R DIEMEASRIMENE NS Z AL E H MFTAMEDOHEE - BSIRE

ot 1) ¥5FEAS
AFRRTCOEHEMEE (NOAEL) I DEHP ZhkL
T 150 mg/kg. MEHP T 50 mg/kg & ¥ L 7=,
2) ERHBRE
E. #&i LD
DEHP (0. 150, 500. 1500 mg/kg) 3B LT
MEHP (0, 50, 150, 500 mg/kg) D~ R 3) Z At
28 BRIRERSEHEARARICL Y (FAbEEHE ZERL

DEEIZ DV TR LTz, TORE.
DEHP B3 X TMEHP & bz EICER L&
ZEZ2 o5, BREIUREOBSRD bR
Teo MHED NG Ol ~DRE % R
BATRBLUVBSBEROBR 2 EICHERT
¢, FBLUCRKEOE{IZ DEHP 1500
mg/kg # 58 & MEHP 500 mg/kg 58, B
& U DEHP 500 mg/kg #&E5# L MEHP 150
mgkg EHTIZIZRIBEOEI/LTHD,
mg/kg 2DV TIEIE 3 S DRRTZ Y 23 o 7228,
BEMEIZ OV TiE, MEHP #5-8 CTH b i
3 EEBX BRI BEINTZ, DEHP
DEMIIRBHMERPIZ L AL D EEZ SNT
VW523, MEHP ZE#HS L7-54 3. DEHP
CIT R DIEREESREN RN D Z L3S
nelpot,

WTFNROKRETH., DEHP 150mg 8L
MEHP 50mg/kg ¥ 58 TIIZMIERH LT,
AR COMEMERIT DEHP T 150 mgkg B X
TXMEHP T 50mg/kg & B L7-,

F. fERefamRiEdH
L

G. HFEsRE
2L
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1

(g)
25

23
21
19
17

15

W ~ o

DEHP 28BS 5 <9 X (C57BL/6)DAE - (B E

73]
i —8—D-0 mg (Cont)
I —O—D-150 mg
=2—D-500 mg
L ==D-1500 mg
* P<0.05. **x P<0.01.
i R
* L3
*
%* *

1 8 15 22 29 (a2)

_18_



& 1 DEHP 28HMIEEH YA (C57BL/6 ) DMK FHRE

Group D-Cont D-150 mg D-500 mg D-1500 mg
(0 mg/kg) (150 mg/kg) (500 mg/kg) (1500 mg/kg)
No. of animals 10 10 10 10
RBC 106/ul 981 =+ 0.26 984 = 0.29 1000 = 048 9.73 = 0.39
Hb g/dl 146 = 04 146 += 03 147 = 0.8 143 = 0.5
Ht % 521 = 1.4 522 = 15 528 = 26 514 = 19
MCV fI 53.1 = 05 530 = 0.2 528 = 04 529 = 04
MCH pg 148 = 0.2 148 = 0.2 147 = 03 147 = 0.2
MCHC g/dl 278 = 04 28.0 = 04 278 = 04 218 = 0.3
Pit 106/ul 0.67 = 0.18 0.74 = 0.15 0.81 = 0.19 0.75 £ 0.13
WBC 103/;1I 9.60 + 2.88 9.36 = 2.00 11.31 *+ 253 9.71 = 232

Each value represents mean = SD.

RBC: red blood cell count, Hb: hemoglobin, Ht: hematocrit, MCV: mean corpuscular
volume, MCH: mean corpuscular hemoglobin, MCHC: mean corpuscular hemoglobin

concentration, Plt: platelet count, WBC: white blood cell count.
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% 2 DEHP 28BME5HTOX( C57BL/6 YO MELELFHIRE

Group D-Cont D-150 mg D-500 mg D-1500 mg
(0 mg/kg) (150 mg/kg) (500 mg/kg) (1500 mg/kg)
No. of animals 10 10 10 10
TP g/dl 52 = 041 51 = 0.3 51 + 041 51 %02
Alb g/dl 40 = 0.1 39 = 0.1 3.8 £ 0.1 %k 3.8 = 0.1 **x
A/G 34 = 04 34 =+ 04 30 = 0.2 % 3.0 + 0.1 **x
BUN mg/dl 204 = 25 21.2 = 3.2 220 = 20 220 + 34
CRN mg/dl 011 + 0.01 0.12 = 0.01 0.14 &= 001 % 0.14 &+ 0.01 *x*
Glc mg/dl 190 + 36 194 + 17 191 £+ 12 189 + 13
TG mg/dl 64 x 27 64 = 23 63 = 18 53 = 20
T-Bil mg/dl 0.07 %= 0.0t 0.06 = 0.01 0.06 = 0.01 0.05 £+ 0.01 *x*
T-Cho mg/dl 120 = 8 123 = 10 140 * 7 %% 158 & 10 **
ALP mu/ml 403 *= 30 407 + 28 425 = 21 455 x 43 **x
ALT mu/ml 25 £ 9 21 =+ 4 25 = 6 29 + 4 %
AST mu/ml 111 *+ 66 91 + 27 89 + 17 88 = 27
Y-GTP mu/ml 040 * 0.36 0.24 = 052 0.27 = 0.50 0.63 = 0.50
Ca mg/dl 9.5 = 0.2 95 %= 0.2 95 %= 0.2 9.7 £ 0.2
P mg/dl 7.2 = 10 73 = 09 74 = 15 7.4 = 0.5
Na mEq/| 160 = 1 161 = 3 162 = 3 162 + 2
K mEq/I 6.2 *= 03 6.3 = 03 6.3 = 04 6.1 =04
Cl - mEq/| 120 = 1 121 + 2 121 = 3 121 £ 1

Each value represents mean *SD.

Significantly different from the control : * P<0.05. ** P<0.01.
TP: total protein, Alb: albumin, A/G: albumin—globulin ratio, BUN: blood urea nitrogen,
CRN: creatinine, Glc: glucose, TG: triglyceride, T-Bil: total bilirubin, T-Cho: total
cholesterol, ALP: alkaline phosphatase, ALT: alanine aminotransferase, AST: aspartate
aminotransferase,' ¥ —GTP: Y —glutamyltranspeptidase, Ca: calcium, P: inorganic
phosphorus, Na: sodium, K: potassium, Cl: chloride.
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% 3 DEHP 28HRIREH YA (CSIBL/6 )DRBER

Group D-Cont D-150 mg D-500 mg D-1500 mg
(0 mg/kg) (150 mg/kg) (500 mg/kg) (1500 mg/kg)
No. of Animals 10 10 10 10
Body weight (g) 235 + 1.0 229 + 0.8 230 + 1.1 225 + 0.7
Brain (g) 0.42 + 0.0t 0.42 + 0.01 0.42 + 0.01 0.41 + 0.02
(g/100g b.w.) 1.78 + 0.07 1.81 + 0.04 1.83 + 0.06 1.81 + 0.06
Heart (g) 0.11 + 0.01 0.10 + 0.01 0.09 + 0.01 * 0.10 *+ 0.01
(g/100g b.w.) 0.45 + 0.02 0.44 + 0.03 0.41 + 0.04 * 0.45 + 0.03
Lung (g) 0.12 + 0.01 0.12 + 0.01 0.12 + 0.01 0.12 + 0.01
(g/100g b.w.) 0.51 + 0.02 0.52 + 0.05 0.53 + 0.02 0.55 + 003
Liver (g) 1.30 + 0.08 1.32 + 0.10 145 + 0.11 % 1.64 + 0.14 **
(g/100g b.w.)
Kidney (g) 0.30 + 0.02 0.28 + 0.02 0.29 + 0.02 0.30 + 0.02
(g/100g b.w.) 1.27 + 0.05 1.24 + 0.06 1.24 + 0.04 1.32 + 0.04
Spleen (g) 0.06 + 0.01 0.06 + 0.00 0.06 + 0.01 0.06 + 0.01
(g/100g b.w.) 0.27 + 0.03 0.26 + 0.02 0.25 + 0.02 0.25 + 0.03
Testis (g) 0.18 + 0.01 0.17 + 0.01 0.17 + 0.01 0.16 + 0.01 %%
(g/100g b.w.) 0.79 + 0.04 0.75 * 0.07 0.76 + 0.04 0.69 + 0.05 **
Epididyn (g) 0.07 + 0.02 0.06 + 0.00 0.06 =+ 0.01 0.06 + 0.01
(g/100g b.w.) 0.29 + 0.07 0.26 + 0.02 0.25 + 0.03 0.25 + 0.03
Thymus (g) 0.05 + 0.00 0.05 + 0.01 0.05 + 0.01 0.05 *+ 0.01
(g/100g b.w.) 0.23 + 0.02 0.21 + 0.05 0.22 + 0.04 0.21 + 0.05

Each value represents mean £SD.

Significantly different from the control : ¥ P<0.05. ¥ P<0.01.
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£ 4 DEHP 28BS T HIR(C57BL/6 ) DIFBEEFHR

D-Cont "D-150 mg D-500 mg D-1500 mg
Group (0 mg/kg) (150 mg/kg) (500 mg/kg) (1500 mg/kg)

Organ and findings No. 10 10 10 10
Liver

Swelling, hepatocyte + 0 0 0 4

+ 0 0 0 6
Eoshinophilic granules + 0 0 3 4
++ 0 0 0 6

Kidney

degenerated/regenerated + 1 1 4 9

epithelium ++ 0 0 0 0

+H+ 0 0 0 0
+H++ 0 0 0 0

hydronephrosis H+ 0 0 0 1

immature renal tissue + 1 0 0 0
Testis

decresed/throwing

germ cells + 0

dilatation,tubules + 0
Epididymis

degenerated germ cells + 0 0 0 5

+:slight, ++:moderate, +++:severe,+H++: extremely
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2 MEHP 28HE 5~ X (C57BL/6)DGKE- B S

(g)

25

23

21

19

17

15

®=E

—8—M-0 mg (Cont)

=0O=M-50 mg

== M-150 mg

={=M-500 mg
1906

8 15 22 29 (/)
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#& 5 MEHP 285 #THOX(C57BL/6 ) DMBFHRE

Group M-Cont M-50 mg M-150 mg M-500 mg
(0 mg/kg) (50 mg/kg) (150 mg/kg) (500 mg/kg)
No. of animals 10 10 10 10
RBC 10°/u| 10.21 = 042 10.18 = 054 1013 + 042 990 = 0.34
Hb g/dl 161 £ 05 15.1 = 0.7 150 = 05 144 * 0.6 *
Ht % 541 %= 2.1 538 = 29 533 = 21 517 £ 18
MCV fli 530 = 03 528 %= 03 527 + 0.2 522 £+ 0.4 %%
MCH pg 148 = 0.2 148 *+= 0.2 148 += 0.1 145 + 0.1 *x
MCHC g/dl 279 = 04 280 = 0.3 28.1 =+ 0.2 278 = 0.2
Plt 108/u| 0.57 = 0.14 0.50 + 0.19 060 = 0.17 0.65 * 0.18
WBC 10°/u1 1081 = 226 1406 + 263 1386 + 444 1570 * 3.77 **
Each value represents mean = SD.

Significantly different from the control : * P<0.05. ** P<0.01.
RBC: red blood cell count, Hb: hemoglobin, Ht: hematocrit, MCV: mean corpuscular
volume, MCH: mean corpuscular hemoglobin, MCHC: mean corpuscular hemoglobin

concentration, Plt: platelet count, WBC: white blood cell count.
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& 6 MEHP 28RS TR (C57BL/6 )DMA 4 L HIRE

Group M—-Cont M-50 mg M-150 mg M-500 mg
(0 mg/kg) (50 mg/kg) (150 mg/kg) (500 mg/kg)
No. of animals 10 10 10 10
TP g/dl 53 = 0.2 52 =+ 0.1 51 *+ 0.2 51 * 0.2
Alb g/dl 40 = 0.1 39 = 0.1 3.8 = 0.1 %k 3.7 £ 0.1 %%
A/G 3.2 = 03 3.2 = 0.1 29 *+ 0.2 2.6 = 0.1 %k
BUN mg/dl 25.1 = 3.3 234 + 29 23.8 = 3.6 31.0 &£ 2.5 **
CRN mg/dl 0.11 x 0.01 0.11 = 0.01 0.12 = 0.02 0.16 = 0.02 %k
Glc mg/d| 187 = 10 203 = 24 204 = 26 189 £ 19
TG mg/dl 73 £ 23 58 = 21 66 = 17 33 = 13 **
T-Bil mg/dl  0.07 £ 0.01 0.07 = 0.01 0.06 = 0.02 0.06 x= 0.01
T-Cho mg/dl 107 = 7 106 = 11 124 = 9 %k 163 = 11 %%
ALP mu/ml 433 =+ 39 403 + 28 413 = 25 461 = 42
ALT mu/ml 22 + 2 24 = 3 23 = 2 26 £ 3 *
AST mu/ml] 92 + 25 114 = 31 98 = 15 96 x= 33
Y-GTP mu/ml 086 = 0.31 0.67 = 0.20 0.61 =+ 0.16 244 x 0.98
Ca mg/dl 96 =+ 0.2 96 = 0.2 96 * 0.2 98 = 0.2
P mg/dl 73 = 1.2 80 = 1.0 76 = 08 72 *+ 038
Na mEq/I 155 = 1 155 = 2 155 = 2 154 = 2
K mEq/I 6.1 = 0.3 6.0 = 0.4 6.0 = 04 58 £ 04
Cl mEq/I| 116 + 1 116 + 2 116 * 2 115 = 3

Each value represents mean ®SD.

Significantly different from the control : ¥ P<0.05. ** P<0.01.
TP: total protein, Alb: albumin, A/G: albumin—globulin ratio, BUN: blood urea nitrogen, CRN:
creatinine, Glc: glucose, TG: triglyceride, T-Bil: total bilirubin, T-Cho: total cholesterol,

ALP: alkaline phosphatase, ALT: alanine aminotransferase, AST: aspartate
aminotransferase, ¥ —-GTP: ¥ —glutamyltranspeptidase, Ca: calcium, P: inorganic

phosphorus, Na: sodium, K: potassium, Cl: chloride.
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£ 7 MEHP 285~V X(CS5IBL/6 )DRRBRER

Group M-Cont M-50 mg M-150 mg M-500 mg
(0 mg/kg) (50 mg/kg) (150 mg/kg) (500 mg/kg)
No. of Animals 10 10 10 10
Body weight (g) 234 + 1.2 230 = 0.7 236 = 1.0 22.7 = 1.2
Brain (g) 0.42 = 0.01 0.42 = 0.01 042 += 0.01 042 = 0.01
(g/100g b.w.) 1.81 = 0.08 1.83 = 0.06 1.78 = 0.05 1.84 = 0.08
Heart (g) 0.10 + 0.01 0.10 = 0.0t 0.11 = 0.0t 0.10 = 0.01
(g/100g b.w.) 044 x= 003 0.45 = 0.03 045 += 0.04 0.44 = 0.03
Lung (g) 0.12 + 0.01 0.12 = 0.01 0.12 = 0.01 012 = 0.01
(g/100g b.w.) 0.51 = 0.02 053 + 004 051 + 004 0.54 = 0.03
Liver (g 1.28 = 0.07 1.28 = 0.06 140 = 0.03 * 160 = 0.14 **
(g/100g b.w.) 550 = 0.18 557 = 0.16 594 = 0.29 ** 7.04 + 0.33 **
Kidney (g) 0.29 = 0.02 0.29 = 0.01 0.29 = 0.02 0.30 = 0.03
(g/100g b.w.) 1.24 = 0.06 1.27 + 005 1.21 = 0.07 1.33 = 0.06 **
Spleen (g) 0.06 = 0.00 0.06 = 0.00 0.06 = 0.01 007 *+ 001 *
(g/100g b.w.) 0.26 x 0.01 0.27 = 0.02 0.27 %= 0.02 032 = 0.05 %
Testis (g) 0.18 = 0.01 0.19 *= 0.01 0.18 = 0.02 0.15 = 0.02 **
(g/100g b.w.) 0.77 = 0.05 0.82 + 0.04 075 = 0.07 0.65 = 0.09 *
Epididyn (g) 0.06 = 0.00 0.06 = 0.00 0.06 + 0.0t 0.06 = 0.01
(g/100g b.w.) 0.25 *+ 002 0.27 = 002 0.26 + 0.05 0.24 = 0.04
Thymus (g) 0.05 = 000 0.05 = 0.0t 006 = 0.01 0.05 = 0.01
(g/100g b.w.) 0.21 *+ 0.03 0.20 = 0.04 0.24 += 0.03 0.20 + 0.04

Each value represents mean =SD.
Significantly different from the control : * P<0.05.

** P<0.01.
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= 8 MEHP 28 A1 5 HTHX( C57BL/6 ) DHBEABFR

M-Cont M-50 mg M-150 mg M-500 mg
Group (0 mg/ke) (50 mg/kg) (150 mg/kg) (500 mg/kg)
10 10 10 10

Organ and findings No.
Liver
Swelling, hepatocyte + 0 0 0 0
++ 0 0 0 10
Eoshinophilic granules + 0 0 1 0
+ 0 0 0 10
Kidney
degenerated/regenerated + 0 (] 6 0
epithelium + 0 0 0 1
' +++ 0 0 0 8
H+H 0 0 0 1
hydronephrosis +H+ 0 0 0 0
immature renal tissue + 0 0 0 0
Testis
decresed/throwing
germ cells + 0 0 0 7
dilatation,tubules + 0 0 0 1
Epididymis
degenerated germ cells + 0 0 0 6

+:slight, ++moderate, +++:severe,++++: extremely
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EH1 MEHP 500 mg/kg ZE5BEDAT
FF#ERR D HIAQ R PO AT BEMEMHIRE RIS FERIL T8, ZhUZfE-TAT
HERL EBRIZIERL TUB,

e

EH2 MEHP 500 mg/kg H5HOE

BRI T AN DR EMED RAE DOIRREN Ribi, JEHRL 7R

B iHEEMNC B/ NOBFA ERMARIZEDN TR, —HORME
ERIZRARRB L ST RAELBRESND,

..28_.



BEASBRFMAERMANE (ERL - BERESESL X227 b -V A 2 AREHAER)
H19 FESEMRREE

TTARAT 4 v 7 BMERBROREMIZET 5%
— 7 Z VB A7 )V DEHP & % DOEHABEY MEHP O LLEB B M FAIBTZ

MEHP S X U'DEHP T v b Z V7= 28 A B ER 5HEHAR

HHEHEE SH iE (#) BEREERLZeWFhtF— BIFfERE

WREEE

Bis(2-ethylhexyl)phthalate (DEHP) & ZDfRBEY TH D Mono(2-ethythexyl)phthalate

(MEHP) OREERUC & 5 EHREEZ LR - RITT 57D, DEHP @ 200, 700 B L
2,000 mg/kg/day 72 & UNZ MEHP @ 70, 200 3 £ Uf 700 mg/kg/day %, 4% 5 REROHENE
Crl:CD (SD) Z v hiZ, 1H1[E, 28 AMEARARE L. REHMP, Diho—K
REZEEBRETIH L LI, FESIUERERZER 1 ERELL. REFMETE,
mERE (MEFRE, MKEEERE, MEALERE) BIUREZRE (85 -
MBMOERERE, ARBRSIVHREEBFERE) 2 Em L.

5 HIE S+, MEHP 700 mg/kg B 2 FiCix, RERBOICHEENREIN, &{E,
REERAETS, PROREE, RMARMEERR L2 Mo THBIRE L 2o thafflani.

Z O OT TiX, MEHP @ 700 mg/kg 35 £ UV DEHP @ 2,000 mg/kg # TENICHEE
HMAIE &, REHMKRTHOMBKRE TIZ, MEHP REBTIIBETREZEL
X720y o2 h%, DEHP 5B Tix 700 mgkg UL EOREFH CTRALFEMAH Y, mMXEERGE
RETIX, 747 Y /—4% #BEH MEHP, DEHP fi#E 0% 55 TREBEKEFAIZEL L
7. MEAEALZERZE TiX, MEHP, DEHP M EORSH T, TATIVIRE, AG L,
AST &M%, ALT /&M, ALPIEMOHM,/ ERE RO CICHHEHRERS I URE Y v
WEE DR HRED b, HREZFARE TIX, MEHP 35 £ U DEHP %58 AFHElQ Ol
K, FEEMERREE X CERBIEZ £ - FIERDSBD i, 7, Sertoli only
syndrome, &V b UAIRROZERI L, BHMEOERE, MIROBH R, AMMROEMN
LFUOZHEMRTEREHEE THRBREEND Y, T THER, BEEEK, 8z
IR L OBEI/NEUESRD bR, SHICRIFHRRKEFHRO EBMEZERIESBR SN
7-.

Llbkd X 5z, MEHP, DEHP f#E L@ T2 EE L LT, HEEL I UMEEMEN
BHON, WTRh—FOHEORFFRAZEEL L TIX, MEHP THEBRMER IV
FER 23 ~DFEH, DEHP THRILEKFZ~DORENRR I 7.
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A. BFZEEER

EEH  EREBELX27 ) —H 1z
VAREBBEMRBEIBITEZ T TIAT 4 v
7 MERBBROTS2H BT IHE—T 21
BT 27 )\ DEHP & % OiEMEARHEY MEHP
D B M AR FE ) 1238\ T MEHP D& 2
M 57, 7y FEAVWE 28 BRIRE
RORGEMERBREEM L.

B. WFZEHE

B-1. #XBRHHE
WAL Tkt 8 DEHP (#E
99.6%. o v F&EE : KIKQC) & UMk
SV a—r I MEHP (ME 96< %
(GC), v h&E : TSM0536) AL,
Wb G, BHT CHRE L.

B-2. ft @iy

1% 4 BEOHEM Crl: CD (SD) [SPF] 7 v
M (BARF¥y—/R - JR—) 60 ILEHAL
7-. BIRA B % Day -8 £ ¥, Day -1 (#&
EBAAETR) ETERE - PHEHIME Liz. @
M, —REE 1 B 1 IREL, FEX
Day -8 (ERIHEH : 78~90g) 35 L U Day -1 (£
HIFEEE : 141~169 g) ICHIE L. ZFORKE,
Bl - GHEHAR 28 U C— MR iEH 2\ ik E
HBICREPHERIN-@EFIT 2o 0.

B-3. fAEEHE

iz, Y T AT LD 7-110 SEHEE (W
6.4xD103xH26m) THE LK. BREWRLD
OEHEMIX, BE 23+3°C (EH/E : 228~
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23.1°C), ®HE 55+20%RH (EH#IE : 37.8~
59.3%RH), ¥aR[EI% 12 BILLE /BE, Z2REE
30Pa Pl Lk, FREA 12 BERE (4FAT 7 RERUT, 8
TERELT) & L7, BEKEXEEH GReE
T) KRl - KRAT VABERE Yy —2 (W
19.7xD263xH18.0cm) %#F&REL, 1 7r—
WO E 1 LT OINAE L. \Er—Jik
#9281 1 [|], %fHR338 | BOSEE TR L
7o, ERNZIL, (B EDORAD B AEREMY
FRBEROFELEEBNTH S - & RRER
SR HRBEE AL (CRF-1, Lot No.
070612, AV = ZABERTE) 2/, Ty
CHBICERX R, Sk, KESLEKE
REEHE (ERR 1545 5 A 30 BEEAFHENSE
101 5) OEEFENTHZIZ LBBERENZE
AKEKE RV, BEFEK 2 s b B B IiIc R
XE.

B-4. B4 TE L UMEEHS

B%E, ®EFMBA (Day 1) OREHNHCH
ELT-EEEE, REMBRBRI AT L vhr
— (LATOX-F/V5, FFC) #AWT 1B 7L
NH725 TEICEI T, RERICHW =B
DEEHPFRIL, Day 1 123V T 148~185¢g Th
27,

BEZ BT 572, B ARRFCERLES
ZEID T, RESERE - B iz iy
DEMTANB L. 8% - BHLHM S, R
TR SN RBMES I — i EE58
B — I LT« o ER L. By
FRIZOWTE, BERIERE 7 — IC a5
J1—F (IDA—F) #FLTHEMNLE.



B-5.1. REARDHER

EmES
B A&
(ID No.)
1 0* 1001~1007
MEHP
2 1101~1107
70 mg/kg/day
MEHP
3 1201~1207
200 mg/kg/day
MEHP
4 1301~1307
700 mg/kg/day
DEHP
5 1401~1407
200 mg/kg/day
DEHP
6 1501~1507
700 mg/kg/day
DEHP
7 1601~1607
2,000 mg/kg/day

RO LERE L (5mLke).
B-5.2. AAREEMH '

MEHP O I &IZ W T, ARRICESLHE
fEEan-AERERR RRES A89) TH
LT RERIZE-S X, 700 mg/kg/day & & A
& L, LUF 200 35 X U070 mg/kg/day 2 35 &

MR EHCERE LT=. DEHP O &Iz oW Tig,

INFETCRBEINTOWIHAIRERRB X
URERNDBERBROBEBEESEIC, 2,000
mg/kg/day i@ AR L L, LT 700 35 £ U200
mg/kg/day I L MERBEICERE L.
B-6. H#EREEIRFHI LUREFHE

BERBIZROL L. BERRI, AR
100g %729 05mL & L TRHFOBEEICESX
Bl #8A 10, 77 o/E T2
WCREIRE L.

BT BEB L OB
#EBsAH % Day 1 &£ L, Day 28 £ T 28
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BfiZ&E5HAIE L.
Day29 & L7

*7,

o

EifgH A %

B-8. ®E5EOAR
DEHP #5.#
ARBRICEILbERmI NI, DEHP BL T
MEHP D a— A4 A VRT3 REM®SHT
(REREE A074, A075) IZHBWT, 1~400
mg/mL OFEET, WEENT 9 ARRFL.
S HIZERT 24 FFEIRE L7258, fitd
RETHDZLBEREINTZZ LD,
DEHP # 5\ OFAEZ, 10 BMIC 1 B koD
SEEECEM L. DEHP X, a—A A0 (F
NIATAR7, vy FES : V6R2129) I8
fE X4, 40, 140 3 XU 400 mg/mL D5 %
ML,
— 75, MEHP (X FKEIC 21— 4 A VA IEHE S,
14,4036 L 10140 mg/mL D 5k Z T8I L 7-.
FB S /- DEHP $ & ) MEHP & 531, 1
BERS ST FZ ARSI L, ®EET
KRB TRF L.

B-9. —fRREDE L
#H2E (BREAIBLUCREER) DLk, 8
O—fRIERBE L, BEMRET&LE.

B-10. A&

Day 1, 8, 15, 22 B X128 ok ERNIZ, B
FRFE (XS4001-S, A h7— - bLF) #H
WTL2EWOBEEZRIE L. £, \BEihy
(ZDWTIEE OFRIHFFIZ, BHEAFTEMIC OV
TIIfEF S BRI L EIE L.

B-11. {EfHE&
Day 1, 8, 15, 22 XU0281(z, fHER%ZE
FXRAE (XS4001-S) #HAWCHIEL, HIEH



RIOEEER (g/day) ZEH L.

B-12. BRRBRE

ID 1301 < 2B\ T, mKFRE,
MREFERERER L UhEELEREY £
L7c. 72k, BRSERFBICFE> 7= ID 1304 TiZ,
BBV ied o272, MRFERER L O
BECEREEERTE 2h ot
B-12.1. £

BRifLzH7=Y, Biip% 16 BRI LR SE
Tetk, =—7 VEREFT CRARE L, BXEIRD S
Bl mMBEERETIE, HEBEEH
(EDTA-2K) AV M (1 > &2y 7 1I-D,
FKMLF L) ICEHE L -Fftm 2 AV -, o
HEEERETIY, PUEBER 3.13%7 =B
TR Y T LK) AYRLE (R V=2 b
I, 7 VE) ICBRI L Mk %, FiRiZT, 1,700
xg T 13 MELHBEL, G o= mi%EA
L7z, MRELFRE X, SEEERES -
SEERIA D EME (> B3y 7 11-D) ITEE
L=i#& %, EIRITT, 1,700 x g T 7 HREL
SBEL, Bohl-miEaERL-.
B-12.2. ME¥*RE

HE MR FRAERERE (ADVIA 120, /31 L)
FRVT, RKOBEBREELE  ~~ +2 Yy
MME (HCT), ~EZ ot & (HGB), #RifL
k¥ (RBC), FHRIMEKAEFE (MCV), ¥
KM EAEE (MCH), VHRnERi &35S
K (MCHC), #7rfEk= (Reticulocyte), Ifi/|>
#R% (PLT), HMmBk3k (WBC), AMEREHE
( Differential leukocyte counts), #F 9 BK %%k
(NEUT), VU v /3%k%% (LYMPH), HER#
(MONO), #FEsERk% (EOSN), fFEEBREK
(BASO), REIFEZEAEREL (LUC).

BMERERRIIOWTIE, ERo#ass Auv
THIE L. SRERBE 1~4 1oV Tit, Blkm
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RBHEARZERIL, AL - T VarUnE.
FAPLEZBEL, RELL.
B-12.3. MmKEEERERE .
£ BB g EREHIE 2B (STA Compact,
nYa) #FAVWC KOEEZRAIELKL : 7o
hrr v R (PT), EHEEEHS e R Y
7 AF W (APTT), 74 7Y /=5 .
B-12.4. MikALFERE
ZHEAAFEEBSTER (A 7170, H
VR BLXULEHEREOTER
(EAO6R, 7 v b4 V) #AWT, RDOHER
PRELE  BRER (T profein) , TT Iy,
A/G ., fu%E (Glucose) , F 4I5S (Triglyceride) ,
Wa v AFa—i (T cholesterol), REEE
(BUN), 7V 7F=, BRUyrry (T
bilirubin), 7 AN XTI ) h T AT =
F—¥ (AST), 79=VF7I /) 7 RT7=
7—F¥ (ALT), TAH U KRR T 7 Z—+F (ALP),
Y- TNV EINKTUARTFF—F
(Gamma-GTP), HFi+v A (Calcium), R
Y > (L phosphorus), 7 kU 7 A* (Sodium),
71 Y 7 L* (Potassium), HE5%* (Chloride).
*HIDIRH 13 EAO6R %, fiDIA H (X B 3L 7170
ZRAWTHAIE L.

B-13. REFHRE

REFRETIE, REERAE, AREBEB
JOVREARR T RE S £ L. stERL 8
ICDOWTHY, =—7 VBRI CEMmE, 3
L7, BREEBMDIZ DWW, R RBE b I iz
L.
B-13.1. ZREHEEHIE

FHEfER R O 2AFEMIZ OV T, FFlE, &
g, PebE, B, BIE, MR, M, aRB X
UHBREEROERY, ETXF (XS603-S 2 b
T—+ ML) ZAVWCHAIELZ. BEHE /



KE (FExIEE) %, Day 29 B} AH4E
BIUBRBEE LEHL [(BEEE /&
WRAEE) x100]. 723, FPiE, B, Mk 5
BIURREOAERMIZg (MEE2HET)
L, hoBEITmg (B & L7
B-13.2. HIRBIE

2FIONT, BOKER, BRMILESE
BRL, EE, M, BRER L UHEEESD
BE-AREPRELE. 2TORREHR IO
T, L, K& &, BESEEHLE.
B-133. @&

BPigE, EEE, RN, Bh, FEER, KRS, AISLAR,
KR Bk, B (F®E), BT, KEBEHA,
B2 O N HIRBEICBWTRENR D
LNTEE FHBIZ SN T, 972 ED 10 vol%
FHREE AL~ Y VIERTCTEE Uz, BRI, 7
T W TRIEE L, 10 vol% P HARE L
< U B TEE L. R%, REFEIRD
BRI SR oI B A LT

B-13.4. JBREABERDOERP L O EERS
RE .
2B OWT, KR, B, B, RR, BR
Ei&, BIT, KEBZEAfH, BRKL: 5> CNCHR
BEICBWTEEBRD DN-BE - A0R
HAMER R L. BE LSBT - Elr
BEZESTRAT 70 mB L, g%k, ~<
¥ Y24V (HE) REERYERN
L7z, FWEABERETIX, ERLUZFE, &
g, Bb, W, WELE, BI%, KBTI,
MIBHEOBIERZER L, FEOERB LV
BEFESLEFTRIOWTRELE.

B-14. 7—Z L5
HRRBROMKT —F1%, ava—F -

AT A [ZEHEBRRV AT LAy —
(LATOX-F/V5) BLUK§EE L F—Dar
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a—4% « VAT A} FAWTREGSh, LEX
ni-.

B-15. #EHRAT
ERREOKEME, BEEME, BAREME,
BREHEERBIUCEEEER / EHOKEHZE
BIFRATIZ DV T, Bartlett DS #RE V2 E
ML, TORBE, SaHBRDLNZEEI,
Dunnett DB HILBRTE 2%, FTESENRH
bR B AL, Steel DRE V2 EM L, xR
LEREEMOBEEEZRE L. BB EDA
IRAZR L ORBEEREREORREF LI
DU TIX, Fisher DIEEREEZAWE. k2
ERIEDH E/KLEIL, Bartlett DRE TIXFM
5%, ZDMOBE TR 5%H 5\ T 1%
L.

(fER i DBERE)

Y OFRE B L R O IZEE LT,
(B OEMRCERICET M), ER
B D fE K OB I ONC 39/ O IR0 B
THEAE] BLU THMHAEAN BABEKS
ZEWFM L — BHERCET A
g1 WV, EIEICER L,

C. MR

C-1. FETHRIR

B E AR 9, MEHP @ 700 mg/kg B D 2 41 (ID
1301 B LR 1304) 23, ENEDay 22 BL OV
28 ([CHRFERRAE L A2 o7

C-2. —fxiREE

— R TBEDBZERT R % 5 Table 1 (TR

MEHP # 5 %

ID 1301 T—@MEDFREEAS Day 10 DF 51%(T
ROLNTZ. TOHERARED Day 21 D5



HID 5, B{EDS Day 22 D EFINSLFTNAEH
B, Day 22 0¥ 5 1.5 BEE%IZ, BRES)
DT I L OMUBML & WV BRFERRE L 72 o 72,
%7z, ID 1304 T, HEEDS Day 10 DG #IZ,
R AE DS Day 10 D 5455 Day 14 D5
BIZDTTRD BN, ZTh b DERIEF D%
HE LA, FRAE, HEMAR L OREHE
FWTh Y Day 28 DRREFTN S, BKEISR
BE®HLLEN, FBOREH 1.5 BRI,
H BB DK T I X UREEML % £\ BASE IR BE
Ligo7-. 700 mg/kg BEDMMD 5 Fille HTNTE
DT ORERTIL, BREHIMZE L T—RR
EOREIROLNRP-T-.
DEHP # 5.3

2,000 mg/kg BED 1 5T, YA, Day 11~14,
Day 16, Day 21~Day 22 D\ LR E5HEIZ,
WriseRIZ 388 H i, RBEDMLD 2 FIITHEIEH /e
WMERFNE Day 11 B A id Day 17 D5
BICFED B, 2,000 mg/kg BEDODOEN Y2
LI ENUTORAEMTIL, B5HMZEAL
T—RREDEEITIRDLNZN .

C-3. k&

1A F O Jl B S 5 % BUES Table 2 127

WP &= MEHP 700 mg/kg 20 2 4T
1%, BEOHEMESSRBEICL LD )T,
—7, RIEEOM S FlicBNTY, NIRRT L
EEEMBMEN IS SN BN EHER Eh
7-. DEHP #&E5E£TiE, 2,000 mgkg B TxB
BRI UED R AEEBIMME AR bhi.

ZOMOEERYER G R BEOEEIL, R
LIZIERIEDOHEB Z R LIz,

C-4. HEfEE
BEER O RERE F % B Table 3 {2777
BWHER &7~ MEHP 700 mg/kg B D 2 5D
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51 BEEET, MBI LETEREZR
L7z, —%, FEOM S 5T, R5HML2&E
CCHBHLIZERASOEERRB 2R UL,

FOMOERDEREEEHEOTY) 1 BB
BiT, WENGIERICHEB L, xR L IER
ZOHBER L.

C-5. BRIRRE
C-5.1. MIKFRE

MK EREDFE R % BT Table 4 12777,
MEHP # 5

2EET, RETREAFTIRH N o
.
DEHP %58

A~ RV y MERLOC~ES B E VR
25 2,000 mg/kg B CXIRBEEIZLEL LAEICHAD L
7= (WO Fhb p0.01). F£7-, HEHEHEEE
Xt dd, FRMEEL 700 I8 L O
2,000 mglkg BETRMEAMEZR L. 2k, B
KR (%) 25 700 mg/kg B THEIHEM L 7228,
ZOEITARKENREA TRV EM G
BHEZNESERIZ LW EE IO,
C-5.2. MKEEERERE

MREEERERREE D5 R & BT Table 5 (TR7.
MEHP #& 5.3

T4 7Y =7 BEN 700 mg/kg BETHE
B (p<0.01) L7=.
DEHP # 58

T4 7YV )= BEN 700 (p<0.05) B
X 2,000 mg/kg B (p<0.01) THEIZHD L=,
C-53. MRAE/LFERE

MBECFERE DORER % BIF Table 6 (TR
MEHP #& 5.3

TNANT I CBEDNREKFERZEMER %
AL, ZHITHEW A/G EED 200 (p<0.05) B &
Tf 700 mg/kg B (p<0.01) THEIL LA L.



BREYNLEBEN 200 (p<0.05) LT 700
mg/kg B (p<0.0l) THEIEALE. T/,
R FAFEZIZ R D o 7208, PHEREIHIBE R
MEHP 8 528 Tl L7z, & 612, 700 mgkg
BECIX, AST &M, ALT &M L OVALP
B EFEmMERLE.
DEHP ¥ 58

TNT I BEDRRIKFN2EINER E
AL, 512700 3 X T 2,000 mg/kg B TidHkiEt
ZEICLHEIHEM (WFhb p<0.01) L.
ZhHiCHE-T, A/G ki DEHP 52 TH
BIZEH (WFhbp<0.01) Lz, £7, RE
UL B PREED 700 35 £ Tf 2,000 mg/kg BT,
ALT {&4 4% 2,000 mg/kg BT, ALP {&MHAS 700
B £ 12,000 mg/kg BETENENE RITHEM,S
LR REYNEVRE VTR p00l,
ALT {&# : p<0.05, ALP /&M : W31 p<0.05)
L7=1En, MFHFERFEBREI R oM, P
JERSIREE DL DEHP 5 £ TR DO
7. E5HIT, 2,000 mg/kg BETIE, AST fEHEA
ERERmERLE. 7228, 700 mgkg BT,
TR ARENBEICELAERED
(p<0.01) L7, Z OB iz AEEKESIZR
<, BHFHERILVEEZLNT.

ORAEIA B IZOWTIE, R ERS KR
WKEEIARLN R, T.

C-6. REBZERE
C-6.1. HwmEHE
 BEEROHERERLAR Table 712, #/E
HENER (BRBERERE /B OHEEREH
¥ Table 8 (Z7RT.
MEHP # 58

FRlECr, #ExtERED 700 mg/kg BT, A%}
HEH 2003 L TV700 mg/kg HETENENA R
BZEE LA EICHEM et EE: p<0.0l (700
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mg/kg Bf), HAXEE: p<0.01 (200 mg/kg B)
3 L T p<0.05 (700 mg/kg BE) | L7=. BRETIL,
FHXTEEAS 700 mg/kg B THE(ZHENN (p<0.01)
L7, Zoft, BEHFEAFEEZII D270,
FEE, BRI L UMEE Ot 72 b N E
&% 700 mg/kg BE TR L.
DEHP # 58

Frig I, #extds L UMEXI EHES DEHP #5
S THEICHEM (Wb p0.01) L. B
fETix, FEREAN 2,000 mg/kg B THEICHE
i (p<0.01) L. /-, BEBIURELEE
Dzt ¥s L UM EED 2,000 mgkg BETHE
WS (DR p<0.01) L7z, BIVIRB LT
HRTIL, MEFREBEEI RN o7D, HExt
B X UHEREALAS 2,000 mg/kg BETRA L.
C-6.2. HERFTR

T RRFT R % BI%S Table 9 1277,
MEHP # 5.8

WHREIRRE 700 mgkg BED 2 FITIE, B
— KB OHEALEIZH ZARANE Y % £ 5 NIESE
iR, MR L ORROZERE, BiEowkeik, BT
gk L OBigor &k, FHlEoafs, BED
WNEUE, £HMOEIENRLEL TR LNE.
oM, UEOBEHE. BoRelt, RE oK
BB, ¥R, RSB Lk XU ROD/NEMEDS
B ol EMETEITIL, FFEOBRL X
U'AABEA 200 mg/kg LA EDBEIZ, FFlgORRA
b, FEEL, KB EE, RISIARIS X OSSO /MY
b, BB 700 mg/kg BEIZERD b=,
DEHP # 58

FFigTIX, e ki L TRASEA 700 mgkg
PAEDEEZ, ABKAS 200 mgkg LA EDBEIZFR D
bz, 7, /MEIOREE, ¥R L&, aTiR
B L OREED 2,000 mg/kg BEIZFRD bz,
C-6.3. FRERARMRFERE

REAERFREDITRZ B Table 10 (7R



Ea

MEHP 3L O* DEHP B EICEET ¢ E%25
NOEEHITE, BE, BELE BELIUV
BIBICR DN,

FFi#<i%, MEHP ¥ X U DEHP # 52 3t
LT, FFHROIEX, FEMEAREI LT
BREFENE D b T, FrRRR OB EERDIR
L L FMROER (BE 1) X, MEHP B &
U DEHP @ 200 mg/kg LA EDBEIZFED L, A
BOHEIMICHEN, BEBOEMNE L UREREOHE
MAROLN. T, FFHROBERERIX
MEHP @ 700 mg/kg #35 £ Tt DEHP @ 2,000
mg/kg DL EDEIZFRD b7z, KEHE T, MEHP
¥} XU DEHP # 582458 LT, Sertoli only
syndrome, &/ b UMD ZEL, BREDE
&, MMRROBFR, £FHMROEER L US
EEMRZR: E2 L T oRRES (BXE
2, 3) »% MEHP T 700 mg/kg #(Z, DEHP
BREFETIZ700 mg/kg L EOBREHIZB D b
2. ZTNSHDOKFZEIZIE DEHP O REDHIMC
HENWREROEM, BEOCHBHFDH LN,
DEHP @ 2,000 mg/kg i, FEHI%E NI A FEAR
RBIZEALERD LRSI,

$5H A TIX, MEHP X' DEHP # 58
IZ3EE L THTRY, ENMREENED LR
7=. DEHP ® 2,000 mg/kg HDE<L 1L, HFR
SOBERE L, BT Cho. BTHIE
X UENHBKRZRREIZ MEHP @ 700 mg/kg RS

£ U'DEHP ? 700 mg/kg A E DB b i

B TIX, RERMEEDEMI MEHP ® 700
mg/kg B3 S TN DEHP @ 2,000 mgkg BN % 1
Bl C/MEEEIIZERB L TR bk,

BB TIX, BRIREMREo EBEERIL (BE
4) 75 MEHP ¥ X U'DEHP @ 200 mg/kg L E
DR D L, BEOHEMIZHEY, BEHD
MBI UREOHMMNEBDO L.
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D. £

Bis(2-ethylhexyl)phthalate (DEHP) & ZMD{X;
HHPEY T H D Mono(2-cthylhexyl)phthalate
(MEHP) "OREERUC & 2 EMHEB L L -
BeT 5%, DEHP @ 200, 700 3 L O
2,000 mg/kg/day 72 & UNZ MEHP @ 70, 200 33
£ Y 700 mg/kg/day %, A% 5 BEOHEME Crl:
CD (SD) 7w hiZ, 1 B 1[E, 28 AR (Day1
~28) EAEROEE L. BEYEP, B0
—REEZERBETI L LI, KEB LV
BHEZEA 1 AT L. REPRKTE,
RARE (MEFRE, MKEBERE, MK
ELFRE) BLUYREFERE (BF - R0
HEHE, NIRESL JURBHBFERE) &
EhE L.

BE5 R+, MEHP 700 mg/kg #d ID 1301
& ID 1304 @ 2 il S BASEAK RE (ID 1301 : Day 22,
ID 1304 : Day 28) &7¢h, HhEfESI&an-.
Y 20T, AFTILEERIETAEDS
h, EENL D72, RIS O]
ERB LN,

BFEL 72 o7 2 BICIIRERBAHIC—A
MEDOFREENFED Do, FERIE, FHERER
(REREE A089) [ZBWTH MEHP @ 700
mg/kg A EDBRETHRRINT-Z LMD, #HKER
YEBEIER T LD EZ LN, &5,
s 2 BITIIRED B\ X RIS A3 SRS
YHORERINLBED LN, R RELEREX
hi-. SIROFER, Zh b0 TIIELER
HARNEY % £ 5 WEEILIRNSBE Shizn,
MR ER RITITRYER 2 "3 5/ E L2 <, &
BUZEIT L —fREEO B RR 2 ET
BEITHER T ‘

ZORBFET & —RREOE/ILE LT, ID
1304 TiE, BESEYU A OB EHICBKENED S
iz, FHERBRICE VT MEHP @ 2,000 mg/kg



