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ANNEX 2¢: TEST PROCEDURE WITH A STARTING DOSE OF 300 MG/KG BODY WEIGHT
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1. OECD Guideline for testing of chemicals, acute oral
toxicity-Fixed dose procedure.

2. OECD Guideline for testing of chemicals, acute oral
toxicity-Acute toxic class method.

3. OECD Guideline for testing of chemicals, acute oral
toxicity-Up-and-down procedure.

4. OECD (2000)
Toxicity. Environmental Health and Safety

Guidance Document on Acute Oral

Monograph Series on Testing and Assessment
No.24.

5. OECD (2000) Guidance Document on the Recognition,
Assessment and Use of Clinical Signs as Humane
Endpoints for Experimental Animals Used in Safety
Evaluation. Environmental Health and Safety
Monograph Series on Testing and Assessment
No.19.

6. OECD (1998) Harmonized Integrated Hazard
Classification for Human Health and Environmental
Effects of Chemical Substances.
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1. OECD (2002) Acute Dermal Irritation/Corrosion.
OECD Guideline for Testing of Chemicals, 404

2. OECD (2002) Acute Eye Irritation/Corrosion. OECD
Guideline for Testing of Chemicals, 405
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Wy oREE L L TIEKE @ Guthrie AF 78T T 940 S

Tw5b Latex ELISA for Allergenic Protein (LEAP

assay) *° ELISA inhibition assay (ASTM D6499-00) #%

MHNTWET, /2, ToOMICHMIEL SRS v

N7 R WET 57 (ASTM D 5712:99) $d 1) 9

Gl FAIIRBERT A S — S Lz RRT A H%R

KBS V7 EPRE LTy R 7 u—F vk

ZAEEL, TAEEPSERSINDIURMESY 23 HOE

H#: (ELISA inhibition assay) %M. L F L720THA

WwzLEd,

2. MRIERE
1) KBNS VINOEDHTE

FREWTLA Y — b (RRIM600) & 5\l 7vl
glZR LPBS (pH 74) %5 mLiZ., )70l v#l
BEZT25C, 1204, 200rpmikE 9 L. MilizirnE
L7z HiHiE % 500 X g Tt L TR &2 M) B &, 2Bk
AL L F L7z

2) M ER

7 B FHORA T LM I HAR A SRR 3 PR 2 — [l
1720 100 ug DPils % Freund's complete adjuvant & &
DT 1 MM HFRTSERE L, REIED 2 HF %Ik
mi. fE L F L7

3) YVINIHEEE

Ky w37 o=, R Lowry#: (ASTM D

571299) I L7225 Tl Z TV E L7z,
4) ELISA inhibition assay

W7 L — M id50mM jkEE#EE (pH 9.6) T5 ug/ml
WL 2P %2, greinerft 8 ELISA L — b
(Immulon 200) 2100 ul 2@ L CTREAMLL 72#%.
25%BlockAce (FHIFLE) #HwT7ay ¥ 7E2fTw
TR & L7z SEBRTIERBRI & 7 FHRR T A 1iE %
5 COEM 1T FEML S 2%, JURFAE7T L — b
R, 7V — M ERIS L72PifkE vt 3 5 — B
AP FIgG T L L7
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1) FASKFEIROMERR

T U 72 PR o7t (20 U CH s ARATE 1Y 22 W B RE O 9k
B I, REFRIZBWTRE T 2R h opi)E
7 o8 (IgGiFEthis) EOMEITRELIESE SN
FL72 (K1), FEBGEMFORELEIT > 288, B
BEREPHI3 004 ug/mL~50 ug/mL &7 0 F L7,
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2) ELISA inhibition assay & LEAP assay DHE
A-[alff 37 L 72 ELISA inhibition assay & LEAP assay @
W ETWE Lz, MFEOEVWEERIIIRLE T, 7.
K [E Guthrie fF4EF TO LEAP assay (2 & B HIEREH & 4
[5l{f] %€ L 72 ELISA inhibition assay i & 2 Hl%E#E £ & O
YR LowryEIC &k 5% YN HEBRER 2 R2IRL

CERI NEWS
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LRI X WEEREAE SN TB Y T3, B —OR
oo 2 BEHE LTI, HHUR, RN &
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%1 ELISA inhibition assay & LEAP assay O FiALEER

ELISA inhibition assay LEAP assay
Tt | s som | v
. EHRINYBEE
iR RS DEA RS B
B A NVBERS | FUTVERERIE K
LA Z iR PLrdss
RRE (ZEEI/N\VBEORH | ZEMBIVN\IED
& FREEMSEFHE BREZENLETE
AlEF & ASTM D 6499-00 Guthriett 3£ B

2 LEAP assay & ELISA inhibition assay I E& D tLEk

ASTM D 5712-99 ELISA inhibition assay LEAP assay

BT INo. B8 (1g/e) hREE(1e/e) HNE=
Ave.  SD Ave. SD (He/®

1 486 + 59 69 + 0.4 8.2

2 591 + 50 33 + 03 134

3 359 + 142 15 = 00 375

4 1083 + 237 239 + 42 65.1

5 818 + 42 77 + 02 719

6 7490 + 204 1159 + 7.9 111.0

7 199.6 + 17.6 748 + 24 163.2

8 964.3 &+ 285  156.7 = 0.7 557.4

LEAP assay& M AHBE{%%1:0.85

3) WMHY VI IBEOETXE/NNT—
A@Wﬂbtﬁ%@%ﬁﬁ Z—4y Mo TwWDHIT
AR D 72D, Ty VX7 B OBSIKENC & D HER
%ﬁwibtoﬂm¢U77uw7:b7w%%%@
(SDS-PAGE) . ¥t lL. & v X0 Hehko Ny —
EWALLEZA, FUTUTIR, ¥ YR TEEND W
ZELHY, MIZTETRATLRY, R TL Y —
I (RRIM600) Tlx. K/NLWEIPHD 7 > 787 EhsHl
ENTwBZEbrYFELE K2L1), —F. &RHE
WPk EH W Y2y v 7ay P TR, SRR T A
v — b (RRIM600) TADDA I X —7%% V87 EPUE
ELTCHRINTELZ (M2TF). Ihbid, 45 1F=EA%14,
18, 27, 35kDa TH B Z &Hh 5, ZNZENEEH D Hev bl,
b5, b3, b2 ITHL T H2HDELEEZTED T3,

SDS-PAGE $Rif

Sample No. RRIM600
I 1 A
12345678, fg 0
182
—115
— 84
: — 62
- — 51
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-— e 206
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.—— 15
— 9
:--q!!-.pnl
\_ J
Western blotts
Sample No.  RRIM600
1

12345678,,“1g
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FREHTA Y — S L2 KR T A HRKEESY v
NOBEPRE LTy HER) 7 u—F ik R L.
TAEGPHE M IN PSS ¥ 87 O ELISA
inhibition assay Z & % EmFEOFELHATE T L7z, LEAP
assay & R THIBARE0.85 & IR & Wik BAsE S,
HHTHLZEDPHRSNTEY 9, 5851k, T h£L
DF7T v 7 AWMBEWNEL. T T v 7 AT LIVF—OHIK,
PELNXVOEWT 7 v 7 Z8EB ORI L TwE 7
WEEZEZTBYE7, mEICH Y I NVE TRV E %
L7z (fi) GRADOHIM—RIZZDY2H ) THBILH L
FiFEd.
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TV AT LIVE =BT 5% SR, R
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3 . cDNA microarray ZHW\ca .7 07U VFIBZE X H = X L O

H =27 T3 DNA microarray & M\ 72 & 5T 5B
HHZHLY HLA TV E 3. DNA microarray (K1) $# =
TR ZEBEEIZATA RN T A% EDOIFHRIZED fHr
72 OTHIRE R ST B HIE T % — B HRE R (AT
THIENHRET,

-. Ailem c¢DNA oarray (ﬁ@)

1 Agilent¥t# cDNA microarray

(248)

41X DNA micrarray % i\ 72 a »-globulin  (AUG)
BIET-ORBEFHD A 5 = X LFEHIZOVTHRAL E T
AUGIZBEIET v boliiEs L CRPICHET 25 T2
¥119kDa DHE BT, R CTHEAR SN T T, AUGOHE
ERRPEET OB XL ANV E Y (Estrogen.
Androgen., Growth hormone?§) IZ& o THEE%ZZIT 52
LS TBY ., B2 Estrogen D512 X b JFlETO
AUG Bz T 0GR IMEAUGERESFE LM LTI,
FEERTIIHEH S v 12 Diethylstilbestrol  (DES) #
Omg/kg. 00lmg/kg. 0.lmg/kg « lmg/kDH=T7 HIH
Mk L. #5-1 0%, 3A%. 7 HRICEWOITED, 5
total RNA Z#H(L. c¢cDNA microarray =\ T AUG3§
B A H = XA TIIT 2470 F L7z,

ZOREF, DESHSGI2 L - T, 5 1 HEOILE AUG
LAV o b5 L 3HED S 7T HEIZ2T TOIMLE AUG L X
VOSBRI NE L (M2). MiEAUGOEH) X
0.1mg/kg £ © b Img/kg THETH V. Img/ kg 5HD
7HBOITE AUG L AN VIZEBIMIBRAL T & 220 L
720 0.1mg/kg X GHEDO —EHOBWIZ B W THF L Il
AUGORBADBE SN F L7z 0.01mg/ kg5 Tl
MiE AUGOW & EBIBE I N EFHATL, KE
BciH Lo itiEic s 2@EETREOLES %
Agilent#:% ¢cDNA microarray % M v THIFEM AT L
7R (M 3). DESO#5G o Mid X UNLiE AUG & i

B L7z —-EOBE PRSI SN E Lz, {EH SN S ER
F-1Z1Z Rat ribosomal protein L21 mRNA, complete cds..
Rat senescence marker protein 2A gene, exons 1 and 2.,
Rat mRNA for Ulip and dihydropyrimidinase-like
protein, Mouse TSC22-related inducible leucine zipper 2
(Tilz2) mRNA, complete cds.EDVEFTNTHBY T L72A%
J712 Rat senescence marker protein 2A gene (SMP-2)
FAUGEMR TP L 2Vl Tl AEZ @ L TR
WCHHL, #TIZAUGORB L T WIS FHBLL .
BT B THRBEMIT I 2 A5 T E
To INHDOZ A5, Estrogenll L 5 AUGHBKT &
SMP-2 & OB S E T

Z ® X 9 1ZDNA microarray (3815 T-HNF O 50 7 T-B
L0 9, HHEFETIE Microarray Hiffi # i, &
¥ SF % SuAER & BRAE L 728 L v 3Rk BRI Bk L T v
S

(HH - ®R#)
400+ —=— Control
——0.01mg/kg
300+ ——0.1mg/kg
—— 1mg/kg

Serum AUG levels
(ng/mi)
= N
-
D—V(
/64,

2 DES#5SHIEH D MmiEAUG level DZEE)

Dy
: T S — — T y
L o0l mggiany oL 0.1 myhgy i gy i

3 BB EORBLICHVT IFEUEDETEHERD 5 hEfm
F2 (GeneSpring % A\ f#47)
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4. BEVYAMERESRCOVC

DM TIE, XY Fry—RETHLIHASH TRV
r=v 7 (TGt OEKEZZF. S4EO5H 25 0 MHE
EICBWTER~Y Y AERAELZ B L TCWE T, KH
¥, ERER Y AR L, FORBA ML T2
REREZRI LB TOREZIEETZ2LE VW) DT
To BN AOREERTANTIZHRT L, Z2I23H2TF
BARDOBIETOHFET D2 LA L 724, Zh s oiEfs
TOWRREEMH L, HONTRELZAFEZHO L LTS
FHEFRICHHL L) L) B E P HFRPCIHRILL T E
To AHEIR, ZO—HEHHIDLOT, ESHIRBTRERIAL
TV EMESND 1~ 2T HOBERTFETIIONWT, 2
REREZRI L7~ AREET 22 HEL LT E
To L NOBETHPRIITMTHLILEEZLE, 2O
HEOHEI MR 2 D020 TE L L HnE
D

t b OBIEZTOWEEL N T 2 DI 7 ADRET
nEwny L kb hETTZATIZ0%L L TH UBET23F
T 2ELEMEEEINTVDENLTT, 2F ). 7 ADi#fx
T-OREEEZMYTHZ LT, b FOBET-OREENDD S
EWVH T ETY, ZLT. T RICIE, BIET OGN
24720, EFEE L THS A SMHSNTETERT
—IPEELI LR, L P TRERTE R o720 Elid
%2 LIRS Fl A 05 T AR TR AR g A
T TER EDPERTE L E W) FIEDRD B H 5 TT,

HAE, BBV TIEF AT~ A0 EEEZ WY -
D 6RMOEETEML TVE T, REED S ALY 72
D 8RMTEMT 5 FETT, LN, BARER <Y X E
BOWH L NICREFOME L ZoRNERLE T,

1. BAEZEY I AERRIE

N7 7 —% ESHIBICHARATES, X7 7 —HESH
A EETWICHAREND Z & T ZOBIET-OREED
TAL L CRRERN AL 5, BIRERZIR I L7 ESHiT
EEFHGZI I AOREBME SIS (FAT], BED., F
AT A (BHE2) Vil 5, IRERPHELZES
M AR L L7z F A S < A (ERiF A 5=
R) LIEH R AL EREE S LT BIFICERE
By AEENS,

2. XEBDOBE L ZDHRN

(1) NZ &7 —ofEllls X Ny ¥ — o ESHlE 5~
MARAR (TGHA )

(2) Rz Z—AATNZESHINL (b5 > 7ESHIR) @
IR (TGHEAFE )

(3) by 7ESHIL L A S D IEREESL 720D
WVE VPG X B~ T A0 BPEI LB

(4) BHEIPER = 7 2 2> 5 O IEH R ORI

X AT hRONSHEBROMEIN ESHIRE. K
ELRROMEH ERE

(5)

(6)

(7)

(8)

(9)

(10)

(11)

(12)

(13)

BE2 ¥AI7YX

Ty TESHIfEEIEFTE #BASETTE ST R
5 K% BT 5 720 OIHER

by ZTESHlL L EHEE OBMAEIZLAF X THD
R X O X SRR 38
FATROWBPTENOBAHB LR XTI XD
A

kT v 7ESHINEZ v T OZRRERBETOFE
(TGHLA )

HRF AT ABEDZ20DF XT3 X LIEH
<AL DOREB L T OtA:

WAFDNA ZHWTONRZ ¥ —DNAZ Y —H— &
L7=PCRBIUOYHrTay 574 v 7RIFIC L 570
FE X 5 < ADFEHR

EIHF AT ADOKT L IEHE~ 7 ZDORZHEIN &
2 & B MAb A

A2 TR B N7 OB E~OBALB L '~
7 A DFEAE

HWE< Y ADNAZHWTOHONRZ ¥ —DNA %R — %
— & L72PCRIC X A2 RARER <7 2D #IK

=
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(14) Z2RZEER < 2 % T O R BIRRHT
ToEhREREMR AT, RIS, JRARAS. I R
mﬂm%m@ﬁ\ﬂ@ ﬁﬁ%m&ﬁ&t

(15) N7 & —HNOY =7 —BET OB { BRE
FRTF O~ 7 AR TOFRBIBM DT E

(16) ZERZEH =< 7 Z DT & W OB 1RAF

FAEESREA
- ESHiE  IBHR oM T, £ EERIEERIC 2w
2 RERESHZEICE D EROETORERHERIC L

TFE 2 (oMM

{EFME DAY A T5HE S K UHIHY R VFHEFADHFE

T & B UHHE 2 B N TH R AR ORER L 728,
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7y M2 v ROARILZHETL2WETH % 6-n-
propyl-2-thiouracil (PTU) % 0, 001, 0.1, 1 mg/kg/day ®
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IR, BN, SRR, W SR E
wE, MG R VE e, B IARA Z Jih L 72,
ZDFEH, 001 mg/kg/day #:4 & thyroxin (T4) O,
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DWW, 1 mg/kg/day BT HRIE T O BN & 96 BUHLRE
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WIpoEEEG . FRROWEN ML ofE R, TSHO
Bahn, TIEIATO basophilic cells DHEMABIZ S, W
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AL A S, R TGL07RER L M U Th ) BHEMEE
AERL D B CTH o 72,
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PRESREREEIC X 2N WA BAEH O EELZBETH 5
N OB RS 5HBEEO—> & LT, OECDIEfE
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K OECD test guideline no. 407 (&R TG407 Er) " %.
— 7 KEDEPA (EDSTAC) & “Pubertal Development
and Thyroid Function in Immature Male Rats (A
5B ZIRIBL W5,
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WCAREW 2D o722 L 2R L Tw5 (Yamasaki
et al. 2002), L2 L. WBO&KSHGBRKH I UR
TG407 RER TIZAER 8, MEME G CIdE% 23 H
L BN AEERA L THhLOREERELZDOT
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5 5 HIE & v ) B 3885 2 8RR % 5 R 0512
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MRS KRUEE

SREWE ¢ 6-n-propyl-2-thiouracil
52-5,99% pure) ZMHEH L7z,
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(PTU, CAS No. 51-
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TR L, HEASSVCIC 72 22 Wy & ld e 0 & 51 AT S LIS
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D) HUHER R Y FHHE4TCIZ DWW CTRBE MU, Wik
SR, AT EEE. WIS M. 2820w
TRILMERA, EEEmA. FEEIRE. SvE il
RFEML 72 BMAICHE LB E T RICRERT %,

BREIER vC 0.0l mg/kg 0.1 mg/kg 1 mgkg
HEMMERE 40 40 38 36
RIGHERE 20 20 20 18
EEMERE 20 20 20 18
FERIRE 20 20 18 18
ARDHRE 38 38 38 36
HREEEATE 38 35 38 36
RILEVEIE 19 19 20 17
RIBMABRE 38 35 38 36

Peh 0 PTU O 5 M2 FE i L 72 BRI G-
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CFEEES ORRER) AL
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- RVE VE
fEEE (PND61) (RN L 7= I 2 & Mk % 2078 L.
BoNZMFEIC D THIRRICE 3 % thyroid-
stimulating hormone (TSH). thyroxine (T4).
triiodothyronine (T3) ZilE L7z,

- P B AR S AR AT
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&
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EREMICEIA SN D572,

PFEEE TI301 mg/kg/day YL OB TN E & Ofix &
wHI. 1 mg/kg/day BECHYERMAA LNz, *
72. 1 mg/kg/day B THARBOMxT. AT E = O8NS
ool (R 1,

FNVEVHETIZ00L, 1 me/kg/day BT T4 DBHNAS
Ao, MHED 0.1 mg/kg/day HEIZBWTH AEEIZD
MRV H OOWINMEINA AR SNz, 72, 01 mg/kg/day
HECTSHOBA DD 5, 1 mg/kg/day #EIZBWT Y
WAEN A D - 72 (K 2),

I PR AR Tld 1 me/kg/day BED HURBRIZ B W
Tauq Fzfeh L2 ElolErsigshz (£3),

% 1 Body weights and abnormal organ weights (mean = SD) in
neonatal assay

Control 0.01mg/kg 0.1mg/kg 1mgl/kg
(n=38) (n=35) (n=38) (n=36)
Body weights (g) 3907287 387.7+32.7 392.3+29.3  384.9+32.7
Organ weights
Thyroids
Absolute (mg) 18.5+2.92 18.8+£3.27 19.5+£2.80 22.7+£4.57*

Relative (mg/100g)  4.74+0.77  4.87+0.85  4.99+0.70  591+1.22*

Brain
Absolute (mg) 2014.0+83.2 2018.1+70.9 2052.9+63.4* 2060.9+64.6*
Relative (mg/100g)  517.54+34.3 523.3+35.6  525.8+37.0 538.5+39.7*

* ** Significantly different from control at £<0.05 and P<0.01, respectively

% 2 Thyroid-stimulating hormone (TSH), thyroxin (T4) or triiodothy-
ronine (T3) concentration (mean == SD) in neonatal assay

ltems Control 0.01mg/kg 0.1mg/kg 1mglkg
(n=19) (n=19) (n=20) (n=17)
TSH (ng/ml) 11.2£3.3 11.3+21 8.96+2.5% 9.48+2.26
T4 (ug/dl) 5.75+0.68 6.65+0.99** 6.3120.81 6.47+0.86**
T3 (ng/dl) 50+10 57+30 50+10 50+10

* ** Significantly different from control at £<0.05 and P<0.01, respectively

% 3 Histopathological changes in neonatal assay

Organs Control 0.01mg/kg 0.1mg/kg 1mgl/kg
Findings (n=38) (n=35) (n=38) (n=36)
Thyroid
Increased follicles filled 32 5 4 16
with colloid

@ Number of animals affected
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LD THDH (Cappen 1997) HillFEfE L 72 BEMx G-
B, & B I3 R TG407 i ERTlE T3, T4 oA, TSH
oM, WA OEASASNPTUIL L 2 EELY
BT BN A SNz LA L. Sl R oo 1
3 s b oo, TSHOWA, T4AOHM, ERNO a1
4 FoFie & BENESHBL. QR TG407 Ak T
HWLZF R EBOEALZ R L TV, SHASNIZHIVE
YEDOEALIZ D W T O T4AE 72, TSH D55k
ZPNZ 72 HEVEASHER S A, RLRRSFAC D T AR
OEALD 2 v & SICHIRBR O BN LRI o 3G P L 25 &
SN rolzfii e —%T 5, SRIASNIZHRIVE AMED
ZE), HRFNZEILIZKI T v M thyroxin % 28 H %
G L7256 A 6N 2 LICEM L T2 (OECD, 2003) .
T, BHRNC L D BEMSR e o 720h L) HIZon
TEHHCHEMTHI LI TERVD, PTUICERT 5
AL TH D2 EIMEDNTH Do UEHEONITERICBNT
PTU % iR 2 S BEFLEE . CTRES v MICH G L2A.
BEW CIIHRBEOWN LEMEOERIEIASND SO
O, WWEREMIZB TS EFHBEOERNOTT AL KO
FEWMABE SN TV S,

JHREM A SN T TPTU 2 fkokdx5-L725 » b
IENIC B W TR, B ARSSERIE, R, 2E
NORTEOREIHE EN TS (Akaike et al. 1991;
Golden, et al. 1995), 4B DERIZ B\ THNE SO INA
AOHNTAS BESURA. POSERAE, HEtEmA. 4
BRI EE D % L WMOMBRFWZE/L DL AN h
2720 HEo Ty WEREROEBOF IO W TIEAWZ25,
ERBEELEIFZEZON Lo T2,

SR OFRERE DR FE M L 72 B E G R E, R
TG407 ;B & DEIE DI IZ D W TiE, BELE S R85
TliX1 mg/kg/dayBET T4 & T3DHA, HIRERE & TEMR
HIROBMAS, PRI I AR O I8 Bl o
EK & T FAK T D basophilic cells DBABE S
(Yamasaki, et al, 2002), —77. S K TG407 BTl 0.01
mg/kg/day B2 5 T4 L T3D#HA, 1 mg/kg/day#ET
TSH O, HIRIRO BRI, HARIR O U8 5 ik
DMK, TIERTD basophilic cells DBIIAELE S 7z,
IS ORERE SR OREEE LK L7204, ASh/Z L
FIRIEp & U CRREMICIIS R TG407 B E M L TH Y
MEMPGHER L ) RIFCTH - 720

5| SRR

Akaike M, Kato N, Ohno H, Kobayashi T (1991)
Hyperactivity and spatial maze learning
impairment of adult rats with temporary
neonatal hypothyroidism. Neurotoxicol Teratol
13: 317-322

Branham WS, Zehn DR, Chen JJ, Sheehan DM (1988)
Uterine abnormalities in rats exposed neonatally
to diethylbestrol, ethynylestradiol, or clomiphene
citrate. Toxicology 51: 201-212

Cappen CC (1997)
assessment of selected toxic endpoints of the
thyroid gland. Toxicol Pharmacol. 25: 39-48

Golden ES, Kehn LS, Rehnberg GL, Grofton KM (1995)
Effects of developmental hypothyroidism on

Mechanistic data and risk

auditory and motor function in the rat. Toxicol
Pharmacol 135: 67-76
Iguchi T, Todoroki R, Yamaguchi S, Takasugi N (1989)
Changes in the uterus and vagina of mice
treated neonatally with antiandrogen. Acta Anat
136: 146-154
Medlock KL, Sheehan DM, Nelson CJ, Branham WS
(1988)
uterine growth, development, and estrogen
receptor levels. J Steroid Biochem 29: 527-532
(2003)

management group for the screening and

Effects of postnatal DES treatment on

OECD Fourth meeting of the validation

testing of endocrine disupters (mammalian
effects) , April 14-15, 2003. Organisation for
Economic Co-operation and Development, Paris

Yamasaki K, Sawaki. M, Noda S, Muroi T, Takatsuki M
(2001)
changes in normal growing Crj:CD (SD)
rats. Reprod Toxicol 15: 533-536

Yamasaki K, Tago Y, Nagai K, Sawaki M, Noda S,
Takatsuki M (2002)
studies based on the draft protocol for the
“Enhanced OECD Test Guideline no. 407" and the
research protocol of

Preputial separation and glans penis
1GS

Comparison of toxicity

“Pubertal Development
and Thyroid Function in Immature Male Rats”
with 6-n-propyl-2-thiouracil. Arch Toxicol 76: 495-
501
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