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PR

(EFOFSTzZINAFINT 2/ —)L%& 0. 8. 40, 200 B&LLN 1000 mgke DHIET
WEED SD R 5w M 28 HIMRER TS5 L, 7O & EENE 2R L7~

B HIELPICIED 1000me/kg BED 1 BIASEREBOIX T, ABRITK 3 X ONEERIZ0 %
A U727z, BN L7z, BURROMEER, WE Ol SHRABOOIUR, i e
DUS AERRD 517z,

137 ARE DIRAEAHE D 1000mg/kg HET, 73 H72IEAH B OEAEAMERE D 1000me/ke
T, TR s s

AL FEARERIBNT, RGWIRR TR D 1000mg/kg RETHR I L A FO0—)b
DARAE &, HED 1000 mg/kg TV IV I~ ZADEMBE L v GT O, WD 200 B L
40mg/kg BF TR L AT O0—)LOEMEAGRD Sz, NS ORLIE, B IH Iz
ABIVEM Tz,

TR TH MBI G512 E 2 L B LDND LN E B LI TE AR 5
N7z,

B Tl 1000mg/kg B OMEHET, HRTIREBEOIR A, FIBEREOINE, B OEED

NEREED 5472, 200meg/kg HEDOMEMETIE, BEROEEDNEAEE0 57z, ALk

WA TTIEITE D@, BEfsOBE DU IEGK, 1 O 1000mg/kg I O TR
SNz TS QLIS E I G O WHACE RN 4 2 2RI 5 6 D &
HAiouNnsz.

JH- Wi C 35 BIRL A S Ak 2 T/ U D IRERINEIE S 2MHEHE O 200 35 KT 1000me/kg
HETiRD 6Nz, BEERE T OMRED 1000mg/kg B TPl HE 50 @& fE ook T 5 /-
VAR T B, WEOD 200mg/kg T THFIRE B ORI BE)ED SN TE O, iR HE
PG ATEER U 7o SRS 2 DA S RIg X Tz,

R, IRIRE O/ R, SURMER S ITERT 2 &F A o NS 21 ida sk
M7z,

LUk, HEVE 200 mg/kg 1 TIEE 40 mg/kg T THIRD IR G ITERT 5 &E# A 5N 5%
LB 5Niz. 1> T, ARG B2 DI R (NOEL)IE, 4T 40 mg/kg,

MtV 8mg/kg LML 7z
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=

(EROF Tz ZINWAFIILT =/ —Villfh : EXT7 /=) F ST@EA). ¥
EROF T T 22V AS (MSDS etk A4 Fr), DHDPMIRFRIE, #REL 7 1 VLA, R
e, AU ATV, 7IOLF REIESORREY, kT RFs . RUN—Fx—h,
TARF G, RUZAFURIEDEE? L THWSNTND
Ao, BEFLEMEOR SN FAHNESEEO—RELT, S bZAWT 28 BME

PG AERRZ R, ERAOBFFFBIIDOVTHRH L O THRET
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SL659

kLB Lk

ARAIEL
WSS NI(E FOF T2 2N AFILT = ) — IV (IEF
DHDPM, CAS No. 1333-16-0, & F#'5 FEE 99.0%) &ML 7z, 9kl

WP T GC D TUPAC 44, Jilfh, s, BEHUK, 27, S FRBLUOrHiym 2
179 2L 360~ 370°C (760mmHg). #ls 100°C. LLE 1.18025C). #WL
3mmHg(200°C), MECERECAY], I THORE 100 A F 5 > RIRFERTH O, 2.
Ot B AR IC K D MR DR - AL, B - RIER RS S, IR, K i
W, 725 153g/100g, DMSO ; T—F ML, NV BLUNT T 4 %l
KFBAHE, 7O BIOL—FIIZBHE, MELRERICMRTH D

W E GG T - R Sef T TORE L 72

W E ORENIZ, W EI B L O REW Z2HAFT 2B 2 AT L, iR

IUPAC % : AF L > ¥ 7 x /—)V[methylenediphenol]

I  EA(E FOF 2 T 22V A Y > [bis(thydroxyphenyl)methane]
: EA 7 x /—)) F[bisphenol F]

P i AN o

AR BIRUZRC

ﬁj\?ﬁ :Clslrllzoz

9 F i 1 200.24

Ty Tz /I, UK, RIVAT VTR R, M a2 Tk, i)
e

HARF v =)V A« UN—WRAEESTT : RS Cri:CD(SD)IGS T v 1 (SPE)MEAE
%50z AF L.

T ATTE, 8 HIEHE - BHEL, WINOBYHEIRENRIFTHLHI &%
R Lz, S BRMaiTH I, WEBIHCIEE2RNE X > TEOEENIZES
LB E DTN, MEMEE a8 LA UZe. $5BRIANG Ol 5 6k, 18
T E A 150~173 g, MEAY 117~140g TH o 7Z.
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SL659

X FEIT & T 2 R U7, o — DR 5. FUREE, i)

VLA TR, PEDY. FRE, RSN, IR B LR E AR L 2 T L]
.
Tl &

W - BIfLf 2 S D eMENIMEZm L T, BE 2+£2CERE), AXHRE 53
5% (BIEME), MG 12 |1 RF—IV 7 Ly a7 —{ka), BRI 12 IR

(7:00~19:00)IC B EAMI L 72 fAEZE 2 M A U2, U TED /2 E O A
i 19~25C, 35~75%TH D, EEUEIZENEN 22~24C, SI~79%TH o7

Thin % WIEDE S O BRIBRIAN—F F v 7, HEFv—IVA - UN—H)Z
WNTZRY) J1—R 7 — MRS —2(265W x 426D x 200H mm, &7 BHEEZHRER AT

IMNFUINET — 2B 7= 0 SIC(RE), BEMTRIMEr — U&7 0 2 IBFEHEIAE L, A
F—)VESRE (b F T RPEEER) I U TEE L. =2 oiREGINE 1
M O—F—3 g > Ufz, SEICEIREDT A 7 > L 2 REE S B IS 8~ = TR E
AR 2, REAITIIEETE R ) 1 — AR R — MR AOR(700mL, 3 T RAE R ARER)
ZEM L. =@ IR, FHERE KO AJRIZN 1 MAZ L 7=,

Tid, SERTHE SRR ME, 2V T2 Z VR T3 &, Sum O 7 1))
& —E%, SRIMVERIRST U 72 /KGHE K 2 19 iR X W 7. sk & Rl 1 [msg
L 7=

IRIS &l DR SR SRS TG YL R IE /S, MG T e 7= JEHE T & LT
HIEEMAR U, E, SIMKIE/KEECHE U 7= K E W A 2 2 W s 32 L
IIHEDIEAE IS L T WA Z 2R L TWNWA,
15

BGRERIIMCBET A RS TR ORYS & Uz, M 28 A& L,
BY TFEEBF LU CPERNTIE 1A, FRIFIZMER DG L.

Fhiiikik & LT %Miéwasm,wm%iUXMngmwmﬁfmm 2
VE SDUGS)% T v MZHERR RS L, B51% ¢ QMR LR, —REms
T, 2000 mg/kg fEQUMETER G DITEIEED DWA, WL, HTRENRD SN
b, AR B IR LI SR E B s e o 72 KT 0, 100, 500 B E T 1000

12



mg/kg O JH 1z TIEME &4 3 PL D SDAGS)% 7 v I

1000 mg/kg WETHRAEWELE). AT

SL65Y

(Z 14 HIMBAERE 35 L 7= 45 0

COBERCHEE), IR D 25 (R0 T 17 oD & it [ ).

A BE R DS [, 500 mg/kg BETIHL, TN O ZE L (HER T B O—INE]. Fx

L D E A MEE )RR D 53172, 100 mg/kg ET

Mk 285 T 3% (I AR,

G
S
A

(0.1% TTween80 I 0.5%CMC-Na IKIER) D2 %5159 %

WaEld 10 mkg & U, A

%ill‘r

v A GHO1,
L OFEEN 1 =17,

WA L.

T il B D

ML, Fa

T, R

RN )33 = DT L

NI —ARIRAE, TR,
ﬁ‘%l wu&bbzlf&ﬁ‘?fu_ :2’1/

IR =N

DFERN S, FFEETIALETEDY 1V 90D LR TH S 1000mgkg & i

It s T 200,

ZHE

40 BEUV'S mgke DEL 4 REMERE L. 612

KR 2R T .

FU7ARENTIE DV TEI L .

2113 0.1%Tween80 N 0.5%CMC-Na /KA (Tween80 : HELR 13400, O

CMC-Na : BRI, 0w FAS 007G1480)IT MRS L 7=, 1%

G O BRI E D

}n., Iz

S S TR -

FRIHARAT

PEVE, $G-BAERITIC 0.4 3B LT 200mg/mL D

o 0

Hb I EafEB U (T EE 2).
AHRRE, 200 B KT 1000mg/kg fif D
N 2 R 7

SROTAIT,

MEATIZARE L, A% 8 FIDAUN
AT TO 8 N OYEEE 5 LU -

i UIZ(RITERE ). =72, 9

CEHENEOR SR E ST L, SR E OWREN TR T IE D £ 10% N T

. BRGIIERE T2 14 HIE om

P 5 RIS T IR

[E) 46 M TS 7 I

i - VA3 i Vi(; lii3
S 6 6 6 6
(10101-10106)”  (50101-50106) (10107-10112)  (50107-50112)
8 mg/kg HE 6 6 - -
(10201-10206) (50201-50206)
40 mg/kg K 6 6 - -
(10301-10306) (50301-50306)
200 mg/kg T 6 6 6 6
(10401-10406) (50401-50406) (10407-10412)  (50407-50412)
1000 mg/kg 1 6 6 6 5
(10501-10506) (50501-50504 (10507-10512)  (50508-50512)
505()6, 50507)
1), o 29 HWZIERT; 2), B 43 HIC ;3), WM 4), TR



S8L639

0. IS - s
Falouiilzmd Lz, A8, S0 Smn 28 1 10, 9 1~7 1%
WM U7, s, 29 DDA & i & U 7.
0.1 WARIE
POUIIE 1 F 2 W (%L ). E oo 1 LD 1 R s e L7z
6.2 NI
DI ORT A T LI RE (EB-32008, GRRESTRRATT & )Tkl e L7z,
6.3 Al T
& A — AR R AIA A T 2 T RILKRE (EB-3200S, GRS AT 2 N WT
W e U, 1= 0o | R T L C.
6.4 L FARHR A
0329 11 KON 43 [T Ol 12 4 Rl 2 50 2 &t T FAXR S
=L UYL (T Ib, NEDREER) # RPN S U ORI L, 12 KR 0
L, RidoXl a2 L. 9), QOOBAIASIIREERLIEAE LT 32% 27 T2
W = N U AKESHE AT L, R L TR S & ) o, 2 ofllod it
oozt b, BESTBHL A EDTA-2K TULPE L 72 i ig 2 )1 7z
Wi Ji ik
(1) MIMEREL (RBC) = AT T--DC A S 2 Ak kA
(2) ANEJTIE PREE (Hb) SLS NEV 1Y 2k
3) AX 7Yy ME (1) SRR OV AWt
4) PR ERART (MCV) (1), (3L DL
(5) VAR ER 0 3 (MCH) (M), @& DT
(6) VI ARLER A Z2 )L (MCHO) (2) (3)d DT
(7) HdAx i BR 2K VY oy /&mmf'm P RAM) L
(8) i/ REK = AT 0=DC A 2 E—F 2 ML
(9) 70 o2 ECREE (PT) Quick —B&i%
(10)  JSPEALERS bR 7T AT U] (APTT)  JEMELE Ty 0TS AF ik
(1) HImERE (WBC) RFE/DC A > E—5 > Ak
(12) =i ERE S 2 Wright F O BREFEAIT D W TAIE
TRI7E B4R (1)~(3), (8), (11) NE-4500, A A w7 2
(7) R-2000, A A w7 AWK
9), (10) KC10A, 7 AT
(12) MICROX HEG-70A, 740 )
6.5 AL AR A
R IR (£ R L 7z iR D — {2 IR T 30 S BIfE IR O 08 L, B oz
MG ZHWT TR OMEE ZRE L /2. &/, Komiiid, ik 7 £ TH BiRE
L.
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81639

e UER:S
(I)  ASAT(GOT) UV-rate 2 (JSCC LR Ii%)
() ALAT (GPT) UV-rate & (JSCC ¢ Ri%)
3) 7 GT TN pZ TN L (SSCC Ui k)
(4)  ALP p-= M7 TR AL FA(JSCC Bk )
(3) #HEUILES #3575 (BOD i%)
(0) IREEE R 55UV IE (Urease-GLDH i)
(7 JLT7FZL Jaffé %
(8) T a— A fi#3%-UV % (GIcK-G6PDH i)
©)) MILAFO—)b §#3i% (CES-CO-POD %)
oy rUTYUELSAR %3275 (LPL-GK-G3PO-POD i)
(1)  KEH Biuret 7%
12y 77z BCG %
(13)  AGl (DB E(12) L D FHL
(14) I T4 OCPC #
(15)  feggy) > W# 375 (PNP-XOD-POD %)
(16)  F~UDL (Na) A A > R AR
17y U TLA (K A A BRI
(18) 7 o—)L (Cl) A R ERE
HEHERR HAZ 736-10 17, WRWHLEFT

6.6 FRIRAE

SRAELE 6 IEOFFRZ5 27 BICERIL T, FREOREZEE L. AR,

O IR DRI ER L NG L 7 in o 7z

W EI G OHEZ D E L LALPRRD SNRMm o 72/, TOWDMREEE &

HOH 75 i

()  pH RBHNE (VT4 AT 4w DA, INA TIL - Z 5
(2) e AHE (RN T 4 AT 4w IR, NI - =)
(3) Za—2A ABRARIE (VT4 AT 4 v IR, N )L - Z3HE)
4) PAINREN HBAHE (RIVT 4 AT 0 v T A, INA )b - Z2kHK)
(5) EUlE> AHNE (YT AT 4 v DA, N TOL - Z3)
(6) &M RIHRIE (RIVT 4 AT 4 v A, N1 TV - = HH)
(7y  wobed /=42 BBRENE (VT4 AT 4 v P A, INA )b - Z L)
HIERETR U Z7 w7100, N1 LIV - =3

6.7 THEHIRAE

(s
Bl
L
i)
L2y

A=

1) #RET
B O TR DBBEEREZEF LIUK (AEG-120, E#REER &2 10

)
iy

THRIFE L7z, £, MR OERBIZE DN THEMER HAEL) 28H L7, a8,
TR L ORRIRE SRV ) S EEEICRE L.
i, GO, NG, R, CBRNE, ROR, MEMR, MU, RS, ORBL, TR, OREHL LK

R, BRI

15



SL65Y

AR T

FHI R BN IREE, MEREIRZE QI - L, RIS B/ L.
PUESIbT St b

ST DO TEERE - M Z R L. 10%EE ) SRRV <) 2 TERE L
MF LTz, 72750, IREREN—F—IRIEYE R T, B IOk R L3

SETEE LTz,

. 7EBE, FIEAK, IRERBION—F I @), U > /SE (R R, 1
W, GEE, MR ORAE Y, W, e,z [, E, S, nll, TR,
HRIR 35 L O L B/ iy, O, IR, VR, R i), RO i), L,
KL (), KRR R (RIOM), REES, RONZIRIEEE, ORI i), TE, KRB L
DVERE (), KUEM 3 Ot B, & ORI S

P - SIS T IR IR L 7 R & 1000 mg/kg B DMERE S DR ECERE + LA

VxRS 2 B O 2T O RIRMER A E B > TAT MU 2 - TF
T2 (HE) REREAZERL, SRl

Malg, oD, IR, RN, BN, B, RSN ML LK, REEE, SRR

BT DR E, DTOXIICBIMMREEFEML 2. OG WIER 7%
B D 8, 40 33 L TN 200me/kg TER S DN EIHE IR 7285 B O 215 OEEEIT
I, @45 100 B K R R TR T I O OB B LA, Qs
WITRIRS 7 M T T DML |k,

SRR
AlET—71E, ZEREE THRET A B 214 L. 977505 Bartlett

ETHEDBORE T, S LW S -5

EB

T, N L <7s
I 1 Kruskal-Wallis DRRUE 217 - 7z TERNTAT B722758 8 5 723581 Dunnett
Wi F 721 Dunnett DL TIVIRT 217072, GHRT— 513, axb O &7,
ST S N7 A1 Armitage O x 2 H0E TR & 25 i 2 b U 7z

HET RN ORI GIEENE TR DY TH D, —HAREE, IR ERE D
WTI, HET ST 2 32 L 72 o 7=

SEWIRE 0 (REE, A0S, MEFIOREE, I R, AR IR
% RE DO RME(pH, BE, Ya-—2, UK, BUNES, #

16
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=
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SL659

R

—HiAREE  (Table 1)

P 5 IR (day20)42, 1ED 1000me/kg FED 1 #1(THHHEF 50505)ANEFEIRIE IR O
MUEINER L 7=, ZOfEAIE day4 BE N dayll & dayls S daylS ETHHLL TT v
YIS, E72 day19 B R 20 1T E FEIED) DA FEIRITE JONE BRI 238
WMo, Ty EIZLIZHHEO 1000me/ke D 2 filTH--IFHYNZEED 54z,

P& G2 IRBTAMERE & B 200 33 KT 1000mg/kg 11 D 2HT, WG 20D 1000me/kg
FED 2 TR 51Nz, RGHIRELMED 200mg/kg 1T 1 FEMHES 50404 O
1000mg/kg #£T 1 BIEH S SOSONICFED SNz, BEHHRMEE, &MET 12 §
1 BlOA TR SN, WORMATIERED SNLho I &, FEIRDOFESIRIA—
78 Z & s, R E RS 3B DV, 552 OFMR D & D 4k 5 H 19729E
IREHH L7z, ZNSOFERIII G T & & BTk Uiz,

{KH  (Figure 1, Table 2)
HED 1000 mg/kg B TH 8 HM B 29 HE THEBEREIEARD S, [ LI
T B3 LT

B2 (Table 3)
P W D58 8 H1IT 1000 mg/kg B OMEME, 28 22 112D 1000 mg/kg B THLAE
WAz, EENIRICHEBEILRD S hisho -

NIRRT (Table 4)

WIS 7 p B R OVEE IS T IR ORI T, W E R ST INT S & b
NDHEALERD SN 7sh o7z,

B IR TIRFIZ, 1000me/kg BEDHE T i BRAFE(MCV) 3 & USRIk
43 5 (MCH) DEAE SR O EftisB s N, RBEOMETIE 70 ho > © Ik
IBPTYDIE RSB SN2, Zh6 OB iEW T NGB IR Z(LTH D 2 L s,

PRI 5 L VB D 73 WAl &I L 7

RIS TIRHZIE, 2RI Sam - 1z

18
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SL63Y

ML FHURTE (Table 5)

G JUIRIRE T IR I R 8 42 SR DAY 200mg/kg FEOMET, ¥4 L 2 5 01— )L DA%
Y 1000mg/kg HEDHETRD S5z, v GT OEHE 7L 23— 2 DA 1000me/ke
HEOWET, #3257 0—)LOEA 40mg/kg HELL LD TR SNz Lal,
VK 32 %2 38 ORI DFEHLRIN &, B RS SVEBITE D72 A L & L 7=,

[EHEONINES TIRFIZ 7 O — )L D@ 200mg/kg MEDMETRD 572, LirL., 20
AL G IR TIRHZIE A S N8N 2 E0 S, HRIME R LR O 4 &
T L 7z,

VRARAE (Table 6)
PG IR DR T, BB EIR5ITIIN 5 & B 2 2D S5 in -

7=,

#e = HitE (Table 7, 8)

125 UM TR T R B ORI Y 40, 200 33 ZTX 1000mg/kg HEDUET,
F UL B DARAEZS 8, 40 B LUK 200mg/kg ¥ OMETHRD &7z, TN i o f i
713 1000mg/kg 1 DT, HXTE & O S 1000mg/kg £ OMEME & 200mg/kg IF DIET
B SN, RE AR R B OEEA 200 3B LT 1000mg/kg FEOMET, IRARX TR D
FAAEZY 1000mg/kg I DU TiRD 517z,

MG JUIETRE TRV, OB X R & DB 7Y 1000mgykg OHET,  HHE & @I ALk
T HE DAY 1000mg/kg OMETRRD 517z

IS OEEDS L, MEHE TGRS SNz, LIEEEE OIS, &
LIRS TS LIZ A S NN T &S, RIMET G S B O 7 2L &
Uiz, &7z, BN TIRIZRS © Nz i B O &M@, [ THREOH &
ISR 5 NTNWS I & &, MMBEEIcELIFiRd o Namozl ems, IR
T OARA T S RIS &Pl L 7=

AT EL (Table 9, 10, 11)
WHRHDHEITER T 2 EEbN oS4, HicZd sz
19



9.

S8LO5Y

PN TR IEEIC BWT, BIRGOMEOILED 40mg/kg HEDHE 1 1,

200mg/kg B OWEHES 3 F1, BX T 1000me/kg BEOME 3 B, It 6 PUTRD S/, &
7=, VS BEOFRBALAY 1000me/kg IHFOKE 2 #1, M 5 41, HIEEEDILFEL 1000me/ke
PEME 2 F1, W2 BlicENEFNRD SN,

G SR T BT B VT, BIRBOREDILEA 200mg/kg HE DM 1
. 1000mg/kg BEDHE 2 f1, il 4 HITIRD SN, JEHEEDOIRAALAY 200me/kg i DA
D 1 # & 1000me/kg HEOIED 2 BIHTEED Bz

Je 5 T BRICIRIE I B o 7272 0D, “ZHEFE S B 72 1000mg/kg HEOME 1 #11TiE
DL O, BB & OIBE SOOI AR, IR OREDIE, IREREO TS
Jo. PNk, WD, IRIROD/NEMLE, TINE QIR S5 7z,

DAk, BT U KOOI TR B TR 2 OZEASED 57, Wb
TNHARRET v MCHRERICED ONEELTHY, ZOIEEIRIIT-—TED

RS 5NN EN S, RS SR D7 WA b & L 7z,

ST RIFAARFT L, (Table 12,13, 14)

PRI RS 5 &b NSNS B L I TR 5 1.

Y5 IR TR T 30T, 1000mg/kg 1 OMERE R TE OB B OB
FRANR S, T D5 B ik 241, M 141 TR E OBSRAED 5N/, =72, 1000mg/ke
REDUE 2 1, Mt 3 HITIHATE RGBT, FIREOMERES 2 #1 THERTE OBE AR
D 5 A7z, I TE/NEE IO DIFAIRIE R A 200me/kg B OMERE R 2 41, 1000mg/kg
TEOMEHES 4 FUTRDSNTH Y, FOHT 1000mg/kg BEDHE 2 41, W 3 TR

DMFEARD SNz, FEAETHE, MTHREEREOZE(LRD SN, MRk
PR Z B L 7278, W NOMKIC L2 idBo o N, WEEREDOE(ITMS
M7z oO & FEr L7z, 72, 1000mg/kg FEOHE 1 #17T, SN2 - 72 289
PRI AR & 7.

(R HITETRE THRMRRITI 230 T, 1000mg/kg BEOMEIER 1 1T, 'EEIR B O

EDMZIKED S/, FEz, 1000mg/kg HEOKE 2 41, W 1 B THIEEOPEDNF
MK sz,

PG U T BIE U U 72 1000mg/kg IHEOOME 1 41 Tl OBE R DL, i
FBLOD 2R F5 K OIS DR, MRE RO, BX DS o, TR,

20



8L659

U, TR, SREL, ANBRIROZFEMANED SNz, ad, BRI TS 0
AN AFRD 5, SEHBENEED N2, R OMEFENRE 2T o 2, &
fidiZd sniah oz,

$4 JUIH 35 &k ONEME RS TR T T, RURIHICIE OFRBILARY 517
2N, MR ERR A TSS9 28 g s g o 7. R 1
DHEDIEIEGRD 5 Nz, {25 WH#E T2 E O 40mg/kg # DUE 161, 200mg/ke
[EDMES 3 41, B L OB TRAHEY O 200me/ke 1 OMERE# 1 (.
1000mg/kg BEDME 1 1, I 3 #1TIE, HELFIRE CIIZEAD 51T, i)
TG S 3Bl 072 s O Sl L7z,

Z DT & DEALDSRD SN, WTNBARKD 7 v MTERIELNITE
WENBETHO, FOIBIRIC~TOMANRD SNR NI ENS, YWY

B LI3BE DN L M L 7z,

I AL AR S HIIRE DA SRS DRSS, G IR TRIFHITY D 1000mg/ke
W OMERE TR 53 DB RG DML p<0.01 THE, AIELLEDTHIIEL

K p<0.05 THETH .

21



SL65Y

22 ~SSEQON T

(L ROFT T2 ZI)WAFILT =/ —)b% 0, 8, 40. 200 3 X 1000 mgkg DI
SECHERED SD %5 MiC 28 HIBRER RS L, T ok SmEVEERE L7z

PEEIRITC 1000me/ke #EDIME 1 1T —RIRTE O TAL (5 FERLT Ok D, TR,
SRIRIT, VRIS DNR S AV 2, BIFEIIfEEI L 7o, I BT L ik o
IS (T ARFRY S & F D BERHE O LANRY STz, AW OISR ' T
2000mg/kg HEDIEL T TATR 3 & USRI BB PN 3 K OGRIBI o 227738
HENTHY, SHO—#IRER X OB LB IEEIL TUWA, RIERICHERAR
ZAERD 5N, FERIZTHTH -7z,

PHLASHED 200me/kg FETHG 3 HNS 1000mgkg I TIRG 2 Ans, MTE
200mg/kg BETHG 2 B 5, 1000mg/kg BTG 1 B o 57z, JEEHRMIE
FEAEDERDE G OHTIRELT 2 —Rr7e b O T, HUE Wik KN L
Moz, ZOFHE, WRME ORI ICSER T A2 TH D, HiEHERITR
WEHIWTL, NOEL DM SR L 72, BeGRMMRIc—IReNz S v b e
HIEET DMK T, NGEARL AR 5 Iz BRI D 1000mg/kg T TOEHI & 57278,
R TR T 5 L3R s ah o .

I DEMEAHED 1000mg/kg BT day8 705 day29 £ TiRD SV, [T T day8

BB OEENSRD S5NTNWD 2 En s, WmEES ORENEZ s,
Tl day8 & day22 \IEMHE OEEED S0, KREICHBEEIZRD SN
7z.

$e 5 WIS 7RI B OHED 1000mg/kg BET, #3 L A7 0—)LOEAM, [[FU
<METIL 40, 200 BEN1000mgrkg TR L AT O—)L DIEAE, 1000mg/kg T
7V A=A DRSS SNz, TNs O SIEHEEE iz L0, O
WMHMESIRIRIE ITHA - 72 & EAVRIZ S Nz,

JH- D 25 B T AE T, £ /5 JUIRRS T IR D HE D 1000mgykg I THH A T B oD i,
it > 200mg/kg #ETHIAT TR O @A, MO 1000me/kg B THM T RB L UMM T RO
AR STz, TS OO HT RAL =B TNl DIFF AN o A
KIKEDHSNTHO, MR E OFTIZ L DR OISO & bt
FIARZIZBNT S & E 2 515, v GT O AMED 1000mg/kg I Tidsd & N7z,
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I O, B RIS TIRFICIZ SR D /D 5 L OB DRI A58 5 41,
GRS B 7.

Il TR S S 7 SRR SR, RITHE S S THUK Rl — Tk — BRI o
NIRRT 2 SR ENTVS D, G I TIRZ, M F Tepki st T
TP K OMHE G E T O AR 5 1= - MU 2 R A 2 920 U =73, 28l diny
SNMo/l &, M EREBIOMGERIL, WD AL DGR 24l
THo/ I EERITEE 3B, FRIROMEERIZETN THok I &5, iRy
(HE PEERA H GV ARV T (et 2IY TR DY Al

E THIR T OFEIE X T2 i & A~ 4 S 8 LR S N AR AT

TIELHED 1000mg/kg B TIRE BEDIRE(L, TIEEEOINE, BIRHGOEEONENRD
Sz, ZN5DBLD DL, B EOBEDNLIZIEIHED 40mg/kg T T 141, 200mg/kg
[FE7C 3B, HED 200mg/kg #ET 3 HHT BFBD SNTZAY, T OLEALITHINT DAL
ZALMED 5NT, WIRMEIRG E3BED WA L &M L 2. Y B2l
WEHE D 1000mg/kg HETDHBD SNz, G I TR D 1000mg/kg T, 1T H
TSI R A 2 B, Wk 3 BIT, BESHEOEIZAAMERESHIT, FIE ORIEAHE 2
w2 PITRRD 537z, BERBROBIZR D 5 BHE 2 #l B LM 1 LT OBE
Bomnaed & . TS Q2L BE NI 75123850 5 O iz K78
1000mg/kg BEOMEMEE 1 B TIREICRD SN DOAT, Lo RIFHED 5T, M
JEBIOEE DL Tl & s, WHenmE il sz,

ARE EEE TR S5 N7, WA TR O S MG R TR oM 200,
1000mg/kg T, MWHEALFRRE TR I L 27 0= )HEDEENRD 5N TIN5
EMS, FIUIHEL =2 EEZ oN.

JRIRE T, #RHERGITERNT 2 &E 2 s NBLidH s> 7

Vb, HEB BRI T D EE A 5N DS E LT, IS NI TIko
200mg/kg B TIFIEIC BT 2 N ZEFOYE ORI /Y, M4 5 iR TIED
domg/kg TETHRI L A7 00— )WEORMATED 5Nz, 1o T, RS TicH

VT AN BT (NOELYE, MEVE 40 mg/kg, MEVE 8mg/kg &FI L 7.
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Twenty-eight-day Repeated Gral Dose Toxicity Study of DHDPM in Rats Study No. 8L659
Table ! Clinical Sign - Summary Male
Test Substance Day 1 2 3 4 5 6 1 3 9 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 26 10 20 10 20 10 20 10 20 10 20
DHDPM Number of Amimals 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 312 12 12 12 12 12 12 12 12 12 12
0 No Abmormality 1212 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
DHDPM Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6 6 6 6 6
§ No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & & 6 6 6 6 6 6 6 6 6 6 6 6 6 6
DHDPY Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6 6 6 6 6
40 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 5 6 6 6 6 6 6 6 6 6 6 6
DHDPM 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 2 12 12 12 12 12 12 12 12 12 12 12
200 No Abnormality 12 12 12 12 12 11 12 12 12 1% 12 12 12 12 12 10 12 11 12 8 12 8 12 § 12 & 12 9 12 10 12 9§ i2 1l
Salivation I oo 0o 0 0 ¢ 0001 000002 01 0 40 4 0 3 0 4 0 3 0 2 0 3 01
DHDPM Number of Animals 12 12 (2 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 (2 (2 12 2 12 12 12 12 12 12 12 12 12 12 12 12
1000 No Abnormality 12 12 12 11 12 1112 9% 12 6 12 9 12 8 12 7 12 10 12 4 12 {2 12 {2 12 4 12 9 12 6 12 5 12 8§
Salivation i 00 0 t 0 1 0O 3 0 6 0 3 0 4 0 5 0 2 0 8 0 06 86 ¢ 06 8 0 3 0 6 0 T 0 4
Test Substance Day 18 19 20 21 22 23 24 25 26 27 28 23 30 31 32 33 34 35 36 37T 38 39 40
Dose (mg/ke) Findings Time 10 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
DHDPM Number of Animais 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
0 No Abnrormality 12 012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 6 6 & 6 6 6 6 6 6 6 6
DHDPM Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
8 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & &
DHDPM Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
40 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 &
DHDPM Number of Animals 1212 12 12 12 12 12 12 12 12 12 12 12 2 12 12 {2 42 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
200 No Abnormality 12 9 12 10 12 8 12 10 12 7 12 8§ {2 & 12 712 § 42 5 12 71 i2 6 6 & 6 6 6 6 6 6 6 6
Salivation 1 0 3 o 2 0 4 0 2 0 5 0 4 0 4 0 5 0 4 0 7 0 5 ¢ 6 06 0 0 0 0 0 0 0 0 0
DHDPM Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 {2 12 12 12 {2 2 &6 & 6 6 6 6 6 6 6 6 &
1900 Yo Abnormality 12 7 12 512 4 12 512 512 5 12 8§ 12 712 3 12 5 12 442 6 6 6 6 6 6 6 6 6 6 b
Salivation r o 5 0 7 0 & 0 7T ¢ 7T 0 7T 0 4 0 5 06 9 0 7 0 & ¢ 06 0 0 0 0 0 0 0 0 0 0
t . Present; 1. Slight; 2 . Moderafe; 3, Severe;

Time 10 . Just before dose; Time 20 , Just afler dose;



Tweniy-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats Stindy No. 8L639

Table | Clinical Sign - Summary Male
Test Substance Day 41 42 43
Dose (mg/kg) Findings Time
DHDPM Number of Animals 6 6 6

0 No Abnormality 6 6 6
DHDPM Number of Animals
8 No Abnormality
DHDPM Number of Animals
40 No Abnormalily
DHDPM Number of Animals 6 6 6
200 No Abnormality 6 6 6
Salivation 1 0 0 0
DHDPM Number of Animals 6 6 6
1000 No Abnormalitly 6 6 6
Salivation 1 0 0 0
+, Present; 1, Slight; 2, Moderate; 3. Severe:



Twenty-cight-day Repeated Oral Dose Toxicity Sfudy of DHD

PM in Rats

Study No. B8L659

Table ! Clinical Sign - Summary Female

Test Substance Day 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 30 20 10 20 10 20 10 20 10 20 10 20 §0 20 10 20 10 20 10 20 {0 20 10 20 10 20
DEDPY Number of Animals 12 12 12 1212 12 12 12 12 %2 12 %2 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No Abnormality 12 12 12 12002 12 12 12 12 %2 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12
DHDPY Number of Animals 8 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 & 6 6 6 & 6 6
8 No Abnormalily 6 6 8 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b 6
DHD?N Number of Animals 5 6 6 656 6 8 6 8 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 & 6 6 6 6 6 & 6 B
40 No Abnormalily 5 8 6 6 6 8 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6 6 6 6 6 6 b6 6
DHDPY Number of Animals 12912 02 12 12 12 12 12 12 12 12 12 12 42 12 12 %2 12 02 12 02 12 12 12 12 12 12 42 12 12 12 12 12 12
200 No Abnormality 212 12 1 12 812 6 12 912 1112 812 8 12 8 12 8 12 6 11 & i1 912 & 42 9 1 712 8
Salivaiion P00 0y 0 4 0 6 0 3 0 U 0 4 0 4 0 4 0 4 6 6 1 4 1 3 0 4 0 3 1 5 0 4
DHDRM Number of Animals 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 42 42 12 12 12 §2 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 No Abnormality 12112 9 12 8 it 8121012 712 912 5 10 612 8 9 410 510 5 9 510 4 9 5 (0 8§
Moribundify + 00 0 0 0 D0 0O O OO O ODOD OO CDODCO OO O O O0C O 0O O 0 0O 0 D0 0 0 0 0 0 0
Prone position <0 0 0 2 0 06 O O O OCOC OO O O OO OGO O 0 06 06 06 06 0 0 0 0V Ot 0 O
Decrease in 1 o ¢ 0o ¢ ¢ 9 0 0 06 0 0 0 0 0O ¢ 0 O 6 0 0 06 0 0 ¢ 0 0 0 0 0 1 0 U 0 0
locomotor aciivity 20 0 0 0 0 OO O OO OO O O OO0 OO O O O O 0O 0 0 0 0 0 0 1 0 0 0 O
306 ¢ o 0 9 0 0 0 0 0O O O O O O ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O
Bradypnea 06 % 9 ¢ 0 & 0D O O O OO O OO0 0 0 0 0 0 0 0 ¢ 0 0 0 Q0O D 0D 0O D0 0 90
Rale + 6 00 0 6 06 I U 0 ¢ 0O O O OO H O 2 2 0 0 3 3 2 2 2 2 2 2 2 2 21 1 1 2
Salivalion t ¢ t 0 3 0 4 0 3 0 2 0 5 0 3 0 7T 0 4 0 4 0 8 0 868 0 5 1 5 0 4 1 4 0 4
Abdominal disfention + 6 0 0 0 0 0 O 0 0O 0 O ¢ 0 0 O O O 0 0 0 0 0 O 0 0O 0O 0 0 0 0 O 0 0 0

4+, Present: i, Slight: . Moderate; 3. Severe;
Time 10, Just before dose: Time 20, Just after dose;



Twenty-eight-dav Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table | Clinical Sign - Summary Female
Test Substance Day 18 19 20 21 22 23 24 75 26 27 28 29 30 31 32 33 3 35 36 37 38 39 40
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
DHDPM Mumber 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 &6 &6 & 6 6 6 6 6 6 6 &
0 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 6 6 6 6 6 6 6 6 6 6 6
DHDPY Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
S No Abmormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
DHDPM Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
40 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b
DHDPY Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 6 6 6 6 6 6 6 6 6 6 &
200 No Abnormality 12 811 71 112 412 612 612 912 712 512 712 712 6 6 6 6 6 6 6 6 6 6 &
Salivation 1 0 4 t 5 1t 5 0 8 0 6 0 6 0 3 0 5 0 7 0 5 0 5 0 0 0 0 0 0 0 0 0 0 0 0
DHDPM Number of Animals 12 t2 12 12 12 12 it 10 11 10 10 trofrotr o4t o1 %ot o1 ottt 5 5 % 5 5 §5 5 5 5 5 05
1000 No Abnormality 0 6 10 7t 6 11 6 11 % 1L 611 6 11 61 7T 1 51t 7T 5 5 5 5 5 5 §5 &5 §5 5 §
Moribundity + 0 0 0 090 1 00 000 O0O0CDOO0CO®COCO0OOCO0O O O0OTO0OTO0OO0OO0OOC O 0O 0 0 0 0 0
Prone position + 0 0 0 00 1 0 0 00 O0O0COCTD0DTDOO0OO0OTO0OO0OTO0OTO0OTO0ODTO0OCTO0ODTO0O I O OC D 0 0 0 0
Decrease in 1 o0 11 900 090 0 1 0000 ¢&0CO0OCCO0CO0OCOOOCCOCO OO OO O 0 O 0 0 O
locomotor activity 20 0 0 0 T¢C O0OCO0OCO0OCO0DCO0ODCO0OCTOCTO0ODOCCOCO0OO0ODO0ODO0DODO0OTO0OTO0OTO0OD OO TOD0ODTO0O OO OO0 0 0
3J 60 0 0010 90 0 O0CO0OCCOCODTDH OO DOLDOCOODDODTDODOTCOCCOTDO O OO0 O OC O O 0 O
Bradypnea + 00 1 vy t 00 000G CO0CO0CO0DTOD0DCO0C OO O OO0 O0O 0O 0O 0O 0 0O 0 0 0 0 0 0 0
Rale + 2 210 0 0O 0 000 O0COCTODTO0ODOTOTOGCTOCO0OTOGCCOCTOC DO O COC O 0 0 0 0 0 0 0
Salivation 1 0 4 0 4 0 5 0 5 0 7 0 5 0 5 0 5 0 4 0 6 0 4 0 00 0 0 0 0 0 0 0 ¢ 0
Abdominal distention + 0 0 111106 0 000 O0CCO0CO0OCO0ODOCO0OTOCOCCO0OTOOTD0ODCOCOCO0C O O 0O 0 0 0 0 O
t . Present; 1, Slight: 2 . Moderate; 3. Severe;
Time 10, Just before dose; Time 20, Tust after dose;



Twenty-eight-day Repeaied Oral Dose Toxicity Study of DHDPM in Rats

Table 1

Clinical Sign — Summary

Female

Study No. 8L659

Test Substance
Dose (mg/kg)

Day
Findings Time

41

42

43

DHDPM

DHDPM

DHDPN

DHDPM

DHDPM

40

200

1000

Number of Animals
No Abnormality

Number of Animals
No Abnormality

Number of Animals
No Abnormality

Number of Animals
No Abnormality
Safivation 1

Number of Animals

No Abnormality

Moribundily

Prone position

Decrease in
locomotor activity

Bradypnea

Rale

Salivation

Abdominal disteniion
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t, Present:

1, Slight; 2, Moderate;

3

Severe;



Tweniv-eight-day Repeated Oral Dose Toxicity Study of DHDPM ia Rats Study No. 8L659

Table 2 Body Weight ~ Summary Male Init @ g
Test Substance Day 1 8 15 22 A 36 43
Dose (mg/kg
DHDPM Mean 162. 2 229.5 2828 346. 3 390. 4 427. 8 462, 3
0 N 4.3 71 10.2 14,4 15.5 15.7 20.0
1 12 12 12 12 12 6 §
DHDPY Mean 161. 17 2210 2910 3472 388.8
S S.D 8.1 12,9 18. 3 25.8 30
n 6 ) ) ] 8
DHDPY Hean 163. 8 2312 293.7 350. 2 392.0
40 NN 6.8 15.0 9.6 206 23.0
n 8 5 5 5 6
DHDPM Mean 163. 0 231.8 295. 8 30,7 3845 443.3 475. 5
200 S.D 51 4.2 19.2 23.9 25,3 33.9
n 12 12 12 12 12 § 8
DHDPY Mean (82,2 217, 6% 276, 3% 322 0% 351 8%+ 407.3 448, 5
1000 S. D 4.3 89 14. 4 213 23.8 271 340
n 17 12 12 12 12 g

Significantly different from control

s

PO 05 #%, PO 0L



Twenty-eight—day Repeated Oral Dose Toxicily Study of DHDPM in Rais

Study No. 8L659

Table 2 Body Weight - Summary Female Unit : g
Tes! Subsfance Day { 8 5 22 29 36 43
Dase (mg/kg)
DHDPY Vean 129.4 1616 188. 8 210.8 231.3 255. 17 266. 2
0 S.D 4.7 7.4 1.2 16.5 18.4 4.2 15.9
n 12 12 12 12 12 ) 6
DHDPM Yean 129.8 161.3 193.2 220. 2 246. 0
$ S.D. 8.5 10.5 16. 4 13.6 17.9
n 6 6 6 8 6
DHDPY Yean 128.7 180. 8 186.3 208.0 224.8
40 S.D 1.4 12. 4 14.3 17. 4 13.7
n 8 8 8 8 [
DHDPM Mean 128.8 161. 4 185. 1 206. 4 222.5 240.2 253.0
200 $.D. 36 7.2 10.3 {2.5 14.3 1.2 24.3
n 12 12 12 12 12 6 [
DHDPY Mean 130. 3 155. 8 178.3 203.5 215.7 238.6 255.2
1000 §.D. 5.4 7.5 10.17 11 1.8 13.4 2.4
i 12 12 12 I3 11 5 5

Signilicantly different from control

0%, PC0.05; 2 20,01



Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPYM in Rats

Study No. 8L63Y

Table 3 Food Consumption - Summary Male Unit : g/animal/day
Test Substance Day N 15 22 27 36 43
Dose (mg/kg)
DHDPM Mean 22,12 25. 5% .27 28. 07 2847 2813
0 S.D. 0. 91 (.90 15 0.2 0.83 108
n 6 6 6 ) 3 3
DHDPY ¥ean 21,30 25. 20 27. 87 27. 80
8 S.D. 1.25 1 85 2.3 2.43
n 3 3 3 3
DHDPM Mean 21. 63 25. 27 26. 83 27.63
40 S.D. 1. 34 1. 23 1. 24 0. 83
n 3 3 3 3
DHDPM Mean 22. 48 25. 10 27.58 28. 22 28. 43 28. 80
200 S.D. 126 1. 51 1. 84 1.7 [. 33 1.25
n 6 6 5 6 3 3
DHDPM Mean 19 128+ 23,98 26. 50 28. 72 30. 40 30. 10
1000 S.D 0. 75 1. 27 114 153 218 2. 81
n ] 5 6 6 3 3

Stgnificantly different f{rom conirol

©E PCO.05; #5 P00



Tweniy-eighi-day Repeated Qral Dose Toxicily Siudy of DHDPM in Rats

Study No. 8LE59

. g/animal/day

Table 3 Food Consumpiion - Summary Female tnit
Test Substance Day § 15 12 21 36 43
Dose (ng/kg)
DHDPM Mean 15,53 16.28 18.10 18. 28 19. 07 18. 43
0 S.D 0.78 0.78 0. 80 .19 L1l 1. 63
n 8 6 § 8 3 3
DHDPM Mean 15. 23 17.26 {8.33 18.93
8 S.D 107 0.44 1. 00 0. 81
i 3 3 3
DHDPM Mean 15.37 16.53 17.17 17.43
40 S.D. 0.67 0. 81 0.87 0. 9%
n 3 3 3 3
DHDPY Mean 15. 47 15. 68 17.08 17.22 18. 83 18.73
200 S.D. 0. 83 112 1.22 1.75 .82 1. 63
n 6 6 8 3 3
DHDPM Mean 13. 1548 14,97 16. 05¢ 16.92 20. 93 19. 50
1000 S.D. 0.47 0. 95 1. 62 2.01 2. 44 2.08
il ] 8 ] 8 3 3

Significantly different {rom control

2 £ PO, 05, #+ <001



Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Rt

o
o

Week 7 Week 5 Week 7

Reticulocyie PLT PT
Ratie
%o x10% /1l sec

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

Table 4 Hematology - Summary
Test Substance RBC
Dose (mg/kg)
x10% /il
Week & Week 7
DHDPM Mean 754.5 799.7
0 S.D 19.8 37
n 6 6
DHDPM Mean 728. 8
8 S.D 24.9
n 6
DIDPM Mean 754. 0
40 S.D. 5.7
n ]
DHDPM Mean 758. 8 796. 8
200 S.D. 24.3 1.6
n 6 6
DHDPM Mean 170.1 807.8
1000 S.D. 14.4 30. 7
n b b

15.60  43.87
0. 62 147
) b
42. 63
1.20
b
43. 02
0.77
6
15,70 43.38
0. 33 1. 68
6 6
.83 42.02
115 2.30
6 b

Significantly different from control

o D05 % PO 0L

30.65 2483 9715  B89.62 15,02 14.85
3.47 2.33 6. 71 8. 54 0.50 0. 84
6 6 6 6 6 6
34.18 89. 97 14, 88
378 2.22 0. 30
6 b 6
32.70 101. 75 14. 45
! 14.20 0. 34
6 6 )
3180 24.88 115.70  89.i3 15. 05 14.70
187 6.97  17.81 0. 26 0. 45
6 ] b 6 ) )




Tweniy-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rals

Study No. 8L653

Table ¢ Hematology - Summary Male
Test Subsiance APTT
Dose (mg/kg)
sec
Week 5 Week 7
DHDPM Mean (7. 73 17. 35
0 S.D [, 63 1.54
n 6 6
DHDPM Mean 16. 85
$ S.D 0. 94
n 6
DHDPM Mean 16.93
40 S.D. f. 36
il 6
DHDPM Mean 16. 88 16. 60
200 S.D 0. 54 1.13
n 6 6
DHDPM Mean 16. 47 1712
1000 S.D. 1.23 [.57
i § 6

Sramificantty different {rom control

2% 005 #£, PL0. 0L



Twentv-cighi-day Repeated Qral Dose Toxicity Study of DUDPM in Rats

Study No. 8L659

Table 4 Hematology - Summary Male
Test Substance ¥BC Lymphocyte Neutrophilic Neutrophilic Eosinophil Basophi | Monocyte
Dose (mg/kg) Segmenied Band

X102 /ul % % % % % %

¥eek 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

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

DHDPM Mean {02.22 1135 85. 7 85.5 83 7.5 0.5 0.5
0 5D 23.60  13.48 3.8 4.8 41 3.4 0.5 0.5
n 6 6 6 § 6 6 6 5
DHDPM Mean 106. 47 84.8 9.0 0.2
§ S.D 27.06 5.5 4.5 0.4
1 6 6 6 6
DHDPM Mean 114. 67 84.5 7.5 0.5
40 S.D. 829 6.3 2.6 0.8
n 6 6 6 6
DHDPM Mean 130.68  118.30 88.2 84. 8 6.8 78 0.2 0.0
200 5D 22.45 10.95 2.4 2.2 2.8 2.0 0.4 0.0
B 8 6 6 6 6 6 6 6
DHDPM Mean 127.65 12817 852 83.5 9.7 9.2 0.2 0.2
1000 S.D. 43. 35 12. 36 3.0 7.1 6.3 6.1 0.4 0.4
n 6 6 6 6 [} 6 6 6

0.7 0.7 0.0 0.0 4.8 5.8
0.8 1.2 0.0 0.0 3.0 2.1
6 6 6 b b 6
1o 0.0 50
0.9 0.0 2.3
6 b b
1.0 0.0 6.5
0.9 0.0 4.1
b b 6
0.7 1.0 0.0 0.0 4.2 6.3
0.8 1.1 0.0 0.0 0.8 1.8
b 6 b 6 b 6
0.7 0.7 0.0 0.9 4.3 6.5
0.8 1.0 0.0 0.0 1.6 29
] ] b b ] 6

Significantly different from control o+, PO 05 #% PCO. DL



Twenly-cight-day Repeated Orat Dose Toxicity Study of DHDPY in Rats Study No. BL659

Table 4 Hematology - Summary Female
Tes1 Subsiance RBC Hb Ht MCY MCH MCHC Reticulocyte PLT PT
Dose (mg/kg) Ratio

x10* /el g/dl % fl pg % %o x10% /u) sec

Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week © Week 7 ¥Week 5 Week 7 Week 5 ‘Week 7 Week § Week 7

DIDPM Mean 397 193 14.77 1512 4147 4018 56.10 5427  19.98  19.93 3562 3673 2643 2133 9663 8180 1535 1462
0 SD 6.4 389 0. 50 0. 41 1. 41 (.7 1. 86 1.15 0. 66 0. 62 0. 21 b. 83 5. 11 .70 2317 7. 62 0. 66 0. 51
1 6 b b 6 b b 6 & 6 6 b b b b b b b b
DHDPM Mean 722.0 14. 58 4113 56.97 20. 20 35. 45 25.30 93.70 4. 93
$ S.D 7.2 0. 57 L. 54 1.26 0.50 0.33 4. 81 11.12 0. 42
n b b 6 6 6 6 b b b
DHDPM Mean 730.5 14. 62 41,10 56.33 20. 07 35. 60 25. 23 36. 28 15.30
40 S.D. 44.0 0. 39 1. 84 1.99 0. 90 0.7 3.08 7. 96 0.70
1 b B 6 6 6 6 b 6 b
DHDPY Mean urLT o 1 4. 55 1470 40.68  40.55  54.92 9421 19.63 20,05 378 3627 2170 20.48  88.52 7182 16.05 1495
200 S.D. 38.3 46. 2 0. 86 0. 40 1. 54 141 1. 94 2.36 0.58 1.06 0.52 .65 4.68 439 6. 81 33.69 0. 69 0. 21
n 6 b b 6 b b 6 6 f ] 6 6 6 6 6 b b
DHOPY Mean 036 7166 1460 1470 4118 40.94 5463 5272 19.3%8  18.92 3547 35.92 2557  18.80 108.33  90. 74 16. h5¢% 14. 30
1000 §.D. 4.4 237 0.47 0.57 1. 82 2.06 1. 34 1. 45 0. 47 0. 31 0. 65 0.47 1.08 4.43 10. 6.92 D. 85 0. 43
n ] H] 6 6 5 6 b 6 H] 6 b 6 ] 6 v ] b)

Significanily different {rom conirol 2% PO 05; #5700 01




Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table 4 Hematology - Summary Female
Test Substance APTT
Dose (mg/kg)

sec

Week 5 Week 7

DHDPM Mean 14. 98 15. 42
¢ S.D 0.97 0. 96
n 6 6
DHDPM Mean 13. 93
$ S.D 1. 33
n
DHDPM Mean 14.20
40 S.D 0. 64
n 6
DHDPM Mean 15. 62 14.48
200 S.D. 215 0. 99
n 6 6
DHDPM Mean 14. 27 15. 74
1000 S.D. L7 1.70
n [ 5

Significantly different from control

0 %, P<0.05; #+, P<0. 01



Tweniy-eight-day Repeated Oral Dose Toxiciiy Study of DHDPM in Rats

Study No. 81659

Table 4 Hematology - Summary Female
Tesi Substance WBC Lymphocyie Neutrophilic Neutrophilic Eosinophil Basophi} Monocyle
Dose (mg/kg) Segmenied Band
1102 /ul % % % % % %
Week 5 Week T Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
DHDPM Mean 89.3%  80.20 86. 7 87. 1 7.2 5.3 0.2 0.5 1.2 1.2 0.0 0.0 4.8 53
0 S.D 14.17 13. 91 6.5 2.7 3.9 0.8 0.4 0.5 0.8 1.0 0.0 0.0 2.8 2.1
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6
DHDPM Mean 91. 53 84. 17 8.8 0.2 0.3 0.0 6.0
§ S.D 12.53 4.1 4.0 0.4 0.8 0.0 2.2
n ] 8 6 6 6 6 6
DHDPM Mean 7. 22 86. 3 7.3 0.2 1.5 0.0 4.7
40 S.D. 22.75 4.7 2.7 0.4 0.5 0.0 2.3
n 6 ] 6 6 6 6 6
DHDPM Mean $2. 40 90. 87 89.3 89.2 5.8 5.0 0.2 0.7 0.7 0.8 0.0 0.0 4.4 4.3
200 S.D. 18.49  20.99 3.3 4.4 2.9 4.2 0.4 1.0 0.8 0.8 0.0 0.0 0.9 2.1
n 6 ] ) 6 6 ] 6 6 6 6 6 6 6 6
DHDPM Mean 96. 68 83. 08 $3.8 876 9.2 6.2 0.9 0.6 12 16 0.0 0.0 53 4.0
1000 S.D. 21. 81 13. 68 59 74 4.2 6.6 0.5 0.9 1.2 i1 0.0 0.0 2.1 1.0
il 6 b 6 5 6 . !

SigmTicantly different Trom control o % PO, 0Y; #% P<O. 01



Tweniy-eighi-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table 5 Blood Chemistry — Summary Male
Test Subsiance ASAT(GOT) ALAT(GPT) 6T ALP Total Urea Creatinine Glucose Total
Dose (ng/kg) Bitirubin Nitrogen Cholesterol
/1 /1 i/ ng/di mg/dl ng/d! mg/d1 ng/dl
Week 5 Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5  Week 7
DHDPM Mean 81.5 94. 8 37.0 36.0 0.0 0.0 872 6428 0.00 0.00 1812 1843 0. 47 0,48 1453 1422 575 64. 7
0 S.D 10.0 16. 3 5.7 4.9 0.0 0.0 798 127 0.00 0.00 2.12 210 0. 05 0.04 1.5 53 7.2 10.
I 6 6 ] 6 6 6 6 6 6 6 6 8 8 8 ) § 6 6
DHDPM Mean 7.3 38.0 0.0 893.7 0.00 17. 43 0. 45 146, 8 63. 2
§ S.D 6.7 3.0 0.0 243.9 0.00 1. 05 0.05 8.7 73
] 6 b b 6 6 6 6 6 6
DHDPM Mean 83.0 38. 2 0.2 920.0 0.00 18.72 0. 45 138.2 66. 3
40 8D 10.9 4.6 0.4 188. 8 0. 00 [. 08 0. 05 4.4 10.9
hl 6 6 6 ] ] 6 6 6 6
DHDPM Mean 68. 7 82.7 33.8 36.0 0.2 0.0 880. 9 648. 8 0. 00 0.00 14.27%% 18,30 0. 42 0. 50 141.7 151.2 51.2 62.2
200 S.D. 3.8 9.7 2.8 5.3 0.4 0.0 153. 2 126.5 0. 00 0. 00 0. 95 0. 85 0. 04 0. 0 13 8.1 7.0 8.9
n 6 6 6 6 6 6 ] 6 6 6 [} 6 6 [} 6 6 6 6
DHDPM Mean 1 94. 0 41.5 37.0 0.3 0.0 913.0 111.2 0. 00 0.00 16.23 16. 88 0. 42 0.50 134.7 1472 41. 0% 57.5
1000 S.D. 17.2 6.9 2.9 2.9 0.0 0.0 222. 2 147. 8 0.00 0.00 2.09 {. 87 0. 04 0. 00 1.1 91 9.2 5.6
)] [} 6 6 6 6 6 6 6 6 6 [} 6 6 6 6 b b [}

Significantly diff{erent from control

1 % P<0. 05; #% PLO. D1




Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table 5 Blood Chemistry - Summary Male
Test Subsiance Triglyceride Total Albumin A/G Ratio Calciom [norganic Na K Cl
Dose (mg/kg) Protein Phosphorys
ng/d} g/dl g/dl mg/d) mg/dl mol/| mmol/1 mmol/1
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week § Week 7 Week 5 Week 7 Week & Week 7
DHDPM Mean 118. 3 145. 2 6. 58 6. 95 3. 38 3.5 {. 060 1. 047 9. 87 9.92 7.98 850 143.5 142.5 4.31 4. 47 98.5 95.5
¢ S.D 50. 6 57.8 0. 33 0.35 0.10 0.12 .052  0.051 0.26 0.125 0.48 0. 46 0.8 0.5 0. 21 0. 25 1.4 1.6
n 6 6 6 6 6 6 ] 6 6 6 6 6 6 6 6 6 B 6
DHDPY Mean 119.3 6. 80 3.4 1. 000 10. 00 7.92 143. 8 A 98.2
8 S.D 42.3 0.18 0.11 . 046 0.32 0.23 0.8 0.10 L
n 6 6 6 ) 6 6 6 )
DHDPM Mean 124.0 6. 75 3. 48 1. 050 10. 13 8. 10 143.5 4.5 98.2
40 S.D. 72.1 0.33 0.10 . 084 0.22 0.30 1.2 0. 31 1.2
n 6 6 6 ] 6 6 6 )
DHDPM Mean 184.0 151.0 6. 80 6. 92 3. 45 3. 50 1.033 1. 028 9.75 9.98 7.18 8. 60 143.3 143.0 4.58 47 97. 7 95.0
200 S.D. 471 42.6 0. 26 0.26 0.10 0. 06 0.079 067 0.24 0.15 0.26 0.31 0.8 0.6 0.16 0.14 1.4 0.9
n 6 6 6 6 6 8 8 8 6 6 6 6 6 8 6 6 6 6
DIDPY Mean 130.8 138.5 6. 87 6. 85 .47 3. 53 1. 020 1. 070 9.90 9.83 8. 15 8.50 142.7 143. 2 4. 65 4.52 96. 8 96. 8
1000 S.D. 47§ 46. 4 0.21 0.30 0. 10 0.10 0. 041 0. 081 0.28 0. 25 0. 37 0.60 0.8 0.8 0.28 0.28 2.2 2.5
n 6 6 6 [} [} i [ 6 6 6 6 6 6 6 6 6 6 6

Significantly different from control

% PO 05; #% PCO. 01,



Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table § Blood Chepistry - Summary Female
Test Substance ALP qual _ Urea Creatinine Glucose Tolal
Dose (mg/ke) Biltrubin Nitrogen Cholesterol
/1 mg/dl ng/d} ng/dl ng/dl mg/dl
Week 5 Yeek & Week 5 Week 7 Week © Week 7 Week 5 Week 7 Week 5 Week 7 Week 5  Week 7
DHDPM Mean 7 1. 0.2 481.2 0.00 0.02 17.00  20.77 0. 52 0.55 152.3 149.3 15.0 65.2
S.D. 9 3 0.4 172. 6 0. 00 0. 04 1.91 7.43 0. 04 0.05 8.4 2.8 8.7 8.7
n 6 ) 6 6 6 6 6 6 § 6 6 ]
DHDPM Mean 78.2 9.8 0.7 5505 0.00 16. 62 0.52 151.2 70.3
S.D. 8.5 3.7 0.5 85. 17 0.00 4.19 0. 04 10.90 14,3
n 6 6 6 6 6 6 ]
DHDPM Mean 9.7 8.3 0.3 519.7 0.00 16. 10 0.53 161.3 64. 7
S.D. 7.9 5.3 0.5 135. 2 0.00 0.05 3.3 8.4
1 6 § 6 6 6 6 6
DHDPM Mean 77 .5 0.5 662.0 0. 00 0. 03 17. 95 4. 05 0.48 0.58 140. 2 160. 5 43. % 3
S.D. 4.7 4 0.5 134. 4 0.00 0.05 4.53 .74 0. 04 0. 08 7.3 6.5 4 3
1 6 6 6 ] 6 6 6 ) 6 f 6
DHDPY Mean 2. 3%+ 691. 5 0.00 0.00 2218 17.48 0. 50 0.54  136.8+ 154.4 38.0%% 76,0
1000 S.D. 1.0 209.7 0. 00 0. 00 5. 80 2.45 0. 00 0.05 6.8 10.9 7.2 9.4
I 0 b [} i 6 i 6 5 6 5 ] b

Stgnificantly different from contro!

T % PO 05 ##, P<O. 0L



Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Table 5 Blood Chemisiry - Summary
Tesi Substance Triglyceride Total Albumin A/G Ratio Inorganic
Dose (mg/kg) Protein Phosphorus
ng/d} g/dl g/dl ng/dl mmol/1
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 feek 5 Week 7 NWeek 5 Week 7
DHDPM Mean 34. 8 571.5 6.90 7.00 3.55 7 1. 063 1.127 7.23 142.% 4.03
0 S.D 23.1 54.0 0.29 0.31 0.16 0.057  0.077 0. 44 0.8 0.24
n ] 6 6 6 6 6 6 6 ) 6
DHDPM Mean 30 6. 68 3. 53 1.123 7.63 142. 3
3 S.D 9.4 0.128 0.1%5 . 050 0.38 0.5
n i 6 6 6 6 [}
DHDPM Mean 4.1 6. 62 3. 43 1.082 1.47 143.2
40 S.D 4.9 0. 40 0.16 0. 060 0. 45 1.5
n 6 f 6 [} 6 6
DHDPM Mean 69. 3 48.12 6. 87 6. 80 3. 52 3.6 1. 053 {. 147 g 7. 40 143. 3 4.15
200 S.D 65. 6 41.9 0. 35 0. 30 0.16 0.1 . 060 . 085 0 0. 45 1.0 0. 88
n [ 6 6 6 6 6 6 6 6 6
DHOPM Mean 38.2 65. 6 6. 77 6. 98 3. 43 3.7 1. 032 1. 128 9. .17 142.5 L2 4. 22
1000 S.D 16.3 358 0.18 0.40 0.05 0.2 0. 059 0. 036 0. 0.43 1.0 6 0.19
n 6 5 6 9 6 5 [ 5 6 6 6 9

Significantly different from control

o & PO 05 #4 P<0. 01,

2




Tweniy-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rais Study No. 8L659

Table 6 Urinalysis - Summary Male
Test Substance pH Protein Glucose Ketones Bilirubin Occult Blood
Dose (mg/kg)
5055606570758 085>8 - +/-1+ 2+ 3 -~ -1+ W ¥ - /-1 0 3H - 4 M M - H-1+ 2 34
Heek 4 Keek 4 Week 4 feek 4 Week 4 Yeek 4
DHDPM
0
n 00 0 0 0 1 3 2 0 0 0 0 6 0 6 0 0 0 0 0 1 5 0 0 5 1 0 0 6 0 0 0 0
DHDPM
8
n 00 0 0 0 0 2 4 0 00 4 2 9 6§ 0 0 0 0 0 3 3 0 ¢ 6 0 0 0 6 0 0 0 0
DHDPM
40
n 00 0 0 0 1 4 1 D 00 2 4 0 6 0 0 0 0 0 2 4 0 0 6 0 0 0 6 0 0 0 o
DHDPY
200
n 606 0 0 1 0 2 3 0 0 0 2 4 0 6 0 0 0 0 0 4 2 0 0 6 0 0 0 6 0 0 0 0
DHDPM
1000
n 0 ¢ 0 0 0 0 5 1 90 0 1 3 2 90 5 0 0 0 0 0 4 2 0 0D 6 0 0 0 6 0 0 0 0
Significantly different from control o+, 0. 05; #%, P<0. 01
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Twenty-eight-day Repeated Oral Dose Toxicity Siudy of DHDPM in Rats

Study No. 8L659

Table 6 Urinalysis - Summary Male
Test Substance Urobilinogen
Dose (mg/kg)
Eli/d1
0.1 .02.04.0>=8
Week 4
DHDPM
0
n 5 1 0 0
DHDPM
8
n 6 0 0 0
DHDPM
40
n 4 2 0 0
DHDPM
200
n § 0 0 0
DHDPM
1000
n 6 0 0 O

Significantly different from control

o % PO 05; #+, P 0L

23



Twenty-eighti-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table § Urinalysis - Summary Female
Test Subsiance pH Protein Glucose Ketones Bilirubin Occult Blood
Dose (mg/ke)
50556065 7.07.58085>0 -~ -1+ 24 3 - #-1 M ¥ - H-1 M OB~ 1F U M - H/- U
Week 4 Yeek 4 Week 4 Week 4 Week 4 Yeek 4
DHDPM
0
n 0 0 0 t 0 0 7 2 1 21 7 1 90 6 0 0 0 0 3 3 0 0 0 6 0 0 0 6 0 0 0 0
DHDPM
8
n 0 0 06 0 0 0 t 5 0 I3 2 0 9 6 0 0 0 0 33 06 0 0 6 0 0 O 6 0 0 0 0
DHDPM
40
n 00 0 0 0 0 1 4 1 2 2 0 2 0 6 0 0 0 0 4 7.0 0 0 6 0 0 0 6 0 0 0 0
DHDPM
200
n 60 0 0 t 0 t 3 1 4 11 0 0 6 0 0 0 0 4 2 0 0 0 6 0 0 0 6 0 0 0 0
DHDPM
1000
n 00 0 0 2 t 2 1 0 4 2 0 0 0 6 0 0 0 0 2 4 0 0 0 6 0 0 0 6 0 0 0 0

Significantly different from control © % PLO.05; #%, PLO. 0L
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Tweniy-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table 6 Urinalysis - Summary Female
Test Substance Urobilinogen
Dose (mg/kg)
EU/d1
0.1 1.02.040>8
Week 4
DHDPM
0
ft 4 2 0 0
DHDPY
8
1 5 1 0 0
DHDPM
40
n § 2 00D
DHDPM
200
n 5 1 00
DHDPM
1000
1 6 0 0 0

Significantly different {rom control

: # P0. 05 #% P<0. 0L



Twenty-eighi-day Repeated Oral Dose Toxicity Study of DHDPM in Rats Study No. 8L639
Table 7 Organ Weight - Summary Male
Test Subsiance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) Weight
g g ng ng ng g g g g
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5  Week 7
DHDPM Mean 391.8 4623 2.043 2058  19.23 1547 2480 26,30 6763  610.2 1. 445 1.522 1.320 1.408 15.385 16.833  0.823  0.828
0 S.D 18.1 20,0 0.053  0.050 1.92 1.20 5.97 .49 1143 96.2  0.079  0.097  0.061 0.092  1.082 0.835 0.062 0.078
n 6 8 6 6 6 6 6 6 6 6 6 6 6 ) i} ] 6 6
DHDPM Nean 388. 8 2.033 13. 32 25. 42 170. 0 1. 48 1. 250 15. 387 0.810
8 S.D 3.0 0. 064 .14 4. 61 204. 6 0.117 0. 152 1.612 0.078
I i 6 6 6 6 ) 6 6
DHDPM Mean 392.90 2. 12. 67% 25.02 149. 17 4 1. 412 15. 299 0. 875
40 S.D 29.0 0.1 1. 22 2.57 107.8 138 0. 247 2. 349 0.078
n 6 6 6 B B 6 6
DHDPM Mean 386. 7 479.5 2. 002 2.077 13.08% 15.27 26. 80 24. 30 726.5 533.17 1. 407 1. 607 1. 342 1.405 16757 16.603 0. 803 0. 860
200 S.D. 25. 8 33.9 0. 087 0. 091 121 .71 2.19 5. 3% 126.9 95.0 0.123 0. 061 0.125 . 099 1. 980 1. 359 0. 092 0.073
n 6 6 6 o 6 6 6 6 6 6 6 6 6 ) 6 ] 6 6
DHDPM Mean 345. 7% 446.5 1. 997 2.022 12.70¢  14.60 23. 47 26. 37 555.0 482.3 1. 300 1.932 1. 223 1.525 15987 16.932 0. 810 0. 885
1000 S.D. 25.4 34.0 0.074 0. 054 1. 40 1.07 414 1. 44 89. 1 104. 3 0.073 0. 084 0.124 0.126 2.155 2. 281 0. 085 0.092
n 6 6 6 6 6 6 6 6§ b 6 6 [} 6 6 6 6 6 6

Stgnificantly different from control

1 %, P<0.05; #+ PLO. 01,

26



Tweniy-eighi-day Repeated Oral Dose Toxicity Study of DHDPM in Rats Study Ne. 8LBY

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

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

DHDPY Mean 2.898 2817 59.05 5745 3048  3.483  0.813 1087
0 8D 0.239 0 7.54 4,51 0133 0.230  0.096  0.065
n 6 6 6 6 6 6 6
DHDPM Mean 2.732 55. 70 2. 943 0. 843
§ 8D 0. 284 10. 10 0.154 0. 097
n 6 ] 6 6
DHDPM Mean 2.762 52.25 3.158
40 S.D. 0. 253 3. 42 . 323 0. 106
n 6 ] ]
DHDPY Mean 2.812 3. 005 5117 59.55 2. 933 3. 325 0. 813 1.127
200 S.D 0. 145 0. 252 6. 10 10. 59 0. 237 0.236 0.074 0. 096
1 6 b 6 b ) 6 6 6
DHDPY Mean Z. 650 2. 968 52. 33 52. 25 3. 037 3. 167 0.718 1. 037
1000 S.D. 0.203 0. 280 4 81 5. 06 0. 240 0.175 0. 050 0. 061
n 6 6 6 6 6 6 6 6
Significantly different from conirol o 4, P<0.05; %% P<D. 01,

21



Twen!y-eight-day Repeated Oral Dose Toxicity Study of DHOPM in Rats Study No. 8L659
Table 7 Organ Weight - Summary Female
Tes! Substance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (ng/kg) Weighl
g g mng ng ng g g g g
Week §  Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 VWeek 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5  Week 7
DHDPY Mean 2983 966.2  1.868  1.898 1417 1545 1797  19.30 525.8 4755 Lti0 L1177 0.863  0.917 8017 8370  0.533  0.550
0 8D 4.2 15.9 0,051 0.044 2.08 1. 84 1.72 2.3¢ 1289 1071 0.064  0.088 0.068  0.067 1.451  0.909  0.082 0.124
n 6 6 6 b b b 6 6 6 ) 6 6 6 6 6 6 ) b
DHDPM Mean 246. 0 1. 852 15. 67 16. 92 565. 5 L 118 0. 870 8.538 0. 545
§ S.D 17.9 0. 061 1. 44 1. 21 167. 8 0. 055 0.078 1. 024 0. 052
n 6 ) 6 6 6 6 6 6 6
DHDPM Mean 124.8 1. 898 14. 55 18.18 471. 2 | 0. 830 7.688 0.535
40 S.D. 13.7 . 092 217 2.59 97. 8 101 0. 049 0. 693 0. 054
n B 6 6 6 b 6 6
DHDPM Mean 223.5  203.0  1.837 1.933 1465 162 17.60 20,67  536.2 4265 LOTT  1L.O77T  0.797 0.932 8808 8093 0.517 0533
200 S.D. 10. 4 243 0.085  0.073 1. 88 3.4 2.26 3. 28 81.8 5.9 0.04%  0.099  0.075  0.0689  0.530  0.842  0.047  0.068
n 6 b 6 6 6 6 6 6 6 6 6 b 6 b 6 6 b
DHDPM Mean 215. 2 255.2 1. 805 1. 904 11. 58 15. 84 18.23 19.76 382.0 440.0 1. 035 1.132 0. 785 0. 902 9,575« 9,394 0.515 0.592
1000 S.D. 12.1 21. 4 0. 040 0.019 1. 04 2.23 21 .01 33. 1 69. 6 0. 051 0. 070 0. 035 0.071 0.926 1.295 0.059 0. 096
n 6 9 6 5 6 5 B 5 6 5 6 5 ] 5 6 5 6 5

Significantly different [rom controf

o %, P<0.05; #+ P<0. 0L
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Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM inm Rats

Study No. 8L659

Table 7 Organ Weight - Summary Female
Test Substance Kidneys Adrenals Ovaries Uterus
Dose (mg/kg)
g ng ng g
Week 5  Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
DHDPM Mean 1. 635 1.772 56.55 6277 8412  90.08  0.568  0.485
0 8D 0172 0.065 3. 66 764 4.5 14.20  0.210  0.192
n ] 6 ] 6 6 6 6 6
DHDPM Mean 1. 708 63. 77 91. 38 0. 402
$ S.D. 0. 164 5. 57 7. 90 0. 085
i 6 ] 6 6
DHDPY Mean 1.672 68. 47 94. 53 0.523
10 S.D. 0.132 1. 26 11.52 0.214
1 8 6 6 6
DHDPM Mean 1. 752 1.707 70,70 69.07  82.48  96.95  0.757  0.465
200 S.D. 0.089 0. 1117 13.22 7. 45 10.07 11,92 0.325  0.106
1 6 f 6 6 6 6 6 6
DHDPY \fean 1. 605 1. 712 66. 62 73.86  90.95 86. 92 0.377  0.484
1000 S.D 0. 133 0.135 7.50 12.73 17.59 16.27  0.0%4  0.188
n 6 5 6 5 6 5 [ 5

Significantly different from control

£ P00 05; %% P<0. 0L
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Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats Study No. 81659
Table 8 Relative Organ Weight - Summary Male
Test Substance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) Weight
g % x10%% x1073% X103 % % % % %
Week 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
DHDPM Mean 3918 462.3  0.523  0.447 3.88 3. 35 6. 32 570 172.57 13218 0.368  0.330  0.337  0.303 3923 3.645  0.210 0. 180
0 S.D 18.1 200 0.022  0.02¢ 0.33 0. 26 1. 44 0.74 27.93  21.36 0.017  0.008 0.023  0.008 0.149  0.161 0.015  0.018
n 6 6 6 6 6 6 ] 6 ) ] 6 6 ] 8 6 6 6 ]
DHDPM Mean 388. 8 0.527 3. 42% 6. 50 187. 47 0.375 0.322 3. 953 0.208
$ S.D 310 0. 033 0. 10 0.80 47.00 0.022 0.019 0. 200 0.012
! 6 6 6 6 ] 6 6 6 6
DHDPM Mean 392.0 0.520 3. 25%% 6. 40 190. 95 0. 382 0.358 3. 888 0.223
40 S.D. 29.0 0. 046 0.25 0. 62 21.00 0.023 0. 045 0. 387 0.023
n 6 6 6 6 6 6 6 6 6
DHDPY Mean 386.7 4755 0.520  0.438 3.38¢+ 318 6. 95 5.08 18780 11267  0.362  0.338  0.348  0.297 . 322 30208 0.183
200 S.D. 25.8 339 0.039  0.038 0.30 0.20 0.82 0.95 25,03  20.80  0.02%5 0.023  0.039  0.010  0.225 0.129  0.020 020
i 6 6 B 6 6 ] 6 ] 6 6 6 6 6 6 ] 6 6
DHDPY Mean 345. 7« 446.5  0.580%  0.455 3.68 3.30 6. 77 595 160.32 10783 0.377  0.343  0.355  0.349% 4. 610%¢ 2778 0.235 0200
1000 S.D. 20. 4 34.0 0. 040 0. 036 0.23 0.38 0.85 0.75 21,40 21. 25 0.021 0.022 0. 031 0. 027 0. 352 0. 246 0.018 0.017
n 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6 6

Significantly different {rom conirol

o %, P<O. 05 #3 P<0. 01
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Twenty-eighi-day Repeated Qral Dose Toxicity Study of DHDPM in Rats

Study No. 8L65Y

Table § Relative Organ Weight - Summary Male
Test Substance Kidneys Adrenals Testes Epididymides
Dose (mg/kg)
% x107%% % %
Week 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7
DHDPY Mean 0.738 0.632  15.05 1243 0.778  0.753  0.208  0.235
0 S.D 0.040  0.027 1. 67 132 0.038  0.023  0.031 0. 008
n 6 6 ) 6 6 ]
DHDPM Mean 0. 700 14. 38 0. 760 0.2
8 §&D 0.026 2. 80 0. 053 0
n 6 6 6
DHDPM Mean 0.703 13. 33 0. 805 0.210
40 S.D. 0. 044 0. 17 0.079 0. 043
n 6 6 6 §
DHDPY Mean 0.730  0.635 1332 1253 0.763  0.703  0.212  0.238
200 S.D. 0.040  0.054 2. 10 204 0097  0.077 0.026 0.038
! 6 8 6 6 6 6 6 6
DHDPM Mean 0. 767 0. 665 15. 17 177 0. 882 0.713 0.227 0. 233
1000 S.D. 0.019  0.045 0.94 .58 0.080 0062 0.014 0.020
n 6 B i) 6 6 b 6 6
Significantly different from control 1%, 0. 05; #+ P<0. 0L
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Tweniy-eight-day Repeated Oral Dose Toxicity Study of DRDPM in Rats Study No. 8L639

Table 8 Retaiive Organ Weight - Summary Female
Test Subsiance Final Body Brain Pifuitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (ng/ke) ¥eight
g % X103 % x107%% x1073% % % % %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5  Week 7
DHDPM Mean 228.3  266.2  0.827 0.7 6. 30 5.85 7.93 722 23183 177.92  0.490  0.442  0.380  0.345  3.488 3140 0.233  0.907
0 S.D 24.2 5.9 0.081  0.046 {34 0.9 119 0.48 6154 3320 0.030  0.031 0.038  0.027 0.266  0.220 .02t 0.039
n 6 8 8 6 6 6 i § 6 6 ] 6 6 6 6 6 6 ]
DHDPM Mean 246. 0 0. 753 B. 40 6.93 227. 88 0. 457 0. 353 3. 468 0.222
$ S.D 17.9 0. 041 0.70 0.90 57. 66 0.019 0. 026 0.298 0.017
h! 6 6 6 ] 6 6 6 6 6
DHDPM Mean 224. 8 0. 848 6. 47 8. 12 212. 63 0. 490 0. 372 3.413 0.238
40 S.D. 13.7 0. 065 0.81 1. 28 44,11 0. 037 0.016 0. 139 0.017
1 ] 6 6 6 6 ] 6 ] ]
DHDPY Mean 2235 253.0  0.850  0.768 6. 55 6. 47 7.85 8.65 23997 169.12  0.483  0.428  0.357  0.368  3.942¢ 3203  0.230  0.210
200 S.D. 10. 4 243 0.043  0.056 0.71 1.59 0.84 1.7 34.87 2304 0.027  0.050  0.040  0.017 0175 0.200  0.021 0.02
n 6 6 6 ] 6 6 g 6 6 6 ] ] 6 b 6 ] 8 6
DHDPM Mean 215.2 255.2  0.840  0.750 537 6.22 3.48 776 17763 174.54  0.482  0.444  0.367  0.352  4.445%+ 3. 668%% 0.242 0. 230
1000 S.D. 12.7 20. 4 0. 054 0. 060 0.22 0. 92 121 0. 46 13. 74 31. 44 0. 029 0. 026 0. 022 0. 011 0. 271 0.212 0.018 0. 027
n 6 5 6 5 6 9 6 5 6 5 § 5 6 5 6 b] 6 ]
Significantly different from control o % P<0.05; #%, P<0.01.
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Twenty-eighi-day Repeated Oral Dose Toxicily Study ol DHDPY in Rats Study No. 8L659

Table 8 Relative Organ Weighl - Summary Female
Test Subsiance Kidneys Adrenals Ovaries Uterus
Dose (mg/kg)
% x103% x103% %
Week 65 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5  Week 7
DHDPM Mean 0.718  0.667 2507 2370 3703 3400 0.252  0.180
0 S.D 0.037 0042 3.55 3. 40 2.72 598 0.095  0.065
n 6 ] 6 6 6 6 6 ]
DHDPY Mean 0.697 25. 98 37. 3% 0.162
§ S.D 0. 059 2. 00 4. 40 . 029
n 6 6 6 6
DHDPM Mean 0. 742 30. 50 42. 13 0.233
40 S.D. 0. 043 3.35 5.21 0. 098
f ] 6 6 6
DHDPM Mean 0.787  0.677 3172 27.37  36.88 38. 1 0.337 0.188
200 S.D. 0.043  0.039 6. 18 2.52 3.99 7.2 0.140  0.048
1 6 b ] 6 6 6 6
DHDPM Mean 0. 745 0. 672 30.93+ 28 84  42.23 34.02 0.17% 0. 190
1000 S.D. 0.053  0.043 2.87 3 ¥ 7.80 513 0042 0.075
il 6 5 6 5 6 5 6 B}
Significantly different from control o %, P<0.05; %+ P<O. 01,
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Twenty-eight-dav Repeated Qral Dose Toxicity Study of DHDPM in Rats Study No. 81639
Table 9 Necropsy Findings - Summary Scheduled Sacrifice (Week 5)
Sex : Male
Test Substance : DHDPM DHDPM DHDPM DHDPM DHDPY
Organ Dose (mg/kg) : 0 8 40 200 1000
Findings Number of Animals : 6 6 6 [} 6
Number of Animals Examined : 6> 6> <6 6> <6
Spleen
Nodule l 0 0 0 0
Lung
Brown patch 0 2 0 1 0
Stomach
Reddish, glanduiar stomach 0 0 0 0 2
Thickening of wall, [lorcstomach 0 0 0 0 2
Thickening of wall, limiting ridge 0 0 1 3 3
Kidney
Cysi 0 0 1 2 0
Scar 0 0 0 | 0
¥hite palch 0 0 0 i 1
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Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L639

Table 9 Necropsy Findings - Summary Scheduled Sacrifice (Week 5)
Sex Female
Test Substance DHDPM DHDPM DHDPM DHDPM DHDPY
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals : 6 8 8 6 6
Number of Animals Examined : <6y &6 <6 6> <6>
Stomach
Reddish, glandular stomach 0 0 0 0 b
Thickening of wall, forestomach 0 0 0 0 2
Thickening of wali, limitling ridge 0 0 0 3 6
Kidney
Scar | 0 1 0 0
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Tweniy-eighi-day Repeated Oral Dose Toxicity Study of DHDPM in Rats Study No. 81659
Table 10 Necropsy Findings - Summary Scheduled Sacrifice (Week 7)

Sex : Male Female
Test Substance : DHDPM DHDPM DHDPM DHDPY DHDPY DHDPY
Organ Dose (mg/kg) : 0 200 1000 ) 200 1000
Findings Number of Animals : ] 6 6 ] 6 5
Number of Animals Examined : <& & ) ) <6 By
Mandibular Iymph node
Blood absorption 0 0 1 0 0 i}
Stomach
Reddish, glandular stomach 0 1 0 0 0 2
Thickening of wall, limiting ridge 0 [ 2 i I 4
Liver
Hepalodiaphragmalic nodule 0 0 0 0 1 0
Kidney
Cyst 1 0 0 i 0 0
Scar 2 0 0 0 0 0
Brain
Difatation, cerebral ventricle 0 ] 0 0 1 0
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T

wenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats
a

Study No. 8LHSY

ble 11 Necropsy Findings - Summary Death or Moribund Sacrifice
Sex Female
Test Substance DHDPY DHDPM DHDPM DHDPM DHDPY
Organ Dose (mg/kg) 0 $ 40 200 1000
Findings Number of Animals : 0 0 0 0 1
Namber of Animals Examined : B> 0> 10) > <)
Thymus
Small 0 0 0 0 !
Spieen
Small 0 0 0 0 ]
Stomach
Distention 0 0 0 0 1
Erosion, glandular stomach 0 0 0 0 1
Thickening of wall, limifing ridge 0 0 0 0 |
Duodenum
Distention 0 0 0 0 1
Jejununm
Disfention 0 0 0 0 i
[teum
Distention 0 0 0 0 1
Cecum
Disiention 0 0 0 0 !
Colon
Distention 0 0 0 0 1
Rectium
Distention 0 0 0 0 1
Liver
Small 0 0 0 0 |
Adrenal
Red patch 0 0 0 0 1
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Twenty-eighi-day Repeated Oral Dose Toxiciiy Siudy of DHDPM in Rats

Study No. 8L659

Table 11 Necropsy Findings - Summary Death or Moribund Sacrifice
Sex : Female
Test Subsiance : DHDPM DHDPM DHDPM DHDPM DHDPM
Organ Dose (mg/kg) : 0 8 40 200 10090
Findings Number of Animals : 0 0 0 0 1
Number of Animals Examined : &> ) < 0 €)
Yhole body
Emaciation 0 0 0 0 {
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Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table 12 Histological Findings - Summary Scheduled Sacrifice (¥eek 5)
Sex Male
Test Substance DHDPM DHDPM DHDPM DHDPM DHDPM
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals 6 6 6 8 6
Heart e 0 <0 <0 6
Thymus <6 <o <0 <0 6
Spleen ) < C®» <o )
Nasal cavity <6 6 <o <6 )
Inflammafory cell infiltration respiratory epithelium ] 0 0 0 0 0
2 0 0 0 0 |
3 0 0 0 0 0
Lung <o <D <0 < <0
Hemorrhage, focal { 2 1
2 0 0
3 0 0
Stomach ) <6 {6 6 {6y
Hyperplasia, squamous, forestomach, dilfuse I ] 0 0 0 0
2 0 0 0 0 A
3 0 0 0 0 0
Hyperpiasia, squamous, limiting ridge 1 0 0 0 0 44%
2 0 0 0 2
3 0 0 0 0 0
Ulcer, forestomach 1 0 0 0 0 0
2 0 0 2
3 0 0 0 0 0
Liver ) {6 <6 <6 oy
Hypertrophy, hepatocyte, centrilobular I 0 0 0 2 2%
2 0 0 0 0 2
3 0 0 0 0 0
¢ . Xumber of animals examined
1, Slight; 2, Moderaie; 3, Severe
Signiflicantly different from control o % P<0.09; #%, PL0. 01
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Tweniy-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table 12 Hisiological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male
Test Substance DHDPY DHDPM DHDPM DHDPM DHDPM
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals 6 6 6 6 6
Liver ) <6 6 6 {6
Inflammatory cell infiltration, focal 1 0 1 0 0 ]
2 0 0 t 0 0
3 0 0 0 0 0
Microgranuloma I 3 5 5 5 I
2 t 1 0 1
3 0 0 0 0
Kidney 6 <®» i () )
Basophiltic tubule, distal 1 A 0 2 3
2 0 0 0 0
3 0 0 0 0
Cyst 1 0 0 0 0
2 0 0 2 0
3 0 0 0 0
Dilatation. tubule distal { 0 0 0 1
2 0 0 0 0
3 0 0 0 0
Fibrosis, [focal t 0 0 2 i
2 0 1 0 0
3 0 0 0 0
Hyaline droplet, tubular epithelium proximal t 5 1 0 4
A 1 0 2 2
3 0 0 0 0
Testis {6 <o <®» < 6
Epididymis B o ) ) <6y
Seminal vesicle {6

<

{® <O <o

& Number of animals examined

1, Slight; 2, Moderate; 3, Severe

Signilicanily different from control

D& PKD.05; # PO 0L
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Twenly-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table 12 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male
Test Subsiance DHDPY DHDPM DHDPM DHDPM DHDPY
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals 6 6 b 6 6
Pituitary ) ) ) <6 6
Adrenal 6 Cw o ) {6y

& . Number of animals examined

Significanily different from control % PO 05;

x£, P40, 01
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Twenty-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats Study No. 8L659
Table 12 Histological Findings - Summary Scheduled Sacrifice (Week 5)

Sex . Female

Test Subsiance : DHDPM DHDPY DHDPM DHDPM DHDPM

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

Pindings Number of Animals : b 6 6 6 b
Heart ) ) <w < g
Thymus <6 ) <0 <0 o
Spleen ) ) ) <0 <o
Nasal cavity <6 . o ) 6
Siomach ) 6 > 6 <6y

Hyperpiasia, squamous, forestomach, diffuse { 0 0 0 0 0

2 0 0 0 0 3

3 0 0 0 0 0
Hyperplasia, squamous, limiting ridge 1 0 0 0 0 Hxk

2 0 0 0 0 {

3 0 0 0 0 0

Ulcer, forestomach 1 0 0 0 0 1

2 0 0 0 1

3 0 0 0 0 0

Liver ® {6 6 < )
Hyperirophy, hepatocyie, cenirilobular 1 0 0 0 2 14

2 0 0 0 0 3

3 0 0 0 0 0

[nflammatory cell infiltration focal 1 1 0 0 0 0

2 0 0 0 0

3 0 0 0 0 0

Microgranuioma 1 5 ] 5 6 5

2 0 0 1 0 0

3 0 0 0 0 0

¢, Number of animals examined
{ . Slight; 2, Moderate: 3, Severe
Significantly different from control o %, P<0.05; %%, p<0. 01
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Twentv-eight-day Repeated Oral Dose Toxicity Study of DHDPY in Rais

Study Ng. 8L653

Table 12 Histological Findings - Summary Scheduled Sacrifice (Feek 5)
Sex Female
Test Subsiance DHDPM DHDPM DHDPM DHDPY DHDPM
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals 6 6 ] 6 6
Liver < < ) {6 6
Yacuofation, hepalocyte 1 0 0 0 0 1
2 0 0 0 0 0
3 0 0 0 0 0
Kidney ) <0 Y ) <
Basophilic tubule, distal 1 3 1 1
2 0 0 0
3 0 0 0
Dilatation, tubule, distal l 1 0 0
2 0 ] 0
3 0 0 0
Fibrosis, focal I 1 1 0
2 1 0 0
3 0 0 0
Ovary <6 <o ) <0 <
Adrcnal ) <®» <6

¢, Number of animals examined
1, Stight; 2, Moderate; 3, Severe
Significantly different from control

o % P<0.05: #% PO 01

<o
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Twenty-cight-day Repeated Oral Dose Toxicity Siudy of DHDPM in Rals

Study No. 8L659

Table 13 Histological Findings - Summary Scheduled Sacrifice (Week 7)
Sex Male Female
Test Substance DHDPM DHDPY DHDPM DHDPM DHDPM DHDPM
(rgan Dose (mg/kg) 0 200 1000 0 200 1000
Findings Number of Animals ] 6 6 6 6 5
Vandibular lymph nede <0 o ' ) < )
Blood absorption 1 1
2 0
3 0
Nasal cavity g )] B 6 {6 <5
Inflammatory cell infiltration, respiratory epithelium focal 1 0 0 1 0 0 0
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Stomach <6 B <6 ) B <5
Hyperplasia, squamous, limiting ridge 1 0 0 1 0 0 1
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Liver 6 () ) B <6 8
Hypertrophy, hepatocyle, centrilobular 1 0 0 2 0 0 ]
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Microgranulioma 1 6 5 3 3 5 4
2 0 0 2 1 1
3 0 0 0 0 0 0
Proliferation, bile duct 1 ] 0 0 0 1 0
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Kidney (D < W < < <o
Basophilic tubule, distal 1 2
2 0
3 0
Cyst 1 1
2 0
3 0
<. Number of animals examined
1, Slight: 2, Moderate; 3 . Severe
Significantly di{ferent from control 18 PC0.05; #% P<0. 01
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Twentv-eight-day Repeated Oral Dose Toxicily Study of DHDPY in Rats

Study No. 8L659

Table 13 Histological Findings - Summary Scheduled Sacrifice (Week 7)
Sex Male Female
Test Substance DHDPY DHDPM DHDPM DHDPM DHDPM DHDPM
Organ Dose (mg/kg) 0 200 1000 ) 200 1000
Findings Number of Animals 6 8 8 ] 8 5
Kidney (D i) < i) <o )
Fibrosis, focal { !
2 0
3 i
Hyaline droplef, tubular epithelium proximal ! {
2 1
3 i}
Cerebrun < 1) 0 Cw Y <®
Dilatation, cerebral ventricle 1 0
2 1
3 0
& . Number of animals examined
I, Stight; 2, Moderate; 3, Severe
Significantly diffcrent from comtrol 2 PO 05 #% PCO. 01,
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Twenty-eight-day Repcated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 81639

Table {4 Histological Findings - Summary Deaih or Moribund Sacrifice
Sex Female
Test Subsiance DHDPM DHDPY DHDPY DHDPY DHDPM
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals 0 0 0 il !
Heart (G < < <o D
Thymus < <O < W o
Atrophy. acule | {
2 0
3 0
Spleen ) < <o <O )
Atrophy, white pulp i 0
2 1
3 0
Nasal cavity < ) < < <D
Stomach <0 < < <0 @)
Hemorrhage, glandular siomach, diffuse 1 1
2 0
3 0
Uyperplasia, saquvamous, foresiomach, diffuse 1 0
2 1
3 0
Hyperplasia, squamous, limiling ridge 1 {
9
2 i
3 0
Ulcer, {orestomach 1 0
2 1
3 0
Duodenum W <0 < < o)
Atrophy. mucosa l 1
2 0
3 0

<&, Number of animals examined
1, Slight; 2. Moderate; 3

Severe
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Iventy-eight-day Repeated Oral Dose Toxicity Study of DHDPM in Rats

Study No. 8L659

Table 14 Histological Findings - Summary Death or Moribund Sacrifice
Sex Female
Test Substance DHDPM DHDPM DIDPM DHDPM DHDPM
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals 0 0 0 0 1
Tejunum ) <0 ) ) )
Atrophy, mucosa 1
0
0
[eun <0 <0 ) <0 D
Afrophy, mucosa 1
0
0
Hyperplasia, lymphoid fissue l
0
0
Cecunm <o ) <0 € )
Calon < < <C» <w» )
Rectum < <0 <0 <®» @)
Liver < <0 <w <0 N
Atrophy, hepatocyte I
0
0
Kidney g <0 < | <D
Ovary g <0 ) <0 )
Atrophy 1
0
0
Adrenal ) <0 < 0 e
Congestion 0
]
0

¢ . Number of animals examined
1. Slight; 2, Moderate; 3, Severe
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