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(2 # 1

2,6-r oo bxy (EFF; 2,6-DCT) @ 0 (A, 30, 100, 300 H&X X 1000
ng/kg % Sprague-Dawley % (Crj:CD) 5 v bl (F130L 8D IZERT 2:BRHB &
UXRECHAM 2 BRI OHKREG L. S oICETIRREHRER TR 280, #TRIFRERZ8
LTHE%OWE 3 B & THREERE LT, B8Ycxtd 2 RIERSEED JUEEREN
155 MICRIERIZORE « REICRITTHEITOWTRE L7,

I. Rig&k5st GHEmmR)
1. EEY

BREERE/DA 300 me/ke FSENC L IL, EEMEOET (BREZHRD 9T, EEMZ
20L) A% 1000 mg/kg HSBETRD o, EEHMA 300 ng/kg U LOEEEITENT
mEl s Nz, BEFORAETIT. BROLKEEDN 300 ng/kg LI LOBREH T, i
DHAAEED 1000 ng/kg EHETEhZTNEM L/, MR E LT, BR T,
eosinophilic body D3Ef0AY 100 mg/ke LI LOKREHTRED S, HETIE. /NEFHL
ORI RS KURD /75 RBREMED 300 ng/kg PLEDHREETRAD SN, &
foy MBRAEFRRETIE. V3 —RBEN 300 ng/kg LI EOREETHD LT, B
HED L CIMKRFENREIZE. 2, 6-DT RSOEEBIIERD SNEMh -7,

2. HEEY

EEHOERT (HREBED2F]. BEAGZI0ML) . IR (600, BEEBOET. (AHH
oMLY 1000. ng/ke BRESBEHTRD Shiz, BIEFORETIE, BRE X UIFBO HiE
EEAY 1000 mg/kg IRSEFTHML 7. MBATR & LT, EMIRMEPICZERS X OB
£, NERLEOFHEZDIERD 300 mg/ke LI EOREHTRD SN, Fro. MR
DHAKEED 300 ng/kg LI EOBREHTET L. Z OHBHTRTIIER L RlORE
SREEEIN L 7o SRIREITIES 2, 6-DCT 5 0RBIIERD Shiih -7

I. AEhexdsit
L EEFERRERR

.

REREN B L ORI, 2,6-DT OFBIIRDONT, HERECHEFRIEDS

_1_



NN -7, 300 mg/kg LI EDOHRBEICEWT, WEREOARRNRAD S,

2. ERFR
300 mg[kg DEDBEEFHICEWTRTEENEM L, FHEREERERNMETF L, £
7z. 1000 mg/kg HEFHTII. HHE 4 BOEROEENMETEEEZR L7
EROBEEREIVTOO 2,6-IT #EFHLREDONLHh -1,

. \EE

UUEOBBRBEDN S AHBREH T T 2,6-DT oRiE#REEHICIET 2 BPER 3.
T3, 30 mg/ke/day. HETIE. 100 mg/kg/day. AEFEFRAEHBMICHT S MEERIT.
Tl 1000 mg/kg/day. HETIZ 100 mg/kg/day. BEIRTIZ 300 mg/kg/day L¥lrsn s,
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2,6-U 700 by (AT 26-0CD) KoWTH. £ R UoHIEDEKIC KT
THECOVWTIELALHSNTWIEV, =7, 2,6-DT ONEBREETH22,4-V7
oo bV OEFERICOVWTIR, BOKREBIZESET v D LDso fEA. HEL bIC
2000 mg/kg LIETH BT &, Fio, REROKEICK D, FEO/NERLEOFFE
A BROKME LROERE LUOHE, RHEDIRE EOFEREINRBHONE I &
WENRED INTN3,

% 24O OECDIC &k 2B (L FME OL2MARICFEL 2 BHAEEEDO—RE LT,
v MERBWTHREAMORER RS EYE - EBRABHEC O VTR LAOT, Z0
ERERET 5,



GABRVPH B L U5 1]

1. wsyE

2, 6—")7 pa by [2,6-DCT &BET, Bl&: 2,6-P70o-1-AFIURUE L,
CAS No.: 118-69-4. 3#: 2,6-Dichlorotoluene, 43F=: CHsCeHsCloy 43FE: 161. 03,
HE: 1.253 (20 °C) | BdsA: 2 °C. #B: 200 °C) i3, benzene MBI X FIALAYOD
toluene @ 2- LBXY 6- fLiC -CleMAMLIALEMT, KIKEBATT & b VIZBER
BOBHOKAETHD TEEORERZFT 5, ARBICERAL 2,6-CT [my &S :

RBE: 99.2% (wt26). A#i#y: 2, 3-DCT (0.21%). 2, 4-DCT (0.21%)-

2,5-DCT (0.27%) 3,4-DCT (0.03%)« 3,5-DCT (0.09%)] (Annex 1-1. 1-2) (3. {EMAEE
TZER. BEXRGTTEHRE L, Bk, AEBMEOHBKRTROMTOER,
FEEE: 99.2% (wtds) [A#u#p: 2, 3-DCT (0.20%). 2,4-DCT (0.21%. 2,5-DCT (0.26%).
3,4-DCT (0. 03%)« 3,5-DCT (0.07TM)ITH O, 2,6-DCT 3. ABRYPMPLRETH -~/ Z
EhmER I (Annex 2-1. 2-2),

CHs
Cl Cl

BEREKIZ, a—2A 00 [y FES: VEH2050 (FH 54 F X 78] <iEE L T,
mfh@%ﬁmﬁmtbl@@&ﬁﬁﬁﬁzmmgKﬁéxﬁuﬁﬁ%%%btoﬁﬂt
iR ERE. ZR. EXRG T TEHRE L. ARR T HUMNCEE L, ARKTO
WRYH T, BR. BARETTORLLSHMERETH S I ENVERINTED
(Annexes 3-1. 3-2). ¥/, HABRFBLICHER L BEREICIE, FIERD 2,6-DCT
MWEBINTW2Z E AR L7 (Annex 4o

2. EHEIB L UVEERY

BRI, S b THBCTBALILEARF vy —ILX - YN—-WHEEFE 7 -4
E® Sprague-Dawley 7 v b (Crj:CD. SPF) %2EH L7, BALEMIZ. AR
1EM, SbEBREZFRRTTHREAT L. —RIRNBICRENZBD oNEh -0 bDOZHER
IZfE L7 (Annex 5)o



KB, BAERE L 1 C. EAEES0~65%. REUEHAII5E] B, BRI12RS
CFRI T B~ TH) SIS N BBET. BIRASEAr — Y (22X2TX19a). M3
e LT L 7BF 5 7 (ALPHA-dris TIRSH) AH48 75 » NEEREr — ¥ (35
X40x18cn. HAZ LT H) WERNCNAE L THE L. BIFEEE (CB-2. BAZ LTHD)
B X UBEIKE L OKEAE BB S e, 55, SELRIE, Amex 6 IR HE
BEOREITED SNch, RRICKHEERTRETRIEN -7, E72, 466 L8R
fokbk s & DBRBC [AERBRIC KM% ST TR D & B IBAMIIZERS SIS - o

3. BB XUEEE

Ml & HIRGEEE (%5 1 B) CEEIBLRELAMPEICE U TN L. &L
bUEER 1L EEL LT, REFGH OAERHIZ. H# 302. 5~359. 6¢ (Appendixes 3-1~
3-b BM) | M 212.5~243.8g (Appendixes b-1~5-5 BHR) TH -7z,

B ROHEEIYIC T, W7 2V MRUEBVWTRICES L OEEESEE L.
Fro, BILICBORNK D — REREE Y — VI JHCBB L OEEESEZIEA
L. BESBIOINE Ui, 8B, ERICOVTIR. BEENZTHIE,N -1,

4. HE5E, BEK. {5 LOREARE

2,6-DCT OHRERIE., BEBRED/1- DO FHARDERZEZSEITRE LIz, T70bb,
2,6-DCT @ 0. 250, 500 H XV 1000 mg/kg /DB DS v b (Crj:CD. 9 A
ICHABRREERRE LIcE 2 A, REAIIFED ST, —ﬂ@lﬁﬁé@%ﬂt& LT, —@HowR
BAHETIZ 2, 6-DCT FESEIC, HETIE. 500 ng/kg DL LOBEFIIBD S, &
2 TRTD 2,6-D0T HEHICBEVWTRETRA 20 E bICFBEE ML .
SORHTRERERLEML/, AE, REE, MRFHRED LCMRECENRE
i3, BERLERRT AFRBEDONLE N7, THHOTENS, LDEHKIDHK
ETHLEBMBET LEVEEL SN, 00D 74 R34 VITED STV A RERED
BTH5 1000 ng/kg ZREHEIED, LT, A3 THRLUTEHES 300 ng/kg, &
&% 100 ng/kg. RIEAE% 30 mg/kg ITHE L7,

SIHREED T v MTIE, 2,6-DCT Dk E Liza—r A (L% 2,6-D0T 5L F—%
HISTHRE L, UTICEHERE RS,



‘ L (EhmERS)
HES BRYWE KBR5E KREBKE
(mg/kg) = (mL/kg) i3 i3

6-DCT 300

2, 13 (MX04001-013) 13 (FB04001-013)
2, 6-DCT 1000

13 (MX05001-013) 13 (FB05001-013)

| TR I 0 2 13 (MX01001-013) 13 (FB01001-013)
2 2, 6-DCT 30 2 13 (MX02001-013) 13 (FB02001-013)
2 .2, 6-DCT 100 % 13 (MX03001-013) 13 (FB03001-013)
5 2

ZAEORSHE., Hicx U TIRREET4E M & SRYNI4E NS L OREHRK T
B4R EOEGE2A/, £/, HITH L TIIRER4BH E REI4EHORELHRT (R
BRI ET) 15 R TIITRINEE L TARROME 3 B (HEE=WE
0H) £¢EA LB, 45 ABEHEELUT v NISBREELHVWTRORSE L,
BHOKREIR. IE~12BFOMICITV. RBMOBSHE Q nl/kg KE) . ELESU
ICREATE & OB RO S W T RS B ISR bl L B ORIEERESE b &1,
Fh, REBTHOMICOWTIIER 0 (REREH) ofELbEiczhThEHL
720

5. BIEAIE

1) s

A —fiREE

Bt - by 2FICO W THEHETEEEE L,

B. {AE

M3, @FicoWTEE 1. 8. 1560 22, 29, 36, 42B B L OREHIEIC, HEIZ. 2F
SWTES 1. 8. I5HICHIE L. #5220 F TIIREMNHEE I NI - 7 HEid, 522
Hic bEBEERE L, 270, KRBT, 1ERO0. 7. 14, 2081, Sk LickET
. BEOBLULE GREE) IHEARE LR, BB, WERPTEROLMNELT
L7 REMOAER. FEOHRD OB L7

C. EEE

Hi & AP OWT, FEAFER &FHICANEREREL. BEBH SROMEH
$ TOROEHEREEN Lc, 2 BREOEMEHOBERIZHE L1M7 KRR
T3, TR0~ Ty 7T~14. 14~20H. X5IT, S LTI, WE 0~ 4 HDEE
BAEN L, HB, WERPCEROLSFANED L BEMOEERE. FHOMEH
S L7z,



D. B

e, #5150 E5HEBEE=%5108) 0¥ Fh ok 280, RBEAOHEE |
i 1 CRESE T -7, KRRTORRR. B8, BRS L OBENORTFOFELHE
N%:&@ibﬁm\ﬁgﬁﬁ%éhth\%®B&ﬂﬁ08&ﬁ§tfﬁ#%%%b\
EREE Lo SRS S, BRIOVTRRE [(RRERSI, SEB) X
100]. A [(EREWIE REFREZEMED X100]. EEMBH» ORBHRILE TICE
LB E L U2 ORMICER LRI OE K Z KDz, 8%, 100 mg/kg H#EFHD 1L
(EHEE: FB0301D) 3. REHEZFBERER ~foicd. RER, ZHREBOBHIZOWTIE,
FONR E Lz, REBILE TOHMBE L UORBERICOWTIE. Eith oA L.
E. SRR

REE ORERIIEEIL. 202 BRSHm IS, SHREOBEIL. BEAfL DI
DNTITV, ENEADEPNTOWTIZ, SHRROBURD & 3R IREE - OZIES & D53 1kE
EOFE ML, ki3, WEREEZEE L,

P, FERAMORE

SO, FHT I B~1HICRE L. ZOBERICHmNTET LTWa I & 2R
LicEc>W\Wi, TOREMMEA EHRE LTc, FRILIBEZBXTHE LI >N\ T
3. BEZSEEE L,

iR HERR L Eic oW TR GERE 0 B o0 BE £ CORE) #EBEL. H
ER [ (EIRHEMETEREIED X 100] Z2&BHI DWW TRD I,

b R |

HEDRFNTOWT, IR0 B X O LT3 E 2 Hic, o, B, EH. ¥,
Uk, TaEy ) =F U, EYLEVIZOWTRBRE (VT4 XTI RS Y
D=7 v 7 200 =/ VA=) ICXORBREZER L 72, Wk, BHRET . RIREMNT
U1 Bid. RREZERLIEH -7,

H SEBRE

a) Y

1. 8%, BEEED JREHGERE

RRRGH (R542H) OBRSKRTENISERL, BRIIRY MLE Y —LRSH%IC
B - BOES S TER Ui, ZDBE. 21 >WTHTE. B, iR, BEBLOEE L
GOEEEZME L/, £io. INSOBEB L UMW Ol B BB, BEbid L Uik

_7_



WWEWTHREZRDABRE (. B) B10%FL=) Lo, BERBIOBER AT T T
ﬁ'@%tfﬁﬁbkoﬂﬁﬁﬁiv?%ﬁ§ﬁ®:né®%ﬁ(%\%%%<)m\ﬁ
BT 74 IR EL, N2 bFV ) U — T4 Y Vi aiT - TRIBHE IR

(X ARSAN

BREABRCRENRDONHE (B, FE. B8 @&, zoftio

2,6-DCT HEBFICOVWTOREEEM L7z, 0. SRE 2L (HMWES: MX01007,
MX01008). 30 mg/kg #R5E 3 It (B4 &ES: MX02004. MX02012. MX02013) : 100
mg/kg HREHIL (HHHES: MX03002. MX03003. MX03005). 300 mg/kg $5FE 3L
(B ¥ &S : MX04001. MX04006. MX04010). 1000 mg/kg #HE5&H I (MBS
MX05002. MX05005. MX05010) DOEf@ic>\T. PASHEBEEIT -/,

0. MEFHIRE

2FNOVT, HRICETI D, Ry MNLVE S — VKRBT TIREIB% AL O EDTA %
PLBEEHI & LT L. LITOEBIZDWTRE L2,

15 H  F B M O &

FRImEkE (RBC) BE (BB Coulter Counter Model S-
. PLUS IV (a-Mj-1b7hnzyztd)

EMW&(W@ HE (BSUEnb 7

MmeEReE HE (BEEEE) ”

$ﬁfﬂﬁ@ﬁ(mw HE (BXUEdE) 7

/MR B (BXUEHRE) "

e h7 )y ME (Ht) #TE (0. 001 XRBCXMCV)

EigprmEkmeERE MCH) & (1000xHb, RBC) —

-

SEERIMBR B EE  (MCHC)
[MBk5 %

nTﬁ (100 XHb/Ht)
RE GRRMBHER,
Wright-Giemsa %)

FEE A

[IF

N MEEALFRIRE

2PNV T, MERFHIRED I DDORIMICT | ke E. A/ U 2PUEHER & U TRIM

L. MmiFZ58 L TROIEEICOWTREZT -7

1 B Ml E & £ H B &
REOBE B Ly & B REAFEE B S EE
, COBAS- FARA (& =)
TINT I ViBE BCG& "
@325 o—)L#E COD-DADS % "
7 RO RERE Pha%+-t - GGPDH & ”
RREREE BI) YL 7—+-6L.0H &% 7
A2 Jaffe ¥ ‘ ”
TN 743779 -tiE w7z bu7 o) R E ”
GOT&EH SSCC#& ”
GPTiEE SSCCi# “
BEVILE VEBE EIbEY a2 49b § V1)-X ”
H Iy LBE OCPC# ) 7
WY BE ) 77 UBERERE "

*8__



1" H W o & £ B ® &

vy —GT P&l v =TV h-3- Ay -4- HEOARELEB ST EE
;m Iy BEEE COBAS- FARA (m¥a)

FhU T LBE A * L ERE 2EHEEREEE BA0S (ARD

AU LRE A A BRRE ”

EREE 4 4 v EBRE ”

A/GH HE

b) tEENM)

RE L 72h3o3i U W IZIEIR25 B BT, e L/cEIRME 4 HiZ, 2hEhRy
hNIVES =L LTl - BEESH. gL, & - REOWThOFIcEVTH
MBELOFEEREH L, IRRIIEEEME T CHRIRRGARE R &, 77 VIRICEE
LTRE L. FEIKOWTIR Salewski &% ZIGH L TERE 2 3B L TERKZHER
L. BRR [ (BERE/EREFE X100 ] 2HH Uiz, o, BiR. S X OBR
DEBEZ2FICOVTRAE L. CNODFEB IO, L. B, 3%, Bk, 75
BLUFRICEWTEELRD7.HE (Wi, B 210%+kL<) VicBEE L THRELS
MEBLLURSHBHO N oDHE (. BZR) &, BRI ->TI5 74 1)
FELARMYY v —IF D VREET > TRBABENREEERK L0, REH
BRICEENZD OoNHE (B, FE. MEs LR . 2otho 2,6-DCT #
SEIOVWTOREEZEM U, /o, REFIOIRIZOWTIE, RIBMEBFENIRE T
27, WE, MRE 1L (HMES: FB01001). 30 ng/kg HREH 1 (HHES:
FB02001)+ 100 mg/ke #58E 1L (E)&FS: FB03002). 300 mg/kg f¥5E 3L (FHHE
S : FB04002. FB04006. FB04013). 1000 mg/kg 5B 4 IT (B &ES: FB05001.
FB05003. FBO5007. FB05007) DEERIZ>\W\T. 0il red 0 %47 - 72,

2) ER

A ERH

WE 0 HICERYK (EER+ETR) 28~ SR [ERKBEFREH X 100] 5
JOERMER [(HEARYEREH X 100] E2RkD1, . EROAREEOH
BB LOMERIER~N, ERROM [ RE, HEARE) X 100] 2EH L,

B. JECIR%K

RURBZEEAFE~N, HER [((HEERK ERH) x 100] BLUHEREER
[(WE 4 HOERE WE 0 HOERE) X 100] 2R, LRI L, Bks Lo

—g9-



BRERDHBEZRELE, =5/ —ICEE L TRE L.

C. hE

W 0 BB kT4 BT | AT CHEERIICAE (litter @) 2ME L. [litterBE/
RIERE] &IV TRDI,

D. % _
WE 4 BIC2flE T —F VBRAICI ORI, #RL7c, WS XUCEEROBEIR.
—RFELTHHEL, BEIE 0% VICEELTREL. A—ARI13. HZE
iCxg ) —IVcEE L THRE LTS

6. #hEtiRir

RER, ZEREICHEROTERERFHEEIC OV TR YatessDREEZEL x* &
EY 24T - 1o, RIEBASFAIREBEZRICOWVTIE, Mann-WhitneyD UREY ik b, Fz.
B/ L — NO&EHEIL Fisher OEEMRORABREICE D, WRELE 2,6-)CT &5
HOZIIDWTRE L, Z20MDT~NTOF -4 (RBRETF—5%2KR<) 3. BEIL
KB OSh DBV LETEDOFEEE | AL LT, 5£7. Bartlett k> itk D&
HOSYO—REICOVWTIRE LTz, ZORER, SN —RKE ShBaIcild, —nk
BEOSHANT ETV. BEICHBEELRD SN/BEITE Dunnett %S 30 i
Scheffée " ZHWTHEEE L 2,6-D0T RBEH L OFEEDEZDOREEIT> 7. &
B —B T - 72 3BA 13 Kruskal-Wallis OIEMRE®D 2170, HEICHEE®NR
BHOoNFFEITKREEE 2,6-D0T FHEEHLDOEICO>WVWT Dunnett H® S50 3
RMHéﬂ”mﬁﬁ%ﬁotoﬁ%*ﬁm\Fer®E%%$®HMﬁﬁm5%&
L. Zoftiid, 5%BXT1%E LT,



C & X1

(EFHEYICRE T B OBIEZIREFITR L,

¢ 2, 6-DCT
#E58& (mg/ke)

0 30 100 300 1000
CEREYE (RS 13 13 13 13 13
SEARUBME 0000 o 0 o 0 o
e 2 o o 4 2
EEEE 0 U 13 138 9 1
e S nooo13 120 9 o1
LERATC LB o o o 1 2

Y REHERAER - BY (EMES: FB030ID BRA LT

[. Rig#%5EE R
1. —#%IREE (Tables 1. 2; Appendices 1-1~2-5)
1) RTEY)
ML BT, WTNORGEICHRTEMIIRD S ldh -7,

2) £EEY

HETIE. 300 mg/kg BEEICH WV TREHIRIMGIC B RESE/D 1 T, 1000 mg/kg
BREHTR, RE5HMZE U CHRERRDN 9 i, RS HHMMEICEEMLIA 2 PTic,
FLRAS 1 LB S N7z, T, 1000 mg/kg HBSEHTH VT HREBRDN I SHIR
A18 U TRHNC, H SR BB ASI0T, KIRAS 6 UL, EAS | ILICEES N,
CNoDERIT, HHEE BICBHOREETICIIMER LI, E/-, S HIT 300 mg/ke
UEDOHSBHTR, #E5HHEZE L TRFERII—BEOHEENER I N, 1000 ng/kg
BREETR, BEEIM OREZETEMOHRRE I N,

SEROEY TR, HIES L OHEITHEZ RS TOEEN 300 HXU 1000 mg/kg
BEBROK | TIBD S,



2. k&E
1) # (Figure 1; Tables 3. 4; Appendices 3-1~4-5)

ERMEIZ >V T, 30 mg/ke BEBETIREFISH, 300 ng/kg HEEBETIHIES5, 22,
29% £ TUI6H 1000 ng/ke HESBETEHRTIS, 22, 29, BB LVURHE (BKEESH)
SHBRREE Wt L THE (p<0. 05, p<0.01) AISIEER Lz

BMEIZOWTIE, 30 mg/kg BEHTRBEESHEBEAN 5158, 300 ng/keg ?ﬁb}ﬁi’c
REE5EIEE D 515, 22, 298 K UB6H £ Ty 1000 ng/kg EESHTIIESIMEENS 8.
15, 22, 29, 3b6HBLV42H FTOEMBI WAL LB LTHERE (p<0. 054 p<0.01) 1z
flxnt,

100 mg/kg #E5FF T3, EllESL L CEMBIHHFNEEZIIRAD ohidr -7,

2) #E (Figure 2)

(1) AT (Tables 5. 6; Appendices 5-1~6-5)

FERMEICOWTIE, 30 mg/kg BEETREZEILROEENRE L KB L THEE (<
0.05) 7{EMHEZR L7

BEINEIC>WTid. 30 BXU 1000 mg/kg BESHTIREGHKAN O 15H £ TOREM
BOEE (0<0.0D) il nrc, LU, 30~300 mg/kg BEHTRIABIKTFE LK
{LiIZZED SIS -7,

100 BT 300 mg/kg #&EHTIE. ERliEL LCREMBICHTFNARERED SN

-7,

(2) {E4RHA (Tables 7. 8; Appendices 7-1~8-5)

EHIEIZOWTIE, 1000 mg/kg BEFICHWT, HR208 OFESHREF LR LT
BHE (0<0.05) 73BEER L7

BMEIC DWW T 30 mg/kg HEBTIIERO BN SI4AHE T, 1000 mg/kg REEHT
2R 0 B 5146 L U208 £ TORMENTBEE HELTHEE (p<0.05, p<0.01) i
MElxntc, Ly 30~300 mg/kg BESHTIRARIKE LLELIEED oS -1

100 H&L U 300 mg/kg HEEHTIZ. ERES I TEMBIHEFFNAFEZRED SN

A A iR



(3) WEH (Tables 9. 10; Appendices 9-1~10-5)

1000 mg/kg HEBFHICBVW T, WH 0~ 4 HOEMEIKMHERLED Shh, O
FROREBITEVT b AES L CHERINEICIIIBE L ORICHE e LR
&béﬂf&bjof:o

3. BEE
1) # (Figure 3; Table 11; Appendices 11-1~11-5)
WTFNOERSEICTEWTH, BERICIIXREEE OMICKITENEEREZIED S NEM

'Of:o

2) Ht (Figure 4)

(1) zXEcH] (Table 12; Appendices 12-1~12-5)

30 mg/kg TEFETIIHRS 8 ~158. 1000 mg/kg BEHTEKRE 1 ~8HHB LU 8~I15
HOBEENRE LB L THEE (p<0. 05, p<0. 0D SEEERLZZ, 100 LT 300
mg/kg HEEETIE. BEHBICIIMEE - OMICHEENEREZRBD ONLEN -7,

(2) tE4RHA (Table 13; Appendices 13-1~13-5)

1000 mg/kg HEBICENWT, HIR0~T HE XU T ~14H DEEENITIREL & LLEL L
THE (0<0.05) 7{EMEERLIZ, 300 mg/kg LITOHREGETId. BEEICIINEELD
MICiRETERIBREZRBRD SNl -7,

(3) WEEA (Table 14; Appendices 14-1~14-5)
WENDREFFICE W TS, BERICITHRE S OMICHITENEERZERD ONEH,

-7
4. FR#RERR (Table 15; Appendices 15-1~15-5)

BRIRDVATRET & - 72 BT, WINOBREFITBWTH 2,6-ICT offEicER L7
EEZSNAEIFERD SNIEM - T,



5. MEHEFRERR
A) I
(1) MiEEERAERTE (Table 16; Appendices 16-1~16-5)
ﬁﬁﬁc;é@ LT3, FERMmRMmEREEMN 30 ng/kg REFHTIIHBELERLTE
B (p<0.01) 1HD Ly 300 ng/kg HEBTIEE (0<0.05) KK LR L1,
BB L Tid. BIMBkEA2, 6-DCT SHREEHITHEVTHE (0. 05, p<0.01) i:ifaﬁ
B Uteht, BT IIXIREE & ORICHET 2 ICEEE ZRY S hish -7,
M/MREIC DXTIREFE 2, 6-DCTRIRSE & OMICHETENEEZRBD SNEH - 1,

(2) MikEAL#HBREFE (Table 17; Appendices 17-1~17-5)

TT I BEN 300 ng/kell EOREETER L, 1000 ng/ke 5B BV TR
HLOMITEEZ (0<0.01) D50, A/G i, 100 BXU300 ng/kg HEEICHL
TXBEE LB L THEE (p<0.05, p<0.01) It kR L7, 7Iba—REEIZ. 300 ng/kg
ULOBESEIZEVWTHE (p<0. 05, p<0.01) @b L,

1) T LBEE. 305 300 BXU 1000 mg/kg BEFTBEWTHEE (p<0. 054 p<0.01)
ICER U7, #Y VBRI, 30 ng/ks REBTHE (p<0.05) 1<Ezb L. 1000 mg/ke
‘5 TIIFE (0<0.0D K EH L

REORE. RREREE. /VT7F=VBE, RaLXTo—VEE, BREYILEY
BE., MU LBE, BREE. AVYOLBE, TLUAY 7+ A7 75 —EiER,
GPTiEM. GOTEM. v-GTPEMICIE. XHEfE 2,6-D0T SEE & Okt
FHRBEEEIRDONIEMh -7,

(3) HkeEr R (Table 18; Appendices 18-1~18-5)

FFgTid. BAB L O/ NEROIFRILA 1000 mg/kg HEED 1 ILic, BHBE 3k
EOR PR XWBE B LT 30 ng/kg REHR IE., 100 XY 300 ng/kg HREFS
1 EiZBH S5 Nt, ZDEMT, 30 ng/kg I5HTIRBIRORERE(N 1 I, FORE
B2 I, IREHEOREESA 1 LT, 1000 ng/kg HEBTIRAHICBEEDB JUHE
B/NEIEN 1 TLIZRD bt



(4) Z&SEHEE (Table 19; Appendices 19-1~19-5)

FFBO LR EED 1000 ng/kg REEICHWT, BROMAEMA 300 ng/kg Pl LD
HMERIIBWT, ZhPRNREE B L TEE (p<0. 05, p<0.01) 7EEER LI, &
fo KR LAOEFEED 1000 ng/kg BEFTBEVWTHER (0<0.01) EMEZR Lich,
HAKB(EIC 14, SR E ORCERE IR ST ZOMOEEIH. HERE
2,6-DCT &HEEEE ORICHREIED SNILh T2 |

fods. BIRESKEN, 1000 ng/kg RSBV THERE HE L TER (0<0.0D) X
EAEER Lo,

(5) RIBMESZMRERR (Table 20; Appendices 20-1~20-5)

BEHREICBI 5BERRZUTICIRT,

(BB

Eosinophilic body (photos 1. 2) A XJH&HE¥ 6 UL, 30 mg/ke 5EETIL, 100 ng/kg %
BEEPT, 300 B&LT 1000 mg/kg HEHKLHFIRD SN 100 mg/kg KL EOHBEET
3. ZOREL I UCHENBE L B L TEE (0<0. 05, p<0.0D) icH#sgs i, 35
2 BT AL EEE, 30 BX O 300 mg/kg #HE5EE 1L, 1000 mg/kg HE58 2 PLic,
FBRARDOMEA 30 BL U 100 ng/kg REEE 1 0L, 1000 ng/ke HREH 2ILITEDH SN
teo INHDI B, XHREF2 I, 2,6-DCT REHE IMITO>WTPASEBETERL /K
B HFHEREHERIEZR L. eosinophilic body ¥ K OFRELR D A IIBHERIGE R
Mo te, o, RECHEEMRME NS REE 9T, 30 mg/kg HE5H TP, 100
mg/kg 5B 9L, 300 mg/kg RE5EE T, 1000 mg/kg FSEEIITIC, FE~DY /¥
BRIz R 3 ITy 30 mg/kg $REEE 3PT, 300 meg/kg REEE TIL, 1000 mg/kg H58
1IEIC@ED o fens, SBEEE 2, 6-I0T RGHLOMICEEL IVHEEOZRED S
N -te, £DREMNT, BEICILELRED 100 ng/ke %58 1 LT, FRBMEOLRMEL
ASOTHREE | PLIZERY ot

CFFRRO

INEFRLHEDOFRIDIEA (photos 3. 4) A% 300 mg/kg 58 4 P, 1000 mg/kg
REHIILISGEED o, MRS TIIRE S R L T2 ORBFEEICHFEE (0<0.05)
MBHoNI, TNHDH B, 300 ng/kg 5 1T, 1000 mg/kg %58 5 ILCIHIEX
DREEMRC . 1000 mg/kg HEHTIE. TOEENEE (00.01) I ni, 35



2y FFRBIANIER L7l 5 B, 300 mg/kg 158 1 BB KT 1000 mg/kg #HERES PLic
BEHD NI CBRESRD A5 AREHHED SN, 1000 ng/ke BEBTIE. HEE
EHBILCZ ORBUEEICEES (<0.05) NRHSNF. £, PIREBEOIEED
B & OVNASEIEASRBIICIR SN, RREEE 2 6-DCT BH5E L ORI
B& UBEDERED S bt TORMC. BEHEEN 1000 ng/ke H58E | L,
RS ORI A SHERES £ O 300 ng/kg BEBOS | FLIBb bhic,
8L & O BL )

FRIEMEDHEHE DFEFED 100 ng/ke &5 1 I, 300 mg/kg &5 2 L. 1000 mg/kg
B BE 4 TITER S, 1000 ng/ke ESBITIR. SHIRBEL Hit LT 2 ORIBEEICHE
2 (p<0.05) ABRBSNF, RSO B, 1000 ng/ke BEED 3 ILITKE HEOER
PICHIFRB AR S te, $7, SIHBEB LT 1000 ng/ke BEBES | FCORE HiAI
WTAEED LUREAD Y o BREBEAERD S i,

1))

BAGEIS L R EROLENTRRES L 1000 ng/ke BEHOLFIED Shi
2, FEEICEES X CEEOEIRD SNEM -1,

)

BRI D LB M S IR & OF 1000 ng/ke E5EES 1 LIz, MDA 1000 mg/kg
BE LI 607,

(s

HMLASTTBREED 1 PE. 1000 ng/ke & 5B 2 ILICRwb S iz,

(B B & BERE)

SHRBEB KO0 1000 ng/ke BEBHCEBRABD SNEh 72,

B) Kt

(1) #kaprR (Table 21; Appendices 21-1~21-5)

BT, Belkd 50 3EESA 1000 ng/kg HREEICE 1T, BHBE/IKRED
HIAY 30 mg/kg 58 1 LB KT 300 mg/kg 5B 2 ILICEBD o/, BRTII, #E
{bA% 30, 300 HL T 1000 mg/kg ¥HERFK 1 LI, %ﬁfé@f\@/ﬂ:b“ 1000 mg/kg 58
1EiZEED Stz BRTIE NEMEAY 300 mg/kg #2582 IL, 1000 mg/kg R 5EF 4 L
I, FREEDIHEEEL KU 30 ng/kg HEBE 2T, 1000 ng/kg 58 1 LIEEDH L0



fzo CHSDIFHAIT, 1000 mg/kg BEE TR, BBO/NE LA 1 T, FHOBREESE X
CEBERL S CITHRY v/ EEAN LI, §iEd 5 WIIRE ORI EANE 1 LI
T |

(2) %E’éﬁ (Tables 22-1. 22-2; Appendices 22-1~22-5) |
FBE L UBBOLAEED 1000 ng/kg HEHITBVT, ENTOUNRELLERLT
BE (p<0.05, p<0.01) EEERLI, 7. MIROEEES JUHMAEED 300 &
KT 1000 mg/kg FWEBICBVTEMEERLAA, WRHELOMICERZRED 0N
270
FFE s L OLERIEC L BEY TR, FROMEEEN 1000 ng/ks HREHIC
B OHER 2R L,

(3) FRIEEMAEEFEHIATR (Table 23; Appendices 23-1~23-5)

BREBEBICBI BEMRZLUTICRT,

(B e

IALFRAE DZEfaZ M (photo 5y 6) A% 300 mg/kg #%5#F 1 VL, 1000 mg/kg #5583
PTicEBod 53, 300 mg/kg #HBEEE 1 LB LU 1000 mg/kg #5582 LT3, JAKIFH 2 SEK
ICERREENRD SNz, — . EARME ICIEEES 30 mg/kg HBE5EE 2L, 100
mg/kg 5B L UL, 300 mg/kg $H5E 3T, 1000 mg/kg BG4 ILICED 541, 1000
mg/kg ST, WRH L ER L T2 ORBTERICTHEEE (p<0.05) »B»ohr,
NoDI3H, 300 ng/kg HLEED 2T, OB LKL TEIEOBAEHh -1, &
Ktk 3 & URERRE DM SNFFNIZOWT, oil red 0 Befar i LIER, &=
fZEMEEEZ SN IRE DZERIIBHRIGE RIS - 1ehs, IBEMREEZL ohicdE

LIRS PBERIGER Ui, Eio, HFEEMERMENSTREEL I, 30 ng/ke 58
| 20T, 100 mg/kg HSEE4UT, 300 ng/kg B 5 I, 1000 ng/kg 5B 3 ILICED
niehd STREEE 2,6-00T SBEHLOMIEEBIVHEEOZRED SO -1,
INSDEMT, FEANDY VR E X REE [ L, 300 mg/kg 58 2 [T, 1000
mg/kg $/E5EF | VU, BEE X (IFLERMICSLE L E X RE B K O 1000 ng/kg H5HE 1 IT,
FREMEDRME(LAY 30 mg/kg FR5EE 1 UL, FLEHARICEERIAY 100 mg/kg 58 1 ILiZiR%
L7,



CBFRED

INEROEDIFOIEARS 100 ng/kg #E5EF 1 PL. 300 ng/kg #5586 VL. 1000
ng/ke BEEAFICRD S, 300 ng/ke BLEDREETIE, SIREEE it LTz ORH
%EE&:’%E% (p<0.05) FED O, TNHD DB, 300 mg/kg FE5EE 2 VL. 1000
ng/ke $X5E T IETIRIEADRESHC . 1000 ng/ke 5T, B L T2
OERENHE (0.0 BRI Ni, Fio, PIREBROFMIDIST LSRR 7 IT,
30 mg/kg HEEFI2DL, 100 mg/kg #EHE1IIT, 300 mg/kg £5-8¥ 6 VL. 1000 mg/kg &5
BAmic, DNAFESEELIL, 30 mg/ke REFI0T, 100 ng/ke HRE5H 6 IT,
300 mg/kg HHSEE120C, 1000 mg/kg SEI2ILIZERD Hh., MO IEH LOFRIEELERE
2 30 mg/kg FBEBICHVWTHERE (p<0.05) <ML, /NAFEOREEES 100 ng/ke
BEFHICBVWTHEE (0<0.05) @b Lichd, ThonZE iz, BRIKFENLSE TS
Moo TDEMI. HIMZERE - 7 REHEFASTRE B L O 1000 ng/kg FS5E& 1L,
WREO RS DIEE SRR 1 L. BREMEORRMELA 1000 mg/kg 58 1 ILiI@H S
7o

(R

HAEMB X BEEROLEEN 2R ohi, #AEMIZ. MREEHE LT
2,6-DCT B EEICEEOBRWINED S/ad, ZORELXCHEEICIHL M EEITR
Hond| BEEROLEIX. 1000 ng/kg KBEGHTHEE & HE L TREOMVWINS
(RO SN, MBS 300 mg/kg LITOREH L ORICEEOEZIZRD oidh -
72

CHgfR)

EMENITIEEE 1 IE. 30 ng/kg HSEF4UC, 100 ng/kg HEH 1L, 300 BLU
1000 mg/kg HERK 5 ILICED S, 300 HLT 1000 ng/kg BT REE & ik
LTREESIUHEENEMNT 2E@MNBD o, £0ORMI, HIMASTREE 4 T, 30
mg/kg $#5EE3VE, 1000 mg/kg $5E 5 MIC@ED SN, 100 BLT 300 ng/kg BEFHT
BHEMAED 5NN -7 2 EM S, ZORBUEEICHBEE HE L THEEZE (0<0.05)
WED SNz, HIMOEEDPPE 30 ng/ks HEEOD | FITRAKMIADOMREEDE
RN RD 617,

(RIE

IO R DBFEATIREE D | FLIZFRD b7,



(L. BERE. B

MERBER LT 1000 ng/kg HEBICERRBD ShEh 1,

(IR |

TREEF) CRiBEEE 2 PT, 300 mg/ke #2584 PT, 1000 mg/kg B5EE2 VL) OUIRTIE,
%Om&!&%ﬁl@ﬂ%ﬁ%@@%mﬁ%béﬂto

I. EEREEH

1. HEFHRERR
1) KEeREE (Table 24; Appendices 24-1~24-5)

RERIE, TXTOEHTIO %2R LI, ZHERIZ, 300 mg/kg EHTHTETLR
D, AREENLBENRTIIEL . MEEEOMICEEZLRD SN -1, Fel FHE
BtE SRR E TR E L e BB L U2 oIz LB OB I b, XEEE s
2,6-DCT R EHLEOBICARZIRD NI -1,

2) ok X UITHEIREE
SEIREDERBENERETH - 7B Coffg#E : 1 VT, 30 ng/kg #5538 : 2T, 100
mg/kg #5HE : 3L, 300 mg/kg #5EE : 2 PC, 1000 mg/kg #58f : 200) . ®HES
BIZEE I NN - T, Eio, BEERBENTEE - 2BYNCBE L TiE. 1000 ng/kg #
58O 1L (&S :FB05012) ICHER TROBERICRERDIECHHR I NI,
HEREEICRI L Tidy 300 mg/kg 58D 1 It (B)EFS FB04006) \HE 1 Ho O
BTE (ROEK., B3 2R3, ZOEREBENICHAOIENEL, Fhey r—Y
RICHELL . BREETHRDH SN, WE 3 HE TITTNTHNET L, FEOMO 1T
(&S FB04013) DERGLHE 3 BICBEROFAITENLEC, AREETHRD SN
fel, WELBETERLG

1000 mg/kg HE5BETIZ. 1L (B#F S :FB05009) AHE 2 B KU 3 HICHETEH
(RDOEIR) ZRxd. ZOERRIBEAICIHOIPENEL ., el F—VRICEELL T
Wed', BB A HETERFE L, REOHD 1L (EHES: FB05002) 3. WH 1 HE
T R TOERNET L,

100 mg/kg UTFO®RERH TR, HHREBICEEIRD OGN -7,



3) HERE IR (Table 25; Appendices 25-1~25-5)

HEERIE, 1000 ng/kg BEBHCBWTHEFEMAT Lchs, BB E ORICERER
BHLNF, 300 ng/kg LIFORSBETIZI0 %%% Lz,

RIS DV TIE. 1000 mg/kg BESEED 1 I (B4 :FB05012) 1 IEIREIRIDIE
B (UEM) HRBEniA, MBS 2 6-000 BRGEL OEICEEELED Hh
AROR il

4) BEH. BREB I UERE (Table 25; Appendices 25-1~25-5)

BAHICIE, BEE 2,6-)(T FREHLOMTHERZRAD LN -1,

1000 mg/kg HEHICEH VT, BEREVE L CET LAEA 2T @EHES: FB05002
BERE 2. FBOS012 IIBRE 3) B onfcl &ick b, BIEHYOEREE LUERR
PETEEZR L, ST EORICEREZRBED S lid -1,

2. ERFR
1) A&7 (Table 25; Appendices 25-1~25-5)

300 mg/ke REHTIZ, WH 4 HOERE, FrEREFRN, 1000 ng/kg HEFH T
ERE, oR, HELRE, ARMER, HER, HEH 4 HOARBEG LUOHMERER
FMETHEREZR L7, WRE & OMICHIFENAERZRBY onish - 7o, i
WTHXRE L ORI THREZRBAD S0 -7

LI, ME 4 HETORTREER L

2, 6-DCT
58 (ng/kg)
0 30 100 300 1000
WEO0H 1 [1] 2 [ 2] 3[1] 2 [1] 2 [ 2]
WE1R 1ry oro0l or0l 2020 11(3)
wE2H oCo0 101 403 10020 308
WEIE ol0] oCo0l 1ry 63 0ro)
WE4E  0[0] oC0] oCo0] 101l  oCo0]
a3 2 [2] 3 [ 3] 8 [ 5] 21 [ 3] 22 [ 5]

[ AR, EEETRT,



2) {kE (Table 26; Appendices 26-1~26-5)
1000 mg/kg FHEEHICBWT., WH 4 HOGKEMNTH & HITBETHEEZR Lich, R
2L OBICEEERED ONE D -,

3) J4E (Tables 27. 28)
HEHOEFERIAZRFTLIEDOoNT, HEHEL4BICE T 3ERDEIKRTL, AXB
Y OPBICRE RS SN - Tee Eio. BEAETS - 2RI bEERBHOH

-T2,



[ % £ 1

2,6-DCT @ 0. 30. 100« 300 & 3\ i3 1000 mg/kg % Sprague-Dawl ey % (Crj:
(D) 5 kI ARG 2 BRI & OACRCAIR 2 ERIAE L TROES L. & SiclT
AT T % 2 B T RN L T A 3 B £ TR A L .
SR B RER S E IS & UF DATRREN T 5 IRIEHRIEDSE - RECRIZS
B I OWTRET L,

1. Rifgs5EH

MRS BT, 1000 mg/kg ZEEICHEWT, BREBRD. B EOEBMEOET
M, IOIHTIRERBOEEIN/, 2,6-DT OBEAFRTH 5 Ml i, PRI
W AMEHEREZRLTWSY J&ho, ERROZE/Lid, 2,6-DCT DfSIcER L &1L
EEZOND, 51T, D 300 mg/kg REBICHVWTH, |LDATH>cNHSE
EHEEDNEEI N, 1000 ng/kg HEBHICHEIN-BREGHHED LABOENTH
O, Ffz. 100 ng/kg LITOREH CREAREHHDORIBHONTO NI LML, IO
b, BETIIHBN 2,6-)T BREICER L. bDEEZ OIS, Wk, HifEE HI
300 mg/kg Y LOREBRTHENEEI NN, —BEOETHD, 12, BEBEANIC
REEZTTEORDONTVWE I ED S, BHEFIERIIDE L 2, 6-DCT OFIBEMEIC
XBrbDEEZOLNS,

FEICBE LT, ETRESHEE, S ORMES. 300 ng/kg 5 TIRIRSI6ELIE
36H £ T, 1000 mg/kg REEETIIHRSG 8 BLMA2E £ T ZThE Mk L CHRICHNG
INtze —A. 30 ng/kg HEFHTIIREHED S15HOBMEVERIEEZ R L2
—BHEZELTH D, 100 ng/kg HEHTROLTIOBHIC P EREEZFEDSATHIL
CEMNDS 30 mg/kg BREHTRDoNAELIL. BRENLIDOEEZIONS, TR, #
S48 U CHES AREFEORFKRIIED ol - 72N 1000 ng/kg HBEFITHL
T, BRI ERHOEMENERICIF SN, BERICO VT, ETIRESHIE
{LIREH SN - 7eht, TR, FERINRICIRITHE L TETERZR LT,

REHEREICB W T, T, FBOEEFEDS 1000 ng/kg HREHICBWTHEIIE
MUtz FFBOMERHR R TIE. 300 mg/kg LI LOBRGET/NER LD IFHFADIEAD 3
BSEESERICHML, 512, EfRNA N TIE. FHEEORD A5 AREME S



AHoNT, —MRIC, BOH T AREHRE., EYRBWENFTEINIRICBEINSGE
{ETHO., 2,6-0CT H#GICIOFEHIN-EYNRBBRITER L ELEEZ oM S, &
7oy BHOHAERED 300 ng/ks D EORSHCERICHMN L, HHFTR T, eosino-
philic body DEEHB IUHEED 100 ng/kg VI LOREEICEWTERICHEM U,
Tids H?Hﬁ@l:tﬁ:iﬁébi‘ 1000 mg/kg REFICBVTHRICHML ., MAFR TR, IE
DRI DIE R DRIBEEEA 300 mg/kg D LOBRSHTHEEICHEM L 2. BROLL
{REMEA 1000 ng/kg HREFHTHERIEML.. ABMR TR, EARBEE ICERZEHEN
300 mg/kg LI EDOREB TR LN, TNHDIEMI, HED 300 ng/kg U EOBRSEE
KHBWTHIREENME T ERIZR L. B R T HER L7 flORED X USEN EIME
mZER L7, 1000 mg/kg HGH TR, BRBICEBEBEBROUEDOEEDORWFINENT 5
HRIZR L7, 788, 1000 mg/kg HESEOHEIZE W T, BEMEOHEHEDOEHENED S
NIFIPNERICEM LA, BEICERZRZEDoNTWEEWI S, ZOoRLIZEARRE
BN LIELIZRD SN BE(TH B &0 6, 2,6-DCT BEICER L 2B TV EE
Zohb,

HEOMEELFRIRE TR, 7V —XBEDOR/DA 300 ng/kg DI EOBSETRD
Litz, 300 mg/kg LI LOMEE T, AEOHEMME. FEENZEDSNTHE I &N
5. 2,6-DCT REDOEEERRT 2E/LEEX SNB, £/, 300 mg/ke KL EOBRERT
B7NV7IVBENER 3.1 g/dl) Lich, BEABREICEE LIRS SNT. Fik.
IEFEOEBFHA (&% 6 HFERBROXBEFOFIHE: 2.8~3.1 ¢/dl) b &h
5. CORLRERNL LD EEZ SN, BHEFHNERIVDBVEEZI SN S, HOIMK
FHIRETIE. 2,6-DCT KEGEICBLWTHMBKENBD (5700~6400/mn®) Lich. B
SHICREMEROONT. ARBIEELALETHEL, 35, EREOLHEAEN
(#% 6 SrEFHROMREOLEE: 5700~11600/m®) b5 Lo, BRUELEE
Zonhb,

PEDZ &S, TR, 2,6-DCT @ 300 ng/kg YL EDHRER, BEHETZEDOH
EIMBHERZREE L, AEENS LUFRICEEERIET HDOEEZ SN, 100 ng/kg L
LORETEBRICHEEERIZT HOEEL OND, —H. BT, 1000 ng/kg DRET
EEHE NS EOPRRKIMEEREEE L. o, AESNB L CEERICHEELRIT L.
I 54T, 300 mg/kg LI EOBRES TR, BEE L URBICEEERIZTLOEEZ SN B,



2. AEFESEEMN
RRHEN B & OZREEIC 2 6-D0T 50 EEIIRD SNEA 720 300 ng/ke 1
5#0 1, 1000 ng/kg 5O 2 OB LERIEL LfRBD 5h, ©
UTERL T, 300 ng/kg PIEOBRSHTIIHT RENEML . EROEEMENET L1,
i, REWATELE LIBID > 5. HEREOEEEENTE M -7 1000 ng/kg &
SEO | FIERUR I L L L, EROMOBYIERI~230 1< AT A1
LTWB I EN D, SEBIER. COBMORIEN LI ERE: 3) Th5 & IR
LicMERIBOBERIC L B bDEEZ SN, 2 6-00T HEOHETREVEEL SN 3,
7. 1000 mg/kg REWTIR. BE 4 BOKEIETEEANRD Shicdt, ERO
BEEEE L, WTHRO 2 6-DT BEBEICEVTHEEI N7 LichisT,
2,6-DCT @ 300 ng/kg DA EORE I, BEMOWEREORRIER L CEROER
HICHEEZRIT U, 1000 ng/kg OS5 THEH, #FEHEED SNV 0D, EROE

BIiBRERHELRIETHOEEZI LN,

3. mreR

YU EDOBEN S ARREHT T, 2,6-0CT ORERESHERICHT 2\BEEE L.
iz U Tids 100 mg/kg I EOHEGEHICBWTERICEENRDo NI LMD, 30
mg/kg/day. 2t LTI, 300 mg/kg LI LOREETIHE. S X CRRICEENER
HDof I EMND, 100 ng/kg/day EHEEIND, —FH. EHEFREFHICET 2 BREER
(Fs HE L Tid, 1000 ng/kg £ TORE TRERRBOoNLEh -2 &6, 1000
mg/kg/day. HEITXF L T3, 300 mg/kg DL EDHEESH THEREOARICL DERDALE
MAMET LicZ &5, 100 mg/kg/day. EEVRICK L Tid. 1000 mg/kg HREBHICTH VTR
BIEENRD SN2 &M 6, 300 ng/ke/day EEZ N5,
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2.6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats
* : Significant difference from control, p<0.05
**: Significant difference from control, p<0.01

Body weight gain of Fo males
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Fig. 2

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats
Body weight gain of Fo females

* : Significant difference from control, p<0.05
** : Significant difference from control, p<0.01
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2,6-DCT: combined repeat dose and reproductive/developmental. toxicity screening test in rats
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* : Significant difference from control, p<0.05
**: Significant difference from control, p<0.01
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Table 1

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Clinical signs of F. males

No. of No. of animals showing clinical signs
Clinical signs Group animals ‘
examined 1~7% 8~ 14  15~21  22~28  29~35 36~ 42 43 Total
b .

0 mg/kg 13 0 0 0 0 0 0 0 0
Salivation 30 mg/kg 13 0 0 0 0 0 0 0 0
after dosing 100 mg/kg 13 ] 0 0 0 0 0 0 0
300 mg/kg 13 8 12 12 11 13 13 0 13
1000 mg/kg 13 13 13 13 13 13 13 0 13
0 mg/kg 13 0 0 0 0 0 0 0 0
Decrease in 30 mg/kg 13 0 0 0 0 0 0 0 0
locomotor 100 mg/kg 13 0 0 0 0 0 0 0 0
activity 300 mg/kg 13 1 0 0 0 0 0 0 1
1000 mg/kg 13 4 6 5 5 5 6 6 9
0 mg/kg 13 0 0 0 0 0 0 0 ]
Prone position 30 mg/kg 13 0 0 0 ] 0 0 0 0
100 mg/kg 13 0 0 0 0 0 ] 0 0
300 mg/kg 13 0 0 0 0 0 0 0 0
1000 mg/kg 13 2 0 0 0 0 0 0 2
0 mg/kg 13 o 0 0 0 0 0 0 0
Reddish tear 30 mg/kg 13 0 0 0 0 0 0 0 0
100 mg/kg 13 0 0 0 0 0 0 0 0
300 mg/kg 13 0 0 0 0 0 0 0 0
1000 mg/kg 13 1 a 0 0 0 0 0 1

a: days of treatment
b: vehicle control, corn oil (2 ml/kg)



Table 2

2,6-DCT: combined repeat dose

and reproductive/developmental toxicity screening test in rats

Clinical signs of F, females
No. of No. of animals showing clinical signs
Clinical signs Group animals
ined
examine 1~ 7 8~ 14 15~ 21 22~ 28 29~ 35 36~ 42 43~ Total
b
0 mg/kg 13 0 0 0 0 0 0 0 0
Salivation 30 mg/kg 13 0 0 0 0 0 0 0 0
after dosing 100 mg/kg 13 0 0 0 0 0 0 0 0
300 mg/kg 13 2 9 7 7 8 8 4 13
1000 mg/kg 13 13 13 13 13 13 13 9 13
0 mg/kg 13 0 0 0 0 0 0 0 0
Decrease in 30 mg/kg 13 0 0 0 0 0 0 0 0
locomotor 100 mg/kg 13 0 0 0 0 0 0 0 0
activity 300 mg/kg 13 0 0 0 0 0 0 0 0
1000 mg/kg 13 13 7 6 7 5 5 1 13
0 mg/kg 13 0 0 0 0 0 0 0 0
Incomplete 30 mg/kg 13 0 ] 0 0 ] 0 0 0
eyelid opening 100 mg/kg 13 0 0 0 0 0 0 0 0
300 mg/kg 13 0 0 0 0 0 0 0 0
1000 mg/kg 13 6 1 0 0 0 0 0 6
0 mg/kg 13 0 0 0 0 0 0 0 0
Prone position 30 mg/kg 13 0 0 0 0 0 0 0 0
100 mg/kg 13 0 0 0 0 0 0 4] 0
300 mg/kg 13 0 0 0 0 0 0 0 0
1000 mg/kg 13 10 0 0 0 0 0 0 10

a: days of treatment

b: vehicle control, corn oil (2 ml/kg)



Table 2 {(continued)

2,6-DCT: combined repeat dose and reproductive/develbpmental toxicity screening test in rats

Clinical signs of F, females

No. of No. of animals showing clinical signs
Clinical signs Group animals
examined i~ 7° B~ 14 15~ 21 22~ 28 29~ 35 36~ 42 43~ Total
b
0 mg/kg 13 0 0 0 0 0 0 0 0
Piloerection 30 mg/kg 13 0 0 0 0 0 v} 0 0
100 mg/kg 13 0 0 0 0 0 0 0 0
300 mg/kg 13 0 0 0 0 0 0 0 0
1000 mg/kg 13 1 0 0 0 0 0 0 1
0 mg/kg 13 0 0 0 0 0 0 0 0
Emaciation 30 mg/kg 13 0 0 0 0 0 0 0 0
100 mg/kg 13 0 0 0 0 0 0 0 0
300 mg/kg 13 0 0 0 0 0 1 1 1
1000 myg/kg 13 0 0 0 0 0 1 0 1
0 mg/kg 13 0 0 0 0 0 0 0 0
No retrieving 30 mg/kg 13 0 0 0 0 0 0 0 0
of pups 100 mg/kg 13 0 0 0 0 ] 0 0 0
300 mg/kg 13 0 0 0 0 0 1 0 1
1000 mg/kg 13 0 0 0 0 0 1 0 1

a: days of treatment
b: vehicle control, corn oil (2 ml/kg)



Table 3

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of F. males (g); mean S.D. (N)
Compound 2,6-DCT
Dose group a)
{(mg/kg) 0 30 100 300 1000
Days of treatment
1 (Initial weight) 340.0 & 12.8 13) 332.1 + 12.5 13) "335.9 * 10. 13) 330.6 + 11.5 13) 333.1 + 14.9 13)
8 392.3 *+ 18.2 13) 377.6 + 17.5 13) 383.2 * 18. 13) 374.7 * 16.6 13) 371.7 + 21.5 13)
15 439.0 + 21.6 13) 415.7 * 22. 13) 423.9 * 22. 13) 412.2 *+ 22.6% 13) 404.4 + 27.7% ( 13)
22 467.1 *+ 26.9 13) 444.0 + 27. 13) 448.5 = 26. 13) 435.0 + 24.3% 13) 430.3 * 32.0™ ( 13)
29 500.3 * 28.8 13) 480.4 + 31. 13 477.0 z 31. 13) 466.0 + 27.7% 13) 458.7 + 33.3% ( 13)
36 530.4 * 32.6 13) 507.7 * 34. 13) 502.2 * 33. 13) 495.4 + 33.4% 13) 482.8 * 38.0% ( 13)
42 545.2 * 34.8 13) 521.1 = 38. 13) 518.9 * 35. 13) 510.4 * 36.2 13) 496.5 * 38.8% ( 13)
a): vehicle control, corm oil (2 ml/kg)
* : significant difference from control, p<0.05 (by multiple comparisons)

= : significant difference from control,

p<0.01 (by multiple comparisons)



Table

4

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of F, males (g); mean * S.D. (N)

Compound 2,6-DCT

Dose group a)

(mg/kg) 0 30 100 300 1000

Days of tréatment
1~ 8 52.3 + 6.8 ( 13) 45.5 ¢+ 8.6 13) 47.3 + 9.4 13) 44.1 + 8.1 13) 38.6 + 9.1% ( 13)
1~ 15 99.0 + 11.3 13) 83.6 * 14.2% 13) 88.0 + 15.7 13) 81.6 + 14.3% 13) 71.3 £ 17.5% ( 13)
1~ 22 127.1 ¢ 17.3 ( 13) 111.9 + 17.8 13) 112.6 * 20.5 13) 104.4 * 16.4% 13) 97.2 + 21.3% ( 13)
1~ 29 160.3 + 20.5 ( 13) 148.3 + 21.7 13) 141.1 + 25.8 13) 135.4 * 19.6* 13) 125.6 + 22.0% ( 13)
1~ 36 190.4 * 24.3 ( 13) 175.6 * 24.6 13) 166.4 + 27.9 13) 164.8 * 24.7% 13) 149.7 £ 27.3% ( 13)
1~ 42 205.2 *+ 26.2 ( 13) 189.0 *+ 28.8 13) 183.0 ¢+ 29.9 13) 179.8 £ 27.6 13) 163.4 + 28.5% ( 13)

a): vehicle control, corn oil (2 ml/kg)

*
k=

significant difference from control, p<0.05 (by multiple comparisons)
significant difference from control, p<0.01 (by multiple comparisons)



Table 5
2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo females during premating period {(g); mean * S.D. (N)

Compound 2,6-DCT

Dose group a)

(mg/kg) ‘ . 0 30 100 300 1000
Days of treatment
1 (Initial weight) 226.7 * - 7.7 ( 13) 226.5 ¢ 7.9 ( 13) 226.9 ¢+ 8.7 ( 13) 226.8 ¢+ 7.5 ( 13) 226.7 + 7.5 ( 13}
8 243.8 * 12.6 ( 13) 238.1 * 12.6 ( 13) 246.6 * 14.3 ( 13) 241.0 ¢+ 8.1 ( 13) 236.1 + 10.5 ( 13)
15 263.4 * 16.4 ( 13) 248.4 t.l3.3x (13 261.0 * 17.9 ( 13) 254.7 ¢+ 10.8 ( 13) 249.9 £ 11.5 ( 13)
22 310.5 ( 1) 296.5 ( 2) 282.0 { 2)

a): vehicle control, cornm oil (2 ml/kg)
* : significant difference from control, p<0.05 (by multiple comparisons)



Table 6

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening‘test in

rats

Body weight gain of F, females during premating period (g); mean * S.D. (N)

Compound 2,6-DCT

Dose group a)

(mg/kg) 0 30 100 300 1000

Days of treatment
1~ 8 17.1 ¢+ 9.4 ( 13) 11.5 ¢+ 8.3 ( 13} 19.8 + 8.5 ( 13) 14.3 + 7.2 ( 13) 9.4 + 6.0 ( 13)
1~ 15 36.7 + 12.8 ( 13) 21.9 + 7.6 ( 13) 34.1 * 10.2 ( 13) 27.9 ¢+ 6.2 ( 13) 23.2 + 6.8 ( 13)
1~ 22 80.8 ( 1) 68.9 ( 2) 51.4 ( 2)

a): vehicle control, corn oil (2 ml/kg)

#* : significant difference from control,

p<0.01 (by multiple

comparisons)



Table 7

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of F, females during pregnancy period (g); mean * S.D. (N).

Compound 2,6-DCT
Dose group a)
(mg/kg) 0 30 100 300 1000
Days of pregnancy
0 268.4 * 19.9 ( 11 265.1 * 19.9 ( 13) 272.7 * 19.1 12) 258.4 + 7.3 9) 258.4 + 14.8 11)
7 309.0 = 20.9 ( 11) 298.1 * 19.5 ( 13) 311.4 + 20.2 12) 293.2 + 10.4 9) 291.3 t 15.2 11)
14 ' 351.9 # 31.1 ( 11) 331.4 ¢ 20.5 ( 13) 351.4 + 22.1 12) 326.7 + 8.7 9) 323.4 * 16.0 11)
20 437.5 * 43.6 ( 11) 410.8 * 27.1 ( 13) 437.6 * 31.0 12) 400.0 = 17.7 9) 386.4 = 29.2% 11)

a): vehicle control,

corn oil (2 ml/kg)

* : significant difference from control, p<0.05 (by multiple comparisons)



Table 8

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats
Body weight gain of F, females during pregnancy period (g); mean * S.D. (N)
Compound 2,6-DCT
Dose group a)
(mg/kg) 0 A 30 100 300 1000
Days of pregnancy
0~ 7 40.6 * 7.2 ( 11) 33.0 =+ 8.8 ( 13) 38.7 + 7.1 ( 12) 34.8 ¢+ 6.7 (. 9) 32.9 ¢+ 7.0 ( 11)
0~ 14 83.5 ¢ 16.8 ( 11) 66.3 * 13.1*% ( 13) - 78.6 * 12.8 ( 12) 68.3 ¢+ 7.5 ( 9) 65.0 + 7.1* ( 11)
0~ 20 169.1 + 28.5 ( 11) 145.6 * 17.8 ( 13} 164.9 * 23.1 ( 12) 141.6 * 20.5 ( 9) 128.0 *+ 23.4™ ( 11)
a): vehicle control, corn oil (2 ml/kg)
* : significant difference from control, p<0.05 (by multiple comparisons)

** ;: significant difference from control, p<0.01 (by multiple comparisons)



Table 9
2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of F, females during lactation period (g); mean * S.D. (N)

Compound 2,6-DCT

Dose group

(mg/kg) 0! 30 100 300 1000

Days of lactation
0 322.7-* 39.3 ( 11) 305.9 * 24.2 ( 13) 320.9 + 31.1 ( 12) 291.5 * 30.8 ( 9 296.7 £ 21.9 ( 10)
4 343.4 * 34.2 ( 11) 324.3 * 27.2 ( 13) 344.5 + 27.0 ( 12) 313.1 ¢+ 30.5 ( 8) 306.8 ¢+ 20.2 ( 9)

a): vehicle control, corn oil (2 ml/kg)



Table 10

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of F, females during lactation period (g); mean * S.D. (N)

Compound 2,6-DCT

Dose group a)

(mg/kg) 0 _ 30 100 300 1000
Days of lactation
0~ 4 20.6 * 14.6 ( 11) 18.5 * 16.8 ( 13) 23.6 * 17.0 ( 12) 16.4 + 20.0 ( 8) 11.8-+ 18.

a): vehicle control, corn oil (2 ml/kg)



Table 11

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of F, males (g); mean £ §S.D. (N)

Compound 2,6-DCT

Dose group a)

{mg/kg) o 30 100 300 1000

Days of treatment
1~ 8 204.5 * 18.0 ( 13) 195.5 t 16. 13) 199.5 + 21. 13) 190.9 * 19.9 13) 189.9 * 15. 13)
8~ 15 205.7 * 19.5 ( 13} 192.8 * 16. 13) 201.1 * 19. 13) 193.4 + 21.1 13) 197.0 * 18. 13)
29~ 36 206.3 * 24.6 ( 13) 200.7 * 17. 13) 200.6 * 18. 13) 199.9 + 20.9 13) 208.2 * 25. 13)
36~ 42 173.1 + 21.5 ( 13) 166.7 + 18. 13) 170.3 * 16. 13) 168.3 + 18.2 13) 177.3 % 20. 13)

a): vehicle control, corm o0il (2 ml/kg)



Table 12

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of F, females during premating period (g); mean S.D. (N)
Compound 2,6-DCT
Dose group a)
(mg/kg) 0 30 100 300 1000
Days of treatment
1~ 8 118.3 + 13.4 ( 13) 112.3 ¢+ 9.4 ( 13) 115.4 * 11.2 ( 13) 112.8 + 8.9 ( 13) 93.3 + 8.3¥ ( 13)
8~ 15 124.3 £+ 14.8 ( 13) 110.0 * 9.0*% ( 13) 116.1 £ 14.0 ( 13) 116.8 * 11.6 ( 13) 109.0 = 6.1% (. 13)
a): vehicle control, corn oil (2 ml/kg)
* : significant difference from control, p<0.05 (by multiple comparisons)
= : significant difference from control, p<0.01 (by multiple comparisonas)



Table 13
2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of F. females during pregnancy period (g); mean £ S.D. (N)

Compound 2,6-DCT

Dose group a) : »
(mg/kg) 0 30 100 300 1000

Days of pregnancy
0~ 7 154.4 * 14.4 ( 11) 139.1 ¢ 14.2 ( 13) 148.5 + 13.1 ( 12) 137.5 ¢ 14.3 ( 9 133.1 * 10.5% ( 11)
7~ 14 175.0 =+ 22.1 ( 11) 153.5 + 18.4 ( 13) 164.2 = 14.9 ( 12) 151.6 + 11.9 ( 9 149.1 & 12.4*% ( 1)
14~ 20 157.8 ¢ 23.3 ( 11) 139.5 * 15.3 ( 13) 153.0 * 16.5 ( 12) 139.9 * 12.8 ( 9) 139.8 * 11.7 ( 11)

a): vehicle control, corn oil (2 ml/kg) v
* : significant difference from control, p<0.05 (by multiple comparisons)



Tabhle 14

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of F. females during lactation period (g); mean = S.D. (N)

Compound 2,6-DCT

Dose group a)

(mg/kqg) 0 30 100 300 1000
Days of lactation
0~ 4 126.3 + 15.1 ( 11) 108.6 + 30.4 ( 13) 126.1 + 19.7 ( 12) 105.5 * 41.6 ( 8) 102.4 = 35,

a): vehicle control, corn oil (2 ml/kg)



Table 15

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Urinalysis findings of F» females on day 20 of pregnancy and day 2 of lactation

Compound 2,6-DCT
Dose group a
(mg/kg) 0 30 100 300 1000
Day 20 of No. of animals examined 11 13 12 9 10
pregnancy
pPH 6.0 1 1 2 0 1
6.5 0 0 1 1 0
7.0 6 3 2 2 3
7.5 3 3 6 3 3
8.0 1 5 1 2 2
8.5 0 1 0 1 1
Protein - 4 5 5 6 5
+ 5 2 3 2 3
+ 2 6 4 1 2
Glucose — 11 13 12 9 10
Ketone — 9 12 1 9 10
+ 2 1 1 0 0
+ 0 0 0 0 0
Bilirubin - 9 11 12 9 9
+ 2 2 0 0 1
Occult blood - 1 13 12 9 9
+ 0 0 0 0 1
Urobilinogen + 2 1 1 5 5
+ 9 12 11 4 5
Day 2 of No., of animals examined 10 11 11 5 5
lactation
pH 6.0 3 0 1 1 1
.5 0 2 4 1 1
7.0 0 2 3 2 0
7.5 3 2 2 0 0
8.0 1 1 0 1 0
8.5 3 4 1 0 3
Protein - 2 2 2 1 0
+ 1 0 2 3 0
+ 7 9 6 1 5
+ + 0 0 1 0 0
Glucose - 10 11 11 5 5
Ketone - 1 1 1 1 r
+ 2 0 3 2 1
+ 4 9 7 2 3
+ + 3 0 0 0 0
+++ 0 1 0 0 0
Bilirubin - 7 9 10 5
+ 3 2 1 0
Occult blood - 10 11 10 5
+ + 0 0 1 0 0
Urobilinogen + 7 10 11 5 5
+ + 3 1 0 0 0
Protein —: Negative, *: trace, +: 30 mg/dl, ++: 100 mg/dl
Glucose —: Negative
Ketone —: Negative, *: 5 mg/dl, +: 15 mg/dl, ++: 40 mg/dl, +++: 80 my/dl
Bilirubin -3 Negative, +: slight
Occult blood —: Negative, +: slight, + +: Moderate
Urobilinogen —: Negative, *: 0.1 EU/dl, +: 1.0 EU/dl, ++: 2.0 EU/d]l

a: Vehicle control, corn oil (2 ml/kg)



Table 16

2.6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Hematological findings of Fo males after oral administration for 42 days

RBC Hemoglobin Hematocrit MCV MCH MCHGC Platelet
Dose
(%104 /mm3) (g/dal) (%) (tm3) (pg) (%) (X104 /mm3)
(mg/kg)
(13) (13) (13) (13) (13) (1) (13)
0 802 15.3 46.0 57.5 19.1 33.3 106.6
+40 k- +1.9 £2.2 +0.8 0.4 £11.0
(13) (13) (13) (13) (13) (13) (13)
30 822 15.5 47.4 57.7 18.8 32.7%* 103.4
+37 0.4 $1.2 1.8 30.6 $0.3 *+10.5
(13) (13) (13) (13) (13) (13) (13)
100 819 15.5 46.4 56.7 18.9 33.4 97.7
+31 +0.5 +1.9 £1.7 +0.4 0.6 +11.3
(13) (13) (13) (13} (131 (13) (13)
300 805 15.5 46.1 57.3 19.3 33.7* 101.2
+25 0.3 1.1 £1.2 0.4 0.3 8.2
(13) (13) (13) (13) (13) (13) (13)
1000 809 15.4 46.6 57.7 19.1 33.2 107.5
: 36 +0.6 1.5 +1.3 0.5 0.5 £10.0
Band Segmented
WBC neutrophil neutrorhil Eosinophil Basophil Monocyte Lymphocyte
Dose
{x100/mm3) (%) (%) (%) (%) (%) (%)
(mg/kg)
13 13) (13) (13) (13) (13) (13)
0 81 [¢] 21 1 0 2 76
+18 +0 : £10 1 +0 +2 +11
(13 (13 (13) (13) 13 (13) (13
30 6Q** Q 23 2 0 2 73
*15 10 8 + £Q ] 7
(13) (13) (13} (13) (13) (13) (13)
100 64* 0 23 1 0 1 74
*15 1 19 *3 £0 +1 +8
(13) (13 (13) (13) (13) (13) (13)
300 61** Q 25 s 0 2 72
13 0 +9 *1 +Q +2 +10
(13 (13) (13) (13) (13) (13) (13)
1000 57%*x 0 23 1 0 1 75
+16 +0 11 1 0 1 +10
Parameter., meantS.D. *, significantly different from control. p<0.05

{ ). number of animals **, significantly different from control. p<0.01



Table 17

2.6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Biochemical findings of Fo males after oral administration for 42 days

Total Albumin A/G BUN Creatinine Glucose Total Total
protein cholesterol bilirubin
Dose :
(mg/kg) (g/d1) (g/dl) (mg/dl)} {mg/dl} (mg/dl) (mg/dl) (mg/d1)
(13) (13) (13) (13) (13) (13) (13) (13)
0 5.8 2.9 1.02 17 0.7 145 53 0.08
*0.3 %0.1 $0.11 *2 0.1 18 13 30.01
(13) (13) (13) (13) (13) (13) (13) (13)
30 5.8 2.9 1.00 16 0.8 142 45 0.08
£0.2 $0.1 $0.08 +2 30.1 16 18 +0.02
(13) (13) (13) (13) (13) (13) (13) (13)
100 5.7 3.0 1.15% 19 0.7 131 47 0.08
0.2 0.1 $0.15 8 $0.1 +12 *9 $0.03
(13) (13) {13) (13) (13) (13 (13) (13)
300 5.7 3.1 1.17%x% 16 0.6 130% 52 0.08
$0.3 0.2 +0.06 13 0.1 13 8 +0.02
(13) (13) (13) (13) (13) (13) (13) (13)
1000 5.9 3.1*x% 1.13 17 0.7 125** 50 0.08
$0.3 0.2 $0.10 +2 0.1 18 8 +0.02
Na K Cl Ca Inord. ALP GPT GOT 7-GTP
phos.
Dose
(mg/kg) (mEgq/1) (mEq/1) (mEq/1) (mg/dl) (mg/dl) (U/1) (U/1) (U/1) (U/1)
(13) (13) (13) (13) (13) (13) (13 13 (13)
0 145.7 3.79 107.4 8.7 5.2 209 25 63 0
*1.0 $0.17 *1.2 0.3 0.5 41 4 +10 +0
13 (13) (13) (13) (13) (13) a3 13 (13)
30 144.9 4.08** 107.9 8.5 4.7*% 200 29 63 0
0.7 $0.12 *1.4 0.2 20.5 +28 x4 6 0
(13) (13) (13) (13) (13) (13} (13) (13) (13)
100 145.7 3.91 108.4 8.6 5.0 226 27 59 ]
+1.1 +0.12 1.7 0.2 $0.4 53 *4 +9 0
(13) (13) (13) (13) (13) (13) (13) (13) (13)
300 145.6 4.15%% 108.2 8.6 5.3 176 24 58 0
#0.8 %0.18 1.4 +0.3 £0.6 40 4 3 - *0
(13) (13) (13) (13) (13) (13) (13) (13) 13
1000 145.1 3.97*% 106.8 8.7 5.9*% 192 24 63 0
$0.9 +0.19 1.4 $0.1 0.4 *39 5 +14 0

Parameter. meantS.D.
( ). number of animals

*, significantly different from control. p<0.05
*x, significantly different from control, p<0.01



Table 18

2, 6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of macroscopic findings in Fo males after oral administration for 42 days

Group Control 30 mg/kg 100 mg/kg 300 mg/keg 1000 mg/k
Crade - - + - + - + - 'i‘-
{Liver) {13] {13} [13] {131 (13}

Enlargement 13 0 13 0 13 [4] 13 0 12 1

Accentuated lobular pattern 13 0 13 0 13 0 13 0 12 1

Spot/area, yellowish white

/pale color 10 3 10 3 12 1 12 1 13 0

(Thymus) {131} {13} [13] [13] {13}

Dark red color 13 0 12 1 13 0 13 0 13 0
(Lung) [13] [13} [13] [131] [13]

Spot, red 13 0 11 2 13 0 13 0 13 0

Area, brown 13 0 13 Q 13 0 13 0 12 1
(Glandular stomach) [13] {131 [13} [13] [13]

Spot, reddish brown, mucosa 13 0 12 1 13 0 13 0 13 0
(Testis) [13] [13] [13] [13) [13]

Small 13 0 13 0 13 0 13 0 12 1

—, Negative; +, Positive
[ 1. Number of animals examined



Table 19

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weight of F,

males after oral administration for 42 days

Compound 2,6-DCT.

Dose group a)

(mg/kg) 0 30 100 300 1000

Terminal .

body weight (4g) 515.2 * 33.0 ( 13) 494.8 * 37.5 ( 13) 490.6 * 33.8 13) 482.0 * 34.5 13) 462.0 * 37.3™ ( 13)

Liver (g) 14.85 + 1.59b)¢ 13) 13.68 * 1.76 ( 13) 13.88 * 1.16 13) 14.47 + 1.46 13) 15.71 * 2.03 ( 13)
2.88 * 0.20¢) 2.76 * 0.20 2.83 = 0.18 3.00 + 0.16 3.39 * 0.24%

Kidneys (g) 3.21 * 0.29 ( 13) 2.99 £ 0.24 ( 13) 3.07 + 0.17 13) 3.24 * 0.27 13) 3.50 £ 0.42 ( 13)
0.62 + 0.04 0.61 % 0.04 0.63 + 0.04 0.67 + 0.04% 0.76 + 0.06™

Thymus (mg) 342.5 * 78.6 ( 13) 320.5 * 66.3 ( 13) 334.5 + 65.7 13) 327.1 * 49.5 13) 345.5 * 79.5 ( 13)
66.3 * 13.9 65.2 * 15.1 68.3 * 13.4 67.9 + 9.0 75.1 + 18.5

Testes (g9) 3.41 * 0.25 ( 13) 3.26 +* 0.23 ( 13) 3.21 ¢ 0.25 13) 3.24 * 0.42 13) 3.17 + 0.35 ( 13)
0.66 + 0.05 0.66 *+ 0.04 0.65 * 0.05 0.67 *+ 0.08 0.69 £ 0.09

Epididymides (g) 1.25 + 0.11 ( 13) 1.17 + 0.08 ( 13) 1.19 + 0.08 13) 1.18 £ 0.11 13) 1.10 * 0.11% ( 13)
0.24 + 0.03 0.24 * 0.02 0.25 £ 0.02 0.24 *+ 0.02 0.24 ¢+ 0.03

a): vehicle control, corn oil (2 ml/kg)

b): absolute weight

c): relative weight (g or mg per 100 g body weight)
x : significant difference from control,
= : significant difference from control,

p<0.05
p<0.01

{by
(by

multiple comparisons)
multiple comparisons)



Table 20
2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of histopathological findings in Fo males after oral administratlon for 42 days

Group . Control 30 mg/kg 100 mg/kg 300 mg/ki+ 1000 mg/kg
Grade - £ + + +H pos. - + ++H +HH pos. -t + Pos. -~ + + 4+ ++ pos. - t ++ +H+ pos.
(Kidney) [13] {13] [13] . [13] {13]
Eosinophilic body 7213 0 6 6 4 2 1 0 7 2 0 4 7 0» 11% 0 1 5 7 O0e#e133 0 1 2 9 1es13%
Basophilic tubule, cortex 4 7T 2 0 0 9 6 7 0 0 0 7 4 53 10 9 6 7 000 T 2 6 41 0 11
Cast, hyalin 12 01 0 0 1 12 1. 0 0 0 1 13 000 0 0 12 1.0 0 0 1 11 2 0 0 0 2
Cast, granular 13 0 0 0 0 © 12 1 0 0 0 1 12 1 0 0 0 1 13 0 0 0 0 0O 11 2 0 0 0 2
Cellular infiltration,
lymphocyte, interstitium 10 2.1 0 0 3 10 2 1. 0 0 3 13 0 0 0 0 O 6 7 0 0 0 7 12 1 0 0 0 1
Mineralization, medulla 13 0 0 0 0 © 13 0 0 0 0 0 12 1 0 0 0 1 13 0 0 0 0 O 13 0 0 0 0 0
Fibroslis, focal 12 1. 0 0 0 1 13 0 0 0 0 O 13 0 0 0 0 O 13 0 0 0 0 O 13 0 0 0 0 O
(Liver) {13] [13] (13} [13] [13]
Hypertrophy, hepatocyte,
centrilobular 13 0 0 0 0 O 13 0 0 0 0 0 13 0 0 0 0 O 9 3 1 0 0 43 2 6 5 0 Qesl13
Ground glass appearance,
hepatocyte, centrilobular 13 0 0 0 0 O 13 0 0 0 0 O 13 0 0 0 0 O 12 100 0 1 8 3 2 0 0 5%
Fatty change, hepatocyte,
periportal 0 011 2 0 13 00 9 4 0 13 0 0 9 4 0 13 0 012 1 0 13 0 3 9 1 0 13
Microgranuloma 010 3 0 0 13 013 0 0 0 13 010 3 0 0 13 012 1 0 0 13 012 1 0 0 13
Necrosis, focal 13 0 0 0 0 O 13 0 0 0 0 0 13 00 0 0 O 130 0 0 0 0 12 1 0 0 0 1
Degeneration, fatty,
hepatocyte, focal 12 010 0 1 130 0 0 0 0 13 0 00 0 0 12 1. 0 0 0 1 13 0 0 0 0 O
(Testis) [13] [13] {13] [13] [13]
Atrophy, seminiferous tubule,
focal 13 0 ¢ 0 0 O 130 0 00 0 12 1. 0 0 0 1 1111 0 0 2 9 1 2 1 0 4%
(Epididymis) [13] [ 0] [ 0] { 0] [13]
Cell debris, tubular lumen 13 0 ¢ 0 0 0 . 10 2 1.0 0 3
Cellular infiltration,
lymphocyte, interstitium 12 1 0 0 0 1 12 0 1. 0 0 1
Spermatic granuloma 12 0 1 0 0 1 12 0 1 0 0 1
(Spleen) {13} [ 0] [ 0] { 0) [13]
Hematopoiesis, extramedullary 0 211 0 0 13 0 3 9 1 0 13
Deposit, pigment 0 6 7 0 0 13 0 013 0 0 13
(Heart) {13} [ 0] [ 0] { 0] [13]
Degeneration,
myocardium, focal 12 1.0 0 0 1 12 01 0 0 1
Hemorrhage 13 0 0 0 0 O 12 1. 0 0 0 1
(Thymus) {13} {0} [ 0] [ 0] {13}
Hemorrhage 12 1.0 0 0 1 . 11 2 0 0 0 2
(Brain) {13} [ 0} [ 0] [ 0] [13]
Abnormality 13 0 0 0 0 0 13 0 0 0 0 0
(Adrenal gland) {13} [ 0] [ 0} [ 0} [13] )
Abnormality 13 00 0 0 0 130 0 0 0 O
(Urinary bladder) {13] [ 0] { 0] [ 0] {13]
Abnormality 13 0 0 0 0 0 13 0 0 0 0 O

=, Negative; %, Very slight: +, Slight; +, Moderate; +++, Severe; Pos., Total of positive grade
[ ], Number of animals examined

s, Significantly different from control p<0.05 (Mann-Whitney U test)

*+, Significantly different from control p<0.01 (Mann-¥hitney U test)

#, Significantly different from control p<0.05 (Fisher exact test)



Table 21
2, 6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of macroscopic findings in Fo femdles

Group Control 30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade : - + bl + - + - + - +
(Liver) [13] [13] [13] [13] [13]
Dark color 13 0 13 0 13 0 13 0 12 1
Spot, yellowish white
/pale color 13 0 12 1 13 0 11 2 13 0
Spot, white 13 V] 13 0 13 0 13 0 12 1
(Kidney) [13] [13}] [13] ’ [13] [13]
Pale color 13 0 12 1 12 1 13 0 12 1
Red color, medulla 13 0 13 0 13 0 13 0 12 1
(Thymus) [13] [13] [13] [13] [13]
Spot, red 11 2 11 2 13 0 13 0 12 1
Small 13 0 13 0 13 0 11 2 9 4
(Spleen) {13] [13] [13] [13] [13]
Small 13 0 13 0 13 0 13 0 12 1
(Mediastinal lymph node) [13] [13] {13} [13} [13]
Enlargement 13 0 13 0 13 0 13 0 12 1
(Lung) _ {13] [13] (13] {13] [13]
Area, dark red 13 0 13 0 13 0 13 0 12 1
Spot, white . 13 0 13 0 13 0 13 0 12 1
(Forestomach) [13] [13] {13] [13] {13}
Spot, dark color, mucosa 13 0 13 0 13 0 13 0 12 1
(Glandular stomach) {13] {13] [13] [13] [13]
Spot, dark color, mucosa 13 0 13 0 13 0 13 0 12 1

=, Negative; t, Positive
[ 1, Number of animals examined



Table 22 - 1

2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weight of F,

females on day 4 of lactation

Compound 2,6-DCT

Dose group a)

{mg/kg) 0 30 100 300 1000

Terminal

body weight (g) 343.4 * 34.2 ( 11) 324.3 £ 27.2 ( 13) 344.5 + 27.0 12) 313.1 *+ 30.5 8) 306.8 ¢ 20.2 9)

Liver (g) 14.51 + 2.03P)¢ 11) 13.55 + 1.53 ( 13) 14.51 + 1.76 12) 14.45 * 1.05 8) 16.30 *+ 2.64 9)
4.23 * 0.48F€ 4.18 + 0.33 4.21 + 0.42 4.65 ¢ 0.52 5.31 ¢ 0.71%

Kidneys (g) 2.03 = 0.22 (11) 1.94 + 0.21 ( 13) 2.03 * 0.27 12) 1.93 = 0.12 8) 2.12 * 0.27 9)

i 0.59 + 0.05 0.60 + 0.06 0.59 + 0.08 0.62 + 0.09 0.69 + 0.07*

Thymus (mg) 214.1 * 75.4 ( 11) 177.1 + 68.4 ( 13) 179.4 *+ 41.3 12) 128.2 ¢+ 72.9 8) 123.0 + 68.7 9)

61.2 ¢+ 17.3 54.2 * 19.0 51.7 £+ 9.4 39.6 £ 19.9 39.7 + 21.4

a): vehicle control,
b): absolute weight }
c): relative weight (g or mg per 100 g body weight)
* : significant difference from control, p<0.05
+x ; significant difference from control, p<0.01

corn oil (2 ml/kg)

(by
{by

multiple comparisons)
multiple comparisons)



Table 22 - 2
2,8-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weight of Fo females; Organ weight of animals sacrificed on the way of test period

Dose Animal Terminal Liver Kidneys Thynus
Origin of dissection groups no.- body weight Absolute Relative Absolute Relative Absolute Relative
(ng/kg) (g) (g) (g) (ng)
Non-pregnant 0 FBO1003 335.3 11.46 3.42 2.00 0.60 192.1 57.8
0 FBG1010 321.6 11.71 3.64 1.67 0.52 324.0 100.7
300 FB04003 320.6 10. 86 3.39 1.98 0.62 272.8 85.1
300 FB04005 314.1 10.90 3.47 1.19 0.38 319.6 101.8
300 FB04009 245.6 8.66 3.53 1.95 0.79 154. 9 63.1
300 FB04010 315.3 12.34 3.91 1.85 0.59 352.2 111.7
1000 FB05004 312.6 13.51 4. 32 1.80 0.58 476.7 152.5
1000 FB05008 278.17 11.28 4.05 1.86 0.67 286.3 102.7
Complete litter loss 300 FB04008 246.3 9.81 3.98 1.99 0. 81 66.5 27.0
1000 FB05002 288.5 12.12 4.20 1.99 0.69 254.7 88.3
1000 FB0O5012 288.8 13.95 4.83 2.14 0.74 265.0 91.8
Failure in confirmation 100 FB03011 317.3 12. 83 4,04 2.08 0.66 386.7 121.9

of vaginal plug

Relative: g or mg per 100 g body weight



Table 23
2, 6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of histopathological findings in Fo females

Group - Control 30 mg/kg 100 mg/kg 300 mg/ke 1000 mg/kg
Grade - £ + +H HH Ppos. - £ ++H HH+ pos. - t + H +H pos. - + + H +H+ pos. - + +H +H pos.
(Kidney) [13] [13] [13] ’ (13} [13]
Degeneration, vacuolar,
proximal tubule 13 0 0 0 0 0 13 00 0 0 0 13 0 0 00 0 12 0 01 0 1 10 0 1 1 1 73
Degeneration, fatty,
proximal tubule 13 0 0 0 0 O i1 11 0 0 2 12 1 0 0 Q0 1 10 01 2 0 3 9 3 1 0 0 4%
Basophilic tubule, cortex 8 4 1 0 0 5 1T 2 0 0 0 2 9 3 1.0 0 4 § 3110 S 10 3 0 0 0 3
Cellular infiltration, :
lymphocyte, interstitium 12 1 0 0 0 1 13 0 0 0 0 0 13 0 0 0 0 0 11 2 0 0 0 2 12 1.0 0 0 1
Mineralization,
medulla or papilla 12 1 0 0 0 1 13 0 0 0 0 O 13 0 0 0 0 O 13 ¢ 0 0 0 O 12 1.0 0 0 1
Fibrosis, focal 13 0 60 0 0 0 12 1.0 0 0 1 13 0 0 0 0 O 13 0 0 0 0 0 13 0 0 0 0 O
Cyst, papilla 13 0 0 0 0 O 13 0 0 0 0 0 12 1. 0 0 0 1 13 0 0 0 0 O 130 0 0 0 O
(Liver) [13} [13} [13] [13] [13)
Hypertrophy, hepatocyte,
centrilobular 13 0 0 0 0 O 13 0 0 0 0 O 12 1. 0 0 0 1 7 4 2 0 0 6% 0 6 T 0 Oe«e13%
Fatty change, hepatocyte,
periportal 6 7 0 00 7 111 1 0 O 2124 211 0 0 0 11 73 210 86 9 3 10 0 4
Microgranuloma 211 0 0 0 11 310 0 0 0 10 7 6 0 0 0 ©o# 110 2 0 0 12 112 0 0 0 12
Necroslis, focal 12 1. 0 0 0 1 13 00 0 0 O 13 0 0 0 0 © 13 0 0 0 0 O 12 0 1 0 0 1
Hemorrhage 12 1. 0 0 0 1 13 0 0 0 0 O 13 0 0 0 0 O 13 0 0 0 0 O 12 1 0 0 0 1
Thickening, capsule, focal 12 1.0 0 0 1 130 0 0 0 0 13 0 0 0 0 O 13 0 0 0 0 O 13 0 0 0 0 0
Fibrosis, focal 13 0 0 0 0 0 13 0 0 0 0 O 13 0 0 0 0 O 13 0 0 0 0 O 12 0 1. 0 0 1
(Spleen) [13] [13] [13] [13] [13]
Hematopolesis, extramedullary 0 5 6 2 0 13 ¢ 3 8 1 1 13 0 2 5 4 2 13 0 5 6 1 1 13 0 5 1 5 2 13
Deposit, pigment, brown 0 3 7 3 0 13 ¢ 4 6 3 0 13 01 8 4 0 13 0 1 8 0 13 0 0 6 7 0 13
(Thymus) [13] {12] [13] [13] [13]
Atrophy 12 1.0 0 0 1 8 3010 4 12 0 1.0 0 1 8 2 012 5 83 12 2 0 5
Hemorrhage 9 4 0 0 0 4 9 2100 3 13 0 0 0 0 0% 13 0 0 0 0 O 8 5 0 0 0 5
Hyperplasia, endothelial cell,
focal 13 0 0 0 0 O i1 01 0 0 1 13 0 0 0 0 0 13 00 00 O 13 0 0 0 0 O
(Adrenal gland) [12] [ 0l [ 0] { o} [13]
Necrosis, zona fasciculata,
focal 1 1 0 0 0 1 1300 0 0 0
(Heart) [13] [ o] [ 0] [ 0] [13]
Abnormality 13 0000 0 » 13 0 0 0 0 0
{Urinary bladder) {13] [ o1 [ 0] [ 0] [13]
Abnormality 13 0 0 0 0 0 . 13 0 0 0 0 o0
(Brain) [13] [ 0] [ 0] [ o] [131
Abnormality 13 0 0 0 0 0 13 0 0 0 0 0
(Ovary) [ 2] [ 0} [ 0] [ 4] [ 2]
Atretic follicle, increased 20 0 0 0 0 30100 1 2 0 0 0 0 0

-, Negative; %, Very slight; +, Slight; t+, Moderate; Ht+, Severe; Pos., Total of positive grade
[ }, Number of animals examined

#s, Significantly different from control p<0.01 (Mann-Whitney U test)

#, Significantly different from control p<0.05 (Fisher exact test)



Table 24
2,6-DCT: combined repeat dose and reproductive/developmental toxiqity screening test in rats

Reproductive performance of F, animals

Compound ‘ 2,6-DCT
D ou ' a
ose group 02 30 : 100 300 1000
(mg/kg)
No. of mated pairs 13 13 13 13 13
No. of copulated pairs 13 13 13 13 13
Copulation index (%) A) 100 100 100 100 100
No. of pregnant animals 11 13 . 13 9 11
Fertility index (%) B) 84.6 100 ' 100 : 69.2 84.6
Pairing days until copulation
Mean * S.D. (N) 2.8 £ 3.4 (13) 3.7 £ 4.3 (13) 2.9 £ 1.1 (12) 2.6 1.6 (13) 3.2 £ 2.7 (13)
Freguency of vaginal estrus
Mean = S.D. (N) 1.0 £ 0.0 (13) 1.1 £ 0.3 (13) 1.0 £ 0.0 (12) 1.1 £ 0.3 (13) 1.2 £ 0.6 (13)
a): vehicle control, corn oil (2 ml/kg)
A): copulation index = (no. of copulated pairs / no. of mated pairs) X 100

B): fertility index = (no. of pregnant animals / no. of copulated pairs) X 100



Table 25
92,6-DCT: combined repeat dose and reproductive/development toxicity screening test in rats

Development of Fi pups up to day 4 of lactation: mean * S.D. (N)

Compound - 2,6-DCT
Dose group
(mg/kg) 0 a) 30 100 300
No. of pregnant females 11 13 12 9
No. of females with live pups 11 13 12 9
Gestation index (%) 4) 100 100 100 100
Gestation length in days 22.1 £ 0.3 (11) 22.2 £ 0.4 (13 22.5 £ 0.5 12) 22.6 £ 0.5 ( 9 22.5 = C1D
No. of corpora lutea 17.9 £ 2.7 (11D 18.2 £ 2.9 (13) 18.8 £ 2.8 (12) 17.6 = 3.3 ( 9 16.5 % 1y
No. of implantation scars 16.3 = 2.9 (11D 159 £ 3.1 (13 17.3 £ 2.6 (12) 15.8 £ 3.7 (C 9) 13.7 %= 1
Implantation index (%) B) 90.7 *11.8 ( 11) 87.9 £13.4 (13) 91.9 *10.4 C12) 90.0 £17.4 (C 9 81.2 x3l. 1D
Day 0 of lactation
No. of pups 15.6 £+ 2.8 (11) 14.8 = 3.1 (13) 15.8 £ 3.1 (C12) 14.4 £ 4.1 ( 9 13.1 * §. 11
Delivery index (%) C) 96.3 * 4.7 (11) 82.7 = 6.6 ( 13) 91.4 = 7.5 (12 90.9 x£10.0 ( 9) 87.1 *23. 1)
No. of live pups 15.5 £ 2.7 C11) 14.6 £ 3.0 ( 13) 15.6 £ 3.1 (C12) 14.2 £ 4.1 ( D 12.9 = 6. 1)
Birth index (%) D) 95.8 + 5.1 ( 11) 91.8 * 6.8 ( 13) 90.0 £ 8.4 (12) 89.5 £ 9.4 ( 9) 83.6 +31. 1)
Live birth index (%) E) 9.5 = 1.7 ( 11) 99.0 £ 2.4 (13) 98.5 + 5.1 (12 98.6 = 4.2 ( 9) 90.5 *30. 1)
Sex ratio (%) P 52.2 £ 9.2 (1) 47.6 +20.8 ( 13) 47.3 *11.6 12) 59.4 *14.5 ( 9) 48.4 *18. 10)
Day 4 of lactation
No. of live pups 15.5 £ 2. ( ) 14.5 £ 3.0 (13 15.2 = 2.8 12) 12.1 £ 5.8 ( 9) 12.2 = 5. ¢ 10)
Viability index (%) G) 99.4 + 2.1 ( 98.5 £ 1.6 (13) 97.7 = 3.6 12) 85.9 +32.8 ( 9 79.7 *36. ¢ 10)
a): vehicle control, corn oil (2 ml/kg)
A): gestation index = (no. of females with live pups / no. of pregnant females) X 100
B): implantation index = (no. of implantation scars / mo. of corpora lutea) X (00
C): delivery index = (no. of pups / no. of implantation scars) X {00
D): birth index = (no. of live pups on day 0 / no. of implantation scars) X 100
E): live birth index = (no. of live pups on day 0 / mno. of pups) X 100
F): sex ratioc = (no. of male live pups on day 0 / no. of live pups on day 0) X 100

G): viability index = (no. of live pups on day 4 / no. of live pups on day 0) X 100



Table 26
2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of F, pups up to day 4 of lactation; mean* $.D.

Compound 2,6-DCT

Dose group -
(mg/kg) 0 a) 30 100 300 1000

Day 0 of lactation

No. of live pups 15.5 2.7 (11D 4.6 3.0 ( 13) 15.6 3.1 ( 12) 14.2 4.1 (C 9) 14.2 £4.9 ( 10)
Male 8.2 £2.3 7.0 £3.2 7.3 1.9 8.2 £2.6 7.5 £2.8
Female 7.4 £1.7 7.6 +3.3 8.3 £3.0 6.0 £3.2 6.7 £2.8
Weight of pup in grams
Hale 6.3 0.9 6.3 £0.7 6.6 =£0.9 6.4 =£0.9 6.0 £0.6
Female » 6.0 0.5 6.0 *0.9 6.3 =0.8 5.9 £0.8 5.8 £0.8
Day 4 of lactation .
No. of live pups 15.5 £2.8 (C11) 145 3.0 ( 13) 15.2 2.8 (12) 13.6 3.8 ( 8) 13.6 3.4 ( 9
Male 8.1 £2.5 7.0 £3.2 7.2 £1.9 6 £2.4 7.1 £2.17
Female 7.4 £ 1.7 7.9 £3.3 8.0 £2.8 6.0 £2.7 6.4 £1.7
feight of pup in grams
Male 10.2 £0.9 10,1 %1.9 10.4 +£2.0 10.1 £2.2 8.8 +1.4
Female 9.8 1.0 9.8 x£2.0 10.1 £1.9 9.5 =2.1 8.4 1.3

a): vehicle control, corm oil (2 ml/kg)
Parentheses indicate the number of litters evaluated.



Table 27
2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Morphological findings in F, pups on day 4 of lactation

Compound 2,6-DCT
Dose group . 02! 30 100 300 1000
(mg/kg)

No. of pups examined

External observation 170 189 182 109 122

Visceral observation 170 189 182 109 122.

No. of pups showing abnormalities

External malformations 0 ', 0 0 0 0
Visceral malformations 0 0 0 : 0 0
Visceral variations 0 0 0 0 0

a): vehicle control, corn oil {2 ml/kg)



Table 28
2,6-DCT: combined repeat dose and reproductive/developmental toxicity screening test in rats

Morphological findings in F, dead pups

Compound 2,6-DCT

. ‘

ose group . 02! 30 100 300 1000
{mg/kg) ,

No. of dead pups examined

External observation 1 2 6 15 18

Visceral observation 1 2 6 15 18 .

No. of dead pups showing abnormalities

External malformations 0 0 0 : 0 0
Visceral malformations 0 0 0 0 0
Visceral variations 0 0 0 0 0

a): vehicle control, corn oil (2 ml/kg)
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