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1. Body weight changes in male rats dosed orally with DHP for 28 days
followed by 14-day recovery period (SR-9434)

2. Body weight changes in female rats dosed orally with DHP for 28 days
followed by 14-day recovery period (SR-9434)

3. Food consumption in male rats dosed orally with DHP for 28 days
followed by 14-day recovery period (SR-9434)

4. Food consumption in female rats dosed orally with DHP for 28 days
followed by 14-day recovery period (SR-9434)

Tables  ---=-----cocoiii e Ji1R7 S

1. Experimental design for 28-day repeated dose oral toxicity test of
DHP and 14-day recovery test in rats (SR-9434)

2. General appearance in rats of 28-day repeated dose oral toxicity study
of DHP (SR-9434)

3. General appearance in rats of 14-day recovery test after 28-day oral
administration of DHP (SR-9434)

4. Body weight changes in male rats dosed orally with DHP for 28 days
followed by 14-day recovery period (SR-9434)

5. Body weight changes in female rats dosed orally with DHP for 28 days
followed by 14-day recovery period (SR-9434)
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. Food consumption in male rats dosed orally with DHP for 28 days

followed by 14-day recovery period (SR-9434)

. Food consumption in female rats dosed orally with DHP for 28 days

followed by 14-day recovery period (SR-9434)

. Urinary findings in male rats in the final week of 28-day repeated dose

oral toxicity test of DHP (SR-9434)

. Urinary findings in female rats in the final week of 28-day repeated

dose oral toxicity test of DHP (SR-9434)

Urinary findings in male rats in the final week of 14-day recovery test
after 28-day oral administrsation of DHP (SR-9434)

Urinary findings in female rats in the final week of 14-day recovery
test after 28-day oral administrsation of DHP (SR-9434)

Hematological findings in male rats at the end of 28-day repeated dose
oral toxicity test of DHP (SR-9434)

Hematological findings in female rats at the end of 28-day repeated
dose oral toxicity test of DHP (SR-9434)

Hematological findings in male rats at the end of 14-day recovery test
after 28-day oral administrsation of DHP (SR-9434)

Hematological findings in female rats at the end of 14-day recovery
test after 28-day oral administrsation of DHP (SR-9434)

Biochemical findings in male rats at the end of 28-day repeated dose
oral toxicity test of DHP (SR-9434)

Biochemical findings in female rats at the end of 28-day repeated

dose oral toxicity test of DHP (SR-9434)

Biochemical findings in male rats at the end of 14-day recovery test
after 28-day oral administrsation of DHP (SR-9434)

Biochemical findings in female rats at the end of 14-day recovery

test after 28-day oral administrsation of DHP (SR-9434)

Absolute and relative organ weights in male rats at the end of 28-day
repeated dose oral toxicity test of DHP (SR-89434)

Absolute and relative organ weights in female rats at the end of
28-day repeated dose oral toxicity test of DHP (SR-38434)

Absolute and relative organ weights in male rats at the end of 14-day
recovery test after 28-day oral administrsation of DHP (SR-9434)
Absolute and relative organ weights in female rats at the end of 14-day
recovery test after 28-day oral administrsation of DHP (SR-9434)

Gross findings in rats at the end of 28-day repeated dose oral toxicity
test of DHP (SR-9434)

Gross findings in rats at the end of 14-day recovery test after 28-day
oral admministration of DHP (SR-9434)
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27.
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Histopathological findings in rats at the end of Z28-day repeated dose
oral toxicity test of DHP (SR-9434)

Histopathological findings in rats at the end of 14-day recovery test
after 28-day oral admministration of DHP (SR-89434)
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=3 i)

T RNWBIANTFIVTAF IV (CAS No.3648-21-3) @ 62.5, 250 & T* 1000 mg/kg/day
% CrjiCD(SD) %ME# >~ bz BHMBORERS L. TOBERTRSE AHMKE
LI-RRomE#EE 2R L. ATOMAENE SR,

1. SEOMMERTHMEOMA D 1000 ng/kegftO# TRD Sh iz,

2. RRETE., BEDO7 ANVBINTF VI AF VLR TR~DY b EDHEE,
1000 mg/keOEETRp HOET. B THEABEMOWNIEBD R -,

3. MEFHRETIX, #D 250 ng/kgh LORT S 0 b o B9M B CTEHELIS b
ayRFSAFURMOER, B0 1000 ng/kg B TEHAESBI PO KSR F U8
HOHEERFRD SR iz,

4 . MEBELFEHRE T, 1000 ng/ke BROBETL- Y0/ U HEOET. #TRIEE
oMM, BTTLVTIVPEDO LR, P MEBRT 3-Fe FoBBOMMEED
o,

5. MEEERTI. 1000 ng/keB OB THBOUEERILD LR L 2HTHREEERTH
REBBERORLY, BTRFROEROHNECHRERERO LA B (£F) 0
HREERHO FRERBD oIz,

6. HBR T, 1000 ng/ket OB THEDOERE TR EEIEBD o T-.

7. REMRFORE T, 1000 ng/keBE OB THIEICEE RTHEEONEHLOHE M
BREA . W D/NRE L IR IRAGAE . NIRRT 353 5 R B D B v I A e
D, BREBERCEEOR FRSMBONAN, R EBLEROENETHL .
HEEOHBER FERMEO LREBDoHI: .,

8. LRDELD> L. BWRETERLEOEIZI DV T4 ORE TR EEIRD
SR o1. TOMOERI DV TR S BUAMOKREIZ K OHEL. LB
HHMOREIZ X DHEEL T,

9. Bk s, BT 250 ng/keB T O by UM RUEEMLBS o
F5AF U EHOERKED SR, 1000 ng/keBt T . Bk CEMB~ORBHIE
bohf-Zr, BT 1000 ng/kg BTHBECEBR~ORBEXBD ORI L6,
KERIEBI D7 ANVB AT F NI AFNVEBREICLIBEBE (NOEL) &, #T
62.5 mg/kg/day. BT 250 ng/kg/dayTHhBEEZ 6RT-,
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s =

7RANVBIATNVE, TSAF v IOAEHE L TEE U TRAE= VERICEMSh
TEY. BBPZHIRTWET-2-ZFNUAFIIUT7 AL — F TR, SHES#EE
MBI IR, BABERCRIAELERARTEPEEZRTWEY, 5., 7
RIVBIANTFIVTATIV (CAS No.3648-21-3) %5 v bix 28 HHROKEREL. £
OBHRRTRSRUBMKELUROEEELRHL DT, TOBMEBRET 5.

8. FHERE FRAEZDHEICRIXBREATHEECEDHIIARIASFEOREDCHE
FEEDINFBARIHE T IXRMRIC W I 5K (EMS9E3 A HERRES
SRR TFeENYHE. RRE 105ELERBRER. ERHBOS B R L LI
ERRELEN) LY. BRGER TFREZDEIKIEROFERII>VWTS (B
197 BRBHRREEB S SRATF CEMBER. XRE CILSELEARERER. 19XBE
30lE EMEREEREEBERELEMN) BT THFREFHEIESIEROLFEILDVWTD
—HHERDWT] (BRI 614128 5 HRFERBIVSRArLENBHR. ERE1039
SEAERBBR. C1ERP (45 ERERELRERSREALEM) TBHL,

FA B TR s
1. #RDE
R, KO E R 7 ANVEB AT F IV A5 IV[CAS No.
3648-21-3. JAF DHP L BE3 . LotHES ¢ P B .

99.56%] ThHh3. WRAYHEE. BETRESZVHEATHY . 7L b - NSO - FERER
{EARFICBIRT L. KiZEE AEBT 2 (BRWHESERS . Appendix 1) . /=,
HRYEZ. REEERRIS ABR TABRTREL . 28, BERTROBERY
HO—45BHEE~EM U THRUIRR. HREHN L HEL TRECELRRD S
Wihot: (7AVBINTFNVIAFNOREETBRER. Appendix 2) .
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2. ERHY

A AR CriicD (SD) %KD SPF S v b (M 480U, {KEEEHEH 68~77 ¢, M :
480C . (REWIEH 62~74 ¢) #1994 11H308 . HEF Y —V R « U N—HRKtHh 5
ZTAR, BEL HH 1 BAMOBMLEE 21T o/ . SUEHIM SR, —RRBREBRE 181
H. $EWEL2H. RERES 1HREL. BRESZL. BRLBFE2RL-HBD%
ARV,

3. WERARE

BYOEE., &8 23+ 3C . BE 55+10%. MAEK 10~158= /#H % U FREH
Wi 128700 (FRO8RID SFHRBWE THRL) KREINENY TV AFAORER

(3018%E) BWT, 7357y FALBERS@EKS —¥ (2608 X 380D X 180H,nn) * M
WTiTo . =S YUY ORMBHIE. BXITWIXSEIAH., BoUd&REX1me Ui,
r—YoXRBPRRLS/TRHCIE. TORE AR 1 HOHBTITo.

FEZHOHERACKOBERMBI 1B LEOHETIT >z, 2B, HBIZRERR
HWEE (P75 v 7R, ¥ INVEEHEREH) REITRANBE (X1 v¥F . M
MTH%4#) 2 1 AMRUTREIERAL-,

IR ERAERL (CRF-1., AV VBB T REERSH) 2@BBERERLAVT.
BRI AE A FLEFAEK) 2HRIRKEBERTRARBEACT. ThEh K
BNX ., HERORBREESTHRIC 1E. ZORKE 28K 1 BOFET. AEHK
HBEOKEEZZE L OB TITo,

FROATBRCRERZVHARABRREITTE >V 2 — (DI RBRBEE
¥ 47090792-001 %, % 47110478-001% . Appendix 3,4) BRUA U X)VEB TR
Ratt [HHRERBEHE © No.94G01-009(£3HD 3) . No.94601-011(£3H®D 3),
Appendix 5.6] TEREL. FBRADEII DWW TYH SOPORFARBEATHI L 2 HR
Ut REVKOABEREBRKRNKHEBEA LY ¥ — (KERELRE 58 065215,
Appendix 7) RUBABERRNESH (KEREMER: No.062013. Appendix 8) TH
L. 4% SOPOKEERBOBHATHICLEHBL.

4. FRBOWRE. BT RCEERS

HEMiL. DHPD 250, 500& TF 1000 mg/kg/day® #AEL - 4EM R EH 5% OB
IR (SR-9434P) DBMEEBZBLREL . THOD. FRECESELHB~DOEDIZ
EEGROORDBLEX SRS 1000 ng/kg/day 2 HAEE L. ATFAL4A T 250 R
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62.5 ng/kg/dayD SWEREL . TDORIPIAY THERETINHBELRT. 4B
kb?‘: (Table 1) c

BB, HEFERT 1000 ng/kefe THEE 1400, 62.58T 250 ng/kgBE TS
THREL. D5 5MEGRZRRO-DICHRBERT 1000 ng/kg BOBHEE TINEH T
Tzo BT, DIERIME D Bk B iZ AR OB EI i 2 3 & 5 I EINF (L S
HEEHNTYIT- T,

BOOBIE . ZFARBIZHMEY 2V PRV EBCTEBI Y —SHAERINE . #5
TRICARICXIRRIEL AT . BRAMKRNELEHIZIT . & — I RENE
BR2TL. HRES. ERWRUUWHESEWERL LA — FEBRL L.

5. BRYHONY. RFRRRURSHE
HRYBEOWBEIARIIROEVIT o7, HRYEEFEHL. 12.5, 50KT 200
ng/mlEeRBKX3I AV 7 (BAERE. LotES : 408002, ¥ 7 N BEKNLH)
CAMU-. HEROEERERERICSOTITY., #BED DIPREEXREORE

RKAHHEATOWBII L EMEAL - (DPTHAHES : 0309, Appendix 9)

PSRRI, BRDEVPABCEOWERBE A ITHRENSH I L6, EORE
L. B3, BYUFEHCTRWMCEFAIITY. 1H1EEE 28 EiTo /.
¥, AEEFROEBE 14 AL Uiz, BEBES. KE 1kgX/-00on & UTH
ERRBBECHIHMEL EBCETOTHL LU, 28, SEWEOYUHORESR
R TOHOBEIIEDWTHE U,

BEEoABN SHML ., REMABNOEYEE (FERHE) J#T 137.7 £(130~
144 g) | BT 124.9 g (114~134 g) THo1=. BEBITFN 1081558 L8O
11 P O g8
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6. B, AERUREHE

(1) —BIREW 2
BREMMECEERMS. £ OCT1IALEREOHET. ARETMBI &
DITRY. SRS ERMBLI,

(2Q)hEHE
EPIOWT, BE1H (BH) . H52. 7. 14, 21 RUBE (BEH#TH) |
mE 1. 2, 7. ABERUSMEIC. BFXR (VL F U R 1401 B HP7-2RTF
1407 NP8-1. A —iLY 7 4 ABKREH) 2HOTHEL:., -, SEHNE (|5
VBABE-#KE5]1 A4E] RUBERNS [ (BEYNE /51 HEE) X 100]
2RHELU,

Q) HERHE
ZBiIcowT,. BE1H8 (BEH) (852, 7. 14, 21RTBA. @HHEL. 2.
TEUURE, BFRH (YU YD R 1401 B MP7-2% T 1407 MP8-1. B— V7
4 ZAHERNEH) 2HCTHELE, BYRE2r—Ygey ML, BARBERXIE
L. 14700 1 HH)OBEEEEL L.

(D ERRE
BREWHORKE (RE1B3~UH) RCEEUHOSKE (BHE12~138) £
WoOWT, Sy FEKRBES—Y (KN-646 B-12, EHEMAH) ICRB L THEERTT
RE%1To7-. HIBWOBRO—BEACTO~CDHAAKRAEL ., UNHER%
BOTOOHEORERIT> /2,

®pH RREE (TVFARAFAv T AN - 25E)
@&H (Pro) RS (RIVFAAF Ay I A N T - ZH)
@  (Glu) HREE (RIVFARAFA IR I NA ) =4
@5 h4E (Ket) RBREE (RVFARTFAY IR N4 T)V - ZHE)

G MKEE (Occult blood) WRHEE (TIVFAAFA v IR NAT)L - =3E)
®#tE (Sedinment) Bk
DRE (U-Vol) REfE
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(0) i} AR E
BREUHEACHEMMETORARZEHII>WT. # 16HMHEAL-R,. =—F
VR T CRBREBIRS SR L. EDTA-2K TR -MBEH T, O~O®., DRE
BOHBIZDWTRER T /2. X561, QOB EAEME:EHNT. O, Do
HERX DWW TRESRYIRI SREL., 7= BF MU DL TRAL . 3000 rpn

TULME IR THE RO EACTRERIT /-,

O Msk®¥ (RBC)

@2 b7 Yy ME (Ht)

@1 FE (Hb)

@EHRMIRER (MCV)

OFGHMIEAE O & (HCH)

@ EHHRMERAET Yo BE (MCHC)

@ERMERE (Ret)
@hiR¥ (Plat)

OKBEMRE (CD

@7 o koo R (PT)
OEEESS Fa B SR F M
(APTT)

@[ fmskE (WBC)

BB E S # (Hemogram of WBC)

-10-

maERE (a - ¥ —FfHE)
(a—ni—hvri— TEE0R)
RBC, MCVAR &K Y H it
(A= E—hY > & — T660%)
STUAMMETOE L E (EHRE)
(2= —hv>i— T6608Y)
BAERE (22 —FHE)
(2a—wR—h> 2 — T6608Y)
RBC, HbiH&K VR
(2= 2—hw>ri— T660R)
Ht, HbfEK D H &
(2a—nE—hora— TE60RY)
Brecher#
BRESE (a2 - Z—FHE)
(2= R—HhYr R — 1660%)
WHREEL X3 RAE TR
(Y34 Fr-#Hl< /roario
A—x—)
rarRSSAF Uk
(AMELUNG KC-104 X2 R % —KK)
5T VBE
(AMELUNG KC-104 732 A % —KK)
BAERE (2= ¥ —FE)
(a—wx—h>2— TE60R)
AA - FAYpeEERFER
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(6) MM AL FHIBRE

SR—-9434

BEBHETEREBHR T ORI R >0 T, AEEHRED -HORME
B AL SRML . 3000 ren T W0HHWORLCIBLTHESh-MELHOTR

DRERITOT-.
OGOT
@GPT

@FNWAHUTZ A7 7 Z—¥ (AIP)

@ULMBUAREER (LDH)
®y-GTP
®m¥ (Glu)

@2 L A5ua—iv (T-Cho)
@MU FUtYUK (16)

@B YIEy (T-Bil)
@ER#FA#A (BUN)

@2 L7F=> (Crea)
@F bV (Na)
BAYUDAL (K)

@7 a— (C1)

@AW I A (Ca)
®msy > (P)

@BE|EE (TP)
BF T3 (Alb)
®A/GH (A/6)
@ B4
7t FEEM (AcAc)
3-Fu Fogk# (3-0HBA)

IRCCH: (H3Z 71508 & B2t E)
IFCC#: (HsZ 7150 & @) 47 34iE)
Nyt 0——

(B3 71501 & @5t HiE)
O7LA$—+ 35« Fa—#
(B7150 A @ AT E)
QBEL-vy-VNVE2I)-p-=baFP=Y K
E®y: (B3 71508 A8 HrE)
~FY FF— ¥

(H3Z 7150/ B B2 tr &)
M#R% (B2 TI0RaBI T ER)
HRT Vo — il LR

(B31 7150 & 85 7 3E)
FYEYNEUE (BITIH0K HBI2THE)
TLF—¥ A K7z )=k

(H3z 71508 B #2trEE)

Yy 7z (3 TIS0REBIDTESE)
#KWH (a—= 7 180BB AR
K (a—=r Y WBOBEMIHNER)
EEHEE

(2@ CL-BNBIY T S4 Fho s ¥—)
OCPC¥: (H3Z 7150/ B @A HE)

T AR s A —5

(B2 TI508 & B3t BB

Ev Ly bk (B2 71508 B 2 EE)
BCG#: (HZ 7150 A#h 2 trikiE)

TP, AIMEK YV HET 3.

T —2A7 5 — MEBA KB
B#Hg (B3 71508 a#othEE)

B (H32 71508 a 8ot fiE)
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(MFRRCHEERNE

BEMM A CEHEHETORER Iz DT, KARERBL . = — SR
TTROK. BOBFEEE, EHORERCHABRLABMHICHBRL:-. HLBEDS
BB, TRE, PRBRx . MG, K. B . MK, SIS, BER. W
FRLEG, B8 (BERAY) . R*RFFEOEKSEFRE (HA-1808 . =—
TR FAERRRE) 2HCTHELE, 28, xAOREREEICHEL.
/-, REGEERL [ (REER/BYHEE) X 100] 2#HHLE.

(8) WM ML HIRE

MR EPic>WT, Pk, S0k, MR, OB, M. R OKRE - N | TR,
I, BRER. LRME. BB, BBRABIY o /%5, BB, 5. THYU /5. BITR.
ETER. FTHE. 2. W, BR. N— XK. WERUKRE (BE%280) .
i (TE) . BE (OHULE) . RIS ABIR. MR, %, %X, /AN, ¥
(3% - BRE) . +=9506. Wi, AR, HE6. KB, EIB. B, BB, FR K,
BHR (RERA2L) | WNB. IR, 2. BRULEHZER10% & E L <
UYBTHEEL. RELE, 28, BREUCN—F—-BRRIFEY FY VB TEEL.
HEBRUBR LR 77 R TEEL . 2WOBERE - >0 TRAS37 1
TR, AT PRV AT QD B3 EHGE [0i] red Oida] B
AEHEHEL . WHHREZAMELT . BERTBEREKIZDOTHEAT XYY
Ve ATV REBROBTHREHMBENRELIT O,

. WiEtaE

HRE, SESMBERCHERM*E,. BEE, KKkE. RREOCEMHE . EFEH
RERCRELZHREOZHE . BEERRCRTHEERKIT SV Tk, KO%h
TRERITo/. T42Db5. Bartlett DRERR LV WEREL . TORE. FoH
(p>0.05) 2RUAZHBEDWTR—akBEXB2FRLHCTHRITL. FELRSS
(p<0.10) . Dunnett DHEH (ARBDOKE X HE> BEUEMRER AR )
W KONEREL DIPRER OB EITo, —F. FE58 (p=0.05) %#RUA
BECRBREOREMHEBIZ DWW T Kruskal-Wallis BEBOTRF L. HEREE
(pS0.10) . Mann-Whitneyd U-BEik T MM Y DIPRSBEL DHERIT> -,
B, MREELOBREILDWTIE., RS BUTE2HIEHICHEREL L.
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1. BRI
—RCRIBSI B OB % Table 2. 3. INDIVIDUAL DATA 1-1-1~1-2-2 iR L7,
(1) B 5 1Emg
REDOCTHOBIZSCTHRRIED Shlehol:,
(2) [m 4 3 1
BEONTHOBISOTHRERED shzdoT:,

2. KEHB
HBEHB S Figurel, 2. Table 4, 5., INDIVIDUAL DATA 2-1-1~2-4-ZiZ® U 7=,
OOF:: 23 1]
BT PR > LEB U T 1000 ng/ke B THEJERI H OB EGIIE OB BT RN
HROETHBH ORI,
BT EBE: DIPR S OMIIERERBD Shidr o7,
(2) EEE AAH
BENTHICHANERE IPREBLOMIAEZIRD Shihot,

3. Bfix
B EDOLE{L% Figure 3., 4, Table 6. 7. INDIVIDUAL DATA 3-1-1~3-4-2iZ/R
Lz

(1) 84550

BENTRICHNEM L DIPRERLOMIIAREIRD R DT,
(2) e R g

HTINHEREE DIPRSH L OMIERERRD oD DT,

0TI RS W U TE®EI4EIC 1000 ng/keE TRBEOMOHBBD ORI,

1996/07/15 F
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4. ZRE
RBRE DK% Table 8 ~11. INDIVIDUAL DATA 4-1-1~4-4-2i0R LU 1=,
(DB 5 BKARE

BT, DIPRREBT Y b oS oh . MR L T 250 ng/kg UL
LoORTHEEZNRD ORI, - HEHFELHEL T 1000 ng/ke #Tp HOETF
B ont,

BTH DIPRIEMT Y Mook KR oh . HBML H# L T 62.5 ng/kg B
LORTHBZIBO ORI, /-, HRB LKL T 1000 ng/kg FTHEABHER
oRms@ED oh -,

(2) =4 JE TG B it MR
BENThiIHHERE DIPRSHLOBIEREZRBD ohrh oz,

5. E¥HRE
M EHMRE DKM % Table 12~15. INDIVIDUAL DATA 5-1-1~5-4-4jzRwL 1=,

(1) 8 5-KBRI# 7 RYRE
BT, HRBEELE LT 250 ng/kghA LOB T O b2 UL & G TEHE/LES
ArOVRFSAF o REOEREBD N,
BT, ML LT 1000 ng/kg BTHEBESES b o S5 A+ U BED
HEFPBDH Rz,

(2) 6 R e 7 BIREE
BESTRICHH ML DIPRSHEOMIIEBEERD Shkdholkz.

6 . MHLEMRE
ML EHRED KK A Table 16~19, INDIVIDUAL DATA 6-1-1~6-4-41;/ L=,
(1) B4 HIMI# T B2 |
BT, SRBELE LT 1000 ng/kgM TREZROHM. B- Va7 Y H5ED
EFEBD NI
T, MRBELBL T 1000 ng/keWTTNVTIVHEDO LR, 7 M ERRD
3-Fe KoEgodin, 8-/u7/ U EOETHRED ST,
FOM., HD 62.5 ng/kgBETI L7 F=o DA . 250 ng/keE T2 L A5 0—
WOIMBRUT Y L7 F o OBABRBDERT:,

1996/07/15 F
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(2) EIH JR# T R
BREBME TRICBD Gh-EYD > L, 7 MNEBRORINSED 1000 ng/kg B
TR SN,
T, B 1000 ng/keBTFILAV T A A7 7 XR—E DA, Mo 1000 ng/kg
BTo,-7u7VHEDLERENXBD SR,

7. REEE
BEERRUBEHEERILORES Table 20~23. INDIVIDUAL DATA 7-1-1~
7-4-6 ITRL =
(1) B 5-RER0# 7 B SI8Y
BT, HRBELEL T 1000 ng/kg THBROBEERNLD LAIBD SR
Eh. WEBLOUKTEHEZRIBD SARVEDD. 24 (No.402,405) THHE
(H) RUBR LK (£5) 0REOHALIBDSRT:.
T, MERBELEBUT 1000 ng/kg B THBOEEROHNEACHKERELDO L
R.BR (5 oSEERLDOLANPRD ORI,
XD, B 1000 ng/kg B TLBREUCHBROBEERL O LRFBED Shi-,
(2) 4 U R 7 B &4
BT, 1000 ng/keBE TRE (£5) RUKHE LK (£5) ORROHL K246
(No.410,412) B oh . MEHLHBL THRLE (£) EROBLDHBOOH
7=
T, N RS LT 1000 ng/keBETHIK (5) OBEERLO LANBDS
iz,
T oM. D 1000 ng/ke HTHROBREZOHS . Bk (&) OREEREILD
LR, 8D 1000 ng/kg HTTFEZOBEERRLD LRAFBD oI,

1996/07/15 F
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8. Higk
HBRDOEHE % Table 24, 25. INDIVIDUAL DATA 8-1-1~8-4-2. Photo. M-1 iz L 7=,
(1) B 5- B # 7 B8 S 4
NBORER (EF) ZRUBER LK (£E) 2 1000 ng/kgBto i 28 (No.402,405)
itBboni-,
ot BECHELOERHSHRBEOR 1 Mz, KMEEDO—SBRIEBN 62.5 ng/k
g OB 1Az, FEICEIEH 62.5 ng/kgold 1 B ORI,
(2) B RE D T R I
NEDOKR () RUBR LK (£46) 5 1000 ng/keBOtkE 24 (No.410,412)
@B o,

9. WHHBRFHBRE
MARMFEREDRR % Table 26, 27. INDIVIDUAL DATA 9-1-1~9-4-2,
Photo.H-1~H-12 ®iRU .
(1) B 5 RM#® 7 R 2
PRl : BB R CHEE ONEALLEFF IR KD 1000 ng/kg BROB4 M, BED
NGB ER ARAGE S 1000 me/ke RO 2 Hlic. NRHLFIC ST SEE
O B fa R B HIRE BUFEDS 1000 me/keEDHE 1 BB Sh iz,
BRI BRERCERONTREMIEOMAS 1000 ng/keB O 4 iz BD S,
BRES : BROEAFE RN 1000 ng/kg BHOW2HI . HEROHRER T
BB O HR S 1000 ng/keBe Dl 3 iz B Sh iz,

ZToft. FRCRBEFMREFES, BRIGEMN 2 2T 308 LEOHEF L
. EMZ2ELTIRME LROFBELE. BT, EUEFZ 2T IRMEOH
B, LHHIC ST 2R E2 X2 T5RBPATRAEIBL . i BB IER
MO MECHEAHOFHERE L 2RBEMERBES . KEIZEEDOEKR
2 (MBS REA RE6L) | TREIKES LEBIRA . FEICARBRROLE (8
HRERASM BRHORT.
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(2) [ 442 SR e 7 B 1 1)
Bl : EEONERGEFMIREAS 1000 ng/keBt 0t 1 flic BB SR,
BRI EBE, PEERTCEROHTFEBMBEOHELDY 1000 ng/keBElE 3HICRD 5
hi-.
BREE: EROBENE TR 1000 ng/kg BHOF 26, ASEOHBEN T
BRI O R 1000 ng/keBE Dl 2 BRo B Shi-.

oM. FRICBBHIEFARBGEDY . BRI % X 23 SEME L OMFHIL
. EMEELTIRME LROFBEBLE. HTHASERTHMERE. TRECK
HERBREY. S TRICBBERMIE ORI, BRIk RS i BRI DERH LD,
MBI BT RV NKREZLTIMREANEL . BRIIRBRRIRD SN,
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= =2

DHP @ 62.5. 250% TF 1000 mg/kg/day% Crj:CD (SD) K> v Mz 8HMBARHE
BE5L. 2oBERTRSRIIAMAKEL -BOEHEEEBHL .

BEBOMMEOHL BT MBDOETH 1000 ng/keBtD# THED 5. DIPRGIZ KB
BREEBEX ORI, HRBLHEL THREEROM OB EE14HIZ 1000 ng/kgHED R TR D
o H. BEL. 2HD3VWE7BLUBLUTECVHETR 2. DIP EXKZBRTIR
ZoeFxbohil-,

BRI 5B%L LT, 20 1000 ng/ke #TRBHBHEAOHNEUHEROKER
BEHOLEA. @D 1000 ng/kg HTROBRBRLEROBMIED 61 . WEMBRZHIEK
BOZELRBD ARV DDOBERAOEEEDH DI HDOLEEX ORI,

BrIgic #3532 EE UT. #90 250 ng/kgPhA OB T 0 b C RS R U LS
ArarRFSAF UMD, 1000 ng/kg B TME B-V /YU AENETF. bE
EREHO LREFPEDOR, CHiItBEHEL TH#D 1000 ng/kg B TRFHMBEHRELS
WNERLOGERFBIRIR A, IR R R G E R NGRS B 1 S RO B
HMIREBIELSED o, DIPRE I XS HB~ORBIE I h iz, # T 1000 ng/kght
THEELE2 o RS 250 REOER. BEPVT I HEOLERYE B-0TY
YREOET. FIREEROHMETREERILD LASRYD oh -5, HEMREN I
BORERBD LT, RROBEIIEEZNABOONT:.

BELHMBIINTTIRBLUT., #oD 1000 ng/kg HTHRERUBERE LISOBENFHD
UTHIEMIZCh SOBEDNENED oh . HEMEB2ZARE THREEIIE TR
DX, BRESIVEANFRS RUHREE FREEHROERIBO on- . BEEM
BINTIRBRIMEO7 A VB AT AVTHRD SR TEY? | P 5 THRROBE
PRERENT.

Lo, R0 DIPREBRTE~DO ) b iR EDH SN, B 1000 ng/kg B
TRHOFEHO7 & MVEBRT 3-Fe FuRBSHENEED ohl. B0y bR
W"ECMHRDY N AKORME L. SR, SR —ERKEDREDRIIHSADDH
DTHZP, RERTHHEERSOKERR 2 ET AEMEBD SR T . EFORE
WHRoZ e, RoTI07 AVBEZ A FILORKEERIZ, N o BERIE X R DT
222 p 6 DHP ODKBMER TS PR DBER - Rt X R -AIEEITFEE X 50T,
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COf, Hd 1000 ng/keWTREDOR-p HOB TR 7 MEBET 3 -5 Ko
HEFRABTHEI L oRAICHRI AL, P RIERET 202 EX SN,

ERDOEAEDS B, BRETFR EEOEIEEMHHK TRHIZHIERBECRD S
. UBMOKRUM T EERZBS Shidhof, Lhl. TobidZo% < A48
ORBIZ X VWAL, BEFMAREDIHDEER S,

oM. NBEEFHRETI., BE5HEMKTRICED 62.5 ng/kgTI LT F 2 O,
Ao 250 ng/keETIBAL AT O —VDMMBE T Y L7 F = DB HBBD SRz, »F
DD ARKFER RS, P 5L 0BBE 2w EX N, /-, EHEAEMHK T
WEED 1000 ng/kgBETTAAY T F AT 7 X —E DA, 8D 1000 ng/kgE T ,- 70
TUHEDOERABBD RN, WThPREMGHETRIZBO SR RVERTHY |
DIPR L DB RN EX bhi-, BEEETH. REMMETRIZMED 1000 ng/ke
HTLOBEUHROGEERLD LAXBD RN, ROV TRERT— % (
Appendix 10) OBHEATHY . WRIZ DV THRUEEITR T - 2 OBHENICHY . FH
BOBENSHEHLLEBL TEWMAAIKEH I LELDIBDTHY . DIPRREICKDZHDT
WBhWEEX SN, /-, EEBK TRICED 1000 ng/kg B THRTEBEEORK
A, B () obEEREOLR . 8D 1000 ng/kg H#THFEORERERRILD LA MR
HohlH, OVThHRSEERTRIEBD SRR CEHTHY . DIPRRER KBHDT
RaweEXOHT,

Toffy, . BERUBELAOHBIHRECHE-BENRETH SR FRE.
TORFAWED» S DIPR G L OB IR EE X R,

BEoZ eps, #Tik 250 ng/kgET7/0 oy EUBERTERLSS b RS
SAFHHOERIBD Sh. 1000 ng/ke THE. BRATEMB~OLRIRD S
Rk, BT 1000 ng/kg B CHBRTBR~ORBEBD 6hl-C&. R~OF b
YHBHEZ DO TRERDEOKBED THS I LEXORBZI LD 6. ARRIIEIS
DHPR 5.z X 2 MU TE (NOEL) k. #T 62.5 ng/kg/day. BT 250 mg/kg/day TH B &
Exonit.
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Figure 3. Food consumption In male rats dosed orally with DHP for 28 days

followed by 14-day recovery period (SR—-9434)
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Table 1. Experimental design for 28-day repeated dose oral toxicity test of DHP and 14-day recovery test in rats (SR-9434)

b ¢
Concentrat ion Total Administration Recovery
Group of DHP Volume = mmmmmmemmemmmmmene- memcecmcmcccomcoen ememmmemm e
(w/v %) {ml/kg) Male Female Male Female Male Female
d
Control 0 5 14 14 7 7 7 7
e

DHP 62.5 mg/kg 12.5 5 7 7 7 7 0 0
DHP 250 mg/kg 50 5 7 7 7 1 0 0
DHP 1000 mg/kg 200 5 14 14 7 7 7 7

a: Crj:CD(SD) rats vere dosed orally for 28 days from the age of 5 veeks.
b: Killed at the end of the 28-day administration period.

¢: Killed at the end of the 14-day recovery period.

d: Control vas olive oil.

e: DHP (diheptyl phthalate) vas dissolved in olive oil.
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Table 3. General appearance in rats of 14-day recovery test after 28-day oral administration of DHP (SR-9434)

Male Female
"""""""""""" w W
Tten Cantrol 1000 mg/kg Control 100G mg/kg
. of animals emined b r o 1
General appearance
Normal Ta 7 7 7

a: Valuegs are no. of animals vith findings.



Table 4. Body weight changes in male rats dosed orally with DHP for 28 days followed by 14-day
recovery period (SR-9434)

No. of Day of administration Body weight gain
Group animals 1 2 7 14 21 28 Day 1-28 %a
b
Control 14 137.1 145.5 184.6 242.5 301.4 353.9  216.786  158.171
$.5 .8 7.0 12.7 17.1 18.5 16.239  10.943
DHP 62.5 ma/kg 7 128.3 145.3 186.0 242.6 299.1 349.9  211.571  152.911
4.6 5.2 10.3 13.3 15.6 18.8  15.164 8.036
DHP 250 mg/kg 7 138.0 146.6 188.1 246.4 303.7 352.9  214.857  155.701
5.0 5.6 7.9 1.5 13.2 15.0  11.305 5.304
DHP 1000 mg/ksg 14 138.0 1441 182.2 236.3 291.4 338.8 200.786% 145,493
§.2 .4 8.1 12.2 17.2 21.0  19.3%2  13.527
No. of Day of recovery Body weight gain
Group animals i 2 7 16 Day 1-14 %
Control 7 357.1 365.3 394.3 £30.9  73.71¢  20.631

19.3 18.9 23.3 2.4 6.264 1.169

DHP 1000 mg/kg 7 301 7.7 344 406.1  66.000 19.341
26.8 25.5 31.4 %6 10.017 1.853

a. (Body weight gain / body weight on day 1) x 100.

b: Values are means and S.D. thereunder, expressed in gram.

*: Differs from control, p<0.05.



Table 5. Body weight changes in female rats dosed orally with OHP for 28 days followed by 14-day
recovery period (SR-9434)

No. of Day of administration Body weight gain
Group animals 1 2 7 14 21 28 Day 1-28 % a
b
Control 14 1244 129.3 150.7 173.4 198.1 218.6 94,143 75.679
5.3 S.4 7.5 11.2 17.0 18.6 16.792  13.238
DHP 62.5 mg/kg 7 126.4 132.0 155.4 177.1 200.1 226.9  98.429  71.829
3.3 4.5 7.0 7.6 10.4 12.9 11,429 8.692
DHP 250 mg/kq 7 123.1 128.9 150.1 173.3 192.9 217.6  9%.429  76.374
5.8 &7 7.9 12.7 19.6 229 18.356  12.958
DHP 1000 mg/kg 14 125.5 129.1 149.9 170.9 192.1 211.7  86.214  68.709
2.9 2.7 4.6 6.6 10.0 12,1 11.470 9.161
No. of Day of recovery Body weight gain
Group animals 1 2 7 14 Day 1-14 %
Control 7 225.3 229.0 242.9 259.6 34,286 15,143

DHP 1000 mg/kg 7 215.6  215.0 232.1 243.6  271.857  12.899
14.5 4.4 19.6 17.9 5.699 2.444

a: (Body weight gain / body weight on day 1) x 100.
b: Values are means and S.D. thereunder, expressed in gram.



Table 6. Food consumption in male rats dosed orally with DHP for 28 days followed
by 14-day recovery period (SR-9434)

No. of Day of administration
Group animals 1 2 7 14 21 28
a
Control 14 18.5 18.6 20.6 22.6 25.2 25.9
1.2 1.2 1.5 2.2 3.6 2.6
DHP 62.5 ma/kg 7 19.3 19.0 20.9 219 24.9 264
1.4 1.3 2.2 2.3 2.2 1.9
DHP 250 mg/kg 7 18.7 19.6 2.7 22.9 25.0 24.4
1.4 1.8 2.0 3.2 3.1 1.9
DHP 1000 mg/kg 14 19.6 18.6 20.4 23.2 26.6 251

No. of Day of recovery
Group animals 1 2 7 14
Control 7 23.4 21.7 28.4 30.0
3.2 1.7 3.4 2.9
DHP 1000 mg/kg 7 22.4 26.3 27.9 27.1
2.9 2.1 2.5 2.7

a: Values are means and S.D. thereunder; and expressed in gram/day.



Table 7. Food consumption in female rats dosed orally with DHP for 28 days followed
by 14-day recovery period (SR-9434)

No. of Day of administration
Group animals ] 2 7 14 21 28
a
Control 14 15.7 14.9 15.1 15.1 15.6 16,4
1.0 1.4 2.0 2.2 33 2.9
OHP 62.5 mg/kg 7 16.6 16.0 16.0 14.0 15.1
0.5 1.5 1.3 2.3 1.7 1.1
DHP 250 ma/kg 7 15.0 15.6 14.9 13.9 12.9 15.7
2.9 1.6 1.5 3.2 2.3 2.5
DHP 1000 mg/kg 14 16.4 15.3 15.4 14.1 13.8 15.4
1.5 1.1 1.5 1.7 2.5 1
No. of Day of recovery
Group animals 1 2 7 14
Control 7 16.7 20.0 21.4 22.9
3.9 3.1 4.7 2.4
DHP 1000 mg/kg 7 15.9 16.9 21.4 19.9+
1.7 2.7 3.9 1.9

a: Values are means and S.D. thereunder, and expressed in gram/day.
*: Differs from controls 9<0.05.



Table 8. Urinary findings in male rats in the final week of 28-day repeated dose oral toxicity test of DRP (SR-9434)

pH Pro 6lu Ket Occutt blood
L T
Group animals 6.0 6.5 7.0 7.5 8.0 8.5 - 1 + 0t - - t b -
a
Control 14 1 0 0 2 3 8 0 3 8 3 14 14 0 0 0 0 14
DHP 62.5 ma/kg 7 i 1 0 0 0 5 0 2 3 2 7 A 1 1 1 0 7
DHP 250 mg/kg 7 2 0 0 2 0 3 0 1 2 4 7 [0 1 2 4 0)xx 7
OHP 1000 mg/kg 14 (4 4 2 1 1 2wx 1 0 6 7 14 {0 1 1 7 51k 14
Urinary sediments
Epithelial cell
RBC WBC Squamous Round  Small round Others
No. of  ----- = === —m-mmomm-m emmem mmemesoeon —eeeee U-vol
Group animals - - - % - - - mt/21hr
b
Control 14 14 14 13 1 14 14 14 12.64
5.9
DHP 62.5 mg/kg 7 7 7 6 1 7 7 7 10.21
§,19
DHP 250 mg/kg 7 7 7 7 0 7 7 7 10,64
4,88
DHP 1000 ma/kg 14 14 14 14 0 14 14 14 2.1
10.09
a: Values are no. of animals with findings. b: Values are means and S.D. thereunder.

#x: Differs from control, p<0.01.



Table 9. Urinary findings in female rats in the final wveek of 28-day repeated dose oral toxicity test of DHP (SR-9434)

pH Pro 6lu Ket Occult blood
No. of = ===-=mmm=ssssmmsmcmcmmmccccoscooen mmcccmsommoosssmesocee mmmos ememmmeseeessccmcosooo emeoooooese-
Group animals 60 65 7.0 7.5 8.0 8.5 - t + 4+ - - + t 4+ -
a
Control 13 3 3 1 0 1 2 2 4 7 0 13 13 0 i 0 13
DHP 62.5 mg/kg 7 0 1 2 0 3 1 0 6 1 0 7 (3 4 0 0« 7
DHP 250 mg/ke 7 1 0 1 0 3 2 0 4 2 0 7 [0 2 4 1]ux 7
DHP 1000 mg/kg 14 3 2 1 ¢ 2 2 (1 0 7 6% 14 {0 4 5 5ux 14
Urinary sediments
Epithelial cell
RBC WBC Squamous Round  Smatl round Others
No.of  --—- - —-mmmmmomm omoom mmmmmeeeeen e U-Vol
Group animals - - - t - - - ml/21hr
(1¢)bsc
Control 13 13 13 13 0 13 13 13 6.50
3,26
OHP 62.5 ma/kg 7 7 7 7 0 [ 7 7
DHP 250 mg/kg 7 7 7 7 0 7 7 7 8.7
2.46
DHP 1000 ma/kyg 16 14 14 12 2 14 14 14 8.25
2.81
a: Yalues are no. of animals with findings. b: Values are means and S.D. thereunder.
¢: Values in parentheses are no. of animals examined. x: Differs from control: p<0.05.

x%: Differs from control, p<0.01.



Tabte 10. Urinary findings in male rats in the final veek of 14-day recovery test after 28-day oral administration of DHP

(SR-9434)
pH Pro Glu Ket Occult blood
No. of  ~—=====mmmm--m mmmmeememececeeeeen mmeee s e
Group animals 8.0 8.5 t + ++ - - -
a
Controt 7 3 A 2 2 3 7 7 7
OHP 1000 my/ky 7 1 6 2 4 1 7 7 7
Urinary sediments
Epithelial cell
RBC WBC Squamous Round Small round  Others
No, of  -----  -mm== mmesememes cmeen memeemeeen ceee- U-Vol
Group animals - - - - - - mt/21hr
b
Control 7 7 7 7 7 7 7 14.14
2.3
DHP 1000 mg/k9 7 7 7 7 7 7 7 14.21
5.39

a. Values are no. of animals with findings.
b: Values are means and S.D. thereunder,



Table 11. Urinary findings in female rats in the final week of 14-day recovery test after 28-day oral administration of DHP

{SR-9434)
pH Pro Glu Ket  Occult blood
No. of  =-smmemmsmsosesccsccscecseon semesecoooens smems s mmmes meememeeeoes
Group animals 65 7.0 7.5 8.0 8.5 - t + - - -
a
Control 7 2 1 0 0 4 3 1 3 7 7 7
DHP 1000 mg/kg 7 1 1 1 1 3 2 1 4 7 7 7
Urinary sediments
Epithelial cell
RBC WBC Squamous Round  Small round Others
No. of === m==== mmmmmemmes mmmen cmeseeooes omeees U-vol
Group animals - - - t - - - ml/21hr
b
Control 7 7 7 7 0 7 7 7 12.50
6.78
DHP 1000 mg/kg 7 7 7 6 1 7 7 7 13.00
8.91

a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.



Table 12. Hematological findings in male rats at the end of 28-day repeated dose oral toxicity test of
DHP (SR-9434)

No. of REC Ht . Hh. Mcv MCH MCHC WBC Plat
Graiup animals 10°/ul % g/dl f Py % 10%ul 0%/
a
Control 7 7.42 45.33 15.09 é 20.29 33.2 17.11 1144 .4
(.39 1.36 0.52 0.49 0.72 6.39 57.3
DHF 62.5 my/ky 7 190 45,20 15.13 62.83 21.03 33,47 15.26  1085.0
4B 3,52 0.68 1.9 0.72 1.14 4,46 54.8
CHP 250 my/kg 7 7.349 45,20 15.07 61.57 20.4¢ 33,33 16,57 1130.3
.34 1.85 .49 1,89 0.78 0.9 2.95 98.2
ihP 1000 mg/ky 7 7.399 45.59 15.29 £1.70 20.66 33.5% 15,30 1159.4
0.413 3.28 0.80 66 1.06 0.79 2.82 89.1
Hemogram of WBC
Neutro.
No. of Ret. CT PT APTT Stab. Seg. fos. Bas. Mono. Lymp. Others
Grous animals %o sec sec. S6C % % % % % % %
Control 7 26.4 221.6 12.71 24.50 0.0 11.3 0.9 0.0 0.0 87.9 0.0
2.5 27.3 47 0.73 0.0 2.3 1.1 0.0 0.0 2.0 0.0
DHP 62,5 my/he 7 27.3 201.4 12.81 24 .07 0.0 9.0 0.7 0.0 0.0 90.3 0.0
5.2 48.7 1.04 1.50 0.0 2.9 0.5 0.0 0.0 3.0 0.0
Dr 250 waiky 7 29.6 251.7 13,708 29.50mx 0.2 11.4 0.3 0.0 0.0 88.0 6.0
2.5 g 0.93 1.5 0.5 340 0.5 0.0 0.0 31 0.0
GhP 1000 my/ky 7 30.3 287.3 15.13%% 30,77 0.1 12.4 0 0.0 0.0 87.3 0.0
6.0 129.5 347 .82 0.4 2.0 0.4 0.0 0.0 2.3 0.0

a. Values are means and 5.0, thereunder.
% Differs from cantrol, §<0.05.
s Differs from controls p<0.01.
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Table 14, Hematological findings in male rats at the end of 14-day recovery test after 28-day oral
adiinistration of OHP (SR-9434)

No. of 4RBC Ht. Hb. MCY MCH MCHC WBC Plat
Gr oup animals 0%/t % g/dl fi "9 % 10/l 103/l
{ontrot 7 7.664 4

15.20 57.79 19.79 3%.26 1291 10416
0.64 0.19 0.15 2.0 6.1

=
on g
sl
—
<D
<o
Lo 3
=t
«&
Pl
[Vel
—~J
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-
—
~O
4~
F~
o>
[N
—_

Neutro,
Na. of Ret. T PT APTT Stab. Seg. Eos. Bas. Mono., Lymp. Others
& Dup ahimal s Be 5e( 3eC SeC * % % % % % %
Control 7 724 291.0 13.41 26.46 6.1 10.9 0.9 0.0 0.0 88.1 0.0
1.5 54.5 6.9 1.61 0.4 27 1.1 0.0 0.0 2.7 0.0

P 1000 wyskg 7 237 9.1 12.50 26.59 6.0 13.9 0.3 0.0 .0 85.9 8.0
1.9 0.2 2.00 1.99 0 10.9 0.5 0.0 6.0 10.9 0.0

JR T L S S S U T BN
ar Vawies are meahs and 5.0, thercunder .



Table 15, Hewmatological findings in female rats at the end of 14-day recovery test after 28-day oral
adiministration of DHP (SR-9424)

No. of RBC Ht. Hb. MC MCH MCHC WEC Plat

51 oup animals 10°/ul % g/dl fl o) $ 10l 103/l
a

Contraol 7 8.067 4149 15.46 58.87 19.11 32.53 10,50  1047.¢

0.209 1.70 0.50 0.9% 0.48 2.42 67.7

BHP 1000 e/t s 7 7.9% 46.57 15.20 58.23 18.97 32.63 10.50  1142.9

0.455 2.568 0.77 1.10 0.% 0.58 i 128.1

Hemogr am of WBC
Neutro,

Ho. of Ret . T PT APTT Stab. Seq. Eos. Bas. Mono., Lymp.  Others
Group anlinal 3 % 3EC. 580, $8C. % % % % % % %
Cantrol 7 18.3 2723 13.00 21.20 0.1 10.1 0.9 0.0 0.0 88.9 0.0
2.6 (9.5 0.62 1.68 0.4 2.7 0.9 0.0 0.0 31 0.0
OHE 1600 g/l 7 22.0 283.9 12.7% 20.93 0.3 141 0.6 0.0 0.0 85.0 0.0
. 73.9 0.43 1.97 0.5 14.3 0.8 0.0 0.0 14.4 0.0

al Valuss are means and 5.0, thereunder.



Table 16. Biochemical findings in male rats at the end of 28-day repeated dose oral toxicity test of DHP (SR-9434)

Protein fractions (%)

No. of TP Alb A/G Alb Glabulin GOT GPT ALP LOK ¥ -GTP  T-Bil
Group animals g/dl 9/dl o a2 B Y 1U/1 10/t 1U/1 v/t /L me/dl
a
Control 7 9 241 0.711 52.06  21.67 7.11 1553 363 1.4 26,9  484.4  3705.3 0.10
0.12 0.09  0.062 1.18 1.25 7 0.98 0.63 28.3 34 118.9 7840
DHP 62.5 m3/kg 7 5.61 240 0741 52,21 2147 7.03  15.60 3.9 129.6 2.6  595.3  3%2.3 0.10
1 0.12  0.045 0.68 1.72 0.32 1.54 0.84 25.6 3.2 93.8  974.6 0.00

DHP 250 mg/ke 7 5.74 241 0.720 52,60 20.90 7.61  15.30 359 146 261 5063 2151.7 1.97 0.10
0.14 0.062 1.14 1.75 0.3 0.81 0.43 2.3 3.9 82.6  1028.9
DHP 1000 mg/kg 7 5.79 249 0.749  53.97  21.73 7.0 1349 377 148.0 206 bh2.4 36430 1.57 0.10
0.20 0.1 0.040 2.28 1.9 0.69 1.01 6.57 31.5 3.1 90.9  1016.4 0.41 0.00
No. of 6l T-Cho 76 BUN Crea Na K Cl Ca P AcAc  3-OHBA
Group animals mg/dl  mg/dl  mg/dl  mg/dl  me/dl  mEa/L  mEq/l  mEa/l mgrdl  mg/dl ML T4
Control 7 156.7 2.0 BT 0.9  142.86  4.890  104.0 9.46 9.3 355.9 9411
18.2 10.3 18.0 1.42 0.07 1.68  0.276 1.9 0.26 0.48 1461 2171
DHP 62.5 mg/kg 7 143.9 7.9 2.0 1659 0.40¢ 142,66 5.121 106.9 9.66 45.0  118.7
18.1 10.4 25.3 1.22 0.06 0.24  0.212 1.1 0.35 0.51 13.5  360.3
DHP 250 mg/kg 7 156.4 78.6¢ 664 1601 0.40¢  163.21 4949  104.1 9.53 9.40 3816 9927
15.0 6.6 18.5 1.67 0.06 0.49  0.125 1.3 0.33 0.33 1231 259.9

OHP 1000 mg/kg 7 146.0 63.3 46.0 16.36%%  0.43 143.00 4,984 104.
23.2 1.3 19.7 1.23 0.05 1.04 0.338 1

a: Values are means and S.D. thereunder.

%: Differs from control, p<0.05.

*x: Differs from controls p<0.01,



Table 17. Biochemical findings in female rats at the end of 28-day repeated dose oral toxicity test of DHP (SR-9434)

Protein fractions (¥)

No. of TP Alb A/G Alb Globulin 60T GPT ALP LDH ¥ -GTP T-Bil
Group animals a/dl g/dl T 4 a2 B Y Nt /L L /L /L ma/dl
a
Control 7 5.76 2.50 0.764 54,96 17.57 6.93 15.61 4,93 155.0 20,

0
0.2¢ 0.08 0.028 1.00 1.26 0.50 0.82 0.82 26.6 2.

DHP 62.5 mg/kg 7 5.90 2.53 0.749 53.97 19.41 6.49 15.36 477 143.4 20.1 39.1 3TN.é 1.99 0.10
0.25 0.13 0.050 1.29 1.32 0.61 0.79 0.64 2.9 2.3 137.0 197.5
DHP 250 mg/kg 7 5.81 2.5 0.784 55. 44 18.96 6.51 14,44 4,64 166.1 19.4 231.9  4705.7 1.90 0.10
0.20°  0.08  0.057 2.25 1.60 0.47 1.15 0.74 3.4 2.2 61.2  1409.3 0
DHP 1000 mg/kg 7 5.73 2.60 0.827 57.93%  16.61 6.99 13,69  4.79 158.4 23.6 30.7 427 1.39 0.10
0.26 0.13 0.050 0.95 1.69 0.5¢ 0.95 0.55 2.3 3.6 97.5 1178.0
No. of 6lu T-Cho T6 BUN (rea Na K cl Ca P AcAc  3-CHBA
Group animals mg/dl mg/dl mg/dL mg/dl mg/dl mEq/L mEq/L meq/L mg/dl mg/dL M/ L
Control 7 121.9 69.3 19.6 17.16 0.49 14179 4.546 106.6 9.33 8.31 404.6  958.9
8.2 8.6 7.3 2.48 0.04 0.99  0.318 1.3 0.36 0.36 102.2 9.5
DHP 62.5 mg/kg 7 137.9 . 21.9 16.24 0.7 141,93 4,750 106.6 9.71 8.17 7.9  889.4
16.1 10. 6.7 1.05 0.08 0.53  0.436 1.0 0.31 9.3 6.7
OHP 250 mg/kg 7 127.1 68.4 20.6 15.83 0.6 141.43  ¢.633 106.6 9.51 8.41 460.6  1178.6
12.3 i 10.0 2.5 0.05 0.73  0.35 2.1 0.29 0.67 110.0 315.3
DHP 1000 mg/kg 7 131.0 69.4 19.6 15.54 0.43 14200  4.749 106.0 9.43 8.23  645.9%x  1549.6mx
15.8 7.1 5.9 2.33 0.08 0.58  0.343 1.2 0.36 0.47 102.9  219.5

a: Values are means and 5.D. thereunder.
s%: Differs from control, p<0.01.



Table 18. Biochemical findings in male rats at the end of 14-day recovery test after 28-day oral administration of DHP (SR-9434)

Protein fractions (%)

No. of TP Alb A/G Alb Globulin GoT GPT ALP LDH ¥y -GTP T-Bil
Group animals g/dl 9/dl Q, i 2P B Y U/t wn Ut It /1 mg/dl
a
Control 7 6.07 2.44 0.6 £9.63 23.00 7.47 15.97 3.93 119.4 26.0 361.3  2968.0 1.41 0.10
0.27 g 0.042 1.44 1.86 0.5 0.52 0.40 5.4 3.2 38.5  1007.3
DHP 1000 mg/kg 7 6.23 2,44 0.643 47.87 24.56 7.41 16.27 3.89 1111 23.1 298.7%  2783.1 1.31 0.10
0.23 0.15 0.062 3.28 1.56 0.69 1.85 1.27 1.7 52.6 768.0 0.3
No. of Glu T-Cho 16 BUN Crea Na K Ct Ca P AcAc  3-(0HBA
Group animals mg/dl mg/dl mg/dl mg/dl mg/dl meq/L mEq/L mEa/ | mg/dl mg/dl Hm ML
Contral 7 165.9 7.1 15.53 3 142,07 &, 734 106.4 8.26 2441 769.4
18.3 15.3 3.5 2.37 0.05 1.13 0.183 1.4 0.21 0.50 50.7 131.6
DHP 1000 mg/kg 7 159.6 81.9 96.9 16.16 .51 162.21 .823 106.0 9.83 8.3 233.7 637.1
10.9 9.5 ba 7 1.90 0.04 0.86 0.296 1.3 0.33 0.49 25.1 114.5

a: Values are means and S.D. thereunder.
*: Differs from control, p<0.095.



Table 19. Biochemical findings in female rats at the end of 14-day recovery test after 28-day oral administration of DHP (SR-9434)

Protein fractions (X)

No. of L Alb A/G Alb GLlobul in 60T GPT ALP LOH 7 -GTP T-Bil
Group animals g/dl g/dl @ o : B Y 1w/t v/t 1w/t 10/t WL my/dl
a

Control 7 6.13 2.7 0.790 5¢.34 18.16 6.57 15.53 5.40 129.0 2.7 180.7  3485.0 1.89 0.10

0.12 0.03 0.76 1.42 0.46 1.06 0.60 19.6 3.9 40.7 790.5 0.00

DHP 1000 mg/kg 7 6.24 2.61 0.717 51.20 20.84%% 6,54 16.09 5.33 120.7 20.6 193.9 31127 1.79 0.10
0.28 0.29 0.093 5.03 0.95 1.15 3.39 1.26 28.7 3.4 4.9 10774
No. of 6lu T-Cho T6 BUN Crea Na K cl Ca 4 AcAc  3-OHBA
Group animals mg/dl mg/dt mg/dL mg/dL mg/dl meq/L mEq/L mEq/L ng/dl mg/dl VAT /L
Controlt 7 132.1 60.3 18.29 0.50 143,50 4,506 108.1 7.30 214.7 634.0
23.8 7.2 18.4 2.39 0.06 0.91 0.246 0 0.18 0.71 64.9 161.5
DHP 1000 mg/kg 7 123.4 70.9 3.1 17.93 0.47  143.07 ¢.753 108.4 9.59 7.56 306.9%  740.9
11.9 12.9 3 2.1 0.08 1.51 0.29 1.3 0.36 0.70 88.2 157.8

a: Values are means and S.D. thereunder.
#: Differs from control, p<0.05.
##: Differs from controls p<0.01.



Table 20. Absolute and relative organ weights in mate rats at the end of 28-day repeated dose oral toxicity test of DHP (SR-9434)

Body Brain Pituitary gland Thyroid Lung Heart Liver
No. of weight Right Left
Group animals g 9 ¥ g 1073 mg 107%% mg 1073 9 X 9 X g ]
a
Control 7 332.9 2.077 0.624 11.13 3,344 8.39 2.517 8.71 2.619 1.261 0.379 1.243 0.373  11.200  33.63%0
18.8 0.068 0.036 1.06 0.240 1.2¢ 0.315 0.92 0.211 0.115 0.019 0.126 0.031 0.970 1.698
DHP 62.5 mg/kg 7 327.6 1.997 0.611 12.00 3.661 9.71 2.976 8.43 2.580 1.2%7 0.380 1.227 0.374 10,753  32.781
19.3 0.133 0.056 1.45 0.369 0.87 0.348 1.33 0.420 0.047 0.022 0.074 0.017 1,061 1.852
DHP 250 mg/kg 7 330.1 2.007 0.607 1.2 3.406 9.59 2.897 8.30 2,513 1.227 0.3N 1.213 0.367 11.649  35.297
13.8 0.075 0.024 0.88 0.209 1.39 0.375 0.88 0.25 0.083 0.023 0.131 0.033 0.787 2.167
DHP 1000 mg/kg 7 316.6 2.039 0.644 10.84 3.429 8.23 2.600 8.31 2.63 1.201 0.380 1.157 0.364  12.076  38.006%
13.5 0.082 0.033 0.93 0.325 1.43 0.441 1.61 0.538 0.069 0.018 0.103 0.021 2.039 4.828
Kidney _Spleen Thymus Adrenal _Testis
No. of Right Left Right Left Right o left
Group animals 3 % g % g % mg 1073 mg 107%% mg 1073 g % g %
Control 7 1.270 0.381 1.269 0.380 0.674 0.200 694.9  208.937 24 .4 7.359 26.7 8.057 1.343 0.404 1.3% 0.394
0.150 0.029 0.151 0.032 0.126 0.029 108.1  31.593 3.0 0.987 3.2 1.13 0.061 0.010 0.057 0.010
DHP 62.5 mg/kg 7 1.346 0.610 1.201 0.396 0.631 0.193 761.9  233.02 24 & 7.450 26.

6
0.150 0.034 0.127 0.031 0.082 0.024 89.8  28.523 3.2 0.813 3.

DHP 250 mg/kg 7 1.356 0.411 1.341 0.409 0.643 0.9 7421 224.591 24,
0.116 0.029 0.119 0.035 0.008 0.017 116.9  32.59% 3

DHP 1000 mg/kg 7 1.329 0.420 1.313 0.414 0.659 0.206 779.7 244,223 23.3 7.359 5.0 7.909 1.043 0.327 1.034 0.324
0.167 0.047 0.147 0.038 0.156 0.040 2069 77.341 2.5 2

{continued)



Table 20. (cantinued)

Epididymis Seminal vesicle

No. of Right Left
Group animals g X q X 9 %
Contral 7 0.317 0.096 0.318 0.096 1.066 0.319

DRP 62.5 mg/kg 7 0.343 0.104 0.320 0.099 1.009 0.309

DHP 250 mg/kg 7 0.330 0.099 0.31 0.093 1.010 0.306

DHP 1000 mg/kg 7 0.300 0.093 0,281 0.089 1.004 0.319

a. Values are means and S.D. thereunder.
%: Differs from control, p<0.05.



Table 21. Absolute and relative organ weights in female rats at the end of 28-day repeated dose oral toxicity test of DHP (SR-9434)

Body Brain Pituitary gland Thyroid Lung Heart
No. of veight Right Left
Group animals g 9 1 g 107% mg 107%% g 1073 g X g %
a
Control 7 202.0 1.907 0.949 13.01 6.417 6.74 3.364 5.73 2.839 0.9 0.450 0.764 0.381
16.0 0.049 0.059 3.1 1.295 1.33 0.759 1.07 0.490 0.061 0.025 0.057 0.022
DHP 62.5 mg/ky 7 208.1 1.924 0.926 12.99 6.229 7.04 3.4 6.47 3.103 0.960 0.463 0.M 0.381
2.0 0.047 0.061 1.86 0.720 1.44 0.851 0.97 0.378 0.086 0.029 0.046 0.017
DHP 250 mg/kg 7 202.0 1,933 0.947 12.80 6.316 7.01 3.489 6.71 3.369 0.93 0.464 0.801 0,39
20.3 0.042 0.110 2.13 0.58¢ 1.06 0.550 0.837 0.081 0.02¢ 0.075 0.010
DHP 1000 mg/kg 7 193.6 1.906 0.989 12.50 6.459 6.47 3.347 6.11 3157 0.916 0.474 0.783 0.406%
9.3 0.056 0,050 1.61 0.781 0.79 0.414 0.441 0.066 0.030 0.053 0.020
Liver Kidney Spleen Thymus Adrenal
No. of Right Left Right Left
Group animats g % 3 % g X g ] me 1073y ng 1073 mg 1073
Control 7 6.1 3,017 0.777 0.384 0.780 0.386 0.426 0.210 433.3  214.850 28.9  14.293 20.3 14.959
0.841 0.246 0,080 0.021 0.081 0.022 0.073 0.025 7.0 3%.7% 4.7 2.010 5.2 1.906
DHP 62.5 mg/kg 7 6.570 3.160 0.820 0.394 0.807 0.387 0.449 0.217 47,6 224,400 31,3 15.067 33.9  16.303
0.35%9 0.093 0.085 0.034 0.081 0.026 0.060 0.023 88.7  41.217 2.6 1.458 3.8 1.969
DHP 250 mg/kg 7 6.506 3.204 0.836 0.414 0.819 0.406 0.424 0.213 505.0 252,057 28.7 1447 30.9  15.19%
0.998 0.212 0.084 0.024 0.090 0.024 0.069 0.035 88.0 50,127 5.3 1.611 5.9 1,753
DHP 1000 mg/kg 7 7.250%  3.T741%x 0,874 0.451%¢  0.85  0.463xx  0.374 0.193 621.6  269.796# 20.7  15.327 20.4 15,179
0.578 0.258 0.060 0.032 0.038 0.025 0.056 0.024 9.5  25.798 395 1.411 33 1.28

(cont inued)



Table 2. (continued)

e o e e e e o e e e e e e e e e e e o e e e e e e e P e e e et o e o

Ovary Uterus
No. of Right Left
Group animals " 1073 ma 1073% 4 4
Control 7 .1 21.79% 1 20.490 0.410 0.204
8.2 3,290 1 4,636 0.102 0.057
DHP 62.5 mg/kg 7 1.7 22.847 48,3 23,223 0.560 0.270
8.2 3.081 7.5 3.623 0.216 0.098
DHP 250 ma/kg 7 .6 22160 2.9 21107 0.534 0.266
5.7 2.767 10.7 4,100 0.192 0.088
DHP 1000 mg/kg 7 39.6  20.423 8.6  19.816 0.569 0.294
4.0 1.542 4.1 1.404 0.182 0.091

a: Vatues are means and S.D. thereunder.
*: Differs from control, p<0.0S.
#%: Differs from control. p<0.01.



Table 22. Absolute and relative organ weights in male rats at the end of l4-day recovery test after 28~day oral administration of DHP (SR-9434)

Body Brain Pituitary gland Thyroid Lung Heart Liver
No. of weight Right Left
Group animals g g ¥ mg 107%% mg 107%% mg 1073% q ¥ q ¥ g ¥
a
Control 7 400.7 2.079 0.521 11.89 2.970 9.64 2.413 9.44 2.351 1.304 0.347 1,346 0.337  12.803  31.960
26,7 0.070 0.025 0.99 0.25 1.98 0.509 1.77 0.380 0.063 0.015 0.068 0.018 1.132 2.160
DHP 1000 mg/kg 7 3747 2.060 0.553 12.33 3.293 9.70 2.597 8.36 2.237 1.2+ 0.341 1,306 0.351 12.086 32,273
32.2 0.047 0.051 1.39 0.310 2.17 0.576 1.35 0.360 0.091 0.013 0.057 0.023 1,406 2.897
Kidney Spleen Thymus Adrenal Testis . .
No. of Right Left Right Left Right Left
Group animals g % g % g ¥ mg 1073 g 107%% mg 107%% g % g %
Control 7 1.39 0.349 1.393 0.246 0.744 0.187 582.6 146,573 26.0 6.474 29.7 7.407 1.49% 0.376 1.487 0,373
0.157 0.037 0.139 0.030 0.076 0.019 120.9  34.564 8.0 1.891 8.0 1.891 0.135 0.041 0.129 0.037
DHP 1000 mg/ky 7 1.440 0.384 1.410 0.376x  0.683 0.181 656.4 176,149 23.6 6.290 26.0 6.941 1.161 0.31 1.126 0
0.133 0.029 0.139 0.018 0.11% 0.034 5.7 19.057 3.3 0.701 3.3 0.6%99 0,441 0.123 0.125
. Epididymis Seminal vesicle
No. of Right Left
Group animals 9 % g % g ¥
Control 7 0.473 0.119 0.464 0.117 1.259 0.314

a: Values are means and S.0. thereunder.,
%: Differs from controls p<0.05.



Table 23. Absolute and relative organ weights in female rats at the end of 14-day recovery test after 28-day oral administration of DHP (SR-9434)

Body Brain Pituitary gland Thyroid Lung Heart
No. of weight Right Left
Group animals g g mg 1073 ng 1073% mg 1073 g X g %
a
Control 7 241.6 1,95 0.81% 12,96 5.840 8.21 3.439 6.63 2.79 1.027 0.426 0.920 0.381
25.4 0.087 0.078 1.60 0.950 2.18 1.005 1.52 0.758 0.112 0.026 0.106 0.023
DHP 1000 mg/kg 7 226.1 1.904 0.847 14.31 6.339 7.5 3.3% b.46 2.856 1.003 0.443 0.836 0.370
16.3 0.074 0.061 2.75 1.190 £.97 0.376 1.23 0.538 0.053 0.017 0.072 0.019
Liver Kidney Spleen Thymus Adrenal o
Na. of Right Left Right Left
Group animals g % g ¥ g £ q ¥ ma 1073% mg 1073% mg 1073%
Control 7 6.731 2.780 0.843 0.350 0.829 0.344 0.476 0.199 393.0  161.377 3.9 13,19 %3 14.1%
0.957 0.175 0.090 0.030 0.095 0.034 0.062 0.019 90.5 23.130 5.5 1.724 5.9 1.869
DHP 1000 mg/kg 7 6.640 2.937 0.899 0.399%  0.877 0.389 0.460 0.206 395.6  174.699 3.4 13.890 32.6 14.410
0.560 0.150 0123 0.036 0.132 0.041 0.050 0.034 101.1  43.997 4,7 1.721 4.0 1,449
Qvary Uterus
No. of Right Left
Group animals mg 1073% mg 1073 g %
Control 7 50.9  21.016 48.4  20.103 0.399 0.164
8.7 2.598 8.3 3197 0.034 0.022
DHP 1000 mg/kg 7 46,3 20.576 48.6  21.450 0.481 0.213%
5.3 2.988 6.6 2.246 0.124 0.053

a: Values are means and S.D. thereunder.
#: Differs from controls p<0.05.



Table 24. Gross findings in rats at the end of 28-day repeated dose oral toxicity test of DHP (SR-9434)

Male Female
"""""""""""" o mhe)  op ek
Grou ol @5 s W ool @5 50 0
o. of avinals oxamined T T T T T T T T
Organ : Findings
Kidney : Dilation of renal pelvis 1a 0 0 0 0 0 0 0
Cerebrum : Partial defect of cortex 0 1 0 0 0 0 0 0
b
Testis : Small size 0 0 0 2 - - - -
Epididymis : Small size 0 0 0 2 - - - -
Uterus : Cyst - - - - 0 1 0 0

a. Yalues are no. of animals vith findings.
b: - = blank value.
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Table 26. Histopathological findings in rats at the end of 28-day repeated dose oral toxicity test of DHP (SR-9434)

Male Female
OHP (mg/kg) OHP (mg/kg)
Item Control  62.5 250 1000 Control  62.5 250 1000
No. of animals examined 7 7 7 7 7 7 7 7
a b
Organ : Findings Grade
¢
Liver : Centrilobular hypertrophy of hepatocytes + 0 0 0 3 0 0 0 0
++ 0 0 0 ] 0 0 0 0
Centrilobular fatty change of hepatocytes + 0 0 0 2 0 0 0 0
Single cell necrosis of hepatocytes in centrilobular zone + 0 0 0 1 0 0 0 0
Focal necrosis of hepatocytes + 0 0 0 1 0 0 0 0
Kidney : Hyaline droplets deposition in tubular epitheliums mainly proximal tubules t 3 2 b 6 0 0 0 0
Eosinophilic body deposition in tubular epithelium, mainly proximal tubules + 1 2 3 6 0 0 0 0
Hyaline cast + 0 0 1 0 0 0 0 0
Dilation of tubules, mainly distal tubules + 0 0 0 1 0 0 0 0
Infiltration of cells: mainly neutrophils in papillae + 0 0 0 1 0 0 0 0
Simple cyst () 0 0 0 0 1 0 0 0
Lung : Focal increase in foam cells in alveoli t 0 0 0 1 0 0 0 0
Facal perivascular infiltration of cells, mainly neutrophils + 0 0 i 0 0 0 0 0
Cerebrum : Hypoplasia of cortex + 0 1 0 0 0 0 0 0
Pituitary gland : Ciliated epithelial cyst 1€ 1 0 1 0 0 0 0 0
Testis : Loss of spermatogenic cells + 0 0 0 2 -4 - - -
tH 0 0 0 2 - - - -
Epididymis : Decrease in sperms in ducts +44 0 0 0 2 - - - -
Appearance of detached spermatogenic cells + 0 0 0 3 - - - -
Uterus : Dilation of endometrial glandular lumen + - - - - 0 1 0 0

a: There were no abnormal findings in the spleen, heart, bronchus, cerebellums spinal cords sciatic nerve, eyeball, Harder’s glands thyroids parathyroids thymus, submandibular
Lymph nodes mesenteric lymoh node» pancreas, adrenal, submandibutar glands sublingual gland, parotid glands larynx, trachea, aorta, tongue, esophagus, forestomach, glandular
stomachs duodenums jejunums ileums cecums colons rectums sternum: femur» mammary glands skins skeletal muscles urinary bladders seminal vesicle: ovary or vagina.

b: + = slights ++ = moderate, +++ = severe change and <t> = detected. ¢: Values are no. of animals with findings, d: - = blank value,



Table 27. Histopathological findings in rats at the end of l4-day recovery test after 28-day oral administration of DHP (SR-9434)

Mate fFemale
DHP OHP

[tem Control 1000 mg/kg Control 1000 mg/kg

No. of animals examined 7 7 7 7
F) b
Organ : Findings Grade
¢

Liver : Centrilobular hypertrophy of hepatocytes + 0 1 0 0
Focal necrosis of hepatocytes + 0 1 0 0
Kidney : Hyaline droplets deposition in tubular epithelium» mainly proximal tubules + 1 2 0 0
Eosinophilic body deposition in tubular epitheliums mainly proximal tubules + 1 1 0 0
Hyal ine cast + ] 0 0 0
Simple cyst 1€ 0 0 1 0
Pituitary gland : Ciliated epithelial cyst H 1 0 0 0
Submandibular gland : Focal atrophy of glandular cells t 1 0 0 0
Pancreas : Focal atrophy of exocrine glandular cells + 0 i 0 ¢
Testis : Loss of spermatogenic cells t 0 1 -d -
+H 0 1 - -
H 0 1 - -
Epididymis : Decrease in sperms in ducts +44 0 2 - -
Appearance of detached spermatogenic cells ++ 0 2 - -
Prostate : Interstitial infiltration of cells, mainly Lymphocytes + 2 1 - -
Ovary : Lutein cyst (+) - - 1 0

a: There vere no abnormal findings in the spleens heart, Lung (bronchus): cerebrum: cerebellum» spinal cord» sciatic nerve, eyeballs Harder’s gland. thyroid, parathyroids
thymuss submandibular lymoh node, mesenteric Lymph node, adrenal, sublinguat gland, parotid gland, larynx, trachea, aorta» tongue, esophaguss forestomach, glandular stomach,
duodenum: jejunums ileum» cecums colon: rectums sternum» femur. mammary glands skin» skeletal muscles urinary bladder, seminal vesicles uterus or vagina.

b: + = slight, ++ = moderate, +++ = severe change and <+> = detected.

c: Values are no. of animals vith findings.

d: - = blank value.
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