERE (FAIEZEIC22), BIROERIED

niz.

ZOEPWL OOBEBBRESRI LU EEZREAEY THED LN, AR

BGRRCEBELTWDZ N bEBRYE L IIBEEORWEl LW L.

8.1.10 JREERAMRFT R.(Table 40, Appendices 39, 40)

BRI E DR EBLE Z LA EEOIE, MiE, BRRIOHEOFIRER,
DRBEEHICED BN, BOLNEBIEFORBRRETFR2ITRT.
FERgG - /NEEHLOEITRERRIB RS, GBI EY O 6 mekg BEDOHE 4 47, 30 mg/kg
HoOMESFIZED L. 2055, 30 mgke FHEORep, HESFITIIFEE
OEER LTz, ZORITIEREEZFENSHY TERO oo Tk,
JElg () : ~EUTF ) IREDR, BEBEIEY O 30 mgkg BHEH TRO LI
7z, ZOBALIZEEREREN TIE 30 mgkg B 1 FIOHRTED Bz, 2258, ~
EVFY U, SV TN TERT A LI o TR L. o,
FRILBRGRBESME I A3 574 FRE B D 30 mg/kg B2 | 1 TFE Lz,
%ﬁ(%)#%ﬁ@ﬁmﬁ%%%ﬁm# BB % AEEIENY) D 30 mg/kg BED 5 Bl
THRO BN, RILBRAE/NEMIT, REEE, | mg/kg % 34, 6 mgkgED 4
FHZHBEEICED LI d, 30 mgkg BED 5 B TIZBENR) - 2. EIEEEL
%%Ti DEMZED BN o T, 30 mgkg HEH TAEDF U LILEN
o &) Ej/bf’

R (M)  RORCRELMEOSEMS, REZEHIHO 6 BIUV 30
mg/kg FEOMES A FLIZFBO v, ZOEIE, BIERESEW CIERD b
oz,

ER (k)  EMTIRME LRICBIT AWM TR OREORRN, REBELEM O
SIRBEO 2 FIB L 1 mgkg B£D 5 6, FEEORELN | mgke BED 2§, 6 mgkg
O SHIRIV30mgkg BED 24, BEORKEN 6 mgkg #D 1413 X130 mg/kg
HosplcifBo b, BEHTITHRBICHSTHEARESERL W/, BIE
ARSI B TIE, Z OB LI REED 1 4138 XUV 30 mgkg BED 2 BB IZFED
SNFZOIRT, BHEBEOERIFRD N2 ol. £, FHEEMTARBHRE
DEEE OB, B 5B EY O REED 14, 1 mgkg D 5 #13 L V6 mg/kg
Ho24), FEEORIEN 1 mgkgFEO 14, 6 mgkg BEO 4513 LT 30 mgike
OS5 Hl, BEORIN 30 mgke FHO 1 FlICED b, BE5H TIIMBRICHEA
TRABENERL T\, BEZBEIENICREVNTH, ZOB IS RE T
EEDISHEN 1 B2 IS Sz DTkt L, 30 me/kg BECHIBRE ORER 14,

%%E@%ﬁmlm,ﬁﬁw%ﬁ#3m RO LN, BREEREOHEBRATRD LN
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7z.
B RME ROV RT AF ILEDR, BERFREY D 6 38 L1030 mgkg
L2 TR N, ZORMBIEEZRIEY TR DN o7, 21,
VRTAF NI a T — VRIGTERTAZ Lok > THEEE L.
FURAR : IBRS LR DR KA, # 5% B D 30 mg/kg FEDORE 4 4 THRD 51,
PH 1P TIRIPEEOENThH o7, Z OBLiZEEHRAELEY CIIsid b
75307’._
ENFE A OHBELI 5% I CREREIHEY O RELSHEET

mantm Z v NTRFEREMICERTATH Y, FORBFRRICHES
7b=7‘ﬁ$%75>77t%:h7‘@b\ Lnb, WRUWE LIIEEDRWE L &g L.

77, TR LN RBEOE 1 F (HES : 00109) OFFOBERIC
DWTHL, TIOH LBICEETERD oS T 5 & BbN 3 0EAR L
VEBL L, JERRAR T L2 2RI DR b o o i BREE O 1 7 (B 22 50104)
DOLMBEOREHERE L OMKIEIEL T R EEABRENE R L O TR

7z.

BREIRT) (HAERET) 2477 30 mgkg BEOME 1§ (@HES : 50408)

TiX, EHERELEZEZONAEMELE LT, FENER, oML ERFEMYOZER
KU H MLz 5 RIEMFNRE, IFROKEEMEEE 24 5 BB EER s
RODLNTe., WRYERKFEHE L b 0 EEEOELE LT, BEORMEKR
BESME ML, KRAEEERECRMBECRE MM OB, AT O/ NEE R LETHBEE R,
BIRO U R 7 AF U ENED N, £/, BHICEETIHEEERNETE L
T, MBROFREHRD Sz, ZOMIZH W< 0hOBRERTE DR, T v
N CIIIERFRBNCHIRT IR TH D Z &0 BRI Ll LTz,
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PRI i I
HE-ER EalbR FS RS FS RS
GigA A& (mg/kg) 0 1 6 30 0 30 O 1 6 30 0 30
JSU—F
JiEsi: g <5> <G> <S> <T> <5>  <§> <5>  <§> <S> <> <5>  <5>
L2 ok *x
AFEHLAEFFRERZAT X + 0 0 4 0 0 0 0 0 0 2 0 0
++ 0 0 0 7 0 0 0 0 0 5 0 0
il <5>  <§> <S> <5> <5> <5 <5> <5> <5 <G> <5>  <5>
ke
~EDFNALE + 0 0 0 5 0 1 0 0 0 0 0 5
F*%
plukz BN P + 0 90 1 0 0 3 4 1 10
++ 0 0 0 0 0 0 5 ] 0
AR ARE) <85> <P> <0> <5> <Q> <0> <§> <5> <5> <5> <5> <S>
* *
FlLBRREMFEREOEN  + 0 0 0 0 4 4 0 0
BEh <5> <> <G> <> <5> <5> <5> <6> <5> <5 <5>  <5>
* 3 23
WAL EROMTHE + 2 5 0 1 2 0 0 0 0 0 0
++ 0 2 5 0 0 0 0 i} 0 0 0
ek 0 0 1 5 0 0 0 0 0 0 i} ]
* sk sk ek
IR T R 15 2 0 (I 10 0 2 01
++ 0 1 4 5 0 0 0 0 0 0 0
-+ 0 0 0 0 3 0 0 0 0 0 0
PRAIE ERL D + 0 0 0 ] 0 0 0 0 2 2 0 0
URTAF L ILE
AR IR <5> <S> <G> <5> <5>  <5> <5> <> <0> <5 <> <>
*
IR E R OIEX + 0 0 0 3 0 0 0 0
+ 0 0 0 0 0 0 ¢

ERER TS, S E58MmE);

O BEEE

RS, MR

Tl—F: o+, BE, +, PEE, -, HE

*P<0.05; ¥*:P<0.01
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8.2 ATEFEAFEME
8.2.1 Z:FEHEEE(Table 41, Appendices 41, 42)

HEHRE T, 4 AAMER UCEMW B RE, 1, 6 8L U 30 mgkg HETEH
FIAE 28T, 12, 10, 11 BIV R2FNCHA LIV, EHBRIERSIC X 2 5%HH
DEEDHBWIERIIR DO N2 ol X6, EEEEFD D WITRIEARILER
DR ¥ OBBEEE 2 RTER LR b o,

REIEED 1 % (BWES ; 00101, # 50101) ZBREESEHOLE TR
L, REE, KEFMEAE, TRERIETICHR LEZREHOEKE b ICkBRYY
BER LB OMICAEZIED N o7, IEEIROEYIL 6 mg/kg B
D15 (EHRE :50307) ITRLNEEITT, ZHREBICLHBRYEE R L3t
Hgﬁik@ﬁ?ﬁ %ﬁiiptu&)%ﬂfiﬁ)Oﬁ_

R UIR o T i, SRR O ONTARFRHEONT I L ATERREEICEE L &
&iﬁ“c‘:%k%ﬂééﬁﬁ @E% in,ubbEa”bfoC?%o?’:.

8.2.2 MBI UNHEIREE(Tables 5, 42, Appendices 5, 43, 44, 45)

HIRHIE, B, TR EFRR, HARBIUOOBEOWTIIC L HRYE

& 58 &t FREE & ORI 7@“%7‘0&% iw&b bhighoiz,

SBREPLRT ETLS B2E LAY, 30 mgke B0 1 4] (BE 5 :50408)
mu&b%nt HEOH (DT H) KHEHELZIR (FE2, #10) 09 b4eTE
B 1 750 ThY, ZRLAMIET L., BEIIEEfTEHL R ST, ER

EHARNET Uiz, ORI HIER I OWEEITEIOBEILRD b

Mmooz,

823 WAER~DOEE
8.23.1 ¥ DBIZE (Tables 43, 44, 49, Appendices 44, 45, 48)

HEIRE, HEARS, i, HARBSIOEAEIRD 4 HAEFER L I ITiBRYyY
BERLHBHLEOMICERERZBIRD NP o, —RIREBOBHETIX, #
BREICERNTAEE RO ON b olc, £, SBRELS AR THERD
ARICEFIIFD bz o7z,

8.2.3.2 {&E(Tables 4548, Appendices 46, 47, 50)

MEOKER IO ERNME L L ERYEREE L NRE - OMICERRER
n:u&) Ehixﬁ)’) 7L

8.2.3.3 #I#(Table 50, Appendix 49)

% 4 B OEFIROFMPB LR TIROFR TIE, $BRYEICERT 5 EEFTA
ILER Y WA NSy
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9. ZEBIVEWR

TT2=AVRLTARE 1, 6 BIU 30 mekg OFET SD % 7w Crj:CD(SD)GS)
OREREIZAZERET 14 B DA THEITE 42 3R, MERE, 2nsBE s 4
AETHEEL, KEREFEEBIVERBEEE, 2LNIZZENLOELO RIEMIZ
DUNTHRERTLZ.

RiE&EHEME

BRI OIS BRI T AR T, 30 mgkg B TR E & 0B MEHE,
NEgE D I R LRE R AL A, REALBRMRE CII o ~E YT I IEERB LU ML
BRRBEIE MLOYER S ERE, KRB FHOKRMBCRE MR OEMNA 6 mgkg BA
FOBOHTCHEDLNE . BRICBITARMBCRIE MM O, K, ik
&1, FROIKOBEZEWEDOER THAVVIROKFMOELNE/RE T &I
[3]. ZOXH72FEITE, BREICIZ BRI B W THHME MOFIR B HHHNETEH
23], REREHEYOMORREE, 1 BLD 6 mgkg FZROLNZBEEOH
SMEILIE, TR HEIC OSSO TUHELE 2 bID 05 [4], 30 mgkg BETALN
T R OBANE MIT BRI E DB Lo TR L E 2 DD . HAEIL
FREABRESNAVLECICEE THESITWA[S] 23, BIE#MEEEYI g
HWHIETIRE Y TH DLW, IEH’EP_&L XTI e oTz. £, O ~TY TV
EEL, EMEE MOBRICUITUITED BB R/LTHY, BRI E Ic LSt
%m%ﬁzbﬂ\5%%@75%%%%& EMRICEETIEE 2 NS M FEE
LT, 30 mg/kg BEDOREME THRIMEKILDIRSE, HET~E/ e BEOKME, MR MmER
HBOBERE B IMERETIENBO LN, R ENE T3 EEHE L&Y
DOHYLIEPULEY CHEVATF NV AN T AR Y X OREIIRELIREE, ko
MR F LG MO TLEDFRD HAVTWB[7]. [BIIEHE T HOMKRE T, MERES SR
D~NEVT NALEREETDHI G2 o,

FRIRIZ T A8 EL LT, 30 mekeg BHEOMMBETEROHEIN, BARBIOVNES M
RFREARAE AR 23 A B, MARELIL 6 mg/kg BEDHETHERD B . FHIRoO /N EEP O
TR AR K 1A 2 DAL E O 5 Lo TUIR LSRR TAE(L T, — oy
RAEZRFEICIDIEROBESEE(LLE 2 LN TWA[S, 9]. 2O, #EE4L T
122 & TEET5L3TERY[9], AFBRTYH, RIEZAESEY TIEFED LN
o>fz. MEECEE T, 30 mgkg HOBETHRaLZATo— VOEHE, 7/ /La—2
OEAE, #ETHRILATe—b, EHBINT AT I OEENFRD L.

BHITRT A HEL LT, BEEEORIN 6 W10 30 me/ke BEOHE, 30 me/ke B
D, mﬂ)@@@ﬂiﬂ(?ﬁ 1 mg/kg DL EDREORETRO LIV, RN LR CUTAL R
A ERICRBIT O FHORBER, FREEMIIARAEORE, HTRMAE ROV
RIAF LB RRBDOONI . BIROEALRME LR ~DVRTZZAF L ALEL, B
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DI BT L > TRBET BB THY, VaT— VRS THIEETRTL0, 11]. B
DI RS IC BT AR T IR G E R RS LR Ic BRI SN Z L THREL,
BTN Tl a2 u 7e 7V g TR OBIRAE 2 OLEY B I Ko THER
FTBIERELIVTNB[12]. EE % ELIEY 51T DR TR OFIRILIL, SRR
R EHR SR TEIRDONT, ERREESALNE, £z, T ORI
BEWS, RHES 1 5 DMERASERCE A, BE AR IAZE RN TIY[12], FRBR T
R A R ORRERB AL, B, AESREHEYCB VN TUREORE
MEHRL TR, BFRERICIIREYE EROBE T oBE&THY, BIE
Ao TWBILERTE ThHHLE LIS,

FRIRICXT T2 8EL LT, ﬁﬂ@i&@ﬁﬁkﬁmmg/kgﬁ@fﬁf RHbT, BRI
ORI LR DRI, FFI#CBIToEBREFHEICHETHIIENRBREINTNS[13].
AR TR O /N ER D RIERZ ST, 2O REEIC IR L F
DB K BALNTEEDEE 2 HID.

WY EITRRATOINOORE(E, Wiy 2 BEORIERHHICIVHEE T,
BIERH LI THRBEBEEBIORERESHLPTERL TWDHIEnb, 2 BET
EIEGLGLEDEMEZRL TOSLDEHBTSN.

A FEFE A FE

B OETERE~DOEEL RETHRLIXEO LIV Tz,

A H A IRIET 5RO BV 30 mg/kg BEOREM | 513, HiEEDRABEEED
ERCTEFRBEBTHEZRTIENRTERDTELOLE 2 BN, S IGREEICEYE
E 2 bNAEFEOREMEBRE BT DO N, HIREN T iﬁbot:?i.@b“/ﬁ@@]%
BHIC DI, BZEETO®E 10 FEOE R T —#(1994-2004) TliL&HEIR
A3, SR LA ORET R 1 FICRDLIL TN, £i2, REEBRT iﬂi@@
BEY TOEBREICBWTERGEOEZEN LIV TWDN, REW LM S 1HRE
TIOEE BT LT T RIS RNIEND, RV EIC LD RELITE 2 B, a5
IR L ORI REME RN EE 2 Bb,

Zooft, WAL, TEER, SRR, SR, EIRKIE, BEEK, FRE, ERRBIV
HERIZIIEBRYE R RTHEIIRD DIV o BRERI IR E
ERT DA ~OBERD LTz,

FEROBREITROTHERS, HEEA IR, i, HAEE, HrERO 4 BEFE,
SN, —BRE, FEBLICHBONTHICHDRERYEICERT2EIETIOLN
ehole, LIER-T, RIEROBEF~ORFEITRNEE 2 LND.

RO B LB TOEBRE LAY OB DV AF N AN T AR E TV M
A S B ETER A BERBREIT o2 R, 50 ppm TRHMAEFMAEZD, BIROMKE
ETSB BTN ESNTHB[7]. WARRICES 50 ppm BB DK ETEDORE
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DEELRDIPAFATHDIN, RERBREMG T TRRER~OZEITFEDLNRN-
iz,

LEDISIT, V7= VAV T AR RIEROZRELUER, —EEERER
LT 30 mgkg BEOMBETEMMEOR L, ZIUKTTAEEDRKIGEL TR
BIXUOKRBREEHMOEN FTENARDLN, SOICFERIVER THLELA LN,
BRI TCIE | mg/kg BEO-ETIRALRMAE ERICBITOHEFHEBTROEEIFEDL
e, 2 bR B TR O 2 SAROBREME I XhEET20, Bk
RHLNTHRIBAERBIORERESHALNICERL, BEETZRLTHEH0OL
HiErS iz, AREREAFHICRETEEISHSY b NCEH & IR R E IR
HT AR D Bz ol LieBoT, RRBREFTIIB AR ERGZMEIZ
B R EE I IIET 1 mg/kg/day K, #ET 1 mgkg/day, AFEFREFMEICETS
WA IHEEORSY ROV IREY OV 30 mg/kg/day &5 2 65,
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Study No. B021300
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Fig. 1 Motor Activity of male rats treated orally with Diphenyl disulfide in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig. 2 Motor Activity of female rats treated orally with Diphenyl disulfide in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig.3 Body weight changes of male rats treated orally with Diphenyl disulfide in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig. 4 Body weight changes of female rats treated orally with Diphenyl disulfide in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig. 5 Body weight changes of female rats (satellite animal) treated orally with Diphenyl disulfide in the combined

repeat dose and reproductive/developmental toxicity screening test
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Fig. 6 Food consumption of male rats treated orally with Diphenyl disulfide in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig. 7 Food consumption of female rats treated orally with Diphenyl disulfide in the combined repeat dose and

reproductive/developmental toxicity screening test
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Fig. 8 Food consumption of female rats (satellite animal) treated orally with Diphenyl disulfide in the combined
repeat dose and reproductive/developmental toxicity screening test
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Study No. B021300

Table 1 Clinical Sign - Summary Male
Test Substance Day ! 2 3 4 b B 7 8 y 10 11 12 13 14 15 16 17
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 10 20 10 20 10 20 10 20
DFDS 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
0 Mo Abnormality 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 12 12 12
DPDS Number of Animals 12 12 12 12 (2 12 12 12 12 12 i2 12 12 12 12 12 17 12 12 12 12 12 12 12 12 12 12 12 12 fZ 12 12 12 12
1 No Abmormalily 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 12 12 12 12 12 12
DPDS Number of Animals 12 12 12 12 12 12 12 12 12 1% 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12
6 Neo Abnormality 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 12 12 12 12 12 12 12
DPDS Number of Animals 12 12 12 12 12 12 12 {2 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
30 No Abmormality 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 12 12 12 12 12
+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Befere dosing: Time 20 , After dosing;



Study No. B(21300

Tabie 1 Clinical Sign - Summary Male
Test Substance Day 18 19 20 2 22 23 24 25 26 27 28 29 30 31 32 33 3
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20 {0 20 10 20 10 20 10 20 10 20 1D 20
DPDS Number of Animals 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 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 (2 12 12 12 12 12 12 12 1% 12 12 12 12 12 12 12 12
DPDS Number of Amimals 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 1% 12 12 12
1 No Abnormality 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 1% 12 i2 1% 12 12 12 12 12 12 12 12 12 12 12 12 12
DPDS Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 (2 12 12 12 {2 12 1% 12 12 12 12 12 ii 12
] No Abnormality 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
DPDS Number of Animals 12 12 12 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 12 12
30 No Abnormality 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
t, Present; 1, Slight; 2, Moderate; . Severe;

Time 10, Before dosing;

Time 20 , After dosing;



Study No. B0Z1300

Table 1 Clinical Sign - Summary Male
Test Subsiance Day 35 36 31 38 39 4) 41 47 43 44 45 46 47 48 49 50 51 52 53 54 85 56 &7
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 10 10 10 10 1O 10 1¢ 10 10 10 10 10 10 10
DPDS Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 &% 5 5 &% & 5 & &5 5 5 & § §
0 No Abnormality 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 &2 5 &% 5 5 &% &5 5 5 5 5 5 § 5 4§
DPDS Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
DPDS Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
] No Abmormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
DPDS Number of Animals 12 12 12 12 12 12 12 12 12 12 {3 12 12 {2 2 12 12 5 5 5 &5 5 & 5 & & & 5 &5 5 5
30 No Abnormality 12 12 12 12 12 12 12 12 12 12 {2 {2 12 (2 t2 12 12 &5 5 5 &5 &5 5 5 5 5 &5 5 5 5 §
+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time %0, Afler dosing;



Study No. B021300

Table 2 Clinical Sign - Summary Female
Test Subsiance Day 1 2 3 4 5 6 1 8 9 16 1 12 13 14 15
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 10 20
DPDS Number of Animals L/ O D I N /AN A A A I A I O A I A A O O A A A 1 S A A /D D WA Y A B
0 No Abnormality /A A A A A A A A A A S S I 20 A A D A S 1 A AR A & A VI & I & I
DPDS 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
1 No Abnormality 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
DPDS Number of Animals 12 12 12 12 12 (2 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
6 No Abnormaliiy 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
DPD3 Number of Animals S S S AN S A A AN A A /A A D I A A I I A A A S S A S VA A WA ¥
30 No Abnormalify | A A S AN A A (v 2 I O I D A A S N A Y A A A AR I A S A A VI A
+, Preseni; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time 20 , After dosing;



Study No. B021300

Table 3 Clinical Sign (Mating) - Summary Female
Test Substance Day 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
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 10 20 10 20 10 20 10 20
DPDS Number of Antmals 8 8 6 6 2 2 1 1 1 11 1 1 1 1 1 1 1 it 11 1 1 1 1 1 1t t 1t 1 11
0 No Abnormality g 8 6 6 2 2 1 111 1+rt¢+ 311111 111111 1 ¢t 1 1 1t 1 1 {1 1 1 1
DPDS Number of Anitnals 7 7 6 6 3 3
1 No Abnormality 7 7 6 6 2 2
Bite wound 06 + 0o ¢ 0 0 1 1
DPDS Number of Animals 010 5 5 3 3
6 No Abnormality 010 5 5 3 3
DPDS Number of Animals 010 7 7 3 3
30 Ne Abnormality 010 7 7 3 3
+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Before dosing;

06 , Neck;

Time 20,

After dosing;
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Study No. B021300

Table 3 Clinical Sign (Mating) - Summary Female
Test Substance Day 33 34 35 36 37 38 39 40 41 42 43
Dose(mg/kg) Findings Time 10 20 10 20 10 20 10 20 [¢ 20 10 20 10 20 10 20 10 20 10 20 10
DPDS Number of Animals tr ¢+ 111 1111 11 11 1 1 1 1 1 1 11
0 No Abnormality (111 ¢t 11 11t 11 1 1 1 t 1 1 1 1 1 1 1
DPDS Number of Animals
1 No Abnormality
Bite wound 0o +
DPDS Number of Animals
6 Ne Abnormality
DPDS. Number of Animals
30 No Abnormality
+, Present; 1, Stight; 2, Moderate; 3, Severe;

Time 10, Before dosing;

06 , Neck;

Time 20,

After dosing;

14



Study No. B021300

/Da
g 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

: Before dosing

Clinical Sign (F0 Gestation) - Summary
. Female Time 10
Findings

Sex
Test Substance

Dose (ng/kg)

DPDS
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B0Z1300
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Table Continued
Clinical Sign (F0Q Gestation) - Summary
. Female Time 20
Findings
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Test Subsiance
Dose (mg/kg)
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Table 5 Study No. B0213090

Clinical Sign (FO Lactatlon) - Summary
Sex : Female Time 10 : Before dosing

Test Substance oo /Dag

Dose (ng/kg) Findings 1 2 3 4 5
DPDS Number of animals [r 1 1 o111
0 No abnormality 11 11 11 11 11 1t
DPDS Number of animals 12 12 12 12 12 12
1 No abnormality 12 12 12 12 12 12
DEDS Number of animals 11 11 11 11 11 1l
6 No abnormality it 11 11 11 11 11
DEDS Numher of anlmals 12 12 11 11 11 11
30 No ab norma ltY 11 11 11 11 11 1t

Total Titter loss I

Anemic 1 1

17



Tab Study No. 8021300

le 5 .
Table Continued

Clinical Sign (FO Lactation) ~ Summary
Sex : Female Time 20 : Afier dosing

Test Substance /Da
Dose (ng/kg) Findings 8 1 2 3 4
DPDS Number of animals I 111 111
0 No abnormality 11 11 11 11 11
DPDS Number of animals 12 12 12 12 12
1 No abnormality 12 12 12 12 12
DPDS Number of animals 1111 11
6 No abnormality 11 11 11 11 11
DPDS Number of animals 12 11 11 11 11

30 No abnormality 1T 1 11 i1
Anemic l

18



Study No. B021300

Table § Clinical Sige - Summary Female (Satellife animal)
Tesi Subsiance Day 16 17 18 19 26 21 22 23 24 25 26 27 28 29 30 31 32
Dose (ng/kg) Findings Time 10 20 10 20 19 20 10 20 1C 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 1D 20 10 20
DPDS Number of Animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 B 5 5 5 5 5 5
0 No Abnormality 5 & 5 5 5 6 5 5 5 5 5 5 & 6 5 5 5 5 5 5 5 5 5 5 5 5 §5 5 5 858 5 §5 5 5
DPDS Number of Animals 5 5 5 5 § 4§ 5§ 5 5 5 5 5 5 5 5 & 5 5 5 5 5 5 5 5 5 5 5 &5 5 5 5 5 5 5
30 No Abmormality 5 5 5 5 &5 5 5 5 5 5 5 % 5 5 § 5 5 5 5 5 5 5 5 5 5 5 & 5 5 5 5 5 5 5
+ . Present; 1, Slight; 2, Moderaie; 3, Severe
Time 10, Before dosing; Time 20, Alter dosing;

19



Study No. B021300

Table 6 Clinical Sigr - Summary Femaie (Satetlite animal)
Tesi Subsiance Day 33 34 34 36 3 38 38 40 41 42 43 44 45 46 47 48 49 50 51 52 53 54 35 56
Dose (mg/kg) Findings Time 10 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 10 10 10 16 10 10 10 10 10 {0 10 {0 10
DPDS Number of Animals 5 5 5 5 5 5 5 5 &5 5 5 5 65 5 5 5 5 5 5 5 & §% 5 5 5 5 B 5 5 5 5 5 §5 5
0 No Abnormality 5 5 5 5 5 5 5 5 &5 5 5 5 5 5 5 5 5 § 5 5 &5 §% § 5 5 5 6 H 5 5 5 5B 5 5
DPDS Number of Animals 5 5 5% &5 5 % 6 5 5 65 5 5 5 H &5 65 5 5 5 5 5 § 5 5 5 5 5 5 5 5 5 5 5§
30 No Abnormalily 5 5 5 5 5 & 5 5 5 85 5 5 5 5 5 &5 5 &5 5 5 5 5 5 5 5 5 5 5 5 5 5 B & 5

t+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time 20, After dosing;

20



Stedy No. B021300

Table & Clinical Sign - Summary Female (Satellife animal)
Tesi Subsiance Day 57
Dose (mg/kg) Findings Tine 10
DPDS Number of Animals 5
0 No Abnormalily 5
DPDS Number of Animals 5
30 No Abmormality 5

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

Time 10, Before dosing;

21



Study No. B021300

Table 7 Detailed Clinical Observations - Summary (Week -1)
Sex: Male
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 ! § 30
Number of Animals: 12 12 12 12
Home cage observations {Criteria)
Tremor N 12 12 12 12
1 0 0 ] 0
2 0 0 0 0
Clonic convulsion N 12 12 12 12
1 0 0 0 0
2 0 g 0 0
Tonic convulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 12 12 12 12
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
See Annex 12.8 for details of criteria
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Study No. B021300

Table 7 Detailed Clinical Observalions - Summary {(Week -1)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (meg/ke) 0 1 B 30
Kumber of Animals: 12 12 12 12
Hand-held observations {Criteria)
Reactivily to handling 1 0 0 0 0
2 12 12 12 12
3 0 0 0 i
4 0 0 0 0
Aggression N 12 12 12 12
p 0 0 0 0
Trauma N 12 12 12 12
P 0 0 0 0
Color of skin N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Soiled fur N 12 12 12 12
P 0 0 0 0
Exophthalmos N 12 12 12 12
P 0 0 0 0
Palpebral closure 1 12 12 12 12
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Secretion N 12 12 12 12
1 ¢ 0 0 0
2 0 0 0 0

See Annex 12.8 for details of criter

i

d.

23



Study No. B021300

Table 7 Detailed Clinical Observalions - Summary Week -1)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 6 30
Number of Animals: 12 12 12 12
Hand-held observations {Criteria)
Lacrimation N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 12 12 12 12
1 0 0 ) 0
2 0 0 ] 0
3 0 0 0 0
Piloerection N 12 12 12 12
P 0 0 0
Pupil size N 12 12 12 12
| 0 0 0 0
0 0 0 0
Open field observations
Rearing Mean 9.8 9.3 9.6 9.1
S. D. 4.3 4.4 4.5 4,3
Arousal | 4] 0 0 0
2 0 0 0 0
3 12 12 12 12
4 0 0 0 0
5 0 0 0 0
Urination N 9 10 9 9
P 3 2 3 3

Sec Annex 12.8 for details of criteria
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Study No. B021300

Table 7 Delailed Clinical Observations - Summary (Week -1)
Sex: Male
Ifems Test Substance: DPDS DPDS DPDS DPDS
Dose (me/kg) : 0 | 6 30
Number of Animals: 12 12 12 12
Open field observations (Criteria)
Defecation N 7 9 10 11
P 5 3 2 1
Posture, body position N 12 12 12 12
1 ¢ 0 0 0
2 0 0 0 0
3 it 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 12 12 12 12
0 0
Gait N 12 12 12 12
1 0 1 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
B 0 0 0 0
7 0 0 0 0
Tremor N 12 12 12 12
1 0 0
2 0 0 0 0

See Amnex 12. 8 for details of criter

—

a.

25



Study No. B021300

Table 7 Detailed Clinical Observations — Summary (Week -D
Sex: Male
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ks) : 0 1 b 30
Number of Animals: 12 12 12 12
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12
i 0 0 0 0
2 0 0
Tonic convulsion N 12 12 12 12
1 0 0 0 0
2 0 ¢ 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 12 12 12 12
P 0 0
Bizarre behaviour N 12 12 12 12
P { 0 0 0

See Annex 12.8 for details of criteria
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary Week 1)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (ug/ks) : 0 | 6 30
Number of Animals: 12 12 12 12
Home cage observations (Criteria)
Tremor N 12 12 12 12
l 0 0 0 0
2 0 0 0 0
Clonic convulsion N 12 12 12 12
| W 0 0
2 ¢ 0 0
Tonic convulsion KN 12 12 i2 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
) 0 0 0 0
Breathing N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 ¢ 0 0
Hand-held observations
Reactivity on rcmoval 1 0 0 0 0
from the cage 2 12 12 12 12
3 0 0 0 i
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
See Annex 12. 8 for details of criteria.
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary {feek 1)
Sex: Male
Items Test Substance: DPDS bPDs DPDS DPDS
Dose (mg/ke) : 0 [ 6 30
Number of Animals: 12 12 12 12
Band-held observations (Criteria)
Reactivity fo handling 1 0 0 0 0
2 12 12 12 12
3 0 0 0 0
4 0 0 0 0
Aggression N 12 12 12 12
p 0 0 0 0
Trauma N 12 12 12 12
P 0 0 0 0
Color of skin N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Soiled fur N 12 12 12 12
P 0 0 0 0
Exophthalmos N 12 12 12 12
P 0 0 0 0
Palpebral closure 1 12 12 12 12
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Secretion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0]

See Annex 12.8 for details of criter

—

a.
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Study No. B021300

Table 7 Detailed Clinical Obscrvations - Summary (Week 1)
Sex: Male
Items Test Substance: DPDS DEDS DPDS DPDS
Dose (mg/kg) 0 I ] 30
Number of Animals: 12 12 12 12
Hand-held observations (Criterial
Lacrimation N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 12 12 12 12
[ 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerecticn N 12 12 12 12
p 0 0 0 0
Pupil] size N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 8.0 8.0 5.1 8.1
S. D 5.1 7.5 5.1 4.4
Arousal 1 0 0 0 0
2 0 0 0 0
3 12 12 12 12
4 0 0 0 0
5 0 0 0 0
Urination i} 10 8 7 8
P 2 4 b 4

See Anmex 12. 8 for details of critferia.
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary {(§eek 1)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 1 ) 30
Number ol Animals: 12 12 12 12
Open field observations (Criteria)
Defecation N 7 8 9
p 5 3 4 3
Posture, body position N 12 12 12 12
1 0 I 0 0
2 0 ] 0 0
3 0 0 0 0
4 o 0 0 0
) C 0 0 0
Breathing N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 { 0
4 0 0 { 0
5 0 0 0 0
Co-ordination movement N 12 12 12 12
0 0 0
Gajt N 12 12 i2 12
1 0 0 0 0
2 0 0 0 0
3 ] 0 0 0
4 0 0 0 ¢
5 0 0 0 ¢
] 0 0 0 0
7 0 0 0 0
Tremor N 12 12 12 12
1 0 0 0 ]
2 0 0 0 0

See Annex 12. 8 for details of criter

[

d.
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary (Week 1)
Sex:
items Test Substance: DPDS NPDS DPDS DPDS
Dose (mg/ke) : 0 1 6 30
Number of Apimals: 12 12 12 12
Open field observations {Criterial
Clonic convulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 12 12 12 12
l 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 12 12 12 12
P 0 0 0 0
Bizarre behaviour N 12 12 12 12
p 0 0 0 0

See Annex 12. 8 for detaiis of criteria



Study No. B021300

Takle 7 Detailed Clinical Observations - Summary (Week 2)
Sex: Male
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 | B 30
Number of Animals: 12 12 12 12
Home cage observalions (Criteria)
Tremor N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Cloric convulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0
Tonic convulsion N 12 12 12 12
1 0 0 0 i
2 0 0 0 {
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 12 12 2 12
3 0 0 0 0
4 0 0 0 0
5 0 0 0 {
i 0 0 0 {

See Annex 12. 8 [or details of criter

—_

a.
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Study No. B021300

Table 7 Detajled Clinical Observations - Summary {(Week 2)
Sex: Male
Items Test Substance: DPDS DPDS DPBS DEDS
Dose (mg/ke) : 0 1 i 30
Number of Animals: 12 12 12 12
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 12 12 12 12
3 0 0 0 0
4 0 0 0 0
Aggression N 12 12 12 12
P 0 0 0 0
Trauma N 12 12 12 12
P 0 { 0 0
Calor of skin N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Soiled fur N 12 12 12 12
P 0 0 0 0
Exophthalmos N 12 12 12 12
P 0 0 0 0
Palpebral closure 1 12 12 12 12
2 0 0 0 ]
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 12 12 12 12
I 0 0 0 0
2 0 0 0 0
Secretion N 12 12 12 12
l 0 0 0 0
2 0 0 0 0

See Annex 12,8 for details of crifer

—

a.
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary (Week 2)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 b 30
Number of Animals: 12 12 12 12
Hand-held observations {Criteria)
Lacrimalion N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 12 12 12 12
I 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 12 12 12 12
P (i 0 0 0
Pupil size N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 3.5 53 9.0 7.8
S.D. 2.8 5.3 59 5.0
Arousal 1 0 0 0 0
2 0 0 0 0
3 12 12 12 12
4 0 0 0 i
5 0 0 0 ¢
Urination N 7 7 12 12
P 5 b 0 0

Sce Annex 12. 8 for details of criteria
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary (Week 2)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 | B 30
Number of Animals: 12 12 12 12
Open field observations (Criteria)
Defecation N 10 10 11 11
P 2 2 1 |
Posture, body position N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 12 12 12 12
P 0 0 0
Gait N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 i 0 0 0
6 0 ) 0 0
7 0 0 0 0
Tremor N 12 12 12 12
| 0 0 0
2 ) 0 0 0

Scc Annex 12. 8 for details of criter

—

a.
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Study No. BO21300

Table 7 Detailed Clinical Observations — Summary (Week 2)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 6 30
Number of Animals: 12 12 12 12
Open field observalions {Criteria)
Clonic convulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0
Tonic convulsion N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 12 12 12 12
P 0 0 0 0
Bizarre behaviour N 12 12 12 12
P 0 0 0 0

See Annex 12. 8 for details of criteria
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Study No. B0OZ21300

Table 7 Detajled Clinical Observations — Summary (Week 3)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 6 30
Number of Animals: 12 12 12 12
Home cage observalions {Criteria)
Tremor N 12 12 12 12
l 0 0 0 0
2 0 0 0 0
Clonic convulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Tonic convuision N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 ¢ 0
4 0 0 0 0
5 0 0 { 0
Breathing N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 11 12 12 11
3 l 0 0 |
4 0 0 0 0
) 0 0 0 0
6 0 0 0 0
See Annex 12. 8 for details of criteria
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Study No. BO21300

Table 7 Detailed Clinical Observations - Summary {(Week 3)
Sex: Male
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (me/ke) : 0 | 6 30
Number of Animals: 12 17 12 12
Hand-held observations {Criteria)
Reactivity to handling l 0 0 0 0
2 12 12 12 12
3 0 0 0 0
4 0 0 0 0
Apgression N 12 12 12 12
P 0 0 0 0
Trauma N 12 12 12 12
P 0 0 0 0
Color of skin N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Soiled fur N 12 12 12 12
P 0 0 0 0
Exophthalmos N 12 12 12 12
P 0 0 0 0
Palpebral closure 1 12 12 12 12
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
Secretion N 12 12 12 12
I 0 0 0 0
2 0 0 0 0

See Annex 12.8 for details of criter

—

a.
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Study No. BG21300

Table 7 Detailed Clinical Observations -~ Summary (Week 3)
Sex: Male
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (ms/ks) : 0 1 ] 30
Number of Animals: 12 12 12 12
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12
| 0 0 0 ¢
2 0 0 0 C
3 0 0 0 0
Salivation N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 12 12 12 12
P 0 0 0 ¢
Pupil size N 12 12 12 12
1 G 0 0 ¢
2 0 0 Q 0
Open field observations
Rearing Mean 3.5 3.3 5.6 6.3
S.D. 2.2 2.1 3.9 4.8
Arousal 1 0 0 0 0
2 b 0 0 0
3 12 12 12 12
4 ¢ 0 0 0
5 0 0 0 0
Urination N B 10 11 12
P 6 2 1 g

See Annex 12.8 for details of criferia
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Study No. B021300

Table 7 Detailed Clinical Dhservations - Summary (Week 3)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 g 30
Number of Animals: 12 12 12 12
Open field observations (Criteria)
Defecation N 7 10 10 10
P 5 2 2
Posture, body position N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 ¢ 0 0
Breathing N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 12 12 12 12
p 0 0
Gait N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
3 ¢ 0 0 0
4 0 0 0 0
5 0 0 0 ]
6 0 0 0 0
7 0 0 0 0
Tremor N 12 12 12 12
1 0 0 0 0
2 ( ] 0 0

See Anncx 12. 8 for details of criter

—_

a.
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary {Week 3)
Sex: Male
Ilems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 I 6 30
Number of Animgls: 12 12 12 12
Open field observations (Criteria)
Cloni¢ convulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 12 12 12 12
l 0 0 0 0
2 0 0 0 0
3 ¢ 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereatypy N 12 12 12 12
P 0 0 0 0
Bizarre behaviour N 12 12 12 12
P 0 0 0 0

See Annex 12.8 for details of criteria
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Study No. BO21300

Table 7 Detailed Clinical Observations - Summary Week 4)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 6 30
Number of Animais: 12 12 12 12
Home cage observations {Criteria)
Tremor N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 12 12 12 12
1 0 0 0
2 0 0 0
Tonic convulsion N 12 12 12 12
I 0 0 { 0
2 0 0 ] 0
3 0 0 i 0
4 0 0 { 0
5 0 0 0 0
Breathing N 12 12 12 12
1 0 0 0 0
2 ¢ 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-heid observations
Reactivity on removal I 0 0 0 0
from the cage 2 12 12 12 12
3 0 0 0 0
4 0 0 0 {
5 0 0 0 0
i 0 0 { 0
See Annex 12.8 for details of crileria
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Study No. B021300

Table 7 Detailed Clinical Observations — Summary (Week 4)
Sex: Male
Items Test Substance: DPDS bPDS BPDS DPDS
Dose (mg/ke) : 0 1 6 30
Number of Animals: 12 12 i2 12
Hand-held observations {Criteria)
Reactivity to handling 1 0 0 0 0
2 12 12 12 12
3 0 0 0 0
4 0 0 0 0
Aggression N 12 12 12 12
P 0 0 0 0
Trauma N 12 12 12 12
p 0 0 0 0
Color of skin N 12 12 12 12
1 0 ¢ 0
2 0 0 0 0
Soiled fur N 12 12 12 12
P 0 0 0
Exophthalmos N 12 12 12 12
P 0 0 0 0
Palpebral closure 1 12 12 12 12
2 0 0 0 ¢
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 12 12 12 12
I 0 0 0 0
2 0 0 0 0
Secretion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0

—

See Annex 12.8 for details of criteria
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary (Week 4)
Sex: Male
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 1 6 30
Number of Animals: 12 12 12 12
Hand-held observations {riterial
Lacrimation N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 12 12 12 12
P 0 0 0 0
Pupil size N 12 12 12 12
1 0 0 0 0
P 0 0 0 0
Open field observations
Rearing Mean 5.5 6. 1 9.5 9.2
S. D 3.3 3.9 6. 6 4.3
Arousal 1 0 0 0 0
2 0 ] 0 0
3 12 12 12 12
4 0 0 0 0
5 0 0 0 0
Urination N 9 9 9 7
P 3 3 3 5

See Annex 12. 8 for defails of criteria.
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Study No. B021300

Table 7 Detailed Clinical Observations — Summary (Week 4)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 | 6 30
Number of Animals: 12 12 12 12
Open field observations {Criteria)
Defecation N 11 11 I1 11
p 1 1 | |
Posture, body position N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 12 12 12 12
| 0 0 0 0
2 0 0 ) 0
3 0 0 0 0
4 0 0 ¢ 0
) 0 0 { C
Co-ordination movement N 12 12 12 12
p 0 0 0
Gait N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 1 0 0
4 ¢ 0 {0 0
5 0 0 0 0
8 0 0 0 0
7 0 0 0 0
Tremor N 12 12 12 12
1 0 0
2 { { { 0

See Annex 12. 8 for details of criter
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Study No. BOZ21300

Table 7 Detailed Clinical Qhservations - Summary (Week 4)
Sex: Male
[tems Test Substance: DPDS DPDS DPDS DPDS
[ose (mg/ks) : 0 1 6 30
Number of Animals: 12 12 12 12
Open [ield observations {{riterial
Clonic convulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 12 12 12 12
P 0 0 0 0
Bizarre behaviour N 12 12 12 12
P 0 0 0 0

See Annex 12.8 for details of criteria
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary (Week 5)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 i 30
Number of Apimals: 12 12 12 12
Home cage observations (Criteria)
Tremor N 12 12 12 12
1 0 0
2 0 0 0 0
Cloric corvulsion N 12 12 12 12
| 0 0 0
2 0 0 0 0
Tonic convulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 12 12 12 12
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
g 0 0 0 0

See Ammex 12. 8 for details of criteria

—
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Study No. B0Z21300

Table 7 Detailed Clinical Observations — Summary Week 5)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 1 6 30
Number of Animals: 12 12 12 12
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 ]
2 12 12 12 12
3 0 0 0 {
4 0 0 0 0
Aggression N 12 12 12 12
P 0 0 )] 0
Trauma N 12 12 12 12
P 0 0 0 "
Color of skin N 12 12 12 12
i 0 0 { 0
2 0 0 { 0
Soiled fur N 12 12 12 12
P 0 0 0 0
Exophthalmos N 12 12 12 12
P 0 0 0 0
Palpebral closure 1 12 12 12 12
2 ¢ 1 { 0
3 0 0 0 0
4 C 0 0 0
Color of conjunctiva N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
Secrclion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0

—

See Annex 12. 8 for details of criter

d.
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Study No. B021300

Table 7 Detailed Clinical QObservations - Summary {(Week b)
Sex: Male
[tems Test Substance: DPDS BPDS DPDS DPDS
Dose (mg/ke) : 0 1 6 30
Number of Animals: 12 12 12 12
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 12 12 12 12
P 0 0 0 0
Pupil size N 12 12 12 12
1 0 0 0 0
0 0 0 0
Open field observations
Rearing Mean 6.3 5.9 7.0 8.3
S.D. 4.9 4.5 4.8 6.9
Arousal i 0 0 0 0
2 0 0 { 0
3 12 12 12 12
4 0 0 0 0
5 0 0 0 0
Urination N H 7 7 7
P 5 5 h

See Annex 12.8 for details of criteria
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary (Week 5)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 | 6 30
Number of Animals: 12 12 12 12
Open field observations {Criteria)
Defecation N 10 12 10 12
P 2 0 2
Posture, body position N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 12 12 12 12
p 0 0
Gait N 12 12 12 12
I 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
& 0 0 0 0
7 0 0 0 0
Tremar N 12 12 12 12
| 0 0 0 0
2 0 0 0 0

See Annex 12.8 for details of eriter
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Study No. B021300

Table 7 Detailed Clinical Observalions - Summary (Week &)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 I 6 30
Number of Animals: 12 12 12 12
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12
| 0 0 0 0
2 0 0 0
Toric convulsion N 12 12 12 12
| 0 0 0 0
2 0 0 1] 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N i2 12 12 12
P 0 0 0 0
Bizarre behaviour N 12 12 12 12
P 0 0 0 0

See Annex 12.8 for details of criteria.
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Study No. 3021300

Table T Detailed Clinical Observations — Summary {Week 6)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 i 8 30
Number of Animals: 12 12 12 12
Home cage observations (Criteria)
Tremor N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 12 12 12 12
| 0 0 0
2 0 0 0
Tonic convulsion N i2 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 1 0 0
Hand-held observations
Reaclivity on removal I 0 ] 0 0
from the cage 2 12 12 12 12
3 0 0 ] 0
4 0 0 0 0
5 0 0 0 {
] 0 0 Q 0

—

See Annex 12.8 for details of criteria
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Study No. 3021300

Table 7 Detailed Clinical Observations — Summary (Week 6)
Sex: Male
Itens Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 { ] 30
Number of Animals: 12 12 12 12
Hand-held observations (Criteria)
Reactivily to handling 1 0 0 g 0
2 12 12 12 12
3 0 0 i G
4 { 0 0 0
Aggression N 12 12 12 12
P 0 { 0 0
Trauma N 12 12 12 12
p { 0 0
Color of skin N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Soiled fur N 12 12 12 12
P 0 0 0 0
Exophthalmos N 12 12 12 12
0 0 0 0
Palpebral closure 1 12 12 12 12
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 12 12 12 12
I 0 0 0 0
2 0 0 0 0
Secretion N 12 12 12 12
1 0 0 0
2 0 { 0 0

See Annex 12. 8 for details of criteria

—_
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Study No. B0Z1300

Table 7 Detailed Clinical Observations — Summary (Week 6)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 1 6 30
Number of Animals: 12 12 12 12
Hand-he!d observations (Criterial
Lacrimation N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 12 12 12 12
P 0 0 0 0
Pupi!l size N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 5.8 6.2 10. 5 9.1
S.D. 3.8 3.4 6.4 4.0
Arousal 1 0 0 0 0
2 0 0 0 0
3 12 12 11 12
4 0 0 0 0
5 0 0 1 0
Urination N 10 8 11 11
P 2 4 1 1

See Annex 12. 8 for details of criteria
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary (Week 6)
Sex: Male
Items Test Substance: DPDS DPDS DPLS DPDS
Dose (meg/ke) : 0 1 B 30
Number of Animals: 12 12 12 12
Open field observations {Criteria)
Defecation N 11 10 9 11
P 1 2 3 |
Posture, body position N 12 12 12 12
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 i 0 0
Breathing N 12 12 12 12
i 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 12 12 12 12
P 0 0
Gait N 12 12 12 12
I 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 ] 0
7 0 0 0 0
Tremor N 12 12 12 12
1 0 0 0 0
2 0 0 0 0

See Annex 12. 8 for details of criteria

—_
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Study No. B021300

Table 7 Detailed Clinical Observations - Summary {Feek 6)
Sex: Male
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 l 6 30
Number of Animals: 12 12 12 12
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12
[ 0 0 0
2 0 0 0 0
Tonic coavulsion N 12 12 12 12
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 12 12 12 12
P 0 0 0 0
Bizarre behaviour N 12 12 11 12
P { 0 | 0

See Annex 12.8 for details of criferia.
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Study No. B021300

Table 8 Detailed Clinical Observations — Summary (Week 1)
Sex: Female
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 1 6 30
Number of Animals: 17 12 12 17
Home cage observations {Criteria)
Tremor N 17 12 12 17
1 9 0 0 0
2 0 0 0 0
Clonic convulsion 17 12 12 17
1 0 0 0 0
2 0 0 0
Tonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 )
5 0 0 0 0
Breathing N 17 12 12 17
| 0 0 0 0
2 0 ] 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
[rom the cage 2 17 12 12 17
3 0 0 0 0
4 b 0 0 0
5 0 0 L 0
8 { 0 0 9
See Annex 1Z2.8 for details of criteria



Study No. B021300

Table 8 Detailed Clinical Observations - Summary (Week -1)
Sex: Female
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 I 6 30
Number of Animals: 17 12 12 17
Hand-held observations {Crileria)
Reactivity to handling l 0 ¢ 0 0
2 17 12 12 17
3 0 0 0 0
4 0 0 C 0
Aggression N 17 12 12 17
P 0 0 0 0
Trauma N 17 12 12 17
P 0 0 0 0
Color of skin N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Soiled fur N 17 12 12 17
P 0 0 0 0
Exophthalmos N 17 12 12 17
p 0 0 0 0
Palpebral closure I 17 12 12 17
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 17 12 12 17
1 0 0 0 0
2 0 { 0 0
Secretion N 17 12 12 17
| 0 { 0 0
2 0 { 0 0

See Annex 12. 8 for details of criteria.
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Study No. B021300

Table 8  Detailed Clinical Observations — Summary Week -1)
Sex: Female
[tems Test Substance: DPDS DPDS DP)S DPDS
Dose (me/ke) : 0 | i 30
Number of Animals: 17 12 17 17
Hand-held observations {Criteria)
Lacrimation N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 ] 0 0 0
Salivation N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 C 0 0 0
Piloerection N 17 12 12 17
P 0 0 0 0
Pupil size N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 15.0 14. 8 14. 8 11. 8
S.D. 50 6.5 7.8 4.4
Arousal 1 0 0 0 0
2 { 0 0 0
3 17 12 12 17
4 0 0 0 0
) G 0 0 0
Urination N 13 ) i0 16
P 4 T 2 1

See Annex 12.8 for details of criteria
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Stady No. B021309

Table § Detailed Clinical Observations - Summary {(Week -1)
Sex: Female
[tems Tesl Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 I & 30
Number of Animals: 17 12 12 17
Open field obscrvations {Criteria)
Defecation N 16 12 12 17
P l 0 0 0
Posture, body position N 17 12 12 17
| 0 0 0 0
2 0 0 0 0
3 G 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 17 12 12 17
1 0 i 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 17 12 12 17
P 0 0 0
Gaitl N 17 12 12 17
i 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
b 0 0 0 0
7 0 0 0 0
Tremor N 17 12 12 17
1 0 0 0
2 0 0 0 0

See Annex 12. 8 for details of criter

—
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Study No. B0OZ1300

Table 8 Detailed Clinical Observations — Summary (Week -1)
Sex: Female
[tems Test Substance: DPDS DPDS DPDS pPPDS
Dose (mg/ke) : 0 1 g 30
Number of Animals: 17 12 12 17
Open field observations {Criteria)
Clonic convulsion N 17 12 12 17
1 0 0 0
2 0 0 0
Tonic convuision N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 ] 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 17 12 12 17
P 0 0 0 0
Bizarre behaviour N 17 12 12 17
p 0 0 0 0

See Annex 12.8 for details of criteria.
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Table 8 Detailed Clinical Observations - Summary

(Week 1)

Study No. B021300

Sex:
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ks) : 0 1 i 30
Number of Animals: 17 12 12 17
Home cage observations {Criteria)
Tremor N 17 12 i2 17
| 0 0 0 0
2 0 0 0 0
Clonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 17 12 12 17
1 0 0 { 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 17 12 12 17
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
] 0 0 0 0

See Annex 12. 8 for details of criter

o
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Study No. B0Z1300

Table 8 Detailed Clinica! Observations - Summary (Week 1)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 | ] 30
Number of Animals: 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 17 12 12 17
3 0 0 0 0
4 0 0 0 0
Aggression N 17 12 12 17
P 0 0 0 0
Travma N 17 12 12 17
P 0 0 0 0
Color of skin N 17 i2 12 17
1 0 0 0 0
2 0 0 0 0
Soiled fur N 17 12 12 17
P 0 0 0
Exophthalmos N 17 12 12 17
P 0 0 0 0
Palpebral closure | 17 12 12 17
2 0 0 ] 0
3 0 0 { 0
4 0 0 0 0
Coler of conjunctiva N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Secretion N 17 12 12 17
I 0 0 0 0
2 0 0 0 0

See Annex 12.8 for details of criter

—_
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Study No. B021300

Table 8§ Detailed Clinical Observations — Summary (Week 1)
Sex: Female
Items Test Substance: bPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 | 5 30
Number of Animals: 17 12 12 17
Hand-held observaticas (Criteria)
Lacrimation N 17 12 12 17
l 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N ¥4 12 12 17
p 0 0 0 0
Pupil size N 17 12 12 17
0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 14. 6 12.3 15. 8 12. 4
S. D. 3.4 6. 8 9.9 58
Arousal 1 0 0 0 0
2 0 { 0 0
3 17 12 12 17
4 0 { 0 0
5 0 0 0 0
Urination N 17 11 11 13
P 0 | 1 4

See Annex 12. 8 for details of criteria.
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Study No. B021300

Table 8 Detailed Clinical Observations — Summary (Week 1)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke : 0 1 6 30
Number of Animals: 17 12 12 17
Open field observations {Criteria)
Defecation N 16 11 12 17
P | 1 0 0
Posture, body position N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 ¢
4 0 0 0 0
5 0 0 0 0
Co—ordination movement N 17 12 12 17
0 0 0
Gait N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 17 12 12 17
1 0 0 0 0
2 0 0 0 0

See Annex 12. 8 for details of criter
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Study No. BG21300

Table § Detailed Clinical Dbservations - Summary (Week 1)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (ng/kg) : 0 1 B 30
Number of Animals: 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0
Tonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 17 12 12 17
P { 0
Bizarre behaviour N 17 12 12 17
P 0 ] { 0

See Annex 12.8 for details of criteria
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Study No. B0213G0

Table §  Detailed Clinical Observations - Summary {(Week 2)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ks) : 0 1 ] 30
Number of Animals: 17 12 12 17
Home cage observations (Criteria)
Tremor N 17 12 12 17
I 0 0 0 0
2 0 0 0 0
Clonic convulsion N 17 12 12 17
1 0 0 0
2 0 0
Tonic convulsion N 17 12 12 17
l 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 17 12 12 17
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 17 12 12 17
3 0 0 0 0
4 0 0 ¢ 0
5 0 0 0 0
] ] 0 { 0
See Annex 12.8 for details of criteria.
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Study No. B0D21300

Table & Detailed Clinical Observations - Summary (Week 2)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose mg/ke : 0 1 6 30
Number of Animals: 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling l 0 0 0 0
2 17 12 12 17
3 0 0 0 0
4 0 0 0 0
Aggression N 17 12 12 17
P 0 0 0 0
Trauma N 17 12 12 17
P 0 0 0 0
Color of skin N 7 12 12 17
| 0 0 0 0
2 0 0 0 0
Soiled fur N 17 12 12 17
P 0 0 0 0
Exophthalmos N 17 12 12 17
P 0 0 0 0
Palpebral closure 1 17 12 12 17
2 0 0 0 0
3 0 0 0 0
4 0 ¢ 0 0
Color of conjunctiva N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Secretion N 17 12 12 17
i 0 0 0 0
2 0 0 { 0

See Annex 12.8 for detalls of criter

o
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Study No. B0Z1300

Table 8§ Detaijed Clinical Observations - Summary (Week 2)
Sex: Female
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/keg) 0 1 § 30
Number of Animals: 17 12 17 17
Hand~held observations {Criteria)
Lacrimation N 17 12 12 17
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 17 12 12 17
P 0 0 0 0
Pupil size N 17 12 12 17
| 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 16. 1 11. 2 9.5 14.0
S.D. 4.8 6.8 8.5 7.4
Arousal 1 0 0 0 0
2 0 0 0 0
3 17 12 12 17
4 0 0 ¢ 0
5 0 0 ¢ 0
Urination N 14 6 i1 14
P 3 ] | 3

See Annex 12.8 for details of criteria
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Study No. B021300

Table 8 Detailed Clinical Observations — Summary Week 2)
Sex: Female
[tems Test Substance: DPDS DPDS DPDS DPIS
Dose (mg/ksg) : 0 1 6 30
Number of Animals: 17 12 12 17
Open field observations (Criteria)
Defecation N 17 11 12 17
P 0 1 0 0
Posture, body position N 17 12 12 17
1 ¢ 0 i 0
2 0 0 { 0
3 0 0 ] 0
4 0 0 0 0
by 0 0 it 0
Breathing N 17 12 i2 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 e
Co-ordination movement N 17 12 12 17
0 0 0
Gail N 17 12 12 17
l 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
] 0 ¢ 0 0
{ ] 0 0 0
7 0 0 0 0
Tremor N 17 12 12 17
i 0 0
2 0 0 0 0

See Annex 12,8 for details of criteria
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Study No. B021300

Table 8 Detajled Clinical Observaiions - Summary (Week 2)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (ng/ke) : 0 1 ] 30
Number of Animals: 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereatypy N 17 12 12 17
P 0 0 0 0
Bizarre behaviour N 17 12 12 17
P 0 0 0 0

See Annex 12.8 for details of criteria
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Study No. B021300

Table 8 Detailed Clinical Observations — Summary (Week 3)
Sex: Female
Tlems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 1 6 30
Number of Animals: 17 12 12 17
Mome cage observations {Criteria)
Tremor N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 17 12 12 17
[ 0 0 0
2 0 0 0 0
Toric convulsion N ¥ 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 ¢ 0 0
5 0 0 0 0
Breathing N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 { 0 0 0
from the cage 2 17 12 12 17
2 0 0 0 0
4 0 0 0 ]
5 0 0 0 0
b 0 { ] 0

—

See Amnnex 12. 8 for details of criteria
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Study No. B0Z1300

Table 8 Detailed Clinical Observations — Summary (Week 3)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 l 6 30
Number of Animals: 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling 1 it 0 { 0
2 17 12 12 17
3 0 0 0 0
4 0 0 ¢ 0
Aggression N 17 12 12 17
p 0 0 0 0
Trauma N 17 11 12 17
P 0 I 0 {
Color of skin N 17 12 12 17
| { 0 i 0
2 0 0 0 0
Soiled fur N 17 12 12 17
P 0 0 0 0
Exophthaimos N 17 12 12 17
P 0 0 0 0
Palpebral closure 1 17 12 12 17
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Secretion N 17 12 12 17
1 0 0 0 0
J 0 0 0 0

See Annex 12. 8 for details of criter

[
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Study No. B021300

Table 8 Detailed Clinical Observations - Summary (Week 3)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 6 30
Number of Animals: 17 12 12 17
Hand-held observations (Criteria)
Lacrimalion N 17 12 12 17
[ 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 17 12 i2 17
l 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 17 12 12 17
P 0 0 0 0
Pupil size N 17 12 12 17
I 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 11. 6 8.3 8.8 8.6
S.D. 56 5.2 7.4 5.6
Arousal 1 0 0 0 0
2 0 0 0
3 17 12 12 17
4 0 0 0 0
5 0 0 ¢ 0
Urination N 17 7 g 16
p 0 5 3 1

See Annex 12.8 for details of criferia
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Study Ne. B021300

Table 8§ Detailed Clinical Observations - Summary {Heek 3)
Sex: Female
Items Test Substance: DPDS DPDS DPDS IPDS
Dose (mg/kg) : 0 i i) 30
Number of Animals: 17 12 12 17
Open field obscrvations {Criteria)
Defecation N 17 11 11 17
g 0 l 1 0
Posture, body position N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 17 12 12 17
[ ¢ 0 0 0
2 0 0 0 0
3 0 0 { 0
4 0 0 { 0
h 0 0 0 0
Co~-ordination movement N 17 12 12 17
0 0 0 0
Gait N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 17 12 12 17
1 0 0 C
2 0 0 0 0

See Annex 12.8 for details of criter

—

d.
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Study No. B021300

Table 8  Detailed Clinical Observations - Summary (Week 3)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (me/kg) : 0 1 6 30
Number of Animals: 17 12 12 17
Open field observations {Criteria)
Clonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0
Tonic convulsion N 17 12 12 17
| 0 ] 0 0
2 ¢ 0 0 0
3 0 0 0 0
4 0 0 0 ¢
5 0 0 0 0
Stereotypy N 17 12 12 17
P 0 0 0 0
Bizarre behaviour N 17 12 12 17
P 0 0 0 0

See Annex 12. 8 for details of criteria.
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Study No. B0Z21300

Table 8 Detailed Clinical Observations - Summary (Week 4)
Sex:
Ttems Test Substance: DPDS NPDS DPDS DPDS
Dose (mg/ke) : 0 1 6 30
Number of Animals: 17 12 12 17
Home cage observations (Criteria)
Tremor N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 17 12 12 17
1 0 0 0 0
2 ¢ 0 0
Tonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 )] 0
4 0 0 0 0
5 0 0 0 0
Breathing N 7 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 17 12 12 17
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
g [ 0 0 0

See Ammex 12. 8 for details of criter

a.
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Study No. BG21300

Table & Detailed Clinical Observations — Summary (Week 4)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (me/kg) : 0 1 ) 30
Number of Animals: 17 12 12 17
Hand~held observations {Criteria)
Reactivity to handling { 0 0 0 0
2 17 12 12 7
3 0 0 0 0
4 0 0 0 i
Aggression N 17 12 12 17
P 0 0 0 0
Trauma N 17 I 172 17
P 0 i 0 0
Color of skin N 17 12 12 17
1 0 0 { 0
2 0 0 0 0
Seilfed fur N 17 12 12 17
P 0 0 0 0
Exophthalmos N 17 12 12 17
P 0 0 0 {
Palpebral clasure I 17 12 12 17
2 { 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 17 12 12 17
I 0 0 0 0
2 0 0 0 0
Secretion N 17 12 12 17
1 0 0 { 0
2 0 0 0 0

See Annex 12. 8 for details of criter

—
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Study No. BG21300

Tahle & Detailed Clinical Observations - Summary (Week 4)
Sex: Female
items Test Substance: DPDS DPDS DPDS DPDS
Dose (ng/ke) : 0 1 ] 30
Number of Animals: 17 12 12 17
Hand-held observations {Criteria)
Lacrimation N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 17 12 12 17
1 0 0 0 0
2 0 0 { 0
3 0 0 { 0
Piloerection N 17 12 12 17
P 0 0 0 0
Pupil size N 17 12 12 7
1 0 0 0 0
0 0 0 0
Open field observations
Rearing Mean 1.5 717 9.6 8.5
S.D 6.6 3.6 10. 3 5.6
Arousal 1 0 0 0 0
2 0 0 0 0
3 17 12 12 17
4 0 0 0 0
5 0 0 0 0
Urination N 14 11 12 15
P 3 | ] 2

See Annex 12. 8 for details of criteria.



Study No. B021300

Table 8 Detailed Clinical Observations — Summary (Week 4)
Sex: Female
[tems Test Substance: DPDS DPDS DPDS DPDS
Dase (mg/ke) : 0 | B 30
Number of Animals: 17 12 12 17
Cpen field observations {Criterial
Defecation N 17 11 12 17
P 0 1
Posture, body position N 17 12 12 17
[ 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 )
5 0 0 0 0
Breathing N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
B 0 0 0 0
fo-ordination movement N 7 12 12 17
P 0 0
Gait N 17 12 12 17
1 0 0 0 0
2 0 0 { 0
3 0 0 ¢ 0
4 ( { i 0
5 0 0 0 0
6 0 0 0 0
7 ¢ 0 { 0
Tremor N 17 12 12 17
I 0 0 {0 0
2 ] ( { 0

See Annex 12.8 for details of criter

—

d.
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Study No. B021300

Table 8 Detailed Clinical Obgervations — Summary (Week 4)
Sex: Female
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 1 § 30
Number of Animals: 17 12 12 17
Oper field observations [Criterial
{lonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 17 12 12 I7
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 17 12 12 17
P 0 0
Bizarre behaviour N 17 12 12 17
P 0 0 0 0

See Annex 12.8 for details of criteria
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Study No. B021300

Table 8 Detailed Clinical Observations - Summary {(Week 5)
Sex:
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 i 30
Number of Animals: 17 12 12 17
Home cage observations {Criteria)
Tremor N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0
Tonic coavulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 ¢
Breathing N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Band-held observations
Reactivity on removal l 0 0 0 0
from the cage 2 17 12 12 17
3 0 0 0 0
4 0 0 0 0
b 0 0 0 0
6 0 0 0 0

See Annex 12.8 for details of criter

—

a.
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Studv No. B021304G

Table 8  Detailed Clinical Observations - Summary (Week 5)
Sex: Female
Items Test Substance: DPDS DPDS DPDS IPDS
Dose (mg/kg) : 0 1 6 30
Number of Animals: 17 12 12 17
Hand-held observations (Criterial
Reactivity to handling 1 o 0 0 0
2 17 12 12 17
3 0 0 0 0
4 ] 0 ¢ 0
Aggression N 17 12 12 17
P 0 0 0 0
Trauma N 17 12 12 17
P 0 0 0 0
Color of skin N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Soiled fur N 17 12 12 17
P 0 0 0 0
Exophthalmos N 7 12 12 17
P 0 0 0 0
Palpebral closure I 17 12 12 17
2 0 0 0 0
3 0 0 0 0
4 1! 0 0 0
Color of conjunctiva N 17 12 12 17
I 0 0 0 0
2 0 0 0 0
Secretion N 17 12 12 17
[ 0 0 0 {
2 0 0 0 0

.

Sce Annex 12. 8 for delails of criter

d.
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Study No. B021300

Table 8 Detailed Clinical Observations - Summary (Week &)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 § 30
Number of Apimals: 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 17 12 i2 17
1 0 0 { 0
p/ { 0 0 0
3 0 0 ) 0
Salivation N 17 12 12 17
1 0 0 0 0
Z 0 0 0 {
3 ] 0 0 0
Piloerection N 17 12 12 17
P 0 0 0 0
Pupil size N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 1.2 6.3 8.8 8.9
S.D. 6.4 3.7 5.1 6. 6
Arousal [ 0 0 0 0
2 0 0 0 {
3 17 12 12 17
4 0 0 0 ¢
5 0 0 0 L
Urination N 14 11 12 13
P 3 | 0 4

See Annex 12. 8 for delails of criteria
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Study No. B021300

Table § Detailed Clinical Observations — Summary Week 5)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ks) : 0 1 B 30
Number of Animals: 17 12 12 17
Open field observations (Criteria)
Defecation N 17 12 12 17
P 0 0 0
Posture, body position N 17 12 12 17
l 0 0 0 0
2 0 0 0 0
3 0 t 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co~ordination movement N 17 12 12 17
0 0 0
Gait N 17 12 12 17
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
4 0 0 0 0
7 0 0 0 0
Tremor N 17 12 12 17
1 0 0 0 0
2 0 0 0 G

See Annex 12.8 for details of criteria

—_
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Study No. B021300

Table 8 Detailed Clinical Observations — Summary {(Week 5)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 l 6 30
Number of Animals: 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0
Tonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 ] 0 0 0
4 0 0 0 0
5] 0 0 0 0
Stereolypy N i7 12 12 17
P 0 0 0 0
Bizarre behaviour N 17 12 12 17
p 0 0 0 0

See Annex 12. 8 for details of criteria
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Study No. BO0Z21300

Table 8 Detailed Clinical Observations - Summary (Week 6)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 1 & 30
Number of Animals: 17 12 12 17
Home cage observations (Criterial
Tremor N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 17 12 12 17
1 0 0 0
2 0 0
Tonic convgision N 17 12 12 17
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 17 12 12 17
1 0 0 0 0
2 0 0 0 ]
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivily on removal 1 0 C 0 0
from the cage 2 17 12 12 17
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 9
See Annex 12. 8 for details of criteria
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Study No. B021300

Table § Detailed Clinical Observations - Summary (Week 6)
Sex: Female
Ttems Test Substance: DPDS DPDS IPDS DPDS
Dose (mg/keg) : 0 1 6 30
Number of Animals: 17 12 12 17
Hand-held observations {Criteria)
Reactivity to handling 1 0 0 0 0
2 17 12 12 17
3 0 0 0 {
4 0 0 0 0
Aggression N 17 12 12 17
P 0 0 0 0
Trauma N 17 12 12 17
p 0 0 0 0
Color of skin N 17 17 12 17
1 0 0 0 0
2 0 0 0 0
Soiled fur N 17 12 12 17
P 0 0 0 0
Exophthalmos N 17 12 12 17
P 0 { 0 0
Palpebral closure 1 17 2 12 17
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Secretion N 17 12 12 17
I 0 0 0 0
2 0 0 )] {

See Annex 12.8 for details of criler

—

a.
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Study No. B021300

Table 8 Detailed Clinical Observations - Summary {Week 6)
Sex: Female
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (me/ke) : 0 1 6 30
Number of Animals: 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 17 12 12 17
{ 0 0 ] 0
2 { 0 0 0
3 0 0 ) 0
Salivation N 17 12 2 17
1 0 ¢ 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 17 12 12 17
P 0 0 0 0
Pupil size N 17 12 12 17
1 0 0 0 0
2 0 0 )] 0
Open field observations
Rearing Mean 10. 8 10. 5 g9 11. 8
S. D 4.3 7.1 4.8 b. 6
Arousal 1 0 1 0 0
2 0 0 0 0
3 17 12 12 17
4 0 | 0 0
5 0 0 0 0
Urination N 15 T 11 15
P 2 5 1 2

See Annex 12. 8 for details of criteria
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Study No. B021300

Table § Detailed Clinical Observations — Summary (Week 6)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DEDS
Dose (mg/kg) : 0 | 6 30
Number of Animals: 17 12 12 17
Open field observations (Criteria)
Defecation N 17 11 12 17
P 0 1 0 0
Posture, body position N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 17 12 12 17
| 0 0 0 0
2 0 0 { 0
3 0 0 ¢ 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 17 12 12 17
P 0 0 0 0
Gait N 17 12 12 17
1 0 0 0 0
2 0 { 0 0
3 0 0 0 0
4 0 { 1] ]
5 0 0 0 0
i 0 0 0 0
7 0 0 0 i
Tremor N 17 12 12 17
[ 0 0 0 0
2 0 0 0 0

See Annex 12. 8 for details of criter

—

a.
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Study No. B021300

Table 8 Detailed Clirical Observations — Summary (Week 6)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/ke) : 0 i g 30
Number of Animals: 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 17 12 12 17
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 17 12 i2 17
1 0 0 { 0
2 0 0 { 0
3 0 0 0 0
4 0 0 0 0
h 0 0 0 0
Siereotypy N 17 12 1% 17
P 0 0 0 0
Bizarre behaviour N 17 12 12 17
P 0 ] 0 0

See Annex 12.8 for details of criteria
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Study No. B021300

Table 9 Funclional Tests - Summary (Week 6)
Sex: Male
[tems Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 1 6 30
Number of Animals: 5 5 ] ]
Sensory reactivity to stimuli (Criteria)
Approach response ! 0 0 0 0
2 5 5 5 5
3 0 0 0 0
4 0 0 ] 0
5 0 0 0 0
Touch response i 0 0 0 0
2 5 3 5 5
3 0 2 0 0
4 0 0 0 0
) 0 1 0 0
Auditory response l 0 0 0 0
2 5 5 ] 5
3 0 0 ] 0
Tail pinch response I it 0 0 0
2 5 5 ) 5
3 0 0 0 0
4 0 ¢ 0 0
5 0 0 0 0
Aerial righting reaction 1 ) H] 5 )
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Grip strength
Forelimb grip strength Mean {g 1349. 2 1047. 0 1141. 8 1050. 0
S.D. 280. 7 1h3. 6 215.5 240. 7
Hind}imb grip strength Mean (g 585, 2 531.4 552, 0 486. 2
3. D. 143. 7 82. 8 123. 8 106. 5

Sienificantly different from control

See Annex 12, 8 for details of criteria

X,

P<O.05 ; #, P<0. 01
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Study No. 8021300

Table 10 Functional Tests — Summary (Week 6)
Sex: Female
Items Test Substance: DPDS DPDS DPDS DPDS
Dose (mg/kg) : 0 I 6 30
Number of Animals: 5 ) 5 5
Sensory reactivity to stimuli (Criteria)
Approach response 1 0 0 0 0
2 5 3 5 b
3 0 2 0 C
4 0 0 0 0
5 0 0 0 0
Touch response 1 0 0 0 0
2 5 2 2 5
3 0 3 3 0
4 0 0 0 0
5 0 ] 0 0
Auditory response 1 0 0 0 0
2 5 5 5 5
3 0 0 0 0
Tail pinch response 1 0 0 0 0
2 5 5 5 5
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Aerial righting reaction 1 5 ) ] 5
2 ¢ 0 0 0
3 i 0 G {
4 0 0 0 0
Grip strength
Forelimb grip strength Mean (g 1018. 2 1086. 8 966. 2 916. 6
S.D. 205. 6 121. 7 39.0 175. 4
Hindlimb grip strength Mean (g 473. 4 611. 8 505. 0 474, 6
S.D. 109. 6 105. 8 140. 4 104. 7

Significantly differenl [rom control o, PO.05 ; #%, PO 01

See Annex 12. 8 for details of criteria
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Study No. B021300

Table 11 Motor Activily - Summary (feek 6) Male

Test Substance Time: 0-10 min 10-20 min 20-30 min 30-40min 40-50min 50-60min Total
Dose (mg/kg) Unit: Count/10 min  Count/10 min  Count/I0 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
DPDS Mean 2608. 2 1366. 4 469. 6 222.2 65. 4 14. 8 4744. 6
0 S.D. 275. 3 742. 9 648. 2 376. 7 128. 3 22. 6 1922. 9
il ) 5 5 5 5 ) 5
DPDS Mean 2492. 0 1403. 6 497. 4 243. 6 216. 8 10.0 4363. 4
1 S.D. 621. 4 514. 8 762, 7 495, 2 385. 2 9.8 2458. 5
n 5 5 5 5 5 b 5
DPDS Mean 2815. 8 1898.0 644. 6 40. 4 3L 8 42. 6 5473. 0
B S. D 237.0 256. 1 532.0 30. 9 44, 7 68. 4 5617
n 5 5 5 b 5 5 5
DPDS Mean 2687. 4 1705. 0 632.0 142. 8 40,0 6.8 5114. 0
30 3. D. 84.4 858. 7 585. 8 198. 3 69. 0 9.2 1608. 0
il 5 5 5 5 5 5 5

Significantly different from control : ¥, P<0.05 ; #%, P<0. 01
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Study No. B021300

Table 12 Molor Activity — Summary (Week 6) Female

Test Substance Time: 0-10 min 16-20 min 20-30 min 30-40min 40~-50min 50-60min Total
Dose (ng/kg) Unit: Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 mim  Count/10 min Count/! hr
DPDS Mean 2485. 8 1825. 6 833.0 1384. 8 964, 0 375. 4 7868. 6
0 S.D. 547. 4 1041. 1 636. 0 1187. 4 996. 7 519.4 3975. 0
n 5 5 5 5 5 5 5
DPDS Mean 2226. 6 1522. 2 1201. 2 734. 6 1026. 6 941. 4 7652. 6
1 3.D. 416. 8 641. 2 1087. 9 1018. 4 1039. 8 629. 6 3814. 8
1 5 5 5 b 5 5 5
DPDS Mean 2632. 4 1824. 4 [517. 6 899, 4 599. 2 353. 6 7826. 6
B ST 128.5 316. 8 975. 0 940. 2 784. 5 541. 5 3033. 1
n 5 5 5 5 5 5 5
DPDS Mean 2366. 0 1245. 2 ho4. 4 47. 8 10. 8 28. 2 4252. 4
30 S.D. 453. 4 610. 3 1036. 0 48.0 15. 3 20.5 1917. 2
n 5 5 5 ) 5 5 5

Significantly different from control : %, P<0.05 ; #%, P<0.01
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Study No. BO21300

Table 13 Body Weight - Summary Male Uit @ g
Test Substance  Day 1 4 8 15 22 29 36 42 43 50 56
Dose (mg/ke)
DPD§ Mean 357. 3 379. 2 400, 1 436, { 162. 3 486. 3 510.9 528.8 525, 2 544.4 561.0
0 S.D. 12. 8 15.3 18.1 23. 8 23.9 22.5 25.1 2.0 332 39.0 41.5
n 12 12 12 12 12 12 12 12 5 5 5
NPDS Mean 356. 0 3179 400. 4 431.0 453. 7 474.9 498.5 513. 8
1 S.D 15.3 i7. % 8.9 26.8 28.3 33.6 36. 2 30.3
n 12 12 12 i2 12 12 12 12
DPDS Mean 354, 5 376. 8 400. 9 431.0 452. 4 477. 6 5050 518.3
6 S.D. 1.3 15.3 17.6 23.9 5.1 28.0 32.8 40. 4
n 12 12 12 12 11 12 12 12
DPDS Mean 369.1 374. 6 400, 9 429.2 449, 4 474.7 500. 8 517.5 530. 8 551 8 567. 2
30 S.D 13.9 15. 1 18.8 26. 4 28, 8 3.3 31.6 43,8 383 42, 42.1
n 12 ik 12 12 12 i2 12 12 § 5 5

Significantiy different from conirol

0 PO, 05; %%, PO, 01,
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Study No. B0Z1300

Table 14 Body Weight - Summary Femaie Unit : g
Tesi Substance Day 1 4 8 i5 22 29 36 42
Dose (ng/kg)
DPDS Mean 233. 9 245. 8 257. 8 278. 2 346.0 355.0 3970 360.0
0 S.D. 10. 9 1.8 12.6 13.1
1 17 17 17 17 1 1 1 1
DPDS Mean 236. 3 243. 6 257.5 276.3
l S.D. 1.3 14.2 14. 3 13.8
1 12 12 12 12
DPDS Vean 233.8 243. 6 256. 8 i76.3
6 S.B. 14.0 14. 2 15.7 1.3
1 12 12 12 12
DPDS Mean 2349 240.9 253. ¢ 2719
30 S.B [2.1 12. 4 12.6 16. 8
1 i7 17 17 17

Significantly differeni from confrol

%, KD, 05, #%, P40, 0L
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Study No. B021300

Table 15
Body Weight (FO Gestation) - Summary
Unit : g
Test Substance
Dose (ng/kg) /Day 0 7 14 20
DPDS Mean 277. 8 319. 2 358. 0 447. 5
0 S.D. 12. 6 14.3 17. 2 22.3
1 11 11 11 11
DPDS Mean 282. 8 321. 9 3568. 2 441, 7
i S.D. 14. 7 17. 1 288 29. 2
il 12 12 12 12
DPDS Mean 284. 6 319. 4 358. 5 4449
6 S.D. 18, 5 25.5 28. 4 28.3
n 11 11 11 11
DPDS Mean 282. 3 321.4 361. 3 445 ¢
30 S.D. 16. 8 19. 4 19. 9 25.5
1 12 12 12 12
Significantly different from control ;% P<O.05; %%, PL0. 01,
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Table 16 Study Ne. B021300

Body Weight (FO Lactation) - Summary
Unit : g

u&est Substance

Dose (mg/kg) /Day 0 4
DPDS Mean 319. 6 349. 1
0 S. D 19. 4 17.5

il 11 11
DPDS Mean 317. 3 348. 6
[ S. D. 24,7 23.5

n 12 12
DPDS Mean 316. 8 348. 1
6 S.D. 32,1 29.0

n 11 11
DPDS Yean 324. 8 358.3
30 5. D. 24,3 15.6

il 12 11

Significantly different from control % P<OL 05 #% P<O0. 01
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Study No. B021300

Table 17 Body Weight - Summary Female (Sateilite animal) Unit : g
Test Subsiance  Day 22 29 36 42 43 50 56
Dose (mg/kg)
DPDS Mean 296. 2 308. 8 318. 8 324. 4 327. 4 333.2 342. 0
0 S.D. 8.4 6.8 9.1 14.7 16.5 15, 4 12.2

n 5 5 § 5 3 5

DPDS Hean 276. 6% 286. 2% 298, 24 304. 2 301.0 315.8 320. 6%
30 S.D. 15.4 15.7 15.8 19.2 22.2 19.4 12.17
i 5 5 3 5 5 5 5

Significantly differeni from control

o4, B0 06 #% PO 0L
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Study Mo. BO21300

Table 18 Accumutative Body Weight Gain - Summary Male Ipit : g
Tes!{ Substance Day [ 4 8 15 22 29 36 42 43 50 56
Dose (ng/ke)
DPDS Vean 0.0 21.9 47. 8 18.8 105.1 129. 1 153.7 1715 168. 8 188.0 204. 6
0 S.D 0.0 6.1 9.8 14.6 15. 4 14.7 17.0 1.6 2.5 30. 6 32.9
1 i2 12 2 12 12 12 i2 12 5 5 5
DPDS Nean 0.9 219 44. 4 75.0 9717 118 ¢ i42.5 157. 8
{ S.D 6.9 10. 2 11.2 1.8 19.1 24,8 26.7 29.1
1 i2 12 12 12 12 12 12 12
DPDS Mean 0.0 22.3 46. 4 76.5 97.9 123, 1 148. 5 164. 8
B S.D 0.0 7.1 10. 5 15.9 1.8 21,0 25.6 32.6
1 12 12 12 i1 12 12 12 12
DPDS Mean 0.0 15. 6 41. 8 0.1 90. 3 115, 6 141. 7 158.4 166. 4 187. 4 202. 8
30 S.D 0o 6.4 10.2 18.7 18.6 2.0 21.3 321 24.3 27.2 273
[ 12 12 12 12 12 12 12 12 5 5 5

Signilicanily different from confrol

4, P0.05; %% PO 0L
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Table 20 Study No. B021300

Body Weight Gain (FO Gestation) - Sumpary it
ni

Base : Day 0 of Gesiation 18

Test Substance

Dose (mg/ke) /Day 0 7 14 20
DPDS Mean 0.0 4]. 4 840. 2 169. 6
0 S. I 0.0 9.8 85 5.2

il 11 11 11 11
DPDS Mean 0.0 39.2 75. 4 158.9
1 S.D. 0.0 5T 12. 3 21. 4

n 12 12 12 12
DPDS Mean 0.9 34. 7 73. 8 160. 3
6 S.D. g.0 8.1 12. 0 11.3

I 11 11 11 11
DPDS Mean 0.0 39.2 79.0 162. 8
30 S.D. 0.0 1.8 7.9 15.7

n 12 12 12 12

Significartly different from control : % PO, 05; %%, P<0. 0
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Table 21 Study No. B0Z1300

Body Weight Gain (FD Lactation) - Summary
Base : Day 0 of Lactation Unit @ g

Test Subsiance

Dose (ng/kg) /Day 0 4
DPDS Mean 0.0 29. 5
0 S.D 0.0 13. 8

1 11 11
DPDS Mean 0.0 31. 3
1 S.D. 0.0 11. ¢

i 12 12
DPDS Mean 0.0 31.3
6 S.D. 9.0 11. 7

n I1 11
DPDS Mean 0.0 29. 5
30 S.D. 0.0 12. 2

n 12 11

Significantly different from comtrol o % P<0. 05; #% PO, 01,

104



Study No. B021300

Table 22 Accumulative Body Weighi Gain - Summary Female {Saieliiie animal) tnit : g
Test Substance  Day 1 22 29 36 47 43 50 56
Dose (mg/ke)
DFDS Hean 0.0 55. 8 68. 4 78. 4 84.0 37.0 92. 8 101. 6
0 S.D. 0.0 8.3 6.4 8.2 14.1 16.5 4.7 .3
n 5 § 5 5 5 5
DPDS Mean 0.0 44. 4 54, 0% 64. 0% 72.0 68.8 84.6 28.4
30 SD 0.0 1.9 10.4 9.4 15. 8 17.7 14. 9 7.3
n 5 5 5 5 5 5 5 5
Significanily dilferent from control < g PO 05; #2240, 0L
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Study No. B021300

Table 24 Food Consumpiion - Summary Female Unit : gfanimal/day
Test Subsiance Day 4 8 5 22 29 36 42
Dose (ng/kg)
DPDS Mean 21,47 22. 44 25. 13 23.60 26. 80
S.D 1. 46 1. 56 1. 57
1 17 17 17 1 1
pPDS Mean 22. 04 24.03 25. 03
1 S. D 1.93 1. 85 1. 88
i 12 12 12
DPDS Mean 2013 22. 56 24.99
6 S.D 2.02 2.4 1. 87
n 12 12 12
DPDS Mean 20.11 23. 16 24. 24
30 30 1. 54 1. 59 2.15
] 17 16 17

Significantly differeni from conirol

D4 0. 09 %, PO 01,
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Tabie 25 Study No. B021300

Food Consumption (FO Gestation) - Summary
Female Unit : g/animal/day

Test Substance Day 7 14 20
Dose (mg/kg)
DPDS Mean  26. 6 27.5 30. 9
0 me/kg S.D. 1.9 1.9 2.3
n 11 1T 11
DPDS Mean 28. 2 28. 6 29.9
1 mg/ke S.D. 19 2.7 2.1
n 12 12 12
DPDS Mean 27. 3 28. 4 20.7
6 meg/kg 3. D. 3.2 3.1 3.0
1 11 11 i1
DPDS Mean 28.3 287 309
30 mg/ke S.D. 2.3 2.4 2.4
il 12 12 12
Significantly different {rom control c ¥, PLO.05; ¥, PKO.OL
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Table 26

Food Consumption (FO Lactation) - Summary

Study No. B021300

Unit : g/animal/day

Test Substance

Dose (ng/kg) /Day 4
DPDS Mean 41.0
S.D. 3.6

n 11
DEDS Mean 38.5
S. I 5.8

n 12
DPDS Mean 40. 3
S.D. §. 4

n 11
DPDS Mean 38. 2
30 S.D. §.1

n 11

Significantly different from control

o %, P<0. 05 %%, PO 0L
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Study No. B021300

Table 27 Food Consumptios — Summary Female (Satellile animal) Unit @ g/animal/day
Test Substance Day 22 29 36 42 50 56
Dose (wg/kg)
DPDS Mean 24. 18 25. 48 24. 68 25. 08 27. 46 26. 56
] 3. D. L 10 0. 596 1. 82 .74 1. 56 118
n ) 5 5 § 5 5
DEDS Mean 24. 26 23.08 24. 60 25. 04 21.72 25. 38
30 S.D. L& 3.2 1.53 2.72 0. 74 1. 06
n 5 ) 5 5 ) 5
Signilicantly different [rom conirol o4, PO, 05; #4, P<0. 0L
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Study No. B021300

Table 28 Hematloiogy - Summary Male
Tesl Substance Red Blood Hemoglobin Hematlocrit MCV MCH MCHC Platelet Reticulocyie PT
Dose (mg/kg) Cell Count conc. Count Ratio
x10E6/ L g/dl % IL pg % XI0EY/ il % sec
Day 43 Day 57 Day 43 Day 57 Day 43 Day 67 Day 43 Day 57 Dav 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
DPDS Mean 8.424 8656 1530 1526 45,40 4496 53,92 5194 1814 17.64  33.62 3396 10854 1000.8 2.30 2. 70 18.52  13.58
0 S.D 0.224  0.189 0.23 0.50 0. 54 1. 84 0. 90 2. 05 0. 32 0. 61 022 0.3 113.4 7.6 0.58 0.42 0. 99 f. 85
n 5 5 5 5 5 5 5 5 5 5 § 5 5 ] 5 ] b 5
DPDS Mean 8190 I4. 82 43. 98 53. 7 18.12 33.70 1018. 2 2.60 17. 88
| S.D 365 0. 65 196 142 0.60 0.32 95.8 0.19 1. 01
n 5 5 5 5 5 5 5 5
DPDS Mean 3. 204 15. 06 44. 70 54. 14 18. 22 33. 66 1101, 2 3. 02 7. 66
5 S.D 0. 372 0. 67 2.15 0. 96 0.195 0. 41 80.2 0.57 0.96
n 5 5 5 5 5 5 5 § 5
DPDS Mean 7960  7.962% 14.48  14.18% 43.62  42.36  54.88 .26 1822 17.82 33,20 33.48% 1108.2 10714 3.80%% 3 T4%  17.02 18,22
30 S.D. 0.370  0.558 0.28 0. 80 1.19 2.50 1. 68 .13 0.74 0.39 0.41 0.28 63. 6 62.5 0. 46 0. 90 1. 37 2. 49
il 5 9 5 5 5 5 § 5 5 5 5 5 5 5 5 § 5 5

Signiflicantly different from conirol

: #, PCO. 05, %%, PO 01



Study No. B021300

Table 28 Hematelogy - Summary Hale
Test Substance APTT
Dose {ng/kg)

sec

Day 43  Day 57

DPDS Hean 0. 18 19, 40
0 8.0 117 1. 05
it 5 5
bPDS Hean 19. 72
[ SD 0.87
n §
DPDS Mean 19. 30
6 SD 0. 75
n 5
DPDS Mean 20, 12 18,0
30 8D L35 125
n b

Significantly different from conirol

4,70, 05; %, P<0. 0L

12



Study No. BOZ1300

Table 28 Hematology - Summary Male
Test Substance Yhite Blood
Dose (mg/ke) Cell Count
K10B3/ 1l
Day 45 Day 57
DPDS Mean 10. 600  8.842
0 S.I 4840 3155
il § 5
DPDS Mean 8. 764
I SD 0. 936
h 9
DPDS Mean {1, 146
6 S.D. 2.42]
n )
DPDS Mean 10.202  11.09%0
30 S.D. L5672 0.443
n 5 5

Significanily differerl from control

& PO, 05; #+, PO 0L

3




Stody No. B021300

Tabie 29 Hemalology - Summary Female
Test Substance Red Blood Hemaglobin flemaloerit MCY MCH MCHC Platelet Reticuloecyle PT
Dose (ng/kg) Cell Count conc. Caunt Ralio
x10E6/ 1L g/dL % fL pg % x1083/ ul % sec
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 [Day 42 Day 57 Day 43 Day 47 Day 43 Day §7
DPDS Mean 7.022 8. 060 13. 68 14. 96 40. 58 42. 84 51. 96 53. 1 19. 50 18. 54 33. 66 34.90  1179.4 10216 7. 06 2.22 17. 32 16. 22
0 5D 0.690  0.453 1.03 0.74 2. 67 2.17 2. 59 1.2 0. 54 0. 65 0.63 0. 46 189.7  130.9 2. 45 0. 35 0. 54 0.73
n 5 5 5 5 5 5 5 5 5 5 5 5 5 ] 5 5 5
pPDS Mean 7.190 13. 86 4{. 86 56. 86 19. 28 33.92 1206, 2 6. 96 17.12
I S.B 0. 361 0. 64 .94 0.99 0. 42 0. 45 191. 3 1. 99 0. 34
1 5 5 ) 5 5 5 5 5
DPDS Mean b. 884 1342 39. 64 57. 62 19. 48 33,18 1089. 4 1.96 17. 16
6 80D 0. 310 0. 51 1. 43 1. 36 0. 47 0. 76 54.9 1. 96 0.33
n 5 ] 5 b 5 5 5 5 5 -
DPLS Mean 6. 274 1.490% 12 56 14, 28 40. 88 60. 22 54. 72 20. 02 19. 12 33. 24 34.88 11980 10hd. 4 9.1 2.42 16. 62 16. 88
3 Sb 04514 0. 183 0. 47 0. 24 IL13 812 2. 38 1. 58 0. 77 0. 47 0. 42 0. 36 150. 6 97.9 I. 96 0. 43 0.62 0.70
n 5 5 ] b} § 5 5 5 5 5 5 5 5 5 5 5

Significantly differenl from conirol

4, P0.05; #%, P<0. 0L
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Study No. B021300

Table 30 Blond Chemistry — Summary Male
Test Substance ASAT{GOT) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Tolal
Dose (ng/ke) Bilirubin ¥itrogen Choleslerol
/1L /L U/L /L ng/dL ng/dL mg/dL ng/dL ne/dL
Day 43 Day 87 Day 43 Day 97 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
DPDS Mean 116.0  142.4 32.2 39.2 2.0 1.6 336.0 376.8 0.10 0.10 12.22 13. 28 0. 24 0.28 126.4  123.0 59.0 51.2
0 S.D 12.3 1.7 52 6.3 0.7 0.5 7.3 55. 4 0. 00 0.00 2. 56 2. 28 0. 05 0. 04 5.1 56 13.8 7.5
n 5 § 5 ] 5 5 5 5 § 5 5 ] 5 5 b 5 5 5
DPDS Mean 111.8 29.0 2.0 335. 2 0. 10 12.0 0.24 125. 6 58.2
1 S0 170 21 0.7 43. 1 1. 66 0. 05 9.4 4.8
1 5 5 5 5 5 5 5 5
BPDS Mean 105. 8 32. 4 2.2 345. 8 0.10 13.08 0. %4 123. 6 72.2
& S.D 28.2 6.4 0.4 82.6 1.65 0. 05 15.1 13.4
] 5 5 8 2 5 5 5 5 5
DPDS Hean 100. 4 129. 4 34. 8 18 2.8 1.8 2512 268 4%t 0.08 0. 06 13. 36 14, 84 0. 30 0.24 00, 6%+ 1250 05, 8%% 74, 84x
30 SD 9.6 30.1 8.8 15.9 0.4 L1 48.3 23. 4 0. 04 0. 05 1. 87 1. 69 0. 00 0. 05 6.9 8.0 2.8 12.1
n 5 § 5 5 5 ] 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different from control

: %, P<0.05; #% P0. 01,

17




Study No. B021300

Tablic 30 Biood Chemislry - Summary Male
Test Subsiance Triglyceride Total Albumin Calcium [norganic Na K Cl
Dose (ng/kg) Prolein Phosphorus
mg/dL g/dL g/dL ng/dL mg/dL nnol/L mnol/L mrol/L
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 67 Day 43 Day 57 Day 43 Day 57 Day 43 Day 43 Day 57 Day 43 Day 57
DPDS Mean 22. 8 33. 8 7.06 . 76 L8902 1012 9. 80 7.94 787 146.8 4.78 458 1062  105.6
0 S.D 7.6 20. 5 0.32 0. 21 q . 023 0. 36 0, 31 0. 21 0. 68 1.1 0. 56 0,33 2.2 0.9
il 5 § 5 5 5 & 5 5 5 5 5 5 §
DPDS Mean 2.4 6. 60% 2. 94% 0.74 1. 96 146. 2 4. 64 107. 6
1 S.D 8.4 0. 36 0.05 0. 26 0.32 0.8 0.15 0.5
) 5 5 5 5 5 5 5 5
DPDS Mean 21,2 6. 72 3. 04 9,95 7.92 146. 4 4.78 107. 4
6 S.D 9,2 0. 32 0.13 0.21 0.42 1.3 0.08 .5
n 5 5 5 5 5 5 5 5
DPES Mean 24.8 29.6 7.20 6. 62 313 0.810¢ [0 14 9. 58 8. 44 7. 88 146. 6 . 66 4. 76 105. 8 105. 4
3¢ S.D. 7.4 17. 4 0.28 0.31 0.04 0.073 0. 21 0. 26 0.29 0. 70 0.9 0.11 0. 26 1.1 I 1
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different from conirol

%, PO 05; #% P<0.01.



Study No. BO2(300

Table 31 Blood Chemisiry - Summary Female

Test Substance ASAT (GOT) ALAT(GPT) TGl ALP Total Urea Creatinine Glucose Total

Dose (ng/kg) Bitirubin Nitrogen Cholesterol
/L /L U/L I/t ng/dL mg/dl - ng/dL mg/dL ng/dL

Day 43 Day 57 Day 43 Day 67 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 67

DPDS Mean 149.4  164.6 60. 6 40. 0 1.6 2.0 2352 1072 0.06 0.10 19,50 17,80 0.32 6,40 119.2 1228 61.0 63. 8
0 S.D 3.8 44. 8 1.8 15. 6 0.9 0.0 63.0 60. 6 0.05 0.00 0.93 2.76 0.04 (.00 8.0 8.6 2.3 15. 4
n 5 5 H] § 5 5 b ) ] 5 5 5 5 § 9 ] b} 3
DPDS Mean 139. 2 57.0 2.6 211, 4 0. 10 17. 94 0.32 118.8 64. 4
1 S.D 16. 7 14.3 0.9 46. 9 , 2. 99 0. 04 4.3 14,1
n 5 5 5 5 5 5 5 5 5
DPDS Mean 153. 2 2.2 242. 4 0.08 22. 24 0.32 17
6 S.D 3.1 } 0.8 95. 0 0. 04 2.26 0.04 X 1.3
n 5 5 5 5 5 5 5 5 5
DPDS Mean {20. 6% 133. 4 50,2 35. 4 2.4 L6 474 1702 .10 610 20.14  16.98 0. 30 0.32% 1210 1238 86. 4%  17. 4
30 S.Db 20. 1 2.9 1.6 54 0.5 0.5 60. 7 32.8 0. 00 107 4.18 0. 00 0.04 5.9 7.1 12.5 16. 2
n b H] i} 9 5 ] 5 5 5 5 5 5 5 5 9 5 5
Significantiy differeni from conirol D% PCO.05; 2+ PO 01



Study No. B021300

Table 3l Blood Chemistry - Summary Female
Test Subsiance Triglyceride Tolal Albumia A/G Ratio Calcium Inorganic Na K i
Dose (ng/kg) Protein Phosphorus
ng/dL g/dl, g/dL ng/dL g/l nmo /L mmol/L mmol/L
Day 43 Day 67 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 67 Day 43 Day 57 Dav 43 Day 57 Day 43 Day 57 Day 43 Day 37
DPDS Mean 568.4 16. 8 7.22 7.42 3.26 3.62  0.830  0.964  10.46 9.58 . 80 6.32 1438  146.4 4. 74 4. 12 104. 6 107. 2
0 S.D 23, 1 6.6 0. 54 0.29 0.24 0.22  0.074  0.062 0. 47 0.22 1.10 0.128 1.1 0.5 0. 22 0.28 L5 L1
] 5 b 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
DPDS Mean 59.0 7. 26 3.32 0. 852 10. 58 . 68 144. 4 4,66 105.0
I S.D. 2.7 0.3 0.13 0.037 0. 46 110 1.5 0.24 1.6
i b} § 5 5 5 5 5 5
DPDS Mear 69.6 7.3 3. 44 0. 896 10. 60 9.04 144.2 4.68 106. 6
6 S.D 42.9 0.25 0. 09 0. 048 0. 44 0. 94 1.8 0. 31 1.8
i 5 5 ) 5 5 5 5 §
DPDS Mean 90. 8 12.8 7965 712 3. 54 3.80  0.852  0.978  1Lig 8 78 ¢ 48 6. 64 1446  146. 8 4.48 4.14 104. 6 108. 4
i S 2.9 1.6 0. 30 0. 51 0.19 0.22  0.047  0.050 0. 30 0.40 0. 71 0.67 1.7 0.4 0.23 0.23 1.9 0.5
n 5 b} ] ] 5 5 5 5 5 5 5 5 5 H] 5 5 5

Significanily diflerenl from control

%, P0.05; #% PC0.01.
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Study No. B021300

Table 32 Urinalysis ~ Summary Male
Tesi Suhsiance oH Protein Glucose Ketones Bilirubin Oceult Blood
Dose (mg/kg)
50556065707.58085>% - 4+/-1+ 2+ 3 - /-1t M 3 - /-1t - o o - H-1F 2 3
Day 38 Day 38 Day 38 Day 38 Day 38 Dav 38
DPDS
0
n 0 0 0 0 4 0 0 2 2 1 0 5 0 0 0 0 0 2 3 0 5 0 0 0 4 0 1 0 0
DPDS
1
n 0 ¢ 0 9 3 0 03 1 1 9 5 0 0 0 0 0 1 3 0 5 0 0 0 5 0 0 0 0
DPDS
]
1 0 0 0 0 i 0 0 0 4 1 0 5 0 0 0 0 0 0 4 0 5 0 0 0 5 8 0 ¢ 0
DPDS
30
n 0 0 0 0 3 0 9 1 1 3 0 5 0 0 0 ¢ 0 2 3 0 5 0 0 0 5 0 0 9 0

Significantly different from control

%, P<0. 05; #%, P<0. 01.
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Study No. B021300

Table 32 Urinalysis - Summary Male
Test Substance Urobilinogen
Dose (mg/kg)
EU/d1
0.1 1.02.040>=8
Day 38
DPDS
0
n 4 1T 0 0 0
DPDS
1
n 32 0 0 0
DPDS
6
n 5 0 0 0 0
DPDS
30
il 23 0 0 0

Significantly different from conirol

© %, PO, 05; #% PO 0L



Study No. BO21300

Tabie 33 Organ Weighl - Summary Male
Test Subsizace Final Body Brain Thymus Hearl Liver Spleen Kidneys Adrenals Tesies
Dose (mg/kg) Veight
g g ng g g g E ng g
Day 43 Day 57 Day 43 Day 57 Day 43 Day 87 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day §7
DPDS Mean 4977 5232 2196 2192 3936  321.2 1. 464 1.628 12.656 13.640  0.840 0. 778  3.462  3.672 71.50  65.80 3. 441 3. 800
0 S.D 23,2 39.9  0.048 0,095 160.9 M4 0.132  0.189 1.542 2,262  0.165  0.078  0.392  0.332 9,70 9.35  0.699  0.214
n 1 9 § 5 ) 5 5 5 9 5 5 5 ) 5 5 5 1 b
DPDS Mean 482. 1 2120 319.8 1,500 12. 428 0. 806 3. 714 15.9 3. 428
1 S.D 36.0 0.109 90. 0 0.037 1. 188 0. 059 0.329 9.19 0.213
il 12 5 5 5 5 5 12
DPDS Mean 486. 3 213 3314 1. 638 12. 978 0,924 4. J46% 13. 56 3. 466
6 S.D. 35.3 121 81.9 . 135 0. 948 0.073 0. 286 5,22 0. 515
n 12 5 ] 9 5 5 § 12
DPDS Mean 4744 5316 2004 2220  319.8  37R 8 1502  LTI6 15, B5B%% 14.546 0. 874 100G+ 4. 36B% 4 Tl4%x 72,48  74.02 3237 3.692
36 S.D 42. 8 4.3 0,027  0.045 93.1 10.3  0.13%  0.096 1. 366 1.480  0.074 0144  0.790  0.528 10, 32 5.85 0.434  0.386
I 1 5 5 5 5 5 5 § 5 H] § H] 5 5 5 5 7 §

Significantly different from control

%, PKD.05; *% PO, 01
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Study No. BOZ1300

Table 33 Organ Weight ~ Summary Hale
Test Subsiance Epididymides
Dose (ng/kg)
g
Day 43 Day &7
DPDS Mean 1. 246 1. 342
0 8D 0.197  0.121
1 7 5
DPDS Yean {. 323
[ 0.103
n 12
DPDS Mean 1. 289
6 S.D. 0.192
il 12
DPDS Mean 1.240  1.408
36 S.D 0.212 0. 142
n 1 §

Significantly different from contrel

4 <0 05; % PO 01
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Study No. BO21300

Organ Weight - Summary (FO Deljvered-on Weaning)
: Female

Sex

Table 34
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o PO 05; #%, PO 01,

Significantly different from control




Study No. B02130G0

Table 35 Organ Weighl - Summary Female (Satellite animal)
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenais
Dose (ng/ke) Weight
g g ng g g g g ng
Day 81 Day §7 Day 57 Pay 57 Day 57 Day 57 Day 57 Day 57
DPDS Mean 3186 2. 028 325.0 1. 030 $. 354 0. 604 2.124 86. 12
0 S.D 10.3 0. 100 65. 0 0.080 0. 673 0.104 0. 113 10. 34
1 5 5 5 5 5 5 5 5
DPDS Mean 298. 0% 1. 960 306. 8 0. 990 8. 100 0. 592 2. 214 12. 56%
30 S.D 15.17 0. 078 29.4 0. 063 0. 342 0. 052 0. 307 5. 86
i} 5 5 5 5 5 5 5 5

Significantly dilferent from conirol

2, P0.05; #3%, P<0. 01.
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Study No. BO21300

Table 36 Relative Organ Weight - Summary Male
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals Testes
Dose (ng/kg) Yeight
g % 107y % % % % x103% %
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Dav 57 Day 43 Day 57
DPDS Mean 4917 523.2 0. 444 0. 420 7946 61. 08 0.290 0.312 2.538 2. 586 0. 168 0. 148 0. 694 0. 704 14. 38 12. 52 (. 691 0.672
0 S.D 23.2 39.9 0. 026 0. 026 31. 64 1. 68 0.023 0. 044 0. 195 0. 263 0. 026 0. 008 0. 046 0.072 1. 76 0. 97 0118 0. 061
n 7 5 5 5 5 5 5 5 5 5 5 5 5 5 5 b 7 5
DPDS Mean 482. 1 0. 432 64. 58 0. 306 2.534 0. 162 0. 770 15. 50 0.717
t 5D 36.0 0.037 14. 43 0. 025 f.108 0.013 0. 02% 2.02 0.085
n 12 5 5 § 5 5 5 5 12
DPDS Hean 436.3 0. 448 0. 6¢ 0. 3444+ 2. 728 0. 194 0. 916%« 15, 52 0. 718
6 S.D 35.3 0. 013 15.28 0.015 0. 109 0. 669 (. 068 1. 53 0. 130
n 12 5 ] 5 5 5 5 5 I2
DPDS Mean 474.4 531 0.450  0.420 68.38  70.80  0.322 0.326 X 396%+ 2736  0.188  0.18B#% 0.930#x (. 88%+ 1548 1422 0.699  0.700
30 S.D 42.3 41. 0.044  0.034 18.32 14.44 0.027 0.028 0.256 0172 L.013 0018 0. 105  0.106 1. 59 1.9 0114 0.092
1 1 g 5 5 5 9 ] G} 5 5 5 § § 5 § 5 7 5

Significanily differeni from conirol
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Study No. B0213060

Table 386 Reiative Qrgan Weight - Summary Male
Test Substance Epididymides
Dose (ng/ke)

o
QR
Day 43  Day b7

DPDS Mean 0.253  0.250
0 5D 0. 041 0. 034
I 1 5
DEDS Hean 0. 217
1 SD 0. 036
n 12
DPDS Mean 0. 268
6 S.D 0. 631
n 12
DPDS Mean 0. 26! 0. 264
30 S.D 0. 043 0. 030
n 1 5
Significantly different {rem conirol © £ PL0.05; #+ P0G
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Female (Satellite auimal)

Tahle 38 Relaiive Organ Weight - Summary
Test Subsiance Final Body Brain Thymus Heart Liver Spigen Kidneys Adrenals
Dose {ne/ke) Yeight
g % x10%% % % % % x10%%
Day b7 Day 57 Day 57 Day 57 Day 57 Day 87 Day &7 Day 57
DPDS Mean 318. & f. 638 101. 96 0. 320 2.620 0. 186 0. 666 17.02
0 S.D 10. 3 0. 031 19. 40 0. 020 0. 182 0. 029 0.029 2.97
n il ] 5 5 b 5 5 5
DPDS Mean 798. 0 0. 658 102. 96 0.332 2.720 0. 198 0. 740 24. 38
30 S.D. 5.7 0. 029 .30 0.015 0. 100 0.013 0.082 .91
il 5 § § 5 5 5 5 5

Significantiy different {rom contrel

% P0.05; #+ P<0. O,
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Study No. B021300

Table 39 Necropsy Findings ~Summary Scheduled Sacrifice
Sex ; Male Female
Test Substance :  DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Organ Dose (mg/kg) : 0 1 6 30 0 1 6 - 30
Findings Number of Animals : 7 12 12 7 12 12 12 11
Number of Animals Examined : <7> <12> <12> <7> <12> <12> <12> <I11>
Heart
Red patch 0 0 0 0 1 0 0 0
Spleen
Dark reddish 0 0 0 0 0 0 0 1
Enlargement 0 0 0 0 0 0 0 1
Lung
Brown patch 1 0 0 0 1 0 0 1
Emphysema 0 0 0 0 1 0 0 0
Stomach
Red patch, glandular stomach 0 0 0 0 0 0 1 0
White patch, forestomach 0 0 0 0 0 0 1 0
Liver
Enlargement 0 0 0 2 0 0 0 3
White patch 0 1 0 1 0 0 0 0
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Study No. B021300

Table 39  Necropsy Findings - Summary Scheduled Sacrifice
Sex : Male Female
Test Substance : DPDS DPDS DPDS DFDS DPDS DPDS DPDS DPDS
Organ Dose (mg/kg) : 0 1 6 30 0 1 6 30
Findings Number of Animals : 7 12 12 7 12 12 12 i1
Number of Animals Examined : <7> <12> <12> <7> <12> <12> <12> <11>
Kidney
Brown patch 0 1 0 0 0 0 0 0
Dilatation, pelvis 0 0 0 0 0 1 0 0
0 1 2 4 0 0 0 0

Enlargement
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Table 39 Necropsy Findings - Summary

Scheduled Sacrifice ( Recovery )

Study No. B021300

Sex Male Female
Test Substance DPDS DPDS DPDS DPDS
Organ Dose (mg/kg) 0 30 0 30
Findings Number of Animals 5 5 0 0
Number of Animals Examined <5> <5> <5> <5>
Kidney
Dilatation, pelvis 0 0 0 1
Enlargement 0 2 0 0
Lung 0 0
1 0

Brown patch
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Table 39 Necropsy Findings - Summary

Death or Moribund Sacrifice

Study No. B021300

Sex : Male Female
Test Substance . DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Organ Dose (mg/kg) : 0 1 6 30 0 1 6 30
Findings Number of Animals : ] 0 0 0 0 0 0 1
Number of Animals Examined : <0> <0> <0> <0> <0> <0> <Q> <1>
Spleen
Enlargement 1
Lung
Brown patch 1
Liver
White patch 1
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Study No. B021300

Table 40 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Organ Test Substance DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) 0 1 6 30 0 1 6 30
Number of Animals 7 12 12 7 12 12 12 11
Heart < 5> <> < (> < 5> < 5> < 0> < 0> < 5>
Degeneration, myocardium, focal 1 0 2 0 0
2 0 0 0 0
3 0 0 0 0
Mandibular lymph node < 5> < Q> <> <5> <5> <0> < (> < 5>
Mesenteric lymph node < 5> < Q> < Q> <5> < 5> < Q> < Q> < 5>
Thymus < 5> <= <> < 5> < §> < 0> < (0> < 5>
Cyst 1 0 0 1 2
2 0 0 0 0
3 0 0 0 0
Spleen < 85> < 5> < 5> < 5> < 5> < 5> < 5> < 6>
Extramedullary hematopoiesis, erythrocytic 1 0 0 0 1 3 3 4 I
2 0 0 0 0 0 0 0 5
3 0 0 0 0 0 0 0 0
Hemosiderin deposition 1 0 0 0 5 ®* 0 0 0 ¢
2 0 0 0 0 0 0 0 0]
3 0 0 0 0 0 0 0 0
Bone marrow (femur) < 5> < Q> < (> < 5> < 5> < 5> < 5> < 5>
Increase in hematopoietic cell, erythrocytic I 0 0 0 0 4 ** 4 F*
2 0 0 0 0 0 0
3 0 0 0 0 0 0

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

: %, P<0.05; ** P<0.01.
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Study No. B021300

Table 40 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Organ Test Substance DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) 0 1 6 30 0 1 6 30
Number of Animals 7 12 12 7 12 12 12 11
Trachea < 5> < (> < (> < 5> < 5> < D> < (> < 5>
Lung < 5> <> < (0> < 5> < 5> <> <> < 6>
Accumulation, foam cell 1 1 2 0 0
2 0 0 0 0
3 0 0 0 0
Hemorrhage, focal 1 1 0 1 1
2 0 0 0 0
3 0 0 0 0

<>, Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe

Significantly different from control

¥ P<(.05; ** P<0.01.
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Study No. B021300

Table 40 Histological Findings - Summary Scheduled Sacrifice
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 1 6 30 0 1 6 30
Number of Animals : 7 12 12 7 12 12 12 11
Stomach <35> <> < Q> <5> < 5> < (> < 2> < 5>
Erosion, glandular stomach 1 0 0 0 1 0
2 0 0 0 0 0
3 0 0 0 0 0
Hyperkeratosis 1 0 0 0 0 1
0 0 0 0 0
3 0 0 0 0 0
Hyperplasia, squamous, forestomach, focal 1 0 0 0 1 0
0 0 0 0 0
3 0 0 0 0 0
Inflammatory cell infiltration, forestomach, focal 1 0 0 0 1 0
0 0 0 0 0
3 0 0 0 0 0
Duodenum < 5> < Q> < Q0> < 5> < 5> < 0> < 0> < 5>
Jejunum <5> < (> < Q> < 5> < 5> < 0> < (> < 5>
Heum < 5> < 0> < Q> < 5> < 5> <> < (> < 5>

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

1 * P<0.05; ** P<0.01.
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Study No. B021300

Table 40 Histological Findings - Summary Scheduled Sacrifice
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 1 6 30 0 1 6 30
Number of Animals : 7 12 12 7 12 12 12 11
Cecum < 5> < (> < (> < 9> < 5> < (> < > < 5>
Hyperplasia, mocosal epithelium, diffuse 1 1 0 0 1
2 0 0 0 0
3 0 0 0 0
Inflammatory cell infiltration, diffuse 1 1 0 0 0
2 0 0 0 0
3 0 0 0 0
Colon < 5> < (> < (0> < 5> < 5> < (> < (> < 5>
Erosion 1 1 0 0 0
2 0 0 0] 0
3 0 0 0 0
Rectum < 5> < (= < (> < 5> < 5> < (> < (> < 5>
<> Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control : * P<0.05; ** P<0.01.
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Study No. B021300

Table 40 Histological Findings - Summary Scheduled Sacrifice
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 1 6 30 0 1 6 30
Number of Animals : 7 12 12 7 12 12 12 11
Liver < 5> < 6> < 5> < 7= < 5> < 5> < 5> < 7>
Extramedullary hematopoiesis 1 0 0 0 0 0 0 0 1
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Fatty change, hepatocyte, focal 1 0 1 0 i 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 U 0 0 0 0
Hypertrophy, hepatocyte, centrilobular 1 0 0 4 #* 0 ok 0 0 0 2wk
2 0 0 0 7 0 0 0 5
3 0 0 0 0 0 0 0 0
Inflammatory cell infiltration, focal 1 2 2 1 2 1 ¢ 0 3
0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Microgranuloma 1 0 0 1 | 0 1 1 1
0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Necrosis, focal 1 0 0 1 1 0 0 1 0
0 0 a 0 0 0 0
3 0 0 0 0 0 0 0 0
<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control ;¥ P<0.05; ** P<(.01.
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Stady No. B021300

Table 40 Histological Findings - Summary Scheduled Sacrifice
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 1 6 30 0 1 6 30
Number of Animals : 7 12 12 7 12 12 12 11
Kidney < 5> <7T> < 6> <7T> < 5> < 6> < 5> < 5>
Basophilic tubule, proximal I 1 5% 2 ®* Q ** 1 0 0 2
2 0 1 4 5 0 0 0 0
3 0 0 0 1 0 0 0 0
Cast, hyaline 1 0 0 1 0 0 0 0 1
2 0 0 0 0 0 0 0 0
3 0 0 o 0 0] 0 ¢ 0
Cyst 1 1 ¢ 0 0 1 1 0 0
2 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Dilatation, tubule, proximal 1 0 1 1 1 0 0 0 0
0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Dilatation, pelvis 1 0 0 0 0 0 1 0 0
0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Hyaline droplet, tubular epithelium, proximal 1 2 5* 0 ** 0 #* 0 0 0 0
0 2 2 0 0 0 0
3 0 ¢ 1 5 0 ¢ 0 0
Inflamnmatory cell infiltration, focal 1 0 0 0 0 0 1 0 0
2 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
<>, Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control ¥ P<(.05; ** P<0.01.
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Study No. B021300

Table 40 Histological Findings - Sumnmary Scheduled Sacrifice
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 1 6 30 0 1 6 30
Number of Animals : 7 12 12 7 1z 12 12 11
Kidney < 5> < 7> < 6> < 7> < 5> < 6> < 5> < 5>
Inflammatory cell infiltration, lymphocyte, 1 0 0 1 0 0 0 0 0
interstitium, focal 2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Lipofuscin deposition, tubular epithelium 1 0 0 0 0 0 0 2 2
0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Mineralization, corticomeduliary junction 1 0 0 0 0 0 1 0 0
0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Mineralization, medulla 1 0 1 0 0 1 0 2 0
0 0 0 0 0 0
3 0 0 0 0 0 0 0 0

<>, Number of animals examined
1, Slight; 2 , Moderate; 3, Severe
Significantly different {from control - * P<(0.05; ** P<0.01.
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Study No. B021300

Table 40  Histological Findings - Summary Scheduled Sacrifice
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 1 6 30 0 1 6 30
Number of Animals : 7 12 12 7 12 12 12 11
Urinary bladder < 5> < 0> < 0> < 5> <5> < 0> < 0> <5>
Edema 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0
Erosion L 0 0 0 1
2 0 0 0 0
3 0 0 0 0
Inflammatory cel} infiltration, focal 1 0 0 0 1
0 0 0 0
3 0 0 0 0
Inflammatory cell infiltration, lymphocyte, focal 1 0 1 0 0
0 0 0 0
3 0 0 0 0
Testis < 5> < (> < Q> < 5>
Atrophy, seminiferous tubule, diffuse 1 1 0
2 0 0
3 0 0
Multinucleated giant cell, seminiferous tubule, focal 1 1 0
2 0 0
3 0 0
<>, Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control : * P<(.05; **,P<0.01.
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Study No. B021300

Table 40 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Organ Test Substance DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) 0 1 6 30 0 1 6 30
Number of Animals 7 12 12 7 12 12 12 11
Epididymis < 5> < 0> <0> < 5>
Cell debris, lumen 1 1 ¢
2 0 0
3 0 0
Seminal vesicle <5> < 0> <0> <5>
Prostate < 5> < Q> < Q> < 5>
Inflammatory cell infiltration, lymphocyte, diffuse 1 2 1
2 0 0
3 0 )
Inflammatory cell infiltration, lymphocyte, focal 1 1 2
2 0 0
3 0 0
Ovary < 5> < (> < 1> < 5>
Uterns < 5> < 0> < (> < 5>
Vagina < 5> < 0> < 0> < 5>
Pituitary < 5> < Q> <> < 5> < 5> < 0> < 0> < 5>
Cystic dilatation, Rathke's pouch 1 0 0 1 3
2 0 0 0 0
3 0 0 0 0

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

1 ¥ P<0.05; *x P<(.01.
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Study No. BO21300

Table 40 Histological Findings ~ Summary Scheduled Sacrifice
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 1 6 30 0 1 6 30
Number of Animals : 7 12 12 7 12 12 12 11
Thyroid < 5> < 5> < 5> < 5> < 5> < (> <> < 5>
Hypertrophy, follicular cell 1 0 0 0 3% 0 0
2 0 0 0 1 0 0
3 0 0 0 0 0 0
Ultimobranchial remnant 1 2 3 2 2 1 0
0 0 0 0 ¢ 0
3 0 0 0 0 0 0
Parathyroid <5> < 0> <0> <5> <5> < 0> < 0> <5>
Adrenal < 5> < 0> < (0> < 5> < 5> < 0> < (> < 5>
Accessory adrenocortical tissue 1 1 0 0 0
2 0 0 0 0
3 0 0 0 0
< 5> <> < (> < 5>
Increase in lipid droplet, fascicular zone 1 0 1 0 0
2 0 0 0 0
3 0 0 0 0
Brain < 5> < (> <> < 5> < 5> < (> < 0> < 5>
Spinal cord <5> < 0> <0> <5> <5> <0> < 0= < 5>
Sciatic nerve < 5> < 0> < (> < 5> < 5> < Q> < (> < 5>
<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control . * P<0.05; ** P<0.01.
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Study No. B021300

Table 40 Histological Findings - Summary Scheduled Sacrifice ( Recovery )
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 30 0 30
Number of Animals : 5 5 5 5
Spleen < 5> <5> <5> <35>
Extramedullary hematopoiesis, erythrocytic 1 0 0 1 0
2 0 0 0 0
3 0 0 0 0
Hemosiderin deposition 1 0 I 0 5 **®
0 0 0 0
3 0 0 0 0
Bone marrow (femur) <{> < 0> < 5> < 5>
Lung < 1> <> < 0> < D>
Liver < 5> <35> <5 <5>
Inflammatory cell infiltration, focal 1 3 4 1 1
2 0 0 0 0
3 0 0 0 0
Microgranuloma 1 0 0 2 3
0 0 0 0
3 0 0 0 0
Pigment deposition 1 0 0 0 1
2 0 0 0
3 0 0 0 0
<>, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from control - ¥ P<0.05; #*,P<0.01.
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Study No. B021300

Table 40 Histological Findings - Summary Scheduled Sacrifice ( Recovery )
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 30 0 30
Number of Animals : 5 5 5 5
Kidney <5> < 5> < 5> <35>
Basophilic tubule, proximal 1 1 1 ** 0 1
2 0 1 0 0
3 0 3 0 0
Cast, hyaline 1 0 1 0 0
2 0 0 0 0
3 0 0 0 0
Cast, proteinous 1 1 0 0 0
2 0 0 0
3 0 0 0 0
Dilatation, tubule, proximal 1 0 2 0 0
0 0 0 0
3 0 0 0 0
Dilatation, pelvis 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0
Hyaline droplet, tubular epithelium, proximal 1 1 2 0 0
2 0 0 0 0
3 0 0 0 0
Inflammatory cell infiltration, lymphocyte, 1 0 | 2 1
interstitium, focal 2 0 0 0
3 0 0 0 0
<>, Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control 1 * P<0.05; **P<0.01.
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Table 40 Histological Findings - Summary

Scheduled Sacrifice ( Recovery )

Study No. B021300

Sex Male Female
Organ Test Substance DPDS DPDS DPDS DPDS
Findings Dose (mg/ke) 0 30 0 30
Number of Animals 5 5 5 5
Kidney < 5> <5> <5> <35>
Mineralization, medulla 1 0 0 1 0
2 0 0 0 0
3 0 0 0 0]
Pyelonephritis 1 0 0 0 1
2 0 0 0 0
3 0 0 ¢ 0
Thyroid < 5> < 5> < 0> < 0>
Ultimobranchial remnant 1 5 1
2 0 0
3 0 0
<>, Number of animals examined
1, Slight; 2, Moderate; 3 , Severe
Significantly different from control o ¥ P<0.05; ** P<0.01.
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Study No. B021300

Table 40 Histological Findings - Summary Death or Moribund Sacrifice
Sex Male Female
Organ Test Substance DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) 0 1 6 30 0 1 6 30
Number of Animals 0 0 0 0 0 0 0 I\
Heart < 0> < (> < 0> < 0> < Q> < > <> < 1>
Mandibular lymph node < 0> < 0> < (0> < 0> < 0> < (> < 0> <1>
Mesenteric lymph node <> < (> < 0> < (> < 0> < (> < 0> < 1>
Thymus < 0> < (> < Q> < Q> < 0> <> < (0> < 1>
Atrophy 1 1
2 0
3 0
Spleen < 0> < (> < 0> < (> <> < 0> < 0> < 1>
Extramedullary hematopoiesis, erythrocytic 1 0
2 1
3 0
Bone marrow (femur) < (> < Q> < 0> < (> < (> < Q0> < Q> < 1>
Increase in hematopoietic cell, erythrocytic 1 1
2 0
3 0
Trachea < (> < (> <> < (> < (0> < Q> < 0> < 1>

<>, Number of animals examined
1, Slight; 2 , Moderate; 3, Severe

148



Study No. B021300

Table 40  Histological Findings - Summary Death or Moribund Sacrifice
Sex : Male Female
Organ Test Substance : DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 1 6 30 0 1 6 30
Number of Animals 0 0 0 0 0 0 0 1
Lung < (> <> < 0> < (> < > < (> < > < 1>
Accumulation, foam cell 1 I
2 0
3 0
Edema, perivascular tissue 1 0
2 1
3 0
Hemorrhage, focal 1 1
0
3 0
Inflammatory cell infiltration, perivascular 1
2 1
3
Stomach < (> < 0> < 0> < 0> < 0> < 0> < Q> < 1>
Duodenum < Q> < 0> < (0> < 0> <> < 0> < (0> < 1>
Jejunum < (> <> < Q> < (> < Q> < 0> < (> < I>
Tleum < 0> < 0> <> <> < 0> < 0> < (0> < 1>

<>, Number of animals examined
1, Slight; 2 , Moderate; 3, Severe
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Study No. B021300

Table 40 Histological Findings - Summary Death or Moribund Sacrifice
Sex Female
Organ Test Substance DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) 0 i 6 30 0 1 6 30
Number of Animals 0 0 0 0 0 0 0 1
Cecum < (> <> < (> < (> < > < 0> < 0> < 1>
Colon < (> < 0> < 0> < (0> < Q> < (O> < (> < 1>
Rectum < 0> < O> < (> <> < Q> < (> < 0> < 1>
Liver < 0> < 0> < (> <> < 0> < Q> < 0> < 1>
Extramedullary hematopoiesis 1 1
2 0
3 0
Hypertrophy, hepatocyte, centrilobular 1 1
2 0
3 0
Inflammatory cell infiltration, focal 1 1
2 0
3 0
Necrosis, focal 1 1
2 0
3 Q

<>, Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
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Stady No. B021300

Table 40 Histological Findings -~ Summary Death or Moribund Sacrifice
Sex Male Female .
Organ Test Substance DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) 0 1 6 30 0 1 6 30
Number of Animals 0 0 0 0 0 0 0 1
Kidney < 0> < (0> < (> < (> <> < 0> < 0> < 1>
Lipofuscin deposition, tubular epithelium 1 1
2 0
3 0
Urinary bladder < (0> <> < Q> < (0> < 0> < 0> < 0> <1
Ovary < (> < (> < (0> <1>
Uterus < 0> < 0> <> < 1>
Endometritis 1 1
2 0
3 0
Vagina < 0> < (> < 0> < 1>
Mammary gland < 0> < 0> < 0> < 0> < (> < Q> < 0> < 1>
Pituitary < (> < Q> <> < 0> < (0> < 0> < (0> < 1>
Thyroid < (> <> < (> < (> < (> < (> < (> <1>
Ultimobranchial remnant 1 1
2 0
3 0

<> Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
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Study No. B021300
Table 40 Histological Findings - Summary Death or Moribund Sacrifice

Sex : Male Female

Organ Test Substance : DPDS DPDS DPDS DPDS DPDS DPDS DPDS DPDS
Findings Dose (mg/kg) : 0 1 6 30 0 1 5 30

Number of Animals 0 0 0 0 0 0 -0 1
Parathyroid < 0> < (0> < 0> < 0> < 0> < (0> < 0> <1>
Adrenal < Q> <(@> < 0> < 0> < 0> < 0> < (0> <>
Brain < 0> < 0> < 0> < 0> < 0> < 0> < 0> < 1>
Spinal cord < 0> <> <> < 0> < 0> < (> < 0> < 1>
Sciatic nerve < 0> < 0> < (> < O < 0> < (> < (0> < 1>

<> , Number of animals examined
1, Slight; 2 , Moderate; 3, Severe
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Table 41

Reproductive Performance (F0) - Summary

Study No. B021300

Mating Stage : Ist
Number of Mating Period
Number Mean Females

Test Subsignce of Esirous with Irregular Number of Day of Copulatipn Fertilit
Dose (mg/kg) Pairs Cycle Esirous Cycle Estrus Conceiving Index (%) Index (%
DPDS Mean 4.00 0.0 2.7 91. 7 100. 0
M 0 S.D. 0.00 0.0 1.1
¥ i} i} 12 12 0/12 12 I1 a) (11/12) b) (t1/11)
DPDS Mean 4.17 0.9 2.3 100. 0 100. 0
M I S.D. 0. 33 0.0 1.3

B 1 n 12 12 0/12 12 12 (12/12) (12/12)
DPDS Mean 4. 04 0.0 2.5 100. 0 91. 7
M S.D. 0. 14 0.0 1.1

F 6 i 12 12 0/12 12 12 (12/12) (11/12)
DPDS Mean 4. 00 0.0 2.7 100. 0 100. 0
i 30 S.D. 0. 00 0.0 I. 1
F 30 n 12 12 0/12 12 12 (12/12) (12/12)

a;: Number of copulated females / Number of pairs

b : Number of pregnant females / Number of copulated females

Significantly different from control - % P<0.05; %% P<O.01.
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Table 42 Study No. B021300

Delivery Data (FO) - Summary

Test Substance . Number of Number of Implantation Delivery Gestation
Dose Gestation Length  Corpora Implantation Tofal Number Index Index Index
(ng/ke) (days) Lutea Sites of Offspring %) (%) (%)
DPDS Mean 22.5 17.8 17.0 16. 0 95, 47 93. 87 100. 0
0 S.D. 0.5 1.2 1.1 LY 2.29 7.79 (11711 a)
n 11 11 11 11 11 11
DPDS Mean 22.5 17.6 16. 6 15. 8 94, 33 95. 00 100. 0
1 S.D. 0.5 2.2 2.2 a1 5. 40 4. 63 (12/12)
I 12 12 12 12 12 12
DPDS Mean 22.5 18.0 17. 2 15.7 95. 76 91. 69 100. 0
6 S.D. 0.5 1.8 1.3 1.3 4. 87 6. 42 (11/11)
n 11 11 11 11 11 11
DPDS Mean 22.3 17. 7 16. 2 15. 2 an. 28 84, 23 100. 0
30 S.D. 0.5 4.6 4.5 4.3 8. 94 1. 66 (12/12)
il 12 12 12 12 12 i2

a) :Number of pre%nant animals delivered live offsBring / number of pregnant animals
Significantly different from conirol <0.05; #% P<O0. 01.
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B021300

Study No.

Litter Size and Viability lndex (F1) - Summary

Table 43

Number of Live
Offspring
on Day b

Number of Live Offspring on Day 4

before Culling

M

Number of Live
Offsgrlnﬁ
at Birt

Numher
spring
irth

—t—

i
a

e
=S

Test Substance

Da
5Y

Day
4

0

F Totzl M F Total

after Culling
M

Total

Total F
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F
o % P<0.05; #%, P<O. 01,

M

Total

fE

F

6
Significantly different from control

DPDS
DEDS



Table 44 Study No. B021300

Cllnlcal Sign (F1 before Weaning) - Summary
Stage : Before Culling

Eest(Suyit§nce Day 0 | ) ] .
ose (m
s g/Findings(M/F)
DEDS Number of dams 11 i1 11 11 11
0 Number of offsprin ) 78/98/0 17/97 71/97 76/97 75/97
Number of dams with abnormal offspring 0 0 1 1 0
No Abnorma ity 17/97 T1/97 75/97 T4/97 73/97
Death (M/F/T) 1/1/0 0/0 1/0 1/0 2/0
Loss of suckling i/0 170
bPDS Number of dams 12 12 12 12 12
1 Number of offsprin ) 97/92/0 97/92 97/91 95/91 95/90
ﬁumggr o ?a?s with abnornal offspring 97/9% 97/96 95/96 95/98 94/98
o Abnormality
Death (4/F/U) 0/0/0 0/1 2/0 0/1 1/0
Loss of suckling 0/1 0/1 / /
DPDS Number of dams 11 11 11 11 11
6 Number of offsprin ) 87/86/0 86/85 86/85 85/85 85/84
Number of dams with abnormal ¢ffspring 1 0 0 0 0
No Abnormal lty 78/16 86/85 85/85 85/84 85/84
Death (/) 1170 070 176 0/1 0/0
Loss of suckllng 8/9
DPDS Number of dams 12 12 11 11 11
30 Number of offsprin . 84/97/1 83/87 78/83 78/80 78/80
Number of dams with abnormal offspring 4 1 0 1 1
No Ahnormal;ty 72/78 78/82 78780 78/79 78/79
Death (M/F/0) 1/10/1 a/4 0/3 0/0 0/0
Less of suckling 11/9 0/1 0/1 0/1

M:Mzle, FfFemaIe. U:Unable to be sexed on day 0
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Table 45 Study No. B021300

Body VWeight of 0ffspring (Fl before Weaning) - Summary

Sex : Male Unit ; g
Begé Substance before Culling / aller Culling
0
(mg/kg) /Day 0 4
DPDS Mean 6. 9 10. 5
0 S.D. 0.6 1.4
n 11 11
PPDS Mean 6. 9 10. 3
| S.D. 0.7 1.2
n 12 12
DPDS Mean 6.8 10.0
6 S.D. 0.7 1.2
n 11 11
DPDS Mean 6. 4 8.5
30 3. D. 0.8 1.7
il 12 11
Significantly different from conirol : % PLO. 05 %%, P<O. 01,
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Study No. B021300

Table 46
Body Weight of Offspring (Fl before Weaning) - Summary
Sex : Female Unit : g
%est Substance before Culling / alter Culling
0se
(mg/kg) /Day 0 4
DPDS Mean 6.5 10. 1
0 S. D, 0.6 [. 2
n 11 11
DPDS Mean 6.5 9.8
1 S.D. 0.7 1.3
n 12 12
DPDS Mean 6. 4 9.5
6 S. D. 0.6 l. 2
it 11 11
DPDS Mean 6.2 8.8
30 S.D. 0.7 1.5
il 11 11
Significantly different from conirol 2%, PLO.05; %%, PO, 01,
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Study No. B0Z1300

Table 47
Body Weight Galn of Offspring (F1 before Weaning) - Summar
: % Base : Day 4gafter Birth s Y Unit : g
gest Substance before Culling after Culling
ose
(mg/kg) /Day 0- 4
DPDS Mean 3.6
)] S.D. 1.0
n 11
DPDS Mean 3.4
i S. D 0.6
n 12
DPDS Mean 3.2
6 S.D. 0.8
I i1
DPDS Mean 3.0
30 S.D. 1.1
n 11
Significantly different from control 1% P<0. 05; % P<0. 01
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Table 48

Body Weight Gain of Offspring (F1 before Weaning) - Summary

Study No. B021300

Unit : g

Sex : Female Base : Day 4 after Birth
Eest Substance before Culling after Culling
0se
(mg/kg) /Day 0- 4
DPDS Mean 3.5
S.D. 0.8
n 11
DPDS Mean 3.3
S. D. 0.7
1 12
DPDS Mean 3.1
S.D. 0.7
n 11
DPDS Mean 2.6
30 5. D, 0.9
il 11
Significantly different from control 1%, PCO. 05 %, PG 01,
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Table 49

External Examinatipn of Offspring (F1)} -
Day : 0 (Birth Day)

Summary

Study No. B021300

%est S bs}ﬁnge

ose (m

Numper o D%ms )
Number of Offspring

DPDS DPDS
0 |

11 12
174 189

[ ST

Number of Dams with Ancmalous Offspring
Number of Offspring with Any Anomalles

R T4

Significantly different from control

© % P<0.05: %% P<0. 0L
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Table 50

Necropsy Findings (F1 Offspring} - Summary
Test Suhstance : DPDS

Study No. B021300

Test Substance

Scheduled Sacrifice

Dead

Dose fmg/kg)  /Findings Day: 4 4
M F F F M [ M F

DPDS Number of offspring examined 73 97 1 1

0 No abnormality 73 96 1 i

Kidney
Dilatation, pelvis 1

DPDS Number of offspring examined 94 90 1 1

1 No abnormality 94 90 1 1
DPDS Number of offspring examined 85 84 1 1

5 No abnormality 85 84 1 1
DPDS Number of offspring examined 78 80 10 3

30 No abnormality T8 30 10 3

M:Male, F:Female
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