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E-3))

2-sec-T7FN-4,6- = b DT =/ — DT v b EAVSEOREICK D KBRS BN - L5
FEBHEMEGHBRETY, HESYIINTIHERERRE T2 L eI, EiEE, B
B, SRRV SBR Y OEMITEHICRIEFTEZC OV L. 581, 7.0 mgkg 25
Al L, IF 233K 0.78mgke & L7z, MEE L TEMAEKCorn ol) & EGHZRIT . K8
OFEAESYEIIEREZ S 12 Al L, ETEEHEHZTOILPHERNEFLL, T
AN B 6 BIDRIEHEERITT-.

I. RE#RSHKE
1. — R R UL ARG
FETHE 7.0 mglkg AECLESRREAIZIE 8 61, WOLHIILREE TIEARAWNIC 2 FIICEED 5z,
—RARBERE T, 7.0 mg/kg BEDOILCHI N UWILHI T BREBOR T, BEMLL, #KE T,
FREEE, 57 —EH5NWEBRPREAS Nz, BB, SRGHOME TREERZIC—E
HOWEDAHSNE=N, BHER L EARS AP0,

2. KERUEHE

KEIX, 7.0 mghkg BEOM TR SIBICM, 1< RRBIEH XU RRMHEKENSH 5h
=, EEHREICE, HECAEH#EBICEBEIASNRPoE.

i, 2.33 M5 7.0 mglkg BEO MRS HIRIC - @Y DRELA S )=,

3. THREEFOBEER, BRERSKRE, BAHMERVBREHENE
TEIEE(FOB), RERIG, BHRTERESR TR, RFCERT 2ELEALNRD -
7z

4. JRIRE, MEFRER CMmEE AR

REETE, HiEe bRS5ICERT 22RO R0k,

MAEFHRE BN, B G HIRIR TRICHETIX 0.78 mg/ke U L OB SBTHRMEMI KON
N2 D)y MADEMRS 5 WX EERER, 2.33 mg/kg ML EORSEHTAERIT D 2OREIME, 7.0
mg/kg B CEERMREBEORELA SN, HETIE, 0.78 KU 2.33 mg/kg B CRmkEo
=il B W IEEITER DA S . [ERIE TRICIE, M HR5ITRAT 5 21hidR e
ENRPOE.

Mg/ B FRE T, 7.0 mghkg BHOMTY L 7F =0 OFME KRV ALP O & n a5
2B, MECERERSICRN T SIS Sk,

5. HlfRT Rk ey i B
MR USHREERICBNC, i dREIERT2EERD shBRP o=,
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6. HTiReE

BRI TRICIK, 7.0 mgkg fECHEBIE R, TEETE, REMSEEERE, X658
FRREUCLEEHDE TROBKMED 5 W IKEEMS, 5 rEBoikE, Rk rR, B0+
TEREFERUVHEBOFERE FEOEBED 2 WidBMERDS A S /-, MR TRIZI, 7.0
mg/kg BT FRERVCESE DB FROMRME, BaPHTREVHEE O GER FROSME
MBHHNTE.

7. R

SFEHITIE, RO B 5 5 ik DS ORI 8 FIEFlicaH S he . HTIIE S
P& TRICIHR S ICRERT 22 EED S v o=, T, BS5HRE TRICHIEO M &
MBI T TS EE~PEED 6 HI2H],0.78 mg/kg BT I S BE~TEEH 6 #H2H],2.33
mg/kg T LBEDH 5 WIXERED 6 Hlepl, 7.0 mghkg HTITLEEN 1 flicAH BN, 2.33
KU 7.0 mglkg FETCHABMOE T H 5 WK FHEMDEED SNz, BEHIR TRIZ,
THEIEOBEANEMANEEE T <EED 461, 0.78 mgkg BT {EED 241, 2.33 mgkg
BTOKBEDLADNITEEDL 3F, 7T0mgkg HETITBED 1FICH SN, 7.0mgke BT
ANGEMDETERIZED SN=.

II. &faRdsk
1. RSO LEERE I RIT TR
RGN, RERNUREMEHEICE, BRECEETZZEEAONRP 0.
TR, ZhaE, MR, SUINE, BERE, MREERE, SRERCEREICE,
BHICERT 2 & kiZASNRP oz, WERD, 7.0mgkg HTEREIADNE.

2. REMWIE DRI T2E :

RHERE, SEERE, WE OHOHERK, WE 0 HOMLL, 25K, ROEHRKRUH
HERIZIE, 0.78 R 2.33 mghkg HCERESICRET 2 EMIIAS RIS,

— iR, WE 4 HOEERK, WE 4 HOWHERUHEE 4 AOEERITIE, 0.78 XU 2.33
mgkg HTIHKRFITRERTAEMIASNRPo .

A&, RERVEIRICBNT, 0.78 &1 2.33 mgke BTt 58RI 28 M0IEA LR
oz,

LD &3, 2-sec-7F)-4,6-C 2 v 07 =/ —)VOERESX, HTIE0.78mgks 5
THRIMERBE A 7 ) v MEOREDIRD SN &5 0.78 mgkg/day i, T
0.78 mg/kg %5 ¢ RO EELSZED SN2 D5, 0.78 mg/kg/day Kii b EX b b.
Fi=, HERLGERNRELERD, HTE 7.0 mgkg #5 TREFOFEIMERUBFORE
CHEPRD LN L5 2.33 mg/kg/day, METIE 7.0 mg/kg %5 THEROEENA DN
b 233 mglkglday & EZ 5D, REWM~OEEZERIL, 2.33 mgke &5 THEEE
ECREREICEENZEDONGEI > £ 5 233 mglkg/day EE X 55,

_16_



Study No. 100422

i

i

2-sec-7TFN-4,6-2 = b O T =/ —)HEOMICHER U CACBRIRES W28 OREADE
BEWE T D722, OECD Guideline for Testing of Chemicals for Combined Repeat Dose
Toxicity Study with the Reproduction/Developmental Toxicity Screening Test (422)1Z D1y
C 2-sec-7TFN-A46-V= v 07/ —NVEHRZy M 1T1H, 22HRETHEZ Y MiC1H1
ml, 44~48 HIIREFOHRSG L, SHEFNEEEZRI T2 L& L i, HERERE, XETH, %2
fa R O iia & OMERBM O ERETEIC R TEEEZ RGN L. —S0#Wicid 14 BHROR
HHIMERT, BHEHICOWTHRET L.

PR/

1. RYE R UEE

BEMED 2-sec- 7 F)N-4,6-2 =+ 07 = —)UW(CAS No.88-85-Did, Fig.1 IZm T2
HEEL, 5 FR:24022, @i41.0 °C, HAOH, ARIFRFIEAEHBEATH D, KITTE
TH5H. Maklizid, POHBALEDDOEHWE[EET .

, Lot Nc s, MHEE96.0%]. AFEIT, MBFROSBYAREED
FREEICHEEE4 °C, KHHE:14~78 OFMNTTRE L. kB, XROKRGHIEKT
B LRBIER TORESEY 100 mg)E W= BAHRYE % Iz Rt
L, 74 L7zfR, MEIX963%THD, FHIERPOREMIP A I N,

kL LT, PyEDIVHM[LLT, Cornoil, Lot No.V3T0416, +h o4 5 X 7HkA=%t,
fHAHARR : 2008 4F 12 A 17 H, (REEITSEREE:23°C, EHIfE:20.9~26.0 °C), RELG:
HRYBERESOREE]E AWz,

2. ZEMAERTBERR

2-se-7FN-46-U= b0 7 x /- Nid, Cornoil T 1l4mgmL &743 X512, BHRLUH
7=, 0.466 KU 0.156 mg/mL EREEHIL, 1.4 mg/mL 5% % Corn oil CEEREAIN U ¢
Liz. %8, BRDEORMIELT, MBI BEE2HHBL .

0.02, 1 KT 30 mg/mL OFEHIL, WERE~10 °C) - ENFRMT T 7 HIUREE, X512
FIR(15~30 C) - BHEMATT 6 FFERE L CHREHICHEDORNT EPERINTNS
D{Attachment 1). 5o T, #-54iE, 8 1 L EOHEE THELL, WEGEHE 4 °C, ERE:3.2
~6.2 °C) - BNFH T CHRER, THUAICHEH L. ErfbmikidEs L /-,

MRS S B H R OS5 T HICHHA U =% 5k O s EE = B ERE A
THPLCHEI X DPELE. 20K, #BRYHBEILRBED 91.3~964%TH D, I
2L A D o 7= (Attachment 2 T 3).
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3. R RUTEHE RN
3.1. BIFE R R

HER I, AR RNICHWSNTWAEMET, ZORMHERPHLPTH S Crj :
CD(SDIGS ikt > » MSPRZ A=, Bi#aik, 2003 F 12 H 3HICHARF v —)VX - Y3—
BASHHBAE L2 )6 THEE THUEBRAEE U TS 73 ILRUEIER & U CE 31 Pt
EATULE. ATE 1 OOKREBEGHEL, D 204~224 ¢, REBEHED 167~201 g, WIEREME
H180~194 g CHo7=.

3.2, R UEIML, BRI R

NE UM, 5 AR ETZ 0% 16 OBG=72 L, MERHHEE 17 HR) 0SB
MZEET=. oMz, kEfllez 5 0, —BiREBo#%E2EH, TISEFOBER LS
PRgARIEIC 1 M7V, & 5 ICAARAREI SR P i RSS2 14 HMEHT > 7=, ik
REE, KEHEH DN FOB BikicHEhaonT, FLUEAPEECEEIRDShEh
S EEBHPED LN, 4HHIZWE S HEEFZ Z o= 2HalT L=.

T, 22— 2HWTHRERFINCHT =B ICEEAANHEIC X b SO EEHK
BRCOERPIEEZE LS 22 LD ICERSHEGHICTT o7z, HATROBREMOS> b, % -
LB R S OFHWIBICHE 2 f12 R0, BEHEK T HoMEYE=S )V TBEICHWE.
FOMOBEST BRI, KSHEAEH IS TF Vo —F )VERET CHEAEIIRD 5 BUMBSE &
BlRICEELE. v

B OMEZRINE, ATFHCHE A > 7 X 28 AERTHELS > 2 IC X 2 0REBAEEH
WTITo /2. 51, B%E - BIbiAYbh &7 — D IC3RE S, AFEHAHATERE - 5t
BWESELALEZRNVE, BHoU0BROESr—VEARES, B5E, BURS, & -
Bhsin RS, KR HGEREE O RSB GO ZRAL, B LIZasT
LS~V ERDYHTE. REMEFHORT—VITiE, ABRES, RE5E, IWESRUHE
HZEAL, BJricaaiT LEZOVERDTT=.

3.3. BB R Ut EER

BlE, =iE 20~26 CEEMN : 21~23 “C), H#E 40~T70%(GZHIE : 42~65%), WIRGH 12
(AT : 2Pl 6 RE~T12 6 1), MM 12 IR (7 4 WV F —IZ K D BRE U220
RSN HEEEEB45E)THE L.

Bt - MG R OB T8 & b 2T > L REYEEK 7 — (W : 240X D : 380X : 200
mm)% AW THEMNEST Lz, 2L, Bor—JNciro 7. i, wik 18 HLBEA —
OV —THBEUEERM 7L —2, HAF v —VR - UN—FAstH 2 ANEZT S T
w 78 —U(W 2 310XD : 360X H : 175 mm) CHEIBIFAE L, BASHRVHES Y, M4
AR >V AREEAT — VRN CRBET Lz, 7 —Y 020, KT TS 2
Fw 7B —Y ORI VBRI 2@LLE, 272 L RERER T - D RO EIEE O A 2
MBI 1 E LT 2%, 23, BYFAEROERORORM SR L 0.02%RIEEART - )
U LAKBHCOROE Y 7RSI B EHIT» 2.
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FHEYRRTHICERM UEE =4 ) U VHMOMBEREICBNT, BEERERTS L 5RE
BiXAESNRPo .
KEOWMBEERNERAMEDO MTHERIT, IZT6HA S CMFAEBABEERI £ 5 —
TEMLUEBREE HAF v —IV 2 - UNBAGHDP O AT UE. Z200ERIE, KRR
TEDHEHBOSEHEATH > /-,

3.4. SRR UMEREIK

BN, 9878 5 1A LAOFEREIR(CRF-1, 4 ) =2 ¥ VR T RSS2 BRI A
h, BB S, HRETEOFE AP ORI, HEL, 2FERECEahE,
e Ukpok. SALEFANEE—D Y F OO RIE, BEEADRESSH L
H—RUA) T VR TERASE P S AT L.

FoRioki, AGEAR B E VT ERICERI B2, KO KEREREZ, ITF 6 1
AZ et EEtkiast RHAS LY ¥ —CEBLZREEAT L.

FRL R ORELK D AR RIE, W N AR CED - AEMOHHATH - /.

4. B5RERE, 5 HY, HER, BSERRCKREHE
4.1 BERFR R UG %

2-sec-7TF )N -4,6-2 = v 117 = —)UiE, fE L TROMNC ANCEBRINSAEEENEZ S
N30, HE5EHE UTROKRE 2ERL .

BEICB LU, SEREOEY Y TERD TR ) 7oL U8-F 4 ZR— 7))Vt
BT NVEERASHEZRNT, BHRORELE.

BE5HER, #TIR5AH50WEREHICRDTWHEHDREZILHEL U, 5mL/kg T
BH LU, SRR HRET, LR RUAZRHENEIESHD 2WETERSHICEHEWH
FHOKRER, MRPBIIERO0, 7, 14 XU 21 HOKES, WEHEIZWE 0 U 4 Hok
EEHEEL L, 5mlke TEHLE. RERECERSHRE, BSHHZVIRSACRDE
WHIEEHOEEERE S L, 5mL/ke TEH L.

1 5 BEZNE A AT 9 T 00 > ~24F18 4 B 01 SR T, 5EEE1H1EE L.

Fe LM H OBENIMER E & 10 B TH D, KEEHEILMD 343~381 g, ABRIEHED 238
~267 g, BIEFLMEDS 239~262¢g CTH D=,
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4.2. MR RS2

PR, BITORLEL D CHEBRMBERSHE LT IREREL, TOMICHRiHzZ

Study No. 100422

= [EOBHYEZ, ABRIHCHERES 1241, MERHICHS6FE L.

Y
o

- ®B52 BEMES)
(RED TBRTEME % yicd g ki

B|1H  xHEE(Corn oil) 0 mg/kg 6L+62 M01101 120 (FO1151 62 (F01171
( 0 mg/mly) ~M01112) ~F01162) ~TF01176)
BB 2-sec-7°F)-4,6- 078 mglkg 6L+62 (M02201 12V (F02251 62 (F02271
AN (0.156 mg/mL) ~M02212) ~F02262) ~F02276)
3R 2-sec-7 Fh-4,6-  2.33 mglkg 6L+62 (M03301 120 (F03351 62 (F03371
Y hI72) - (0.466 mg/mL) ~M03312) ~TF03362) ~F03376)
WARE  2-sec-7 #)-4,6- 7.0 mg/kg 6U+62 (M04401 120 (FO4451 62 (F04471
VA NIVEIE ( 1.4 mg/mL) ~M04412) ~TF04462) ~F04476)

1) B HIRR TR SR
2) [ HARSH T B i

BERI, 2sec-7FNA46-P b0 72— VOSy P EAWVWSEORSICLS
KE®GEM - AR EBEHAERO Pl @ (RS8P 0, 25, 5, 10 RUF 20 mg/kg,
SHHESPHIORERICEIbIEELE. $2b5, 10 mgkg UL EDOEEIZ L DIETH R UIKED
EMEHAED SN, 22C, YRBROKBEREIZ, TOmgke ZEHAES L, ITFTAK3IZED
233 RUF0.78 mg/kg & L=, /=, &L LTEACom o) DA 2 REXEREGTHHERT
7z

4.3. Fe5HiRE

5 H8IR5IE, OECD Guideline for Testing of Chemicals for Combined Repeat Dose Toxicity
Study with the Reproduction/Developmental Toxicity Screening Test (4221ZESNWT, #T
(X22H0HT 14 HRA & 2 0%k 28 HREAOGET 42 H & U, AR Cidaehen 14 HE, ECHH
FORE 4 TR, MR RUHE 6 HE TOAEE 44~48 B L7z, HIZDWTIE, 42
HRIOHBERICEH L R BOBWICDONWT 14 HEORIEHIRARRT =, £/, EEHEEC
DN, 42 IHORSRIC 14 HRORESEZRIT 2. 4B, &5MMAEHZHRS1HEL,
REESOBEHERE 1 HE L.

5. IR R U WMEIEE
5.1. —HEARAE
5.1.1. it
—BREARCIETOE T, BSHRAPICESh - 80 1 H 2H, BEHMGICEH 10K
DEHEIC 1 L.
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5.1.2. FBREFIE

— AR R T C D AT, RS HEPICR S8 - %o 13 2B EHIKEIC 1 mERZ LE.

T, BREELHPICHRL, ERBAREVCEREEEERE, L. B,
HREBHEOPITAY MW ES =) F ) o LOBRPEAES (40 mg/mLAkg)iZ X % kEF T THE
KB S IMBFES ¥7-18, ERBEAEUBERECE FEE, SR, FEChRUEEES
WZDWT, BCKI, /i, B, FEEK, TR, MR, O, AR, EER, B, AIE,
WBERVFEOEER2E L. &P, SHREEELRBUECRLUTENEREOEHLE.
2L, TEEARCEREL 20% P HEEE RV~ ) ¢ 1MEEE, ez, 2h508E
&, M, S, BB, mKRETR =T, fd, 8§, 085, %, U, 5B, &
B, B, U /NEI(TSR - IBEE), BB, 12, bR/IMK, &8, LEMRE, IRk, N—¥F—
B, ME, RERFRUABRE & &I2 20% PSRV~ ) oellE L. IR, vy -
FITER BRIV Y T 1IREZER, 20%PEEETLV ) VICHBIE L. 2, ST
RS ORI R ORI, 20%HHEE RV ) o CEER, 10%THHEE L) Vi
REELE.

5.1.3. [E{E A
—HARE N VT OFER, BEWEHRICRSE - %0 1H 26, REHRHICEH 1RE
VHIMBIZ 1 2L -,

5.2, REHE
5.2.1. jf

RER, 1ERC 2@@ELE@ES %51, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36,
39, 42 XU 43 H(m#E 1 H), [E 4, 8, 11, 14 K*15H].

5.2.2. FERFEME

{REX, XEFIEE 14 HRE AU REWR PRI 1 8/ 2 Bl@#eH &5 1, 4, 8, 11, 15
BK18 H), SRR 0, 7, 14 RUF 21 Hio, WEWEHIIME 0, 4, 6 RINT7 [
HE L.

5.2.3. [RI1EREME
REZ, 1HEBEC 208@E U= 851, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36,
39 RU42 H, [WE 1, 4, 8, 11, 14 FU* 15 H].

5.3. BEERE
5.3.1. Jf

BRI, RRFE 14 AR UCSRHERKE TE2 S 1ERIC 2 IRE L2GERIER ©
#5 2, 5, 9, 12, 30, 33, 37 XU40H, MK 2, 5, 9 K12 H).
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5.3.2. iAERELIE
EBHEEIE, RGN 14 B <l 18 2BEGEEHER : 852, 5, 9 R 12 H),
TFRAARI I EEER 2, 9, 16 U 20 Az, WEHBMIME 2 HiCAlE L.

5.3.3. DI{EREME .
EHEEX, 1ERC 2F#EE L-ERNEH - 5 2, 5, 9, 12, 16, 19, 23, 26, 30, 33,
37 XU 40 H, [\ 2, 5, 9 K&U12 H).

5.4. {TEMREFOB)EI%

5.4.1. i

EENZONT, WERGRE, 57, 14, 21, 28, 3bRU4IHIZ Fadd DH~3)DIEH %
|, BERIE, REBIREE Lz, &, B8FIZFEEEL, BlindTEMH L.
1) B2, pHDETE, RRFASFERER ORI —VANTHELE.

2) r—Umb60lH LS, BWEE, HORE, EORE, HWE, FREUNREFCRF-
TEELE.

3) b LA, EDL A0NE, STRRE, IRERFASHIRE, REE, THEEKCIER
REIA-T> 74—V FATHELE.

5.4.2. iLEREEME
PN ONT, BSEGTE, #5888 &I H, ER 1, 8 R 15 BAEWICHE 3 Hizi#
CHE-IEBEZBELE. B, T2 RREBEDOT—~I3EHISHRMA L.

5.4.3. mIERHE
2HHZONT, B5EEEIE, %58, 15, 22, 29, 36 N A2 HICHEFE—IEHZEEL
7=.

5.5. RRERIGRE

5.5.1. H

B EHIRE TR DWT, 5541 H O BSEEFOBYEIRE ICBALRET, BOERH,
TEIRE, MERY, BERNEVCEERF 2EXED LTHRE L.

5.5.2. FABRTEIME
NIREE, 0.78 K T2.33 me/keff O ES OHE WRICHHFINETITT.0 mghkgfED1H1IZ DN,
WE3HOTEMEEEEFOBFRRICHELA—HE2RE L.

5.6. IRDHEIE
5.6.1. 1
B S U 7RSS OWT, #5411 HOBRERIGRER TRIZCPUY —Y (P4 2—T
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L UnP Y U IRREEMNT, HRRCEROBAEME L.

5.6.2. FBREEME

HEEFE, 0.78 % TU2.33 meg/kgfE D EYE S O£ WIBIZZ6H0 TN 7.0 mg/kgfHD 1412 DNWT,
ME3HORERIGRER TRIZCPUY —V(F A a—x 2 V=7 ) ISt 2 0T, 1
R UBEOELZHE L=,

5.7, AFEHEEHWE
5.7.1. iff

¥ 5 HARTRE T BRSO W T, 5 40 HIZ Activity Monitor(MED Associates Inc.)% i
AL, SATRFEUES LD ) MBIZ DWW TR S# LR E € 10 SR cllE Lk,

5.7.2. iRBATEIE

AR, 0.78 K UF 2.33 mglkg HOTPES OFEWIRIZH 6 F1IETNE 7.0 mg/kg FFD 1 H1IZ
2T, BE 4 HiZ Activity Monitor(MED Associates Inc)#HH L, SHTBEET S LHD
MENZDWTHRSE 1R E T 10 2B cCRE L.

5.8. [Riter
5.8.1. it

35 AR T Il e 5 BN TR O B )Y, [EIEE HTRIEE T 0l (] 2 BIRGHE T RF D Sk A
B} ONWT, MR-V EAWTHR - KT THEREER L. 208, 5IEHR\NTE
- ST T 24 BERRZSER L. BILERIZONWT, UTOREZERLE. BMERD
IRIZBEE L 1=,

BriftiR - AL, AEHEE L. pH, EBHE, T RroB, bR, BV Ve, Eim,
TOEY ) —FUid, RRERXBE(Y 0 R—S—I1%M 7, BHEEE RS R 2B FRIC
AR X b RASSITEE(US-2100, RiHLEH%ASHEHWTRE L. R
Wi, Yo E RE ARG Sternheimer %, HEFEAEERASH) CREOERICHMEE T TR
L7z, 2B, #RE, YHORE®RSmCT> =,

2ARFRNIR « BRI, REBEL B> SHEH Uz, IRIEEG.GE, BIRIC X b Bt
PRICEEFH )~ b-1ID, kst =) Z2HWTHEL .

5.8.2. FABRAEME

HEREE, 0.78 KX 2.33 mgkg HOHMEF S OENIAICS 6 FINETNT 7.0 mgke BED 1 H1IC
DN, {E b IR — Y2 ANWTHR - KT THEREZER L. 20%, SlEHN
THM - KT T 24 KRR ZER LU, ERUERICOWT, #EOREEEFA—HBG.8.1)
OWEE ML=, MTTRORITFEEL 2.
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5.8.3. MIEAFHE :

[EIEAIRE TRICEIR T — P2 W THER - JaK T TRz L. 208, BIEkN
THafE - KT T 24 RRRZ IR L7z, BILZIRIEDOWT, MORKRE L RA—IEHE(G.8.1.)
OB EER L. RERORIIBEEL .

5.9. I
5.9.1. it

BRESOZEHRUREMBR TH®RIZ, ROINANVESY—IF M) 2 ADOEERNERE A0
mgmLkiZ LA F CHEABRD> S =2 L —3a i b MEEHEIRL, UTOMmKRZ
REEZERLE. ATROERINWIIFEE L.

RIMMFHHRBC), ~EZ DY BMHEGB), ~7 +7 Vv MEMECT, MAREELT) R H I
EREU(WBO)L, EDTA-2K ALEE | 7= MK IZ DT, %00 H 8 ek 5B (Sysmex K-4500,
VR A AR EBCTHE L. & 512, PHRIMKAKMCY), FHRinmkin s
BMCH) % U PR iR i e £ EEMCHC) 2 51 U=

FRARIMERIERBREDX, EDTA-2K MLER L /- f1#K % Brecher ¥%IC L hBEREBE LTS
4 ®HZ RIZEHHE, Giemsa FOAEARZ/ER U CEAMSBE T CHRIMBK 1000 & H O #HR AR M Bk #
BEHELL, BiiL=.

FIER T 73 iZ, EDTA2K WL L =1ikE X5 4 KH T 228K L, May-Giemsa J@iZ
A2 ER U CTERTE T T HIMER 100 M % 53 Fat8 L /-,

7B by UEEED, FHEEES bR R TS 2F VEBBRIAPTD R 4 7Y )=y
WEFEIBIL, Mz 3.13% 7 = b ) o A CUBE, EO058E 4 °C, 3000 rpm, 15
SR LR = MIE I DT, AR A RIC X » RE AT EB@ 7/~ 28 —11, =
AR & AV TR L.

5.9.2. FABREENE

*HBEE, 0.78 KUt 2.33 meg/kg HOBMES OB WIEIZE 6 FINETNZ 7.0 mglkg FED 1 H1IC
DWT, BRRFEEORIIHE 7 DT MWV ESZ =T M) T ADEREAR S A0
mg/mL/Akg)iZ L BHEF T THEAESRIPSh 2 b —a  ic X b Mz L, HomEFEs
BHEFE-EHEGI1L)OREZERL . AEEOBRRMIILEE L.

5.9.3. MEENE

EHEHIRIR THRIZARY "V ES =5 b ) 7 AOBEFEARRE (40 mg/mL/kg)i X % T
THERASR,rSA 2V —2a il b MW ERER L, EOMkFERE & R—THG.9.1.)08R
HAEEBLE. MEEOBERMBIIFEEL .

5.10. Mk b2pikdr
5.10.1. i '
ME R A oI & BRI B KB S ERER U 7= 103 & i 8GR 4 °C, 3000 rpm,
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15 ) LT EMEicone, UTFomEEEmaz ez, REAMEL, REHRE
EVER T80 “CRRE)ICRE L=,

AST 3 MDH-UV ¥, ALT {& LDH-UV ¥, ALP i p-= b0 7 = =)vY) UERAEERK, v -GTP
Ly - TNZ IN-3-ANVEFY 4.2 b7 =) REBERE, BEHTP)IE Biuret ¥, BE V)V
E2M-BibidZEty 7V oo bk, REZEREUN)E YL 7—-E-GIDH X, ZL7F=>
(CRE)Y& 7 LV 7F=F—¥ - F-DAOS ¥, 7 RUHGIZAN¥FYFF—¥ - G-6-PDH &%, &
IV R 0-—-)W(T-Cho)ld COD-HDAOS ¥#%, bV Z ) &5 4 FTGIE GPO-HDAOS #%, Ca
i 0-CPC %, 4% > (IP)ik PNP « XDH %, Na, K MU ClidA AV @REMEIZL D, W
Th BFHEGITREAU 400, TV ORI NFLIFEGASDZHNTHE L.

TNT I RA)ISRERERUERSEE[EKENE, BEESKIREAES 310, 4
VU N2 LR SDID S, AIGPNVT I /70 7) DIEASEE,SEH L.

5.10.2, ABRBEIE

i A A D I & I T R A SR D & SRR U 7= 13 h & B0 /0BG 4 °C, 3000 rpm,
15 2D L T/ IS oW, oMt b ria & M—HEHG.10.1)OREEEMm L7z, &/
TFRIMLEE, RS SRR CMmEEC80 CEUE)NICRE L.

5.10.3. [RI1EF M

iR 2 ) oD M & RIRF R L2 BE R B AR > & BB U 7= i e 6 220 53R 4 °C, 3000 rpm,
15 ) L TR MFEIC DWW, EOMEEEHRE L R -HEG10.1)OBEEZER L=, 4R
FRIMEL, SREEHERRE THUE80 CERE)MIZHRE L.

5.11. R UHREERHE

5.11.1. it

LE2D 5.9.1. BT 5.10.1L.OETRIML 8% X & ITROBFE S B =8ICHR Uz, ORI,
G, GERE), TEEAR, FUREE, BOBE, O8R, BB, BEER, B, BB, BR, BRILRKTE
B HAORBIIERZME L. XREBEREER LEADORB 2R )& RHEAKRETH L TR
BEEHEH LA, 2FL, THREALUFREHT 20% PEEE RV <) ¢ 1 REEE, el
. MR LEDRMZIR NS OBREI, i, <&, B, ERBRGE TR - SE5TE, B8,
B, T8, 2%, DG, 85, &5, 8, V'8 E - BRED, B, KIE, g
B, bRzavA, F9BE, AEREE, ERERK, HN—F R, e RUCKERE & &I 20% PR R
WRVUTERELRE. REL, BREEUEER LEROESIE T T 2~3 REBIEE, 90%
FNI—=)VIZHERE L, BRIV =P FE R B ) ¢ 1 BREEE, 20%51t5E
BORAV ) VICHEE L. 2, EAOKE IH{EORBERWT, BHREGI3)2%ERL
7z

5.11.2. BRF I
LD 592 KT 5.10.2.0HTHRIN L = 8% & 6 IS S ¥, SRR BN B IRE
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REER, WU, £, SHORRE, MEPRERCOEEEREL2ERB L RP o2
B> FIOVE S =V T b)Y AOBREAE (40 mg/mLkg)IZ X B FREN T CRABIIRY:
SHEIMBOLS ¥, MIREGBRUCEREEEER, 8L, RO, /i, T8, TEK,
FORER, MR, (OB, BB, DR, BhE, RIE, DEEKCFEEEEZWELEZ. FEEER
%%ﬁ%ﬁf%bfﬁﬂéﬁ%%mbt.ttb,Tﬂ%&U$&%mam¢@%®$wvu
T 1 MEER, BELE. CO50HEEF, i, [E, B, ERRGETER - 5T, &
H, ¥, +248E, =%, DB, 55, &%, 8B, VR8T - BREED, BB, bR
K, g, T8, LEMEE, Bk, N—F -, WE, KRELCARE & 61T 20% P HREE R
VRV THE L. 7272 L, IREKIE, ZWVF =P IvT e R - RV ) T 1L EER, 20%
LR ROV Y ) 2 EEE L.

4E4g 25 HOF 81 10 K £ T2 ot LD o &g, ~> bvES—)vF b ) v LK
FeP3% 5 (10 me/mLike)lZ X 2 HREFY N CREABIIRD 5 BUNBULS BRICEIR L, BROFRIC
L DIHROS 2R L. LERORE - ME, 20%riEwE v~ ) O CEER, 10%H
VEREEI RV =Y VITRE L=, 2750, BBERIE, VI =PI FE R - R ) T 1 BRE
e, 20%HTHEEERV <) VICEERE L.

SEERMIETE UL, <2 PNV ESY—NLF ) D AOBEERNE S0 mg/ml/ke)
2 X % FREY T CIE KBRS BURBUE S BBICIIM L, HERFABRUEREEHEELE. £
ECODESE - FHRRIE, 20%FHEREETAR VY ) O CHEER, 10%PHEEET RV ) VICRE L.
=L, Bk, V=P FEe R - R ) U7 1 EEE, 20%hiEEE RV
WCHEELE.

5.11.3. BIEEIE
TEE® 5.9.3. KU 5.103. OEHTHIM U z8¥4E X 5 ICRMBIL S B /=%, HlLz. BOUM,
N, EEE, TEAK, FARER, FRR, O, PR, B, B, 8%, WERVTFERERR
WELE. SHEEREZREARETCKRLUENESEIEH L. 2L, TEERTHIRBH
20% BTN ) ¢ 1 EER, ELE. ChH0B/ER, I, [E, B, WRRGE
TR - TR, &d, §, -G, 2, DI, 8%, &5, BB, VY E(REE - B
ﬂ%,%% LRNME, B2, HiE, BENRE, BB, N—F B, BT, KRERUARE LD
I 20% B EIR VT ) D CEE L. L, BB, SV VTITE R e s
fl%@mé,%%¢@%@$WVU/LQEELE.

512, WA

5.12.1. B EB DA

ARE FRORBIE, 37 CICMNR LB FEERO.5%/FME 7 )V 7 1 i Medium 199)
PEHEIL, 5 SEEER, BTR®EE L2, 2o rRmE Wl roEst, B1ro
RO TOREORRARER L. BB, INLOBRAME e, KT RMIEREELX.
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5.12.2. T OEEM

BFRBERBFEERTHNL, W307MBR(RIEA A 5#85:BNA-121D, =Xy 7k
Aatt, HEEMH:3T °C, S%RMH R, BHERVEBICETFHREEY VT NVF ¥ 23—
MICROSLIDES, #HTR1099, VitroCom, Inc) iz A #1, TOX IVOSHamilton Thorne
Research)Z AT, EEhE £ Motile sperm rate), HiEREF# (Progressive sperm rate),
HE SR B WL (Path velocity), =i FEBER 33 & (Straight line velocity), BB #&EE
(Curvilinear velocity), %5828 DHxIF(Amplitude of lateral head displacement) % UM 58
oKD b [ E(Beat cross frequancy) ZEH L /=

5.12.3 ¥ T O A

¥EF R % Calcein acetoxy methyl ester & Ethidium homodimer-1 T =B A (IRIEH 2B
HRATRIMRE RS, SIMETORTEAERT, BPRCETRULLE FLin
FLD, HE{EHTEViability) R U S5 b F % (Survivability) & Kb 7z

512.4. BT OERE

WPRWE 74 RAZ RICEKRL, 10%PHEEE RV ) VU CEER, 1% Y REw
THRE L. FHET CHRFOREZEEL, RARETE, EROGTEBFELVEROT
AR EKD .

5.12.5. ¥ TH :

FFEUE, EXRE LERMZH(-80 CRREMRER, 0.1% Triton X-100P CTHRETF A4 X
(Ultra-Turrax T25 basic IKA®Labortechnik) L TE & L 7= B + & & ¥ % TOX
IVOS(Hamilton Thorne Research)Z W CTHM L. RB, EBRE LKESF1g4= OB T
HOEH L.

5.13. WEMMITFRE
5.13.1. i

F IR TRIERENIC DN, O, B, B, BB, B, MRRGETE - ST,
E, H, +=fEk, 85, BiE, 8%, &, BB, TR, B, )8R - BRI,
B, BB, RE, R ELAOHR, KE, pinl, TEEK, 3%, BRIR, B/
HERBYDOH), MO - /MK - T3, B, LEARE, Rk, HN—5F—8, SHfE - KBR
BRCEME - KBEE)D/D 7 1 AR ER Uz, £OR, AKENRT 7.0 mg/ke #f
IZDWT, HE REMBIEAZERL, WIEHSEREZER L. 2B, BEICIDWT,
PAS- AT ¥ ) U REERDHER L.

5.13.2. AABREEME
XEEEE, 0.78 MU 2.33 mg/kg HOEWES OEWIEIZA 6 FIAETNT 7.0 mglkg BEOFE CHI K
CHEEF 2 ST 12 Fl2fIic DT, OE, M, [, i, B, EREGE TR - S5TE,
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=iE, 8, +28E, =k, B, 8%, 5B, 55, iR, i, )0 - BRI,
B, BERE, BREE, FE, B, TEEK, BT, BPRE, ERMREEETEREMOR), WK
i - DG - AERE), BEE, AEAREE, ERER, N—F R, BENE - KB, E@E - KEE)
RUHARDINS 7 4 L EBEREBER L. Z0O%, NERERT 2.33 mg/kg FFOE 6 HINETNS
7.0 mg/kg FOFETHI R UEIEHI 2 5T 12 PlIEficoNT, HE REMMIEREZER L, wRE
fRE PR A 2 R L7z, 2.33 ROY 7.0 mglkg FHOREITH N TR L LRTRE 2R T8
BIZEZDH B L HZ 5N DWW T, 0.78 mgkg BHIZ DWW T H HE Paffiz Az /R
L, WIS TEREE L.

5.13.3. [ FEHE
HEERE, 0.78, 2.33 &N 7.0 mglkg BHZDWT, gD HE f@MHZ A2 AH L, R
REmEEEMBL =

5.14. YEEHI
RO EMIL, RESHROr S ZCRMZENTE CEH 1 ERELE. &EB, FHBIEHIH
HEE 2 HRC b > TEE S-S G 1 gL 7=,

5.15. ML

14 HRE%E U7zt & AR 2 R —FN T 1 LIClAaEGDE CHBRE L. R
14 HZERE L LT, REREZHAT 2 X TCOERABERRE L.

R EITIE—ERIIITY, BERICEF I -2 L 2 SRR 8
ELT, ZOHZEHEROHE LTRELE.

5.16. ik EOEIZ
REMIIBASKIE, SHREOREDERE, SR TORRZEIR 21 H» 54k 25 H
OFm 10 ETEBHIT o=, Fhil I0FRZAED T L CW=156, FOHR2MEOHE L/-.

5.17. 4E4x 25 HOF Al 10 B E T2 Ui b - =i o Sl

ROWES I, <> PAINWESY =T U 7 AOEEAEE (40 mg/mL/ke) 2 X B R T
THERBIIRA S HUNBRE X BRI L, BROFMIC K D ITROSG MR L. LidDsR
B FHAR(5.11.2)0, 20% BRI RV <) O THEER, 10%PEEERLV) SIEELE.
=L, BEE, ZVZ—V 7T R - he) 7T 1 KEER, 20%PHERERIL e )
WCHEELE.

5.18. WEREOHE
gL, WEREEZWEOH»S 4 HETHHER L.
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5.19. &H WP T L=BEm ok

SEFERECEIME, <> bINVESY =N F )T LAOBEREAIRE (0 mg/mL/kg)iZ LB
R FCREREINRD S BUNBGE I BEBICEIR L, HRFARBRVEREZEE L. Lidoss
B - MEG1L2)0, 20% BRIV ) o THEEE, 10% PRSIV ) VICEE L.
=L, BERE, PVE—NVT7IUFEe R Ry~ T 1 BEEE, 20%THHEERLY v
WCTFEE L7z,

5.20. R#h¥E )

5.20.1. HiFEReDEIE

HIEERH IR EE IR B M, SLRERE, FERBUARRTFOEREGRE L. ERE,
20% FPERERT R L < ) O CHEE L, 10% PRV ) VICEELE.

5.20.2. WEMIDEER
Baiid, RIKEERVRCOFER2EH 1 MEK LA, TR, TEE, 20% i
RN ) CHEL, 10%HEREE RV VITRELE.

5.20.3. (hENE
(REL, WEOHMAERKT 4HICHELE.

5.204. @it
SERIT, WEAHICY = F VT —F )UEREE FCRRREIRD 5 BUMBFE S B /=8I H L=,

6. SLETEEHT

AREERERTRICRLELDK, AEFELB{ESHOBTITY, BREE %L L, 5%HK
#(p<0.05)& 1%EFHE<0ODEIZHITTEARLE. REMOKESI O EHHEL AHEDE
MU=, FE2BIEORZEEO RS, KRERCEBHEBIIEIP SR LE. 2B, 7.0mgkg
B, MRS CH B WEEELS R LD, HEHRhoKkE, BHE, B
71, BFEEZE, KE, RILE, MEFRAERELECIRECFRERS, SFE O EE N
UHIR E R, AR, BHE R, b RE, R, o, RopEhEg, WER, i
BFAHOEERY, WE 4 HOLEER, NREFOHMBEERUHILOMERITIZTCE R o7z,
(BoEhk)

KBRS, Wi, BHE, TEETOB)DEI L ANWNLUNE LX) Rk, B, 8
FEE=R, RE, JRILE, MBEFEREAE, MHEE Ak, o0 E g NS
B, BTRAERE, RERK, KRB, MREMSHKB@E 0 )—KEfRH], SR
BB, BRE, BRE([(ERBATIREKRED X 100], $EHEE R WL RBD, ¥t
BB, FERERM, AHRER[EHERBUBRED X 100], ROEHE(WE 0 HOH & REBUEBKED
X 100], INAEFE|(HE 0 HOH £ RBURHIRERE) X 100], W 4 HOAEFERE, WE 4 Ho4%
FE(WHE 4 HOEEFRBUME 0 B O ERE) X 100], AAREZE O BR[O REE RBUSHE
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B X 100) R UMELE DI, B TTHERCEEREZEH L. Z20D%, Bartlett i
L BESBMEOREERTY, HAROEEIZIE Dunnett HIZ X 7o . —4, EH8ER
SN EAE, AR L7 Dunnett BOMELIZ L DT 2.

TEEEEEOBYH L, BD L AWK 5 O ) MEER OHEURERIGIE, {HETEIHE
EUEHEZRY L=, Z0%, Bartlett I L 2ESHMEORERTYV, FAROBEIZX
Dunnett iz & D47 o7, — 4, FHMERD 5o 541, EiZ2FH L= Dunnett
BOBEEICEI DT 7=,

R RFR([(GERSLE Y E S BWED) X 100], 2R [(ZREMEEY 2RI EIYIE) X 100] K TF
HIBE R [GRr £ R PRI RS REHER) X 1001, x 2B K hiTo /.

2B, HHEESZREICBNT, 233 XU 7.0 mg/kg HOM it ENRIE S 1, 0.78
mglkg BT DWW T HIRE % EM L= BIEOBAE I OW T, NBH L OBRLE % Lo
JBALZFIA L7 Dunnett B OBREEEAWTITo /. 22 CHBEE L ORICHEL RO 5N
7=EE1E, Cochran - Armitage OEMAIEE Z AW CHRRIGEOME 211> 7.

e R

I. RE®GHE
1. —ftk g
1.1. M(Table 1-1~1-5, Appendix 1-1~1-4)

FELRCHIHEME, WThoBHIC RO AR,

BESHIRICE, ABETCE-BRREBoERETALNEDP 52, 0.78 mg/kg BT, &5 14
HOBESEBIZ —BEORED 1 MICAHSNE. 233 mgkg TR, 5 8 BUBOKRSEE
B OFRED 11 licHs . 7.0mgkg BT, S 2HUEOREBERIC—EEDOR
DS 12 Plplic i B hiz.

RIEHRAFICIE, WThOHL—RREBOEREIAONEDP 2.

1.2. REREEME(Table 2-1 K OF 2-2, 3-1 }&UF 3-2, 4, Appendix 2-1~2-4, 3-1~3-4 RF 4-1~
4-4)

7.0 mglkg B CIE, TR 19 HIZ 761 2454 21 HIZ 1 FIH3E1C L, 4EER 19 BUF 20 HIZ& 1
BIHDSHEIE & o =, WEREE, 0.78 KTF 2.33 melkg BT, FLH R UMESESNIIRD Sk
-7,

A2 FCBH A & O AR R i, SRR U 0.78 mglkg B CIE—RIREBO BT A S iy
o7z, 2.33 mgkg A TIE, %5 10 HUBORGERIC—ENHORED 65 HlicHLN. 7.0
mg/kg BT, 5 3 HUBOREERIC—ELOHRED 11HlIcAH SN,

SRR P L, SREEE A TS 0.78 mg/kg HTCIEX—BRRBOEBIASN P ok, 233
mglkg BECIX, BREBERIC EHORED 3BICH SN, 7.0 mgkg BETIE, T 8 HI(No.
F04452:4F4% 19 HSE L, No. FOM454:4E8R 21 HFEC, No. F04455:4E4% 19 HFET, No. F04456:
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R 19 HAET, No. FO4457:4E8% 19 A3, No. FO4458: 44k 19 HAE1, No. F04459:4F4x 19
H%E1, No. FO4460:4F4% 19 HIE) KR UNEIFE 2 Fl(No. FO4451:4F4% 20 H¥FE, No. F04453:
% 19 HEDICB W TRRCRTELOEI RS 2 WZLHIC—AE0RHE, BREFHOKT,
FEENGT, TRIB TR, FFIRNEE, F7 ) —¥H 23 WBRTERLSA SNz, REOLES 24T
&, BEHEBIC—EROREIA SN,

WEMEPIZE, WTho#ed—BREORBEIALNR,o .

1.3. [E{EEEME(Table 5-1~5-5, Appendix 5-1~5-4)

FET R UHBERIL, WThOHIZ RO bR 7.

BEHIRERICE, R TII—RREBOEE AN, o/, 0.78 mg/kg BFE T, &5 16
N 17 Ho#SERBIC—ATEORED 1 PlicH S N=. 233 mgkeg BT, %5 12[M0EE
BRI -8YEORED 1 AllcAasNz. 7.0 mgke BTIX, &5 3 HUBORESERIZ- @Y
DFED 6 FlEflicH STz,

MEHR I, WThoRe 3 —BREBOREZIALNRP o=

248
2.1. ##(Table 6, Fig.2, Appendix 6-1~6-4)

LEHE I, 0.78 BT 2.33 mg/kg BECIINBRE L EATHSNEHOREICHREIIH
shiaof. T0megkg BT, NBEH LTRSS 18~42 HZAEDFRREMPA LN
7=.

EEHIEPICIE, SRE5HEONBHEERTESUEHOBREICFEEZA SN RS-,

2.2. REAEE M (Table 7~9, Fig.3, Appendix 7-1~7-4, 8-1~8-4 KX 9-1~9-4)
REBAEI R ORI RIC X, 0.78 KU 2.33 mg/kg FETIEN R HARTHIEH DK
BIZERERA SNRDI o/, 7.0 mgkg BT, XA L ILATERYS 11 X015 HIZEKED
ARREBERA BN,
R RICIE, SREHE OB EERTSIEHORECAEREZIAONRD > .
BHRTIZIE, 0.78 KU 2.33 mg/kg FETIINBH L AR CEAETOKBICAEETH
SEhibhoi=, '

2.3. [B|#E#EME(Table 10, Fig.4, Appendix 10-1~10-4)

LRI, 0.78 KU 7.0 mglkg B CIEONEER L MR TEWEH ORBICEEEIAS
Nixrofz. 2.33 mg/kg BT, MEEEEE HARTES 36, 39 R 42 HICKEDAE R SED
HAENT=D, BERBICEAFELZZLTIERWI RS, HEICLZEELITEZ SR,

EEHAR P, 0.78 BT 7.0 mg/kg HTIIMNBH L KR CEAZHOREICHERETH 5
Nixtrolz. 233 meglkeg BT, S ERTEEL, 4, 8, 11 RPN M4 HIZKEBEOFER
ElEPHLNED, BEECHBUERLETIRNWI DS, REICLIZEELITEZI LN
AN
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3. BHHE
3.1. #ff(Table 11, Fig.5h, Appendix 11-1~11-4)

FEHRPICIE, 0.78 mg/keg HCIINEH & IARTEAEHOBHAICAERERA SN ED
ofz. 233 BRU T.0mgkg B TIL, MBE L HARTERS 2 QCEHESE0ARREKMEIASN-.
%3, 7.0 mgkg FETIE, HMBEEL LTS 12, 33, 37 XU 40 HCEMBOERREED
Aeuhizh, BEZLZBHPRELEZEZ SNRW,

EERR I, 0.78 mg/kg FHTIINBH E ERTHEAEHOEHARZICEAREZIA LR
o7z, 2.33 mg/kg FHTIINBE & LEAATHIE 12 H, 7.0mg/kg #FCIEME 2 BT 12 HICEH
BEOERBRBMBEDALNZH, JRECLZEEPHEELIEI SRR,

3.2. iABAEfIME(Table 12~14, Fig.6, Appendix 12-1~12-4, 13-1~13-4 K T* 14-1~14-1)

REREAICIE, 0.78 KU 2.33 mglkg HCII AN B L AR TCENEH DEERICHRED
A7z, 7.0 mgkg BT, NEHELLERTERE I AICBMEOERRBEEALN
s, —HtEOETH Y, BT IBEMPNEELIIEL SRR,

PRI HICiE, 0.78 KX 2.33 mglkg B CIIABR L LR TEHEH OBHEEICHT AT
AbNhbolz. 7.0 mgkg FETCIE, ABREEE HLARTHEE 2, 9 R 16 HICBHAROESRE
ERHL NN, F#HICLI2BEEZNREELTFI SRV, ,

HEHIRAPIZIE, 0.78 RV 2.33 mg/kg HTIXHBH L HERTHEHOBHERICARETA
Shahol=.

3.3. [EEFMETable 15, Fig.7, Appendix 15-1~15-4)

BE5HIEhIZIE, 2.33 mg/kg BECIINBH L EATHAEHNOBMRIEREZIASNRD
57=. 0.78 mglkg B TIINBEEL HATERE 23 H, 7.0 mgkg BETIZIRS 19, 23, 26, 30,
33 XU 37 BICBEBOEEREBENA SN, BT L2 BUENEELIIEZ ShiR.

mEHE I, 0.78 mg/kg BECIINBEH L N THMEHORERICEREZIAShED
o7z, 2.33 mglkg HTIEIMNERFLEATEES H, 7T0mgkg HETIHEE 5, 3R 12 HIZE
HEOHRREGHNASNED, RS CLHBHENEELIEZ S50,

4. ITEIHEEEIOB)
4.1. #(Table 16-1~16-6, Appendix 16-1~16-4)

0.78 X 2.33 mg/kg H T, FHEHOWTNDOEBIZH AFEALNERH» > 2.7.0 mg/kg
T, REDA LN, NEEHLHEARTERS 41 HEZOHEEOBRRSENA LN,
REEZO—EBHEOREIMEL/IZDDLEIONS.

4.2, SRERBEME(Table 17-1~17-6, Appendix 17-1~17-4)

7.0 mgkgf#tCld, BRUEHOWTNOEHIZHBEIASNRPo /=, 0.78 mgkgl ¢ i nt
R L EANTHESHICIRW B S OB EME, 2.33 mg/kefi CIEWE3H ICIREREHSHAEDS
BREESA SN, WINb—BEOELTHEI LN, BECLZELLEELLN
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AN

4.3. B{EFE(Table 18-1~18-6, Appendix 18-1~18-4)
EHRE5EL Y, SMEHOWThOEBEHIC RBEAON R/,

b, BREB G
5.1. H(Table 19, Appendix 19-1~19-4)
FREHEY, WIThOEHIIDEBEIALNARDI .

5.2. ABRFEME (Table 20, Appendix 20-1~20-4)
FRERHLD, WTNOBEBICOEBRIASN R0/,

6. #84
6.1. ##(Table 21, Appendix 21-1~21-4)
BREIE D, NEELENTHBEATREOEDNCEREEAONRD - /.

6.2. AAERELMHE (Table 22, Appendix 22-1~22-4)
0.787% U*2.33 mg/kghf T, HIEF L AR THIR R VEBEOENICHEREEALNRP o).

7. BREHE ,
7.1. tf(Table 23, Appendix 23-1~23-4)
FHREHLY, ARELURTCEAEEBCEREEZAONER P .

7.2, REREENE(Table 24, Appendix 24-1~24-4)
078 1%2.33 mefkeRETIX, HEEEL HATEIAFEBDICAREIASNE D=,

8. RE#
8.1. BeEHII# T ol
8.1.1. M(Table 25-1 JUf 25-2, Appendix 25-1~25-4)
BRGH LS, NEELHIARTRERCREBECEERERZA SN R0,
&i#H, pH, E0E, U8, 7K, E)Ey, i, voey ) —7 s RO,
EREH e DNBHECIZIIREETH - .

8.1.2. AXEREEME(Table 26-1 &K 26-2, Appendix 26-1~26-4)
0.78 % TF 2.33 mg/kg B Tld, AL ARTRENCREEICFRATA ShRD o).
&, pH, &0E, 7RO, Y bk, EVvEY, B, Yovey 72 RUTERE,
0.78 BT 2.33 mg/kg HCIINMEH L IZIIEEE TH o /2.

- 33 -



Study No. 100422

8.2. [ T 8l
8.2.1. ff(Table 27-1 & U* 27-2, Appendix 27-1~27-4)

FRERL D, NEH LU TREMTRIBCREREZEA SN,

23, pH, EHHE, 7RV, ¥ hUEK, EO Ve, #m, Yo 2 -0y RO,
BRSO CITIAEETH > L.

8.2.2. [AI{EELE(Table 28-1 KT 28-2, Appendix 28-1~28-4)

BREHEDH, NBELHARTRERVREECGEEEA SR o7,

@i, pH, &HHE, 7RV, 7 Mok, EVVEY, i, vov) o —4 UL,
FEEHL HDNBHECIZIIREETH o /.

9. IMIyRFEREA
9.1. HGHINTHE T
9.1.1. M(Table 29, Appendix 29-1~29-4)

0.78 mg/kg T, WER & EARTHRMIKBORTAT b7 ) w MEOHBRGHEDNA SN,
2.33 mg/kg B TIE, MBERELIEARTATZOEVEBNUAR M2 )y MEOAERGEM, 173
3V OOFRMKBOSHERIA SN, 70 mgke BT, NEHELHRTATID
VB, AT MUy MERUEHRMREEOERREMHE, AREIRWD OORMEKED
SRR &H S, BB, 233 R 7.0mg/kg BT, NEELIERTTDO MDY E LR
DEBRBEPALNED, BT —Y DHEA6.2£1.8 sec)iIZBmNI EH 5, FHEICHILE
{LeiERneHlizhs.

9.1.2. A EREEME(Table 30, Appendix 30-1~30-1)

0.78 mglkg FETIL, HIRHE & HARTHRIMEREOTT RIREBEIAH S5 7. 2.33 mg/kg BT,
KRR L AR TERZRI RV OORIMEBRBOEMMERDEA S hi=, 2B, 0.78 mgkg FTid,
WL AR TR AR R R RMEkMGERDOABRIEEIA DN, RERIC
W L= cid o, £z, 233 mgkg BT, MEHLERTZ4 7)) V=TV EE
DEBBREM[DBASNED, HRF—FOMHEA80E16 mgmINI TN 25, HFIZESL
iy eI 5.

9.2. [IEHIRTHE 1y
9.2.1. H(Table 31, Appendix 31-1~31-4)

0.78 % 1'2.33 mg/kghf Tid, MEREL HANTHWEHBCEREEAONRDP 272, 7.0
mg/kgBETld, AERAE L AR O A B EME &K EY RNk ERERREDE RREED
HoNED, BEGHRKE TRICIIRD SNBRVELTHD, RECIHZZELEIFZI SN,

9.2.2. [M#EFE(Table 32, Appendix 32-1~32-4)
BREHEY, ABEEHACESMTHEDICABRETIAO NP0/,
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10. MHKELZRE
10.1. $5HIRIHR TR
10.1.1. ¥ (Table 33, Appendix 33-1~33-4)

0.78 mglkg HTiL, HEBHLLERTHEACHBICHZZIASNRP >/, 7.0 mgkg #T
i, NEHLEARTCIVPFooDTERAEE, FRETZRNODOD ALP OFHIERNA S
Nz, 233 mgkg BT, HEBOHEARTRIV AT O-IVOHFRREMEDLIASNED, 7.0
mgkg HTHBEEDIRDOLNGEP /=2 eh b, BGEHEIIEMLTERVWEHIENS.

10.1.2. A ME(Table 34, Appendix 34-1~34-4)

0.78 mg/kg TETid, MERE L AR TEMEAHHIZERETAONRP o/, 233 meg/kg FFT
i, MRS LERTPZ VT I VB R AG OARREEFALNER, WThdERT—F 0
fE(7 VTV E:3.4920.30 mg/mL, A/G:1.25F0.12)IENWZ A5, BEICHES {EMTR
Rk rans.

10.2. [ S T I
10.2.1. f#(Table 35, Appendix 35-1~35-4)

0.78 mglkg B CIIANBEEE L AT AIG R Cl OFBERMKE, 2.33 mgkg BETIX AIG D4
BREERVRIV AT O0—-VOE&GREE, 7.0mgkg HTIX ALP RU7 VT IV OHFRBR
B TS REREOHBRSEPALNED, WTh &SR TRICEZED Shikdr-o
EELThh, BEIZESLDOTERVWEHIBIENS.

10.2.2. [|E{EFHE(Table 36, Appendix 36-1~36-4)
FEEREHL O, NRHLEARTCENERBICEREZEALNR PO ).

11. ##k

11.1. F5 IR TR

11.1.1. ##(Table 37, Appendix 37-1~37-4)
NWTNORE LS, BERIALONRI .

11.1.2. iEREEME(Table 38, Appendix 38-1~238-4)
B THORKRTIE, WTIhoEbERERIALNRP .
EHAERNE I T, RREAShRPo .
BN TSN TIL, BERAasnRP o,
REEZMHMETIE, BREAONRI o=

11.2. )& HIRRE T
11.2.1. ##(Table 39, Appendix 39-1~39-4)
0.78, 2.33 XU T.0mg/kg BT, BFEA SN kpo. MBI T, HiEO @M1
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Bl A BN,

11.2.2. [#E#EHE(Table 40, Appendix 40-1~40-4)
WINOEE S, BFEALNERIoE.

12. ZZEERE
12.1. e 5HAREE T
12.1.1. HE(Table 41, Appendix 41-1~41-4)
HBHOMKEZ, 0.78 U 2.33 mg/kg B TCIINBE L R TCHEREIA SN ERP 7. 70
melkg B CIE, MBEY EARTHEEERW OO, KREOEMEER D H S .
BEIERICBWT, 0.78 KU 2.33 mg/kg £ CIIAIREE & LA TR E O EE LU
BRICHBEZAON R/, 7.0 mghkg BT, NBHEIEARTCHOMSERBOGRERS
EHBAHALNED, HHRERIIERELIRZOONBRNI L5, MERFE OEREZEICE S &1L
EEZILND.

12.1.2. RERFEHE(Table 42, Appendix 42-1~42-4)

HIHOKER, 0.78 KU 2.33 mg/ke BECTIRNER L LA THEZRASNRD k.
BEBERITBNT, 0.78 KU 2.33 melkeg BT IRRE L A THEE O ER K UM
BRICHEEIA DRI,

12.2. B TR

12.2.1. #(Table 43, Appendix 43-1~43-4)

AMOOKEL, SBREHLONBIL A THEEIADNRP >,
BEERIIBNT, 233 XU 7.0 mgkg HETIINBR L R TCEBEOHNER R UHNE
BIIABEZA SN0z, 0.78 mgkg BECIE, HEM L HACHOENEROA BRI
RUIOH EROEEREMDBASNED, BEBICEELEBLTRRNI LS, B
Blr kBB rEEL bR,

12.2.2. [IE R (Table 44, Appendix 44-1~44-4)

Bl HOIKEZX, 0.78 U 7.0 mg/ke B CIINBRH L URTEREIAONRP 07z, 2.33
mg/kg HTIE, HBHELIERTERBEOERREMPA SN, £E5RICEELZELTIER
WZehh, RECKHZEELIEI SR,

BURERIIBNT, 0.78 mg/kg B TIINBE L HXTLHEOMNERDOAEREMEDA SN
b, FOMMEBRIZABEDPADOSNRNWZ EDS, BEIEEADSSLMLTERWEEZI LN
%. 2.33 mg/kg BTN L LR THOM N ER DA BREMEHH 5 NI=D, MANERIZA
BEFFEOOSNRN &S, HNEHGOKBEZICIHEIELEEZIONS. 7.0 mgkg HT
i, SR LR TOROENEEOFRREMAPHA LMD, &5 UK TRICE oMM
mbLNRbo I D, BEIIHESBOTIHRVW I S.
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13. B T|#&E
13.1. #%5 B4 THE(Table 45, Appendix 45-1~45-4)

0.78 & 2.33 mglkg FECIE, MEHELERTCESBRBEHCEREEIA SN RPo7=. 7.0
mg/kg FETIL, MWL HENTETR T, 5ilE T, ROMBERHEENCEERTFEOD
HREREME, BTrETORE, BAEE FRELVRESOGTHEEFLEOERREE, FRATR
WHOOAEE Y B TEROEMMEN, BHOFEE FROSEMNI A5,

13.2. [n12 MRS THf(Table 46, Appendix 46-1~46-4)

0.78 % 1U*2.33 mg/kgftTiL, WRBE L I THFRBAEHCIERER A5 ko=, 70
mg/kgfECld, NBHLUARTEEH FERVESBRIE FROGRREE, RATEETER
VEERO T FROERRBEIA SN,

14, JFHHBFZ R A
14.1. FeE5HINRE T
14.1.1. jf(Table 47, Appendix 47-1 KU 47-2)

ARER : SPHRBE T, AMEICERERD 1FlCALNTE.

N—F—F  RAEEETIE, ) U BEEES 1HlcH SN,

O MFEEE T, BB ED 4 flicA SN, 7.0 mgkg BT, BEEMEHED 4
AicHsNIE.

PR - APHREECIE, MUNAZFRED 141, V2SRRI 2 flicA o)z, 7.0 mgke 3
T, FERED 1FiCALNT.

BB - BT T, #EANEMD 1A LR,

B MEEEECI, Y VSRR EE S 161, FRAE Lo IEEE LD 2 61 & RIS L
D THDP LEIZAH SN, 7.0 mgkg BECIT, RME OB 2 41 22RaH 1 6]
HGNE. .

R 7.0 mglkg BT, BEBRMOBHMEBEEED LAIICASNE.

OB NEEETIX, VU BHIEEED 4 6licA SN, 7.0 mehkg BT, ) LA
N2 B 2 H SNz,

BB, INLOBLIINEHTOIEFHREINSGZLTHA L, TNODOEEZIIRE
HHENIBETHHZ L, 7.0 mghkg HOZ NS5 OHBEEEIINBE L IERTESRNI D
5, MEMELEHEINS. ’

ToMIZE, MEEERC 70 mgkg BT, i, S, W, & TR, HER, RE, 8,
e, ZeHE, Wik, S5, @B, BEE, MER, TERY COSH, BREIREY DoNE, BB, B
BBk, ¥5%, TEK, TR, LROME, B8, KR, /B, T8, &8, BEE, &0l
B - KERE)MNEHEE - KEBSIZEBEIASNRD o).

14.1.2. ABABEME(Table 48, Appendix 48-1~48-4)
B - SRR, SEALEMD 6 FlicASI, FORBIIITLEED 141, BED 3HIEV
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MEEN 26 TH o=, 0.78 mgkg H T, BEABMA 6 FlICH LN, ZOBREIIXTSBEED
14, EEMNAFLPEENI1HITH o=, 2.33mgkeg H T, BNEMDP 6HICAHALN, Z
ORERTLBENSHEEEN 1HITH-o /=, 7.0mgkg BHTiX, B/EMD 1A BN,
. ZOBREBEIBRETH . BEABMOKTIX, 2.33 mg/kg A CHEEH L ERTHREIR
HohE. |

ZOfoE{Le LT PR ULEFIRBE SN,

Ol - 2.33 mglkg B TIE, BMHREEES 1MIZASNE. 7.0 megke BT, PHARR
1 BlicASIE.

Bl - 7.0 mg/kg FH T, REOEWD 1AL N=.

FPRE : MIBEETIE, SUDNASEED 341, MEERAED 1HE ) 3 MEREE 2 flicAa s h
7z. 2.33 mg/kg BECI, RO IFRIRGESED 1 fl & HELED 2HIzH 5N, 7.0 mglkg
BT, BUNEFIED LA S N, |

B, CNLOBLIINBERETIEFEEEINLIZTHLI L, ZhbolEEIVWT NS
TLBETHDI L, 233 N T.0mgkg HOZFh 6O HBEEIZHBE & LR TEF RN
Erh, BRI

Zofici, SEEE, 2.33 XU 7.0 mglkg BT, M, S8, B, & TR, IR, 848,
H, +i5, e, WG, 585, B, B, TS0 LoSH, BRI oSE, B, B,
SR, TR, B, FEEK, FRER, BRME, 88, KB, /N, JEHE, A8, AaeRE, R’
K, N—5—, BRE - KbE), SHE@E - KRS RCHLRCEREIASRP o7,

14.2 RESE A UNBESEHI(Table 49, Appendix 49)

7.0 mg/kg FHOD 8 FIOFETHITIL, FFHMITITBEMDFERICRO SN, ZOMIZLL
TOMBERRIFEONE.

fii : BlnD 8 eflicAH LN, ZOBRERIBEEDHHSVWIHEETH .

Bl - BIhS 8 pleflicA o, ZOREBEIEED LI WVWIHTEETH 2.

7.0 mg/kg FED 2 PIOEHHTIX, LLTOHBERMRIE LN,

B : A 1 FlicAoh, ZORBRIIBETH- .

14.3. [0]1E BARS#%& TR #E(Table 50, Appendix 50-1~50-4)

TE A% - RIRBECIL, BRGNS 4 HlicAH SN, FORERXIKEETH>/=. 0.78 mg/keg i
T, BEAEmM 2HlicAHA LN, FOREBEEREILMETH 2. 2.33 mgkg #FCIE, #EA SN
D3flicHsN, ZOREBRISBEN 2HEEEN 1HITCH /. 7.0 mgkg BT, BEH
SEinhs 1 HlicH s, TORERXILSEETH- /=, &b, fisdamid, 7.0 mgke 3 CHIR
P RARTARET RV DODETHEHMA D Sh-.
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II. £FEREESN
1. E#oERBELE
1.1. &R E(Table 51, Appendix 51-1~51-4)
ZEFHHIOR 514 HRE)OBIEOEIL, SR5HE ONBHEERTERETALSN
lro i,

1.2. XEFMEBHH, ZEXR, SHRMEUZIETable 51, Appendix 51-1~51-4)
ZREL, WThofted 100%TH-o7z. REMBEHKIZ, SGHL ONBIEFL ORI
AEEIAONRPS .
TRZRaMEI, XPEEER TR 0.78 mg/kg BECH 1 BlicA SNz, ZHhEIT, SHEHE D RE
YORICHERESASN P TE.

1.3, {EEEARY(Table 52, Appendix 52-1~52-4)
IERIARIE, 0.78 XU 2.33 mg/kg HETIINBRE L HEARTHERBEIAS NG >/.

1.4, IEHRIEIAE, SKRBURUERE(Table 52, Appendix 52-1~52-4)
FRGEE D, NBEE TR AR, SKEECSKECFEEZIASNRP D).

1.5. WEEE, DEIRENUIHERAETable 52 & U 53, Appendix 52-1~52-4 T 53-1~53-4)
PESRIE, WHEFEAT 2.33 me/keg BT 100%TH > /=, 0.78 mglkg #L Tld, £ ERILT
BEs 1 FlICEO o780, HEERZ 90.9% &R0, HBHLOMICEREEEIALN
Bpofz. 7.0 mgkg FHTiX, HTH 5 WTEFEREWH 10 Gl 25 E RIECEEYH 1 H1IC
AHohi8, HEXKT83%THD, MBHLERTERREMVALNE.
SURBORE L LT, 0.78 mekg HTHYIREOEED 1H1 L 7.0 mgkeg FETREOD» S
OF LWHID 1 flicAH Sz,
HEREIZBNT, WIhoOB BRI SRS,

2. REME,)
2.1 RHPERE, JEPERE, WE O HOFHERE, WE 0 HoMLL, A%, ROEHERT
Hi4:#(Table 52, Appendix 52-1~52-4)

0.78 R TF 2.33 mglkg BETIL, WEEE & A TRMERR, JERE, WE 0 HoMERE,
BE O HoHkle, /%, ROEHERTHERICEREZIASNAP 2=, 7.0 mgkg T
&, SEEREEmED 26Dk, REVE)OFHEBTERM o7,

2.2. WEO—#RE, WHAHOEERE, WH 4 HOML, WE 4 HOLAERUNEKRE
#(Table 52 & TF 54, Appendix 52-1~52-4 KX 54-1~54-4)

0.78 &1 2.33 mgikg FETIE, WEEEL HARTUHE 4 HOEERE, WEH 4 HOM RO
HAHOEFERIIEREEIA LRI o).
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FAEROAREE L LTL, 0.78mgkg HTHELEENE LHIIZALNED, NRHFLOD
MIZEREZROLNT, WIhbEAREMLEELIOSNS.
REBO—BIRBIIBNT, WIhOHLBEFIASNERI O,

2.3. RO IKETable 55, Appendix 55-1~55-4)
0.78 B 2.33 mg/kg BECld, WL HANTHE 0 R 4 HORE#BIEH{AE, HE 0 )
T4 HO—EEWEE, H{F 0T 4 HO—EaEHABICEREEIALNRP o=,

2.4. SEER OB (Table 56, Appendix 56-1 T 56-2)
0.78 U 7.0 mglkg FE T, BEEASNRP o=,

2.5, LHEROF|(Table 57, Appendix 57-1~57-4)
FEEEE, 0.78 N UF T.0mgkg T, BFIEIASNRI o=, 2.33 mgkg HTid, BEMLE
WifizAaLNED, RBEAEMSMEN LS BREEMEEZOND.

=1 1

2-sec-7TFN-4,6-V= b7 2 ) —VDT v P BHVWIREOKRGICX D REKRSHYE - S5
FEBEHSHBRETY, MEHYICEST 28R EER T2 L 2 bi0, HIRHEEE, LRET
&, ZRECAHERE OEBOTECRETEEII DN TREILE. BRERIX, 7.0 mgke 25
HE& L, BT 233 %00.78 mg/kg & L/z.

REHRSIZLZBHICONTE, FECHDPFBREED 7.0 mg/ke #F CHIRARIICIHE 8 61, HIE
B EE CHERERIIIC 2HICEO SNz, SECHRTEESICIE, BREFHOET, RELL,
IR T, WREE, 57 —¥hH 5 WIEEREREA SNz . FETH ORBHEMBERECIX
FR OB S 2 W SRR §HEflicabNE. Yobny o) —ViE, Ak
TR LB, ROTAEELPHES N, BENBEORM, (KB LA, WPRENK
DI OMMEE L, BRED D WIEEMS a v JICEhBIZEL EEZI LTS 9. 4
HREBRIZBWCD, TP THREED 2 WIS 2 v 7 2537 —BREBO 2GR T
THgcEmMRA SN DS, FERIE 2-sec T FN-46-V = b0 7 =) =) 52D g
REEHLIVITERBELZZ 505, 2B, SETHNRUBEESNL, FR 19~21 NOMEKREK
HicoARDHON, ERCEFRETCIALONBZWI LD S, ERERSMINMICER LT
ArEZIOND. 25007 FN-4,6-2 b0 T /=)D T v ERNSEOEEOESEER
B 9T 50 mglkg #EI2X D, Tv MEHVAEMOESICL 3 RERS5HIE - SRR HH
OFEARER D Fimatsk 2T 10 mg/kg H5IZ L 0, B TEH ORI & Bal5h & MO —BREO %
A LTINS,

—m&%@wmabrm FELGEEOMEECHRED 6 NI HS, VNI hbB5 BRI AN

ROENEOHRTH N, FRREOHFERD 2 IR OEEZN (LD 5 hin

._40._
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Zehs, HRMEORBIEICE S ALK h, SHEREEIARI RIS,
REIL, 7.0 mgikg HOM TSI, I ©ablBGm R U R R ICEERA S
7=h8, EHEHIRNC M b BEIEA SR o=,

BHEEIL, 233 & 7.0 mgkg FHOH TRESHMIC—BEOREDIA LN,
TEMEAE(FOB), RERIG, BARVAREHE Y, RECERTIEEAShRD o
7=
AT, M RGEIERT22MLIERD Lo, _
MPEEZREIZ BN T, HETIdIR5 MR TR 0.78 mg/kg Ll _EORSEECHRIMBKE L AN
2w MEDEMED B W EiEME, 2.33 me/kg L FORLSHTCAET/OE Y BOEHE, 7.0
mg/kg B TEHRINMKBABOBEDA SN =, T, BTSHBHE TR 0.78 KT 2.33 mglkg
FECHRMBEDOBEMED 2 WX EEEEDIA S I, /o T, MiE X $ 078 mgkg LLEDRSH
TEIEEZE LTS EEZSND. T, RSHMETRICEBOASEND SR CD
SBRE~PEED 6 FIEH], 0.78 mg/kg HTI LHE~TEEN 6 FlHl, 2.33 mghkg HT
TLEED HNIEED 6 126, 7.0 mghkg HETITIBEN1AICASh, TOREL 2.33
K70 mgkg HTHNBEICHARTEPo/z. £z, 7.0 mgkg HEOBWLHITIX, HIROEHES
B S <EEC1MIZEO SN, (o7, 2.33 KT 7.0 mg/kg BTl BRI BEAE MR
TLTW3EHEZ N5, ERIET, OCRAMERZTRL, AGERHEETH D HME
NTW%, > T, YRBTE, MTHICLERTHLHREELIFENEZBOEEISNS. 1
BB TRHZI, i CHIROBEANE M AR T I CBED 441, 0.78 mglkg BT T < HEE
P26, 233 mgkg HTIBEEDHLZWIRED 3H], 7T0mghkg HETISEED 1HICHL
N, ZOWEFEZ 7.0 mgkg FECANBEICHARATERWMERAICH o 72 . EER TR,
MEFBRETLMERIZED SN 5, BIKROBAENOE TIXREERICH 2 &
EZZibhb. 24-Y= 07/ —-NVDT v bEMNWD 28 HREIREKD®REGELHE 92BN
Td, 80 mglkg BHOMETL MRS S I, EIRIC S 2 T & MO T EmIX % MAE I A 3
2HEKOBBHELTH D, ZIEORRIE Y = b0 7 =/ - )VEIORBERHEBEIER & B
HMLUEELEEFEAOND ERMEL TS, MABRTHWE 2-sec-7FN-4,6- b0 7 = /) —
WTH, BEWEEREINC K D FBIROBEGENEOETERKEL, =) A0RTF > OELE
MABRI b, FORBERRMERESOMMAREZ(ZIMEPEEZ SN,
M#AEAFRECIX, 7.0 mghkeg BHOBETZ L 7F = OEERS ALP O&fEHANA SN,
BERFT—Z DM V7 F=2:0.2940.04 mg/mL, ALP:433.9+129.5 mg/mL) & ERTHED
hol=h, REEBERERUVEET MO A —=FIZELIAAHLNBEN L s, F1H
OREFSSBEMEELIONG. —H, T, B5ICERTZZEEEDShRPo7-.
HIB R VSBEERICBNT, HiEL HRGIERT2ELIERD S, 7.
BFREICBNT, B5HRK TRIC 7.0 mgke BCEINS FX, Bl TE, SOlEs
BEE, LB TERCEEE D BFEOEMED 2 W EER, B FEBORE, Bk
FR, BHOHFERERFRERRUVBEBOEGEEFROEMED 5 WEEMEERLFA S -, [ELR
TR, 7.0 mghkg HTEERTFBERVESE VB TFROKME, BB TERUTETO
HERBFROBMEDIAD NG, 2-5ec-7FN-46-V 2 072/ —VEERV MV T =) —
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NWERLFE T, B rARUBEOKFRRERZEE TSI LICLh, BFORBRUES
HICEER RITT CEPRETNTND 89, LEHBRICBWT D, BFoEEE, LR T
JERCATIADLND DO, BROFAMMPHRE CH FERICREIRD SN T, KBl
Mk R ORI N T 5 BEIIER S ko /2.

RIS R E T, B L= Eo 2.33 B U 7.0 melkg BEIZ BT 2 BIEOBEA G M OE T O
iciZB SRR T 22 LEASNRP o .

HEPoLEEEBIEIC OO T, RSN, ZEX, KBMEHE, SR, SihE,
FEREARE, AWRKAE, WERE, WREAR, ERBAVERRICE, BE5CRRT AL
Huhabdolz. T0mgkg BT, FETH 2 WIZHEZEWH 10 §1 & 25 & R BEDH
1RO NIz /28, HEROIKMENASNZ.

REWE DITONTE, BHERE, FEERE, WS oHoF LA, WE 0 HoM, &
Wik, WOPEHRRUHERICE, 0.78 KU 2.33 mgke BTHEEICRET 2 Zbid 4 5 h
rirolz. —RRRE, WE 4 HOEERE, WE 4 HOMERUHE 4 HOSEERIZE, 0.78
ETr 2.33 mgkg BTIIRSICERT 2 A& ORI . AREBRIIBWNT, 078 B
2.33 mg/kg HTRBSICEET22{LiEA SN o=, HREICIE, 0.78 &1 2.33 mg/kg B
TREBEGICERT 228 biEA SN R o=, FRICBNT, 0.78 KT 2.33 mg/kg B CIX&RY
WEKNTZEMEIASNRP 2. 2-sec-TFIN-4,6-P= b7 =/ —)NVDT v MeaiEaR
T, 15 mg/kg %5 TCRHEP~OEE R U RILCOMMDBED 5N H DD, FRRICTEREE
WEEUIRBWIEHREEINTNWD 025 d, 2-sec-7FN-46- 07z /) —)
ICIIEFERERERWEEZ NS,

PEDESIZ, 2-sec-7TFI-46-Y =t 7 =/ —VOBZERL, BT 078 mgkg %5
THRMEKE AT M7 Uy MEDEEDRD BN &5 0.78 mglkg/day Kigi, WETIX
0.78 mg/kg %5 CHRMIKBMOEMENRD SN LD 5, 078 mg/kg/day KL EZ b5,
F7=, FMAEHEENREEERY, BT 7.0 ngke B5 TR FOBRBERTETORE
IEEBPRDLENZZ LD 2.33 mglkglday, T 7.0 mg/kg &5 THERDEKMBEILH 5N
=l eb 233 melkglday EEZ 6N G . REM~OERZERIX, 2.33 mgkg &5 THEENY
ROMERELR SIS EBZED O ko =2 85 233 mglkelday &2 HN 5.

SCHR

1) 2O DT 2-5ec- 7 FIV-4,6-V =+ 07 = ) —)VilBH O e ERABRGRES
4101422PY R R B HANA A VY —F £ o & —  WEHZEH)

2) HREEFNIA : 2-5ec- T FNVA46-V =2 D72/ —= VD7 FERHWAROERSICLS
RERGHN - EEBL SRR FiHEARGERES 1 100422P) XSt HA ST 7
VY —Ft & — MEHEAD

3) Kato, M., et al.. Evaluation of mitochondrial function and membrane integrity by dual

fluorescent staining for assessment of sperm status in rats. J Toxicol Sei 27: 11-18, 2002.
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8)

9

Study No. 100422

Beard, R.R. and Noe, J.T.: “Patty’s Industrial Hygine and Toxicology”,pp. 2426-2427, 3,
Vol. 2A, eds. by Clayton, G.ID. and Clayton, F.E., Interscience Publishers, New York,
1981.

HERMITY 1 2-sec-7TFI-4,6-C = b0 72/ —)VDZ w b & BAWSHREOHRESEHTR
BEBRES 0422 BRAEHBENS 2V T —F R F— PBMER)

WAREE D : 242072/ = VD7 v bEAWS 28 HERER 5HERR, t¥Y
HEtABRRE, 8:15-26(2001)

BEPARBREEZEAR . TBEZRRM, , st r 79 e, 1989,
EEHED : V207 = = VERGEYEO S v OB L EMEEN, 325 MBR
Toxicology “Fa=1bE%k, 108(1998)

EEaHE D ¢+ 4,6-Dinitro-o-crezol %5 > v MER MK -FICBIT 5
[@] F14 Toxicology Z =8k, 276(1999)

O

RV ORE, %526

10)Giavini, K., et al.: Effect of method of administration on the teratogenicity of dinoseb in

the rat. Arch Environ Contam Toxicol 15; 377-384, 1986.
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Table 1-1  General signs of male rats in combined repeat dosc and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group mg/kg [Number of males Days of administration
and gencral signs 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
phenol, 2-sec -butyl-4, 6-dinitro- | 0.78 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12
Salivation o 0 o0 o 0O O 0 6 0 0 0o 0 o0 0 0 0 0 0 0 6 0 o 0o 0 0 0
2.33  {Number of males 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 12 11 12 5 12 9 12 9 12 11
: Salivation o 0 0 o0 o o0 ¢ 0 0 0 0 0 90 0 0o 7 0 1 0O 7 0 3 0 3 0 1
7.0 |Number of males 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 10 12 7 12 11 12 10 12 8§ 12 6 12 6 12 6 12 5 12 3 12 6 12 7
Salivation 0 0 0o 2 0 5 0 1 0o 2 0 4 0 6 0 6 0 6 0 7 0 9 0 6 0 5

Pre: Before administration, Post: after administration.
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Table 1-2  General signs of male rats in combined repeat dose and rcproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration
Group mg/kg {Number of males Days of administration
and general signs 14 19 20 21 22 23 24 25 26
Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 2 12 2 12 12
phenol, 2-sec -butyl-4, 6-dinitro- | 0.78 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12
Normal 12 11 12 12 12 12 2 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12
Salivation o 1 o0 o O 0 O O 0 O O © 0 O O 0 0 O 0o 0 0O 0 0 0 0 0
2.33 |Number of males 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 10 12 10 12 10 12 9 12 11 12 9 12 12 12 10 12 11 12 11 12 12 12 10 12 11
Salivation o 2 o0 2 ¢ 2 ¢ 3 o t o 3 0 0 0 2 o0 1 o0 1 o0 0 0 2 0 1
7.0 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal i2 6 12 4 12 6 12 6 12 6 12 5 12 8§ 12 7 12 7 12 7 12 6 12 6 12 5§
Salivation 0 6 0 8 0 6 0 6 0 6 0 7 cC 4 0 5 0 5 0 5 0 6 0 6 0 7

Pre: Before administration, Post: after administration.
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Table 1-3  General signs of male rats in combined repeat dose and reproductive/developmental toxicity screcning test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

-6?-

Group mg/kg [Number of males Days of administration
and general signs 27 28 29 30 " 31 32 33 34 35 36 37 38 39
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
phenol, 2-sec -butyl-4, 6-dinitro- | 0.78 [Number of males 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation o 0 o 0 o O O 0o 0 O O ¢ O O O O 0 O 0 0O 0 O 0 0 0 O
2.33 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12 12 12
Salivation o o 0 1 o0 0o O ¢ O O O 6 O O O 0 0 0 0 1 0O 0 0 0 0 0
7.0  |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 7 12 7 12 8§ 12 6 12 8 12 7 12 7 12 7 12 1 12 5 12 7 12 8 12 7
Salivation o 5 o0 5 0o 4 0 6 0O 4 0 5 0 5 0O S5 o0 11 0o 7 0 5 0 4 0 5

Pre: Before administration, Post: after administration.
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Table 1-4  Geperal signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Study No. 100422

Group mg/kg [Number of malcs Days of administration Total®
and general signs 40 43
Pre Post Pre Post Pre Post
Control 0  |Number of males 12 12 12 12 12 12 6 12
Normal 12 12 12 12 12 12 6 -
phenol, 2-sec -butyl-4, 6-dinitro- | 0.78 |Number of males 12 12 12 12 12 12 6 12
Normal 12- 12 12 12 12 12 6 -
Salivation o 0 0 0 0 0 0 1
2.33 |Number of males 12 12 12 12 12 12 6 12
Normal 12 12 12 12 12 12 6 -
Salivation 0 0 0 0 0 0 O 11
7.0 {Number of males 12 12 12 12 12 12 6 12
Normal 12 10 12 4 12 8 6 -
Salivation 0 2 0 8§ 0O 4 0 12

Pre; Before administration, Post: afler administration.
a): Number of males showing abnormal signs at least once between Days 1 and 43 of administration.
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Table 1-5  General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group mg/kg |Number of males Days of recovefy

andgeneralsigns [ 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Control ‘ 0 |Numberofmales | 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

phenol, 2-sec -butyl-4, 6-dinitro- | 0.78 [Numberofmales | 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

2.33 |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

70 (Numberofmales | 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

-Ig..
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Table 2-1  General signs of female rats in combined repeat dose and reproductive/developmental loxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group mg/kg {Number of females Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pr¢ Post
Control 0 Numberof females {12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
phenol, 2-sec -butyl-4, 6-dinitro- | 078 {Numberoffemales |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
233 Numberoffemales |12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 12 11 12 12 12 11 12 12
Salivation o 0 0 0 0O 0O 0O ¢ 66 o 0o 0 0 6 0 0 0o o 0 2 0 1 O 0 O 1 0 0
7.0 |Numberoffemales |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal {2 12 12 12 12 11 12 11 12 1t 12 7 12 11 12 7 {2 11 12 10 12 9 12 7 12 9 12 6
Salivation 0O 0 0 0 0 1 0 1 Q 1 0 5 0 1 0 5 @ 1 0. 2 0 3 0 5 0 3 0 6

—ZS-

Pre: Before administration, Post: after administration.
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Table 2-2  General signs of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Study No. 100422

Group mg/kg [Number of females Days of administration Total®
and general signs 15* 16 17 18
Prc Post Pr¢ Post Pre Post Pre Post
Control 0 Number of females |12 12§ 8 5 5 2 2 12
Normal 12 12 8 8 5 s 2 2 N
phenol, 2-sec -butyl-4, 6-dinitro- [ 0.78 |Numberoffemales {12 12 9 9 6 6 3 3 12
| Normal 12 12 9 9 6 6 3 3 -
2.33 Number of females |12 12 9 9 4 4 4 4 12
Normal 12 9 9 9 4 4 4 4 -
Salivation o 3 0o 0 0 0 0 © 5
70 |Numberoffemales [12 12 8 8 6 6 4 4 12
Normal 12 7 8 6 6 3 4 1 -
Salivation 0 5§ 0o 2 0 3 0 3 11

Pre: Before administration, Post: after administration.

*: Commencement of pairing.

a); Number of females showing abnormal signs at Icast once between Days 1 and. 18 of administration.
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Table 3-1  General signs of dams during pregnancy in combined repeat dose and reproductive/developmenta} toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group mg/kg |Number of dams Days of pregnancy
and general signs 0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of dams [T T TV T T R T T T T T T T S R T R S I S VU S T S U ¥ |
Normal I I R Y Y T N T T Y R L T ' I R N O I R s R s R R R YR YR Y Y|
phenol, 2-sec -butyl-4, 6~dinitro- | 0.78 |Number of dams [T T T T TV T VR T T VTV VR T T R F R S A I U S N T U ¥ ]
Normal I I I I I R T ' I T L R N N T I R R R T Y T VR I 0 !
2.33 [Number of dams 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 11 12 12 {2 12 12 12 (2 12 12 11 12 12 12 12 12 12 12 12 12 12 12 12
Salivation o ¢ 0 0 o 1 ©6 0 0 0O 0 ¢ 60 0 o 1 0 0 0o O ©¢ 6 0 0 0 0o 0 0
7.0 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 9 12 7 12 9 12 9 12 8§ 12 7 {2 7 12 10 12 9 12 7 12 11 12 10 12 6 12 10
Salivation o 3 0 5 0o 3 0 3 6 4 © s ¢ 5 o 2 0 3 0 S o0 !l ¢ 2 o0 &6 0 2
Decrease in locomotoractiviyy ¢ 0o 0 o o o o o0 ¢ ¢ © 0 66 0 0 © ¢ 0 O 0o O O 0 66 0 0 0 0
Prone position ¢ o o0 o0 o0 O o0 O ¢ ¢ O O 6 0 0o O ¢ O O O O O 0 00 o0 0 0 O
Hypothermia o 0 o 0 O 0O 0 O 0O 0 0O O ¢6 0 0o o 0 © O O O O O O O 0 0 0
Dyspnea 0 o] 0 0 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
Cyanosis 0 0 0o 0 0 0 ¢ & o o6 0 0 6c 6 0 0 o0 o O 0 0 0 0 6 0 0 0 0
Bradypnea o 0 0 0 0 c ¢ 0 o0 O 0 O o ¢ 0o 0 0 O O 0 0 0 0 0 60 0 0 0
Death 0 4] 0 0 0 0 0 0 0 0 0 [1] 0 0 0 0 0 0 0 0 0 0 0 0 (8] 0 0 0

1
Lﬁ Pre: Beforc administration, Post: after administration.
1
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Table 3-2 General signs of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration '

Group mg/kg |Number of dams Days of preghancy Total®

-gs-

and general signs . 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 {Number of dams 11 11 11 11 i1 ¢ o 11 11y o111y it 112 2 0 0 0 0 ¢ 11
Normal 11 11 11 11 11 i1 13 1§ 11 11 11 if 1113 1122 - - e e . -

phenol, 2-sec -butyl-4, 6-dinitro- | 0.78 Number of dams 1Im 111 11 11 11 it i 1r 11 i1t 11 11 11 11 it i1 2 2 1 1 1 1 G 11
Normal I S Y VIO R R T O P N R VI T T | 1 1 1 - -

2.33 {Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {t il 3 3 O O O O O 1

Normal 12 10 12 12 12 it 12 12 12 12 12 12 12 12 ¢ i1 3 3 - - - - - -

Salivation o 2 o o ¢ t O 06 0 0o 0 ¢ 0 0O o 0O 0 O - - - - - 3

7.0 [Number of dams 12 12 12 12 12 12 12 12 12 12 12 5 4 4 3 2 0 O 12

Normal 12 9 12 7 12 10 12 8 12 5 5 2 4 2 2 1 - -

Salivation o 3 o0 5 ¢ 2 0 4 0 7 0 3 0 2 0 1 - - - - - e 1

Decrease in locomotoractivityy ¢ 0 0 0 ¢ 0 0 0 0 6 0 1 6 1t 0o 0 - - - - - - - 8

Prone position c 0o o 0O ¢ O © O o 3 0 Il O 1t O O - - - - - - - 5

Hypothermia 0 0 0 0 0 0 0 0 0 1 0 1 0 1 0 0 - - - - - - - 3

Dyspnea ¢ o 0 0 ¢ 0 0 o0 o0 o0 o0 1 © 1 0 0 - -~ - - - - - 2

Cyanosis o 0 0 0 0 ¢ 0 O o0 0 O 1 6 1 ©0 0 - - - - - - - 2

Bradypnea o o 0 0 ¢ ¢ © 0 o0 1 ¢ 0 O 0 O O - - - - - - - 1

Death o 0 0 0o 0O O o O 0 0 7 0 O O 1 O - - - - - - - 3

Pre: Before administration, Post: after administration.
a): Number of dams showing abnormal signs at least once between Days 0 and 25 of pregnancy.
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Table 4  General signs of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group mg/kg |Number of dams Days of lactation
: and general signs| 0 1 2 3 4 5 6 7
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Numberofdams{11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Normal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
phenol, 2-sec -butyl-4, 6-dinitro- | 0.78 [Number of dams|11 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 11 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2.33 [Numberofdams|12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
7.0 |Numberofdams|{2 1 1 1 1 1 1 1 1t 1 1 1 1 1 1
Normal 2 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Pre: Before administration, Post: after administration.
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Table 3-1 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screcning test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group mg/kg [Number of females Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control ¢ [Numberoffemales |6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

phenol, 2-sec -butyl-4, 6-dinitro- { 0.78 [Numberoffemaless (6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Salivation 0o 0 0 60 0 0 0 0 0 0o 0 0 0O 0 O O O O O O O O O 0 0

2.33 |Numberoffemales { 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 S 6 6

Salivation o 6 06 0 0 O O O O 0 O O O O O O O O O o O 0 0 1 0 0

70 Numberoffemales |6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Normal 6 6 6 6 6 5 6 6 6 4 6 4 6 2 6 4 6 3 6 3 6 3 6 3 6 1

Salivation o 60 0 o0 o 1 0 o 6 2 ©0 2 0 4 0 2 0 3 0 3 0 3 0 3 0 5

Pre: Before administration, Post: after administration.
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Table 5-2  General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group mg/kg [Number of females Days of administration
and general signs 14 15 16 17 18 19 20 21 22 23 24 25 26
Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post
Control 0 [Numberoffemales |6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
phenol, 2-sec -butyl-4, 6-dinitro- [ 0.78 [Numberoffemales | 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 5 6 5 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Salivation 6o 0 o 0 0 t 0 1t 0 O O ¢ O 0 0 O O O 0O O 0 0O 6 0 0 0
233 |Numberoffemales [ 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Salivation o 0 0o o 060 0 0O 00 0o O O © O O o O 0 6 O 0 0 O 06 0 0 0
7.0 |Numberoffcmales |6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 2 6 3 6 2 6 2 6 3 6 3 6 4 6 4 6 2 6 4 6 4 6 4 6 4
Salivation O 4 0 3 0 4 06 4 06 3 0 3 06 2 o0 2 0 4 0 2 0 2 ¢ 2 0 2

Pre; Before administration, Post: after administration.
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Table 5-3  General signs of female rats (Tecovery group) in combined repeat dose and reproductive/developmental toxicity screening fest
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

-6g-

Group mg/kg [Number of females Days of administration

and general signs 27 28 29 30 31 12 33 34 35 36 37 38 39
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
6 [

Control 0 Number of females
Normal

phenol, 2-sec -butyl-4, 6-dinitro- | 0.78 |Number of females
Normal
Salivation

2.33 |Number of females
Normal
Salivation

7.0  |Number of females
Normal
Salivation

Pre: Before administration, Post: after administration.
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Table 5-4  General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicily screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group

mg/kg

Number of females
and general signs

Days of administration

70

41

)

Pre Post Pre Post Pre Post

Total®

Control

Number of females
Normal

phenol, 2-sec -butyl-4, 6-dinitro-

0.78

Number of females
Normal
Salivation

233

Number of females
Normal
Salivation

7.0

Number of females
Normal
Salivation

[T~ o N FBe Mo Y K Wo NS N = e N

DR O DD O

QRO NN N

[ w o N Lo Je W= oo e KAl

O RO RO IR

BB OC O NN

Ny = 1 Sy = 1

Pre: Before administration, Post: after administration.
a): Number of females showing abnormal signs at least once between Days 1 and 42 of administration.
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Table 5-5 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group mg/kg [Number of females Days of recovery
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control 0 |Numberoffemales [ 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
phenol, 2-sec -butyl-4, 6-dinitro- | 0.78 [Numberoffemales | 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
233 [Numberoffemales | 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
7.0 |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

_[9-
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Table 6 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

-Zg-

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 233 7.0
Number of males 12 12 12 12
Days of administration
i 362 £ 13 363 £ 11 361 £ 13 363 =+ 13
4 368 &+ 15 370 £ 13 365 + 16 360 £ 16
8 380 = 16 385 + 15 378 + 17 369 £ 16
11 388 £ 18 3902 £ 14 385 £ 21 371 £ 18
15 398 + 18 403 + 16 394 £+ 21 384 + 18
18 403 + 22 410 =+ 13 399 = 22 383 &+ 15 %
22 416 = 22 420 £ 14 410 £ 24 393 £ 16 *
25 426 £ 26 427 + 14 419 £ 25 309 £ 17 **
29 438 £+ 28 438 + 17 431 = 27 409 = 19 *
32 448 + 28 448 + 17 440 = 27 416 £ 21 **
36 458 = 28 460 + 19 450 £ 31 428 + 20 %
39 464 + 28 469 + 20 457 + 31 435 £ 22 %
42 468 = 27 471 £ 22 461 = 31 437 £ 24 *
Number of males 6 6 6 6
Days of recovery
1 464 =+ 33 470 + 17 461 = 19 444 = 17
4 469 £ 34 478 £+ 17 465 £ 22 454 + 20
8 477 £ 30 488 + 19 474 £ 26, 470 £ 23
11 " 481 £ 26 492 + 22 479 £ 27 478 £ 21
14 483 = 23 499 £ 21 487 £ 30 488 + 23

Each value shows mean (g) = S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).



Study No. 100422

Table 7 Body weights of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

_59_

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2,33 7.0
Number of females 12 12 : 12 12
Days of administration . : _
1 251 + 9 250 £ 8 250 + 9 251 = 9
4 256 £ 10 251 £ 11 253 £ 12 250 £ 10
8 263 = 12 259 = 15 260 = 11 253 = 11
11 267 £ 11 262 £+ 14 263 £ 12 255 £ 11 *
15 276 + 11 268 + 14 271 + 12 261 + 11 %
18 283 () 280 17 (3) 282+ 9 (4) 275+ 16 (4)

Each value shows mean (g) + 8.D.
Significantly different from control group (*: P<0.05).
Figures in parentheses indicate number of females.
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Table 8 Body weights of dams during pregnancy in combined repeat dose and reproduct1ve/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of dams 11 11 12 12
Days of pregnancy
0 277 £ 12 272 £ 16 276 = 11 266 £ 15
7 313 &£ 13 307+ 16 3+ 10 304 £ 15
14 347+ 14 31 £ 16 347 = 9 342 + 16
21 437 £ 24 421 £ 42 433 = 20 404 )

Each value shows mean (g) + S.D.
Figures in parentheses indicate number of dams.
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Table 9 Body weights of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-

mg/kg 0 0.78 2.33 7.0

Number of dams 11 11 12 2

Days of lactation
0 328 &£ 16 317 £+ 34 335+ 14 309
4 337+ 17 332+ 16 (10) 332+ 14 329 (1)
6 322 & 15 317 & 14 (10) 321 £ 13 323 6))

Each value shows mean (g) + S.D.

Figures in parentheses indicate number of dams.



-99-

Study No. 100422

Table 10  Body weights of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group . Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
Days of administration
1 251 + 7 250 + 7 252 + 6 252 & 6
4 262 + 8 257 £ 10 263 =+ 6 254 = 7
8 267 £ 11 266 £ 12 275 = 7 267 = 10
11 267 £+ 13 270 £ 10 277 £ 6 269 = 7
15 277 £ 16 278 £ 10 285 + 6 274 + 7
18 279 £+ 17 280+ 10 289 = 6 280 + 7
22 283 + 16 288 + 10 298 + 9 288 + 6
25 202 £+ 14 294 + 7 304 + 8 266 = 9
29 2906 £ 16 299 + 8 309 + 7 298 = 7
32 301 £ 16 303 + 9 315+ 10 302+ 10
36 304 £ 18 307 = 9 323 £ 10 * 307 £ 10
39 304 £ 21 311 + 7 328 = 10 ** 312 £ 7
42 306 =+ 21 314 £ 7 326 = 9 ** 313 + 6
Number of females 6 6 6 6
Days of recovery
1 306 = 22 315 £ 8 330+ 10 % 313 = 8
4 308 =+ 22 318 + 7 333+ 11¢% 320 £ 8
8 316 £ 25 322 + 6 341 £ 11 * 327 + 9
11 315 £ 25 320 + 8 341 = 14 * 326+ 10
14 319 £ 26 ‘ 327 £ 12 350 = 15 * 333+ 12

Each value shows mean (g) + S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 11  Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

-L9-

Group Control phenol, 2-sec ~butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 12 12 12 12
Days of administration
2 20 * 2 20 + 2 17 + 3% 17 + 2%
5 21 + 3 21 + 2 20 + 2 23 + 2
9 21 + 3 21 + 2 21 + 3 23 + 4
12 20 £ 3 21 + 2 21 + 2 24 + 2 k¥
30 21 £ 2 20 + 2 21 = 2 23 + 3
33 21 £ 2 21 + 3 21 + 2 24 3w
370 20+ 2 21+ 3 9+ 2 23+ 2%
40 22 = 2 21 + 2 22 £ 3 24 + 2 *
Number of males 6 6 6 6
Days of recovery
2 22 + 2 22 + 2 21 = 2 25 £ 2%
5 24 + 2 24 = 2 25 = 3 25 £+ 3
9 26 + 3 24 &+ 3 25 + 4 27 & 2
12 22 & 3 25 & 3 27 + 2 H* 27 & 1 **

Each value shows mean (g/day) = S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 12 Food consumption of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro- ]
mg/kg 0 0.78 2.33 7.0
Number of females 12 12 12 12
Days of administration
2 13 &+ 2 15 + 3 15 = 1 14 = 2
5 15 = 3 16 £ 4 15 + 2 16 + 3
9 13 + 2 14 + 3 13 + 3 17 + 3 **
12 16 = 4 16 = 3 17 £ 3 18 = 3

Each value shows mean (g/day) = S.D.

Significantly different from control group (**: P<0.01).



-69-

Study No. 100422

Table 13 Food consumption of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of dams 11 11 12 12
Days of pregnancy

2 18+ 2 18 £ 2 18+ 1 22 & 3 Ak

9 19+ 2 19+ 2 19+ 2 23 = 2 **

16 19+ 2 20+ 2 21 £ 2 23 £ 3 %%

20 19+ 2 17+ 5 20+ 3 19+ 5 (4

Each value shows mean (g/day) + S.D.

Significantly different from control group (**: P<0.01).
Figures in parentheses indicate number of dams.
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Food consumption of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test

Table 14
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration
Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 - 2,33 7.0
Number of dams 11 10 12 1
Days of lactation
2 23 £ 3 22 & 21 4 13

Each value shows mean (g/day) £ S.D.
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Table 15 Food consumption of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg _ 0 0.78 2.33 ' 7.0
Number of females 6 6 6 6
Days of administration
2 14 £ 4 13 + 3 14 + 2 14 + 2
5 16 + 3 16 £ 3 17 £ 4 17 + 2
9 15 £ 3 13 + 4 15 £ 3 17 £ 2
12 15+ 2 16 + 3 16 = 2 18 + 3
16 16 + 3 17 + 3 15 = 1 18 + 2
19 15 = 4 18 = 2 17 & 2 21 £ 3 kx
23 12 + 3 16 £ 2 ¥ 15 £ 2 16 £ 2%
26 14 + 4 16 = 3 15 = 2 19 = 3 *
30 13 + 4 15 + 2 16 + 2 18 + D ek
33 15 + 2 15 = 3 16 = 3 19 + 3 *
37 12 + 2 13 = 3 13 = 2 17 £ 2 k¥
40 15 £ 3 15 = 2 17 + 2 19 + 6
Number of females 6 6 6 6
Days of recovery
2 16 £ 2 15 + 4 13 £ 4 19 + 4
5 19 + 1 21 + 2 22 + 2% 24 + 2 **
9 17 = 3 17 + 4 21 £ 2 22 £+ 2%
12 17 + 2 19 + 2 20 + 2 22 + 3 *

Each value shows mean (g/day) = S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).



_ZL..

Study No. 100422

Table 16-1 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 12 12 : 12 12
Observation of animals in cages ’
Posture Pre 22 (23) 22 (2-3) 2.2 (23) 2.3 (23)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 2.0 (2)
Day 14 2.0 (2) 20 (2) 2.0 (2) 20 (2)
Day 21 20 (2) 20 (2) 2.0 (2) 2.0 (2)
Day 28 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 12 (1-3) 1.0 (1) 1.3 (1-3) 13 (1-3)
Mean (range) Day 7 1.4 (1-3) 1.8 (1-3) 1.1 (1-2) 1.5 (1-3)
Day 14 1.3 (1-3) 1.7 (13) 1.0 (1) 1.3 (1-3)
Day 21 1.2 (1-3) 1.6 (1-3) 1.5 (1-3) 1.3 (1-3)
Day 28 1.2 (13) 15 (1-3) 1.2 (13) 1.3 (1-3)
Day 35 1.2 (1-3) 1.3 (I1-3) 1.3 (1-3) 1.3 (1-3)
Day 41 1.1 (1-2) 1.5 (1-3) 1.0 (1) 1.3 (13)
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) L0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 10 (1) 1.0 (1)
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 41 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 35 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Day 41 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Table 16-2  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2,33 7.0
Number of males . 12 12 12 12
Observation of animals in cages
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) .0 (1) 1.0 (1) 1O (1)
Day 28 1.0 1.0 (1) 1.0 (1) 1.0 (1)
Day 35 1.0 (1) L0 (1) 1.0 (1) 1.0 (1)
Day 41 1.0 (1 10 (1) 1.0 (1) 1.0 (1)

Findings were graded as follows
Tonic convulsions

1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 16-3 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group . Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 233 7.0
Number of males 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 1.7 (1-2) 14 (1-2) 1.6 (1-2) 1.8 (1-2)
Mean (range) Day 7 1.9 (1-2) 1.8 (1-2) L5 (1-2) 1.8 (1-2)
’ Day 14 1.7 (1-2) 1.8 (1-2) 1.6 (1-2) 1.7 (1-2)
Day 21 13 (1-2) 12 (1-2) 1.2 (1-2) 1.3 (1-2)
Day 28 1.8 (1-2) 17 (12) 15 (12) 1.6 (1-2)
Day 35 1.0 (1) 1.2 (1-2) 1.2 (1-2) 1.3 (1-2)
Day 41 1.5 (1-2) 14 (12) 1.3 (1-2) 1.8 (1-2)
Ease of handling Pre 1.4 (1-2) 1.8 (1-2) 1.5 (1-2) 1.5 (1-2)
Mean (range) Day 7 1.6 (1-2) 1.9 (1-2) 1.5 (12) 1.6 (1-2)
Day 14 1.5 (1-2) 1.6 (1-2) 1.7 (1-2) 1.7 (1-2)
Day 21 1.3 (1-2) 1.3 (12) 1.3 (1-2) 14 (1-2)
Day 28 1.8 (12) 1.8 (1-2) 1.8 (£-2) 1.9 (1-2)
Day 35 1.4 (1-2) 1.3 (12) 1.6 (1-2) 1.6 (12)
Day 41 1.3 (1-2) 1.3 (1-2) 1.6 (1-2) 1.4 (1-2)
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 1.0 (1) 1.0 )
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 1.0 (1) 1.0 )
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 35 1.0 (1) 1.0 1.0 (1) 1.0 )
Day 41 1.0 ) 1.0 1.0 (1) 1.0 (1)
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handiing 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
Muscle tone ) 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 16-4  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 12 12 : 12 12
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 28 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Day 35 1.0 (D) 1.0 (1) 1.0 (1) 1.0 (1)
Day 41 1.0 (1) 10 (1) 10 (1) 1.0 (1)
Sakivation Pre 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) L0 (1) 1.0 (1) 1.1 (1-2)
Day 14 1.0 (1) Ll (1-2) 1.0 (1) L1 (122)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 11 (1-2)
Day 28 1.0 (1) Lo (1) 1.0 (1) 1.2 (1-2)
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.2 (1-2)
Day 41 1.0 (1) L0 (1) 1.0 (1) 13 (1-2)*
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1o (1) 1.0 (1)
Day 28 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 41 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Significantly different from control group (*: P<0.05).
Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 16-5 FOB of malc rats in combined repeat dosc and reproductive/developmental toxicity screening test of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 12 12 12 12
Open-field test
Frequency of rearing Pre 64+ 34 74+ 42 76+ 53 74 £ 52
Mecan £ 8.D: Day 7 41+ 338 44 = 28 52 38 6.8 = 4.4
Day 14 49+ 34 39+ 36 537+ 45 5.8 % 53
Day 21 37+ 39 37+ 44 3.0 30 22+ 3.1
Day 28 3.8+ 33 19+ 26 42 + 38 32 = 4.5
Day 35 43+ 26 43+ 38 55+ 50 59+ 52
Day 41 40 £ 43 31+ 38 46 + 33 45 = 5.4
Frequency of grooming Pre 00+ 00 00+ 0.0 00+ 00 0.0+ 090
Mean + $.D. Day 7 0.0 00 0.0+ 00 00 00 00 0.0
Day 14 00+ 0.0 0.0+ 00 00 00 0.0 = 0.0
Day 21 0.0+ 0.0 0.0+ 0.0 0.0 00 0.0 = 0.0
Day 28 00+ 00 00+ 00 00 00 00+ 00
Day 35 00+ 00 00+ 00 00+ 00 00+ 00
Day 41 00x 00 00+ 00 00+ 0.0 0.0 0.0
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 ()
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 @D 1.0 (1)
Day 14 1.0 (1) 1.0 (1) Lo (1) 1.0 (1)
Day 21 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Day 28 1.0 (1) L0 (1) 1.0 (1) 1.0 (1)
Day 35 L0 (1) 10 (1) 1.0 (1) 1.0 1)
Day 41 1.0 (1) 1.0 (1) Lo (1) 1.0 (1)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1}
Day 21 1.0 (1) .0 (1) 1.6 (1) 1.0 (1)
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 35 1.0 (1) 1.0 (D) 10 (1) 1.0 (1)
Day 41 1.0 ) 1.0 (1) 1.0 (1) 1.0 (1)

Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, S5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 16-6  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg'kg 0 0.78 2.33 7.0
Number of males 12 12 12 12
Open-field test
Consciousness Pre 20 (2) 20 (2) 2.0 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 2.0 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities Pre 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) L0 (1) Lo (1) 1.0 (1)
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 41 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Righting reflex Pre L0 (1) L0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 ) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.6 (1)
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.6 (1)
Day 41 1.0 (1) 1.0 1) 1.0 (1) 1.0 (1)
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 17-1  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control henol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 12 12 12 12
Observation of animals in cages
Posture Pre 2.1 (2-3) 23 (2-3) 2.2 (2-3) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2)
Day 1 of pregnancy 20 (2) [11] 20 (2) [11] 2.0 (2) 20 (2)
Day 8 of pregnancy 20 (2) [11] 20 (2) [11] 20 (2) 20 (2)
Day 15 of pregnancy 20 (2) [11] 20 (2) [11] 20 (2) 20 (2) -
Day 3 of lactation 20 (2) [11] 20 (2) [10] 20 (2) 20 (2) [1
Palpebral closure  Pre 1.1 (1-2) 1.0 (1) 1.3 (1-3) 1.0 (1)
Mean (range)  Day 8 1.4 (1-3) 1.8 (1-3) 15 (1-3) 1.2 (1-3)
Day 15 1.2 (1-3) 1.3 (1-3) 13 (1-3) 1.1 (1-2)
Day 1 of pregnancy 1.0 (1) [t1] 1.4 (1-3) [ 1.0 (1) 1.2 (1-3)
Day 8 of pregnancy 1.3 (1-3) [11] 1.9 (1-3) [11] 1.2 (1-3) 1.4 (1-3)
Day 15 of pregnancy 1.4 (1-3) [ 1.5 (1-3) [11 1.1 (1-2) 1.4 (1-3)
Day 3 of lactation 1.0 (1) [11] 13 (1-2) [10] 1.8 (1-3)* 1.0 (1) 1]
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 1 of pregnancy 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 8 of pregnancy 1.0 (D) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 15 of pregnancy 1.0 (1) [11] L0 (1) f11] 1.0 (1) 1.0 (1)
Day 3 of lactation 1.0 ( [11] 1.0 (1) [10} 1.0 (1) 1.0 (1) mn
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 1 of pregnancy 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 8 of pregnancy 1.0 (1) [11} 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 3 of lactation 1.0 (1) [11] 1.0 (1) [10] LG (1) 1.0 (1) 11
Figures in parentheses [ ] indicate number of females.
Significantly different from control group (*: P<0.05).
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.

Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Table 17-2  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 12 12 12 12
Observation of animals in cages
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1LO (1)
Mean (range) Day$8 1.0 (1) 1.0 (1) LO (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 10 (1) 10 (1)
" Day 1 of pregnancy 1.0 (1) [11] 1.0 (1) [ 1.0 (1) 1.0 (1)
Day 8 of pregnancy 1.0 (1) [11] 1.0 (1) [n 1.0 (1) 1.0 (1)
Day 15 of pregnancy 1.0 ( [11] 1.0 ( [11] 10 (1) 1.0 (1)
Day 3 of lactation 1.0 (1) (1] 1.0 (1) [10] 10 (1) 1.0 (1) 1]

..6L..

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4; saltatory convulsions, 5; asphyxial convulsions,
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Table 17-3  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/ke 0 0.78 2.33 7.0
Number of females 12 12 12 12
Observation of animals on observer's palm
Easc of removal from cage Pre 1.8 (1-2) 1.9 (1-2) 1.9 (1-2) 1.8 (1-2)
Mean (range) Day 8 5 (1-2) 14 (1-2) 1.3 (1-2) 1.5 (1-2)
Day 15 8 (1-2) 1.7 (1-2) 16 (12) 1.7 (1-2)
Day 1 of pregnancy 5(1-2) [11] 1.6 (1-2) [11] 14 (1-2) 1.6 (1-2)
Day 8 of pregnancy S5 (1-2) [ 1.2 (1-2) [m 1.5 (1-2) 1.5 (1-2)
Day 15 of pregnancy 1.5 (1-2) {11] 1.7 (1-2) 11 1.6 (1-2) 1.8 (1-2)
Day 3 of lactation 1.7 (1-2) {11 1.4 (12) [10] 1.3 (1-2) 1.0 (1) 1]
Ease of handling Pre 1.8 (1-2) 20 (2) 1.9 (1-2) 1.9 (1-2)
Mean (range) Day 8 1.6 (1-2) L5 (1-2) 1.4 (1-2) 1.7 (1-2)
Day 15 1.6 (1-2) 14 (1-2) 1.7 (1-2) 1.7 (1-2)
Day 1 of pregnancy 1.4 (1-2) [11] 1.5 (122) | 1.5 (1-2) 1.5 (1-2)
Day 8 of pregnancy 1.8 (1-2) [11] 15 (1-2) 1] 14 (1-2) 1.3 (1-2)
Day 15 of pregnancy 1.9 (1-2) f11] L7 (1-2) f11] 1.7 (1-2) 1.7 (1-2)
Day 3 of lactation 1.7 (1-2) [11] L1 (12) % [10] 13 (12) 1.0 (1) [1]
Muscle tone Pre 20 (2) 20 (2) 20 (2) 2.0 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2)
Day 1 of pregnancy 20 (2) [11] 20 (2) [11] 20 (2) 20 (2)
Day 8 of pregnancy 20 (2) [11] 20 (2) [11] 20 (2) 20 (2)
Day 15 of pregnancy 20 (2) [11] 20 (2) [11} 20 (2) 20 (2)
Day 3 of lactation 20 (2) [11] 20 (2) [10] 20 (2) 20 (2) [
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 ) 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 1 of pregnancy 1.0 (1) [11] 1.0 (1) {11 10 (1) 1.0 (1)
Day 8 of pregnancy 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 3 of lactation 1.0 (1) [11] 1.0 (1) [10] 1.0 (1) 1.0 (1) [1]
Figures in parentheses [ ] indicate number of females.
Significantly different from control group (**: P<0.01).
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.

Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 17-4  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Study No. 100422

phenol, 2-sec -butyl-4, 6-dimnitro-

Group Control
me/ke 0 0.78 233 70
Number of females 12 12 12 12
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Day 15 1.0 (1) 1.0 (1) 1.0 (1) Lo (1)
Day 1 of pregnancy 1.0 () [ LG (1) [11] 1.0 (1) 1.0 (1)
Day 8§ of pregnancy 1.0 (1) |11} 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) [ 1.0 () 1.0 (1)
Day 3 of lactation 1.0 (1) [11] 1.0 (1) [10] Lo (1) 1.0 (1) [
Salivation Prc 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 LO (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 1 of pregnancy 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 11 (12)
Day 8 of pregnancy 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) LY (1-2)
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.1 (12)
. Day 3 of lactation 1.0 (1) f11] 1.0 (1) f10] 1.0 (1) 1.0 (1) 1]
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day8 1.0 (1 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1 1.0 (1) 1.0 (1) 1.0 (1)
Day 1 of pregnancy 1.0 (1 [11] 1.0 (1) [ 1.0 (1) 1.0 (1)
Day 8 of pregnancy 1.0 (1) [11] 1.0 (1) {1m 10 (1) 1.0 (1)
Day 15 of pregnancy 1.0 (1) [ 1.0 (1) 11] 10 (1) 1.0 (1)
Day 3 of lactation 1.0 (1) [11] 1.0 (1) {10] 1.0 (1) 1.0 (1) [1]

Figures in parentheses [ ] indicate number of females.

Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 17-5 FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Study No. 100422

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mglkg 0 2.33 7.0
Number of females 12 12 12
Open-field test
Frequency of rearing Pre 99+ 39 88 = 3.6 83+ 37
Mean+ §.D. Day 8 11.5 + 42 8.9 + 5.5 73 = 34
Day 15 101+ 53 11.9 £ 7.7 79+ 34
Day 1 of pregnancy 6.6+ 46 77 £ {11] 4.1 39+ 29
Day 8 of pregnancy 65+ 3.0 6.5 & 111 51 51+ 28
Day 15 of pregnancy 53+ 36 49 + {11] 32 42+ 35
Day 3 of lactation 82+ 65 9.7 £ [10] 5.9 9.0 1]
Frequency of grooming Pre 00+ 00 0.0 + 0.0 00+ 00
Mean = 8.D. Day 8 00+ 00 0.1 + 0.0 00+ 00
Day 15 00+ 0.0 0.1 * 0.7 00 00
Day 1 of pregnancy 0.0+ 00 0.0 + [11] 0.0 00+ 00
Day 8 of pregnancy 0.0+ 0.0 0.0 + [11] 0.3 00 00
Day 15 of pregnancy 00+ 0.0 0.0 £ [11] 0.0 00+ 00
Day 3 of lactation 0.l £ 03 03 + [10] 0.3 0.0 [1]
Gait Pre 1.0 (n) 1.0 (1} 1.0 (1)
Mean (range) Day 8 1.0 () 1.0 1) 1.0 (1)
Day 15 1.0 (1) 1.0 1) 1.0 1)
Day 1 of pregnancy 1.0 (1) 1.0 [11] (1) 1.0 (1)
Day 8 of pregnancy 1.0 (1) 1.0 11} 1) 1.0 (1)
Day 15 of pregnancy 1.0 (1) 1.0 f11] (1) 1.0 (1)
Day 3 of lactation 1.0 (1) 1.0 [10] 1) 1.0 1) [1]
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day & 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1)
Day 1 of pregnancy 1.0 (1) 1.0 1] (1) 1.0 (1)
Day 8 of pregnancy 1.0 () 1.0 i () 1.0 ()
Day 15 of pregnancy 1.0 (1) 1.0 f11] (D 1.0 (H)
Day 3 of lactation 1.0 (1) 1.0 {10] (1) 1.0 (1) [1]

Figures in parentheses | ] indicate number of females.
Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).

Findings were graded as follows

Gait

Palpebral closure

1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6. forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 17-6  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 12 12 12 12
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 15 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 1 of pregnancy 20 (2) [L1] 20 (2) [11] 20 (2) 20 (2)
Day 8 of pregnancy 20 (2) [ 20 (2) [11] 20 (2) 20 (2)
Day 15 of pregnancy 20 (2) [11] 20 (2) [11] 20 (2) 20 (2)
Day 3 of lactation 20 (2) [11] 20 (2) [10] 20 (2) 2.0 (2) 1
Bchavioral abnormalities Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 10 (1) 10 (1) 1.0 (1) 1.0 (1
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 1 of pregnancy 1.0 (1) [11] 10 (1) [11] 1.0 (1) 1.0 (1)
Day 8 of pregnancy 1.0 (1) [ 1.0 (1) [11} 1.0 (1) LO (1)
Day 15 of pregnancy 1.0 (1) [113 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 3 of lactation 1.0 (1) [t Lo (1) f10] Lo (1) 1.0 (1) [
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1O (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) Lo (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 1 of pregnancy 1.0 (1) [11] 1.0 (1) (11] 1.0 (1) L0 (1)
Day 8 of pregnancy 1.0 (1) [11] 1.0 (1) [ 1.0 (1) 1.0 (1)
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1)
Day 3 of lactation 1.0 (1) [11] 1.0 (1) [10] 1.0 (1) 1.0 (1) [1]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 18-1  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
Observation of animals in cages
Posture Pre 23 (23) 20 (2) 20 (2) 22 (2-3)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 15 20 (2) 20 (2) 2.0 (2) 20 (2)
Day 22 20 (2) 20 (2) 20 (2) 20 (2)
Day 29 20 (2) 2.0 (2) 20 (2) 20 (2)
Day 36 20 (2) 20 (2) 2.0 (2) 20 (2)
Day 42 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.3 (1-3) 1.2 (1-2)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.3 (1-3) 1.3 (13)
Day 15 1.0 (1) 1.0 (1) 1.7 (1-3) 1.3 (13)
Day 22 L0 (1) 12 (1-2) 1.3 (13) 1.2 (12)
Day 29 1.0 (1) 1.0 (1) 1.2 (12) 1.0 (1)
Day 36 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 42 10 (1) 1.2 (1-2) 1.5 (1-3) 1.5 (1-3)
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1O (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 10 (1) 1.0 (1} 1.0 (1)
Day 22 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 29 1.0 (1) 1.0 (1) 10 (1) 1.6 (1)
Day 36 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 42 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 22 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Day 29 1.0 (1) 1.0 (1) 1.0 (1) 1.0 )
Day 36 1.0 (1) 1.0 (1) LG (1) 1.0
Day 42 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3; tremor.
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Table 18-2  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Study No. 100422

Group Control henol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
Observation of animals in cages
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 10 (1) 1.0 (1) 10 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 22 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 29 1.0 (1) Lo (1) 1.0 (1) 1.0 (1)
Day 36 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Day 42 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Findings were graded as follows
Tonic convulsions

1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5. asphyxial convulsions,
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Table 18-3  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
Observation of animals on observer's palm
Ease of removal from cage  Pre 2.0 (2) 20 (2) 1.8 (1-2) 2.0 (2)
Mean (range) Day 8 1.5 (1-2) 1.7 (1-2) 1.3-(1-2) 1.8 (1-2)
Day 15 1.7 (1-2) 15 (122) 13 (1-2) 1.3 (1-2)
Day 22 1.7 (1-2) 1.3 (12) 1.5 (1-2) 1.7 (1-2)
Day 29 1.3 (1-2) 1.3 (1-2) 1.7 (1-2) 1.7 (1-2)
Day 36 1.7 (1-2) 13 (12) 13 (12) 1.7 (1-2)
Day 42 1.5 (1-2) 1.3 (1-2) 1.8 (1-2) 1.7 (1-2)
Ease of handling Prc 20 (2) 20 (2) 20 (2} 20 (2)
Mean (range) Day 8 20 (2) 1.8 (1-2) 15 (1-2) 1.7 (1-2)
Day 15 1.3 (1-2) 1.3 (1-2) 1.3 (1-2) 1.3 (1-2)
Day 22 1.7 (12) 1.5 (1-2) 1.5 (1-2) 1.7 (1-2)
Day 29 1.8 (1-2) 18 (1-2) 1.7 (1-2) 1.8 (1-2)
Day 36 1.8 (1-2) 1.7 (1-2) 1.8 (1-2) 20 (2)
Day 42 1.3 (1-2) 1.7 (1-2) 1.8 (1-2) 1.7 (1:2)
Muscle tone Pre 20 (2) 20 (2) 2.0 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2)
Day 22 20 (2) 2.0 (2) 20 (2) 20 (2)
Day 29 20 (2) 20 (2) 20 (2) 20 (2)
Day 36 20 (2) 2.0 (2) 20 (2) 20 (2)
Day 42 2.0 (2) 2.0 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1o (1) 1.0 (1)
Mean (range) : Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 22 1.0 ) 1.0 (1) 1.0 (1) 1.0 (1)
Day 29 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 36 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 42 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 18-4  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 22 L0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 29 1.0 (1) 1.0 (1) 1.0 (1) LO (1)
Day 36 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 42 1.0 (1) 1.0- (1) 1.0 (1) 1.0 (1)
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day & 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) . 1.0 ( 1.0 (1) 1.2 (1-2)
Day 22 1.0 (1) 1.0 (1) 1.0 (1) 1.2 (1-2)
Day 29 1.0 (1) 1.0 (1) 1.0 (1) 1.2 (12)
Day 36 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 42 1.0 (1) 1.0 (1) 1.0 (1) 1.2 (1-2)
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 22 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 29 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 36 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 42 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (
Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 18-5 FOB of female rats (recovery group) in combined repeat dose and reproductive/dcvelopmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Study No. 100422

Group phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 2.33 7.0
Number of females 6 6
Open-ficld test
Frequency of rearing Pre es 15.0 = 82=x 28 30
Mean £ S.D. Day 8 + 113 + 83 + 3.7 33
Day 15 * 9.3 = 42+ 35 2.5
Day 22 + 8.8 = 6.2 + 55 4.0
Day 29 + 73 + 5.5+ 47 2.3
Day 36 + 11.0 + 7.7 £ 5.5 52
Day 42 + 9.0 = 100+ 68 32
Frequency of grooming Pre + 00 £ 00 00 0.0
Mean = S.D. Day § + 0.0 £ 0.0+ 00 1.2
Day 15 i 00 % 00+ 00 0.0
Day 22 + 0.0 £ 0.0+ 00 0.0
Day 29 + 0.0 & 0.0 00 0.0
Day 36 + 0.0 + 0.0 00 0.4
Day 42 + 0.0 00+ 00 0.0
Gait Pre 1.0 1.0 (1) (1
Mean (range) Day 8 1.0 1.0 (1) (1)
Day 15 1.0 1.0 (1) (1)
Day 22 1.0 1.0 (1) (1)
Day 29 1.0 1.0 (n (1)
Day 36 1.0 1.0 (1) (1)
Day 42 1.0 1.0 (1) (1)
Palpebral closure Pre 1.0 1.0 (1 (1)
Mean (range) Day 8 1.0 1.0 (N (1)
Day 15 1.0 1.0 (1) (1)
Day 22 1.0 1.0 (1) (1)
Day 29 1.0 1.0 (1) (1)
Day 36 1.0 1.0 (1) (1)
Day 42 1.0 1.0 (1) (1)

Frequency of rearing (during a 2-minute period).

Frequency of grooming (during a 2-minute period).

Findings were graded as follows
Gait

Palpebral closure

1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 18-6  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2)
Day22 20 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 29 20 (2) 20 (2) 20 (2) 20 (2)
Day 36 20 (2) 20 (2) 2.0 (2) 20 (2)
Day 42 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) L0 (1) 1.0 (1)
Day 15 1.0 (1) 1o (1) 10 (1) 1.0 (1)
Day 22 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 29 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (D)
Day 36 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (D)
Day 42 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Righting reflex Pre LO (1) 1.0 (1) 1.0 (1) Lo (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 22 1.0 (1) L0 (1) 1.0 (1) 1.0 (1)
Day 29 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 36 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 42 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodicaily.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 19  Sensory response of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
meg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
Pupillary reflex

Mean (range) 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Approaching behavior

Mean (range) 20 (2) 2.0 (2) 20 (2) 20 (2)
Response to touch

Mean (range) 23 (2-3) 20 (2) 22 (2-3) 22 (2-3)
Auditory reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Pain reflex

Mean (range) 33 (3-5) 3.0 (3) 30 (3) 3.0 (3)

Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.

Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

Response to touch

Auditory reflex
Pain reflex

4: jumping at or biting at stimulus.

1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.

1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.

1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it inmediately after looking back,

4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 20  Sensory response of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 1
Pupillary reflex

Mean (range) 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Approaching behavior

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Response to touch

Mean (range) 20 (2) 20 (2) 22 (23) 20 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Pain reflex

Mean (range) 3.0 (3) 3.0 (%) 30 (3) 3.0 (3)

Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.

Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

Response to touch

Auditory reflex
Pain reflex

4: jumping at or biting at stimulus.

1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.

1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.

1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,

4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Grip strength of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

Table 21
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
Forelimb

824 = 327 812 = 285 863 = 447 813 =+ 453
Hindlimb

119 + 52 101 = 42 115 = 35 82 + 11

Each value shows mean (g) + 8.D.
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Table 22 Grip strength of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2,33 7.0
Number of females 6 6 6 1
Forelimb
1043 + 157 820 + 273 868 + 133 1122
Hindlimb
118 + 126 86 = 56 195 + 231 71

Each value shows mean (g) + S.D.
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Table 23 Spontaneous motor activity of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
Ambulatory counts
Minutes after administration
10 701 £ 254 709 £ 331 652 + 374 920 £ 629
20 211 £ 194 200 + 82 482 + 459 529 £ 514
30 66 + 67 65 + 91 128 £ 109 272 £ 500
40 37 + 39 58+ 77 129 + 176 66 + 79
50 46 + 69 41 + 38 97 + 142 56 + 52
60 47 + 74 22 + 46 45 £ 79 4 + 6
Total 1108 £ 179 1100 £ 430 1531 =+ 918 1846 + 1592
Vertical counts
Minutes after administration
. 10 50 = 14 51+ 39 58+ 22 60 + 8
20 21+ 16 28 +. 25 39+ 31 38 = 9
30 6 = 6 9+ 11 7+ 7 8+ 13
40 8+ 11 6 9 9+ 11 7+ 8
50 g8+ 10 6 = 7 6 % 9 4 = 5
60 5= 7 2 + 4 3+ 3 0= 0
Total 97 = 32 101 £ 69 121 + 57 116 £ 23

Each value shows mean = S.D.
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Table 24  Spontaneous motor activity of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-

mglkg 0 0.78 2.33 7.0

Number of females 6 6 6 1

Ambulatory counts

Minutes after administration .
10 758 £ 481 538 £ 324 703 £ 494 519
20 213 + 325 189 + 306 95 + 219 0
30 291 £ 529 133 £ 236 135 £ 146 79
40 148 + 332 199 + 446 65 + 159 0
50 239 + 378 283 + 509 24 + 54 1
60 109 £ 237 388 £ 493 271 £ 409 2

Total 1758 + 1825 1729 + 2090 1292 + 1032 601

Vertical counts

Minutes after administration
10 36+ 25 28 £+ 31 40 + 4] 33
20 10 + 11 10 £ 19 29 + 53 0
30 12 + 15 7 £ 14 33 + 67 4
40 4 + 7 5+ 12 18 £ 41 0
50 12+ 20 17 + 35 16 + 38 0
60 7+ 15 20+ 34 17 £ 31 0

Total 81 + 74 87 £ 143 153 £+ 263 37

Each value shows mean = S.D,
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Table 25-1  Urinary examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration
Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
Volume (mL): Mean + S.D. 12.0 £ 5.1 85 + 3.0 108 + 5.1 16.7 £ 6.7
Specific gravity: Mean £ 8.D. 1.051 £ 0.018 1.063 + 0.018 1.048 + 0.015 1.039 + 0.012
Color
Light yellow 6 6 6 4
Yellow 0 0 0 2
pH
7.0 0 0 1 0
7.5 0 0 0 1
8.0 0 1 0 0
8.5 2 2 1 2
9.0 4 3 4 3
Protein
Negative 0 0 | 1
10~20 mg/dL 2 3 2 2
30 mg/dL 4 0 2 2
100 mg/dL 0 3 1 1
Glucose
Negative 6 6 6 6
Ketone body
Negative 5 3 3 5
Slight 1 3 3 1
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 6 3 5 6
Trace 0 2 1 0
Slight 0 1 0 0
Urobilinogen
Normal 6 6 6 6
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Table 25-2  Urinary examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mgkg 0 0.78 2.33 7.0
Number of males 6 6 ' 6 6
Urinary sediments

Epithelial cells

0~20 cells/100 fields 6 6 6 6
Erythrocytes

0~20 cells/100 fields 6 6 6 6
Leukocytes

0~20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals :

Not observed 3 1 4 2
Observed 3 ' 2 4
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Table 26-1  Urinary examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 1
Volume (mL}): Mean + S.D. 256 £ 6.0 275 + 107 313 + 113 35.8
Specific gravity: Mean = S.D. 1.029 + 0.004 1.027 £ 0.006 1.026 £ 0.006 1.020
Color
Light yellow 6 6 5 1
Red brown 0 0 1 0
.pH
5.0 1 1 0 0
55 1 2 1 0
6.0 1 1 1 0
6.5 2 1 1 0
7.0 1 0 1 0
8.0 0 0 0 1
8.5 0 0 2 0
9.0 0 1 0 0
Protein
Negative 4 3 3 1
10~20 mg/dL 2 0 2 0
30 mg/dL 0 1 1 0
100 mg/dL 0 2 0 0
Glucose
Negative 6 6 6 1
Ketone body
Negative 6 3 4 1
Slight 0 3 1 0
Moderate 0 0 1 0
Bilirubin
Negative 6 6 6 1
Occult blood
Negative 6 5 5 1
Trace 0 1 G 0
Marked 0 0 1 0
Urobilinogen
Normal 6 5 6 1
1 mg/dL 0 1 0 0
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Table 26-2  Urinary examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 1
Urinary sediments
Epithelial cells
0~20 cells/100 fields 5 5 6 1
21~100 cells/100 fields 1 1 0 0
Erythrocytes
0~20 cells/100 fields 6 6 5 1
=501 cells/100fields 0 0 1 0
Leukocytes
0~20 cells/100 fields 6 6 5 1
21~100 cells/100fields 0 0 1 0
Casts
Not observed 6 6 6 1
Crystals
Not observed 2 2 3 0
Observed 4 4 3 1
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Table 27-1  Urinary examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
Volume (mL): Mean + S.D. 135 = 4.2 141 + 3.6 11.0 = 3.8 12.1 % 5.5
Specific gravity: Mean = S.D. 1.050 £ 0.012 1.051 + 0.013 1.057 = 0.012 1.058 + 0.012
Color
- Light yellow 6 6 6 6
pH
8.0 0 0 0 1
8.5 0 2 0 0
9.0 6 4 6 5
Protein
10~-20 mg/dL 1 1 1 1
30 mg/dL 4 2 3 3
100 mg/dL 1 3 2 2
Glucose
Negative 6 6 6 6
Ketone body
Negative 4 4 5 3
Slight 2 2 1 3
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 6 5 3 5
Trace 0 0 3 1
Slight 0 1 0 0
Urobilinogen
Normal 6 6 6 6
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Table 27-2  Urinary examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 ' 7.0
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0~-20 cells/100 fields 6 6 6 5

21~100 cells/100 fields 0 0 0 |
Erythrocytes

0~20 cells/100 fields 6 6 6 6
Leukocytes

0~20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 1 2 2 1

Observed 5 4 4 5
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Table 28-1  Urinary examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration
Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
Volume (mL): Mean + S.D. 74 + 34 102 + 5.9 113 + 1.6 86 = 3.1
Specific gravity: Mean = S.D. 1.058 £ 0.019 1.057 + 0.025 1.054 + 0.011 1.057 + 0.009
Color
Light yellow 6 6 6 6
pH
6.0 0 0 1 0
7.0 0 0 1 0
7.5 0 0 1 0
8.0 1 0 0 1
8.5 1 0 1 1
9.0 4 6 2 4
Protein
Negative 2 0 2 2
10~20 mg/dL 2 4 2 3
30 mg/dL 2 2 I 1
100 mg/dL 0 0 1 0
Glucose
Negative 6 6 6 6
Ketone body
Negative 4 6 4 5
Slight 2 0 2 1
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 5 6 5 6
Trace 1 0 1 0
Urobilinogen
Normal 6 6 6 6
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Table 28-2  Urinary examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
Urinary sediments

Epithelial cells

0~20 cells/100 fields 6 6 6 6
Erythrocytes

0~20 cells/100 fields 6 6 6 6
Leukocytes

0~20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 1 2 3 3

Observed 5 4 3 3
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Table 29 Hematological examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

-0l -

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
RBC (104/;.1L) 801 = 13 844 = 30 * 833 £+ 31 834 £+ 29
HGB (g/dL) 149 + 0.5 155+ 0.7 157+ 05* 162 £ 0.5 **
HCT (%) 439 + 0.8 464 £ 19* 46.6 = 1.4 ** 477 £ 1.2
MCV (fL) 548 = 13 550 = 1.1 560 £ 1.6 572 £ 15%
MCH (p2) 186 £ 0.7 184+ 06 188 £ 0.6 194+ 07
MCHC {g/dL) 338+ 0.5 335+ 0.7 336 + 04 339+ 07
PLT (10%/uL) 91.2 £+ 10.2 95.0 + 154 88.1 £+ 11.9 782 + 7.5
RET (%o) 28+ 3 24+ 3 25+ 4 24+ 3
PT (sec.) 132+ 03 136 £ 0.5 13.8 = 03* 14.1 + 0.4 **
APTT (sec.) 276 £ 1.1 298 + 1.6 283 + 32 282+ 1.8
FIB (mg/dL) 220+ 10 221+ 23 224 £ 16 207+ 10
WBC (10%/uL) 78 £ 22 61 = 14 66 £ 23 55+ 16
Differential leukocyte (%)
Lymphocyte 947 + 23 912 + 29 917 + 2.1 90.8 =+ 5.9
Neutrophil 45+ 1.8 7.8 £ 2.1 77+ 1.5 85+ 55
Eosinophil ' 05+ 0.5 05+ 0.8 03+ 05 05+ 05
Basophil 0.0+ 00 00+ 0.0 0.0+ 00 00+ 00
Monocyte 03+ 0.5 05+ 05 03+ 0.5 02 04

Each value shows mean = S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 30 Hematological examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

- 601 -

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 1
RBC (10%/pL) 702 £ 13 749 = 25 % 735 £ 41 725
HGB (g/dL) 144+ 04 147 = 05 148 + 0.7 15.2 .
HCT (%) 418 = 1.1 428 + 1.1 428 + 1.9 44.6
MCV (fL) 595 £ 2.1 571+ 1.1 % 582+ 12 61.5
MCH (pg) 206 £ 0.7 19.7 £ 0.2 * 201 £ 0.6 21.0
MCHC (g/dL) 346 + 0.6 344 = 04 345+ 05 34.1
PLT (10%uL) 1052 + B84 1159 £ 9.9 1126 £ 119 109.5
RET (%) 77 £ 16 64 £ 15 71 9 52
PT (sec.) 135+ 04 13.7 £ 05 133+ 03 13.3
APTT (sec.) 251+ 20 239+ 2.1 236 £ 2.6 25.8
FIB (mg/dL) 257 + 21 255 + 28 207 £ 19 * 210
WBC (10%/uL) 49 & 14 57+ 10 34+ 16 74
Differential leukocyte (%)
Lymphocyte 867 £ 8.0 872+ 56 890 £ 5.2 75.0
Neutrophil 120+ 76 11.8 £+ 5.5 95+ 44 23.0
Eosinophil 05+ 05 02+ 04 05+ 08 0.0
Basophil 0.0+ 00 00 £ 00 00+ 0.0 0.0
Monocyte 08 £ 08 08 + 0.8 1.0+ 06 2.0

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05).
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Table 31  Hematological examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

- 901 -

Group Control phenol, 2-sec -butyl-4, &-dinitro-
mg/ke 0 0.78 2.33 7.0
Number of males 6 6 6 ' 6
RBC (10%uL) 858 + 21 831+ 22 852 £ 38 817 = 22 *
HGB (g/dL) 159+ 04 153 £+ 04 156 £+ 1.1 158 &+ 0.3
HCT (%) 468 = 09 452 £ 1.2 466 £ 3.4 46.0 £ 1.0
MCV (fL) 545+ 0.8 544 = 15 546 £ 1.8 563+ 1.0
MCH (pg) 186 = 0.5 184 £ 0.6 183+ 0.7 193+ 04 *
MCHC {g/dL) 340 = 04 339+ 0.6 336 + 04 343+ 04
PLT (10%uL) 91.4 = 17.0 1044 = 11.3 112.5 £ 39.5 859 £ 9.0
RET (%0) 24 & 6 23 £ 4 24 + 6 22 + 3
PT (sec.) 19.1 = 3.1 195 £+ 3.5 199+ 3.6 163+ 1.5
APTT (sec.) 371 £ 4.0 370 £ 2.2 382+ 18 342 + 32
FIB (mg/dL) 220 + 11 223 + 11 226 + 25 210 + 14
WBC (10%uL) 61 = 16 54 & 22 76 £ 20 49+ 10
Differential leukocyte (%)
Lymphocyte 902 £+ 2.8 90.8 = 42 922+ 42 887+ 72
Neutrophil 9.0 £ 3.0 82+ 47 68 + 39 10.0 £+ 6.8
Eosinophil 03+ 05 05+ 08 05+ 05 0.7+ 05
Basophil 00+ 0.0 00 0.0 0.0+ 00 0.0+ 0.0
Monocyte 05+ 05 05+ 05 05+ 05 0.7+ 05

Each value shows mean £ S.D.
Significantly different from control group (*: P<0.05).
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Table 32 Hematological examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

- LOL-

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
RBC (10%/uL) 739 + 21 751 £ 45 758 = 30 753 + 26
HGB (g/dL) 146 =+ 04 148 £ 038 147 £ 0.5 149+ 04
HCT (%) 414 + 1.1 421+ 2.1 423+ 16 424 £ 1.5
MCV (fL) 560 0.9 561 = 14 558+ 1.6 563 £ 0.6
MCH (pg) 197 £ 0.5 197 £ 06 194+ 07 198 + 04
MCHC (g/dL) 352+ 06 352+ 03 348+ 0.3 351+ 05
PLT (10%/pL) 96.1 £ 13.0 949 + 54 942 + 114 903+ 27
RET (%) 27 & 3 25 + 5 24 + N) 23 & 3
PT (sec.) 135 £ 0.6 131 £ 02 134+ 04 132 £ 0.3
APTT (sec.) 239+ 1.6 29+ 14 232+ 12 244 + 14
FIB (mg/dL) 177 £ 20 179 £ 13 180 + 7 188 = 29
WBC (10*/uL) 32+ 15 ‘ 39+ 11 38+ 10 37+ 14
Differential leukocyte (%)
Lymphocyte 903+ 3.7 898 + 43 875+ 55 88.7 + 44
Neutrophil 9.0+ 3.8 92 + 3.9 112 £ 53 103 £ 4.7
Eosinophil 03+ 05 07+ 08 0.7+ 08 07+ 05
Basophil 0.0 £ 0.0 00+ 00 0.0+ 0.0 0.0+ 00
Monocyte ' 03+ 05 03+ 0.5 0.7+ 0.8 03+ 05

Each value shows mean + S.D.
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Table 33 Blood chemical examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-

mg/kg 0 0.78 . 2.33 7.0
Number of males 6 6 6 6

AST (IU/L) 853 = 19.0 859 + 17.7 93.5 = 20.1 913+ 73
ALT (IU/L) 376 £ 6.7 343+ 33 37.8+£ 55 40.1 £+ 4.6
ALP (IU/L) 584.0 =+ 914 6414 + 1064 651.0 + 166.2 950.3 + 3384
v-GTP (IU/L) 0.34 = 0.15 0.46 = 0.19 0.53 + 0.20 0.53 £ 0.11
TP (g/dL) 5.8+ 0.2 59+« 02 58+ 0.2 56 £ 0.2
Alb (g/dL) 295 + 0.16 292 + 0.12 291 £ 0.07 298 + 0.15
A/G 1.04 = 0.09 099 £ 0.03 1.00 £ 0.05 1.14 £ 0.10
T-Bil (mg/dL) 0.07 = 0.02 0.06 = 0.03 0.07 = 0.04 005 £ 0.03
UN (mg/dL) 177 = 37 166 £+ 1.3 164 = 1.8 202+ 13
CRE (mg/dL) 027 £ 0.04 0.28 £ 0.02 028 £ 0.04 034 £ 0.04
Glu (mg/dL) 1184 + 7.3 119.6 £ 10.3 1201 £ 92 1127 + 9.1
T-Cho (mg/dL) 68.0 = 54 61.0 £+ 44 567+ 9.0* 606 = 6.4
TG (mg/dL) 634 + 9.7 559 £ 213 62.8 £ 13.3 568 £ 154
Na (mEg/L) 1445 £ 1.1 144.0 £ 1.3 1443 £ 1.2 145.0 £ 0.7
K (mEq/L) 434 + 0.27 435 £ 0.33 446 £ 029 412 £ 0.18
Cl (mEg/L) 1058 =+ 16 1054 = 1.0 105.1 £ 1.6 106.1 = 1.1
Ca (mg/dL) 99+ 03 9.7+ 03 96+ 03 95 03
IP (mg/dL) 62+ 1.3 62 09 70 £ 06 5.7+ 0.9

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05).
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Table 34  Blood chemical examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-

mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 1
AST (IU/L) 90.0 = 16.4 98.7 £ 293 944 £ 214 78.4
ALT (IU/L) 23.8 £ 2.2 253 £ 3.9 266 £ 5.1 324
ALP (IU/L) 192.6 £+ 46.8 178.8 &= 48.0 2022 £ 23.1 194.7
y-GTP (IU/L) 045 = 0.12 0.65 + 0.23 0.49 £ 0.17 0.55
TP (/dL) 65 = 0.2 64+ 03 6.7+ 0.5 6.1
Alb {g/dL) 3.19 = 0.15 3.16 £ 0.20 348 £+ 025 * 3.29
A/G 0.98 =+ 0.05 0.98 =+ 0.07 1.10 £ 0.02 * 1.17
T-Bil {mg/dL) 0.11 £ 0.02 0.10 £ 0.02 0.09 £ 0.02 0.05
UN (mg/dL) 205+ 25 189 £+ 44 235+ 1.9 18.4
CRE {mg/dL) 039 £ 0.01 038 £ 0.05 0.40 £ 0.01 0.44
Glu (mg/dL) 1272 £ 132 129.0 & 14.3 1233 + 13.7 130.7
T-Cho (mg/dL) 722+ 55 81.9 £ 20.7 703 = 93 86.4
TG (mg/dL) 41.8 £ 13.7 569 £ 24.5 543 + 16.7 82.4
Na {mEg/L) 141.1 + 1.0 140.7 + 0.8 1405 £+ 0.9 142.2
K {mEq/L) 423 + 0.32 4.14 £ 0.34 4,08 =+ 0.31 3.38
Cl {mEq/L) 1046 + 1.8 1043 = 0.9 1043 = 2.1 104.9
Ca (mg/dL) 109 = 0.3 10.8 £+ 0.3 10.7 £ 05 10.4
IP (mg/dL) 78+ 1.2 76 £ 0.8 68 + 1.1 5.6

Each value shows mean = S.D.
Significantly different from control group (*: P<0.05).
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Table 35 Blood chemical examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration
Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
AST (IU/L) 120.7 £ 44.1 1151 + 29.7 1032 = 244 102.7 = 16.8
ALT (IU/L) 39.0 £ 138 359+ 9.8 349 + 12.1 299+ 49
ALP {IU/L) 373.8 £ 564 3104 = 53.7 3049 = 77.7 2562 = 56,9 **
v-GTP (1U/L) 041 = 0.22 0.29 + 0.21 027 = 0.12 039 + 0.08
TP (g/dL) 58+ 02 58+ 02 58+ 04 s4= 01
Alb (g/dL) 293 + 0.19 275 £ 0.12 2,84 = 0.16 271 + 0.07 *
A/G 1.04 £ 0.07 091 £ 0.05 ** 0.96 = 0.05 1.00 = 0.04
T-Bil (mg/dL) 0.13 = 0.03 0.12 £ 0.04 0.14 £ 0.02 0.11 £ 0.02
UN (mg/dL) 153+ 1.6 169+ 22 167 = 23 185+ 21*
CRE (mg/dL) 026 £ 0.03 0.30 £ 0.06 029 = 0.04 029 = 0.01
Glu (mg/dL) 1156 £ 152 1214 = 17.2 1140 = 225 1027 7.1
T-Cho {mg/dL) 459 + 10.0 606 + 8.8 613 = 106 588 £ 112
TG (mg/dL) 375+ 256 357 £ 17.7 369 + 13.5 292 = 107
Na (mEg/L}) 1448 + 0.7 1444 = 0.7 1452 £ 1.3 1455 £ 0.9
K {(mEq/L) 4.02 £ 034 423 &£ 0.25 428 + 022 4,16 + 0.19
Cl {mEg/L) 106.8 + 0.7 105.1 £ 1.4 * 1058 £ 0.9 106.9 £ 1.1
Ca (mg/dL) 94 £ 03 94 + 03 95+ 0.1 93+ 0.2
IP {mg/dL) 70 £ 0.5 73 £ 09 73+ 07 74 £ 0.6

Each value shows mean + S.D.

Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 36  Blood chemical examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration '

Group Control phenol, 2-sec -butyl-4, 6-dinitro-

mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6

AST (1U/L) 86.0 £ 17.0 91.7 £+ 11.7 858 + 11.1 925+ 112
ALT (IU/L) 232+ 39 26.5 + 6.0 228+ 1.6 262+ 59
ALP (TU/L) 1293 = 394 1224 £ 17.5 135.5 £ 27.6 169.8 £ 49.1
v-GTP (IU/L) 046 = 0.25 0.58 + 025 0.59 + 0.21 0.66 £ 0.26
TP (g/dL) 65 0.5 65+ 03 62+ 02 62+ 04
Alb {g/dL) 3.61 = 0.36 359 £ 0.26 340 + 0.16 332 + 0.30
A/G 1.24 = 0.08 1.25 £ 0.11 123 + 0.08 1.18 £+ 0.09
T-Bil {(mg/dL) 0.10 = 0.03 0.11 £ 0.03 0.10 £ 0.03 0.12 £ 0.03
UN (mg/dL) 182+ 14 161+ 1.7 18.1+ 25 180+ 16
CRE (mg/dL) 037 = 0.02 034 + 0.04 0.36 £ 0.02 036 £ 0.05
Glu (mg/dL) 120.7 £ 20.5 12324+ 9.8 1263 £ 114 119.2 £ 151
T-Cho (mg/dL) 815+ 84 87.0 + 10.8 75.7 £ 11.2 844 + 174
TG (mg/dL) 257+ 54 389 + 227 427 = 292 27+ 64
Na (mEq/L) 143.6 £ 09 1429 £ 14 1427 £ 1.3 1442 £+ 0.5
K (mEq/L) 4.04 £ 0.27 416 £ 0.17 398 £ 025 3.83 £ 0.26
Cl (mEg/L) 108.0 + 1.3 107.1 £+ 1.5 107.0 £ 1.0 1072+ 17
Ca {mg/dL) 9.6 + 0.3 97+ 02 95+ 02 95+ 03
P {mg/dL) 43 % 07 44 £ 0.7 43+ 06 47+ 04

Eéch value shows mean = §.D,
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Table 37  Necropsy findings of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
Findings '
Normal 6 6 6 6
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Necropsy findings of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

Table 38
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration
Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of dams on Day 7 of lactation 11 10 12 1
Findings
Normal 11 10 12 i
Number of dams which all pups died 0 1 0 1
Findings
Normal - 1 - 1
Number of moribund dams or dead dams 0 0 0 10
Findings
Normal - - - 10
Number of non-pregnant females 1 1 0 0
Findings
Normal 1 1 - -

Study No. 100422



-vIl-

Study No. 100422

Table 39  Necropsy findings of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg'kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
Findings
Normal 5 6 6 6
Liver
White spot 1 0 0 0
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Table 40  Necropsy findings of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 6
Findings

Normal 6 6 6 6
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Table 41  Organ weights of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
Body weight (z) 451 = 19 449 = 27 438 = 42 409 =+ 29
Brain (2 2.04 £ 0.05 2.02 £ 0.04 2.07 £ 0.04 2.04 £ 0.06
(g%) 0.45 = 0.02 0.45 + 0.02 0.48 = 0.05 0.50 + 0.03
Pituitary (mg) 127 £ 1.1 133+ 1.9 132+ 1.0 1.7+ 1.1
{mg%) 28+ 02 30+ 05 3.0+ 03 29+ 04
Thyroids (mg) 207 = 5.6 191+ 64 23.0 £ 3.1 203 + 3.5
(mg%) 46 = 13 43+ 1.6 53+ 0.6 50+ 1.0
Thymus (mg) 367 £+ 126 260 £ 76 296 £ 120 245 £+ 54
(mg%) 82 + 30 58+ 16 67 £ 22 60 £ 14
Heart (g) 1.41 £ 0.14 1.40 £ 0.07 137 = 0.14 135 £ 0.11
(g%) 031 = 0.02 031 £ 0.01 031 £ 0.02 033 £ 0.02
Liver (2) 15.98 + 1.00 15.65 + 1.04 1549 + 193 15.57 + 1.02
(g%) 355+ 0.21 349 £ 0.18 354 £ 0.28 3.81 + 0.18
Spleen (mg) 763 + 110 791 £+ 77 704 £ 61 682 = 111
(mg%) 170 = 30 177 = 17 162 £ 20 166 = 16
Kidneys () 291 = 0.19 297 £ 0.15 296 + 0.19 2.82 £ 0.19
(%) 0.65 £ 0.05 0.66 = 0.05 0.68 £ 0.07 0.69 £ 0.05
Adrenals (mg) 507 £+ 8.3 574 £ 8.6 548 £+ 6.3 58.8 + 11.2
(mg%) 113 £ 2.1 128 = 2.1 125+ 1.2 144 £ 238
Testes (® 3.11 £ 0.35 3.18 £ 042 336 £ 0.18 333 = 0.30
(g%) 0.69 £ 0.10 0.71 £ 0.11 0.78 + 0.10 0.82 = 0.06
Epididymides {mg) 1120 £ 71 1170 = 100 1158 £ 74 1150 = 88
{mg%) 249 + 23 262 + 28 267 £ 29 281 £ 14

Each value shows mean = S.D.
Significantly different from control group (*: P<0.05).
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Table 42  Organ weights of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 11 10 12 2
Body weight (g 301 £ 12 298 £+ 14 301 11 295
Brain {g) 1.97 = 0.08 1.95 = 0.05 2.01 = 0.08 1.98
(g%) 0.66 = 0.03 0.66 £ 0.03 0.67 £ 0.03 0.68
Pituitary (mg) 16.7 + 2.8 162 = 2.1 167 + 23 15.8
(mg%) 55+ 08 55+ 07 56+ 09 53
Thyroids (mg) 168 + 2.4 16.5 £ 3.6 177 £ 4.0 17.4
(mg%) 56+ 08 56+ 12 59+ 13 5.9
Thymus (mg) 234 £ 48 266 & 73 292 + 77 225
(mg%) 78 £ 17 90 = 25 97 + 26 76
Heart () 1.03 + 0.08 0.99 &+ 0.08 1.00 £ 0.05 1.03
(g%) 0.34 £+ 0.03 033 = 0.02 033 £ 0.02 0.35
Liver (g) 992 + 0.90 9.66 = 0.92 984 + 0.55 10.70
(g%) 329 £ 0.26 324 £ 021 327 £ 0.15 3.64
Spleen (mg) 690 + 79 679 = 145 719 £ 100 606
(mg%) 229 £ 26 27 £ 42 239 £ 31 203
Kidneys (2 2.14 £ 0.15 2.05 £ 0.20 204 £ 0.11 1.99
{g%) 0.71 £ 0.06 0.69 £ 0.05 0.68 = 0.04 0.67
Adrenals (mg) 746 £ 76 70.0 = 104 699 £ 72 83.5
(mg%) 249 + 3.1 235+ 29 232+ 2.1 28.6
Ovaries (mg) 110.0 = 153 1009 + 8.3 1022 + 89 120.1
{mg%) 366 £+ 4.8 340 £ 32 340+ 29 40.9
Uterus {mg) 605 = 165 570 £+ 123 631 = 135 2133
(mg%) 202 £ 58 193 £+ 46 210 £ 47 742

Each value shows mean + S.D.

Study No. 100422
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Table 43 = Organ weights of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of males 6 6 6 6
Body weight (2) 458 £ 22 474 £+ 19 461 £ 29 461 £ 20
Brain (2 212 £ 0.08 2.02 + 0.10 2.09 £ 0.09 203 £ 013
(g%) 046 = 0.02 043 £ 0.02 0.46 £ 0.03 0.44 £ 0.02
Pitujtary (mg) 143+ 12 151 £ 1.5 136 £ 0.8 154 £ 1.0
(mg%) 3.1+ 0.2 32+ 02 30+ 02 34+ 02
Thyroids (mg) 185+ 2.8 2.1+ 42 206 £ 2.0 21.1 £ 45
(mg%) 40+ 06 47 £ 0.7 45+ 04 46 £ 1.0
Thymus (mg) 268 + 41 316 £ 90 265 £ 86 296 £ 64
(mg%o) 59 + 10 66 + 17 58 + 18 65 + 15
Heart ® 1.52 £ 0.19 1.56 £ 0.09 1.62 £ 0.28 1.55 £ 0.25
(&%) 033 = 0.05 033 £ 0.03 035 £ 005 033 £ 0.04
Liver (2) 1044 = 136 11.87 £ 0.72 11.48 + 1.09 11.17 £ 049
{g%) 228 £ 0.24 2,51 £ 0.17 250 £ 0.27 242 = 0.05
Spleen (mg) 774 £ 70 696 + 93 785 + 208 780 + 80
(mg%) 170 = 21 147 + 20 173 =+ 58 169 + 13
Kidneys ® 3.10 £ 0.51 2.86 £ 0.07 287+ 024 2,92 £ (.15
(g%) 0.68 £ 0.11 0.60 + 0.03 0.62 = 0.04 0.64 = 0.02
Adrenals {mg) 556+ 7.8 524 + 6.8 532+ 99 614 = 73
(mg%) 122+ 1.8 11.0 £ 1.2 1.5+ 1.8 133+ 15
Testes 169) 329 = 0.34 330 £ 0.40 325+ 028 3.36 £ 0.27
(g%) 0.72 £ 0.08 0.70 + 0.09 071 = 0.05 0.73 = 0.06
Epididymides (mg) 1250 = 135 1255 + 101 1222 =+ 80 1224 = 101
(mg%) 274 £ 31 265 + 25 265 =+ 8 265 + 17

Each vaiue shows mean + S.D.
Significantly different from control group (*: P<0.05).
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Table 44  Organ weights of female rats on termination of recovery period in combined repeat dose and reproductlve/devclopmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration -

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 6 6 6 : 6
Body weight () 297 = 26 306 + 8 327 £ 13 *# 310 + 9
Brain 6] 1.99 £ 0.09 1.91 + 0.09 1.95 £+ 0.08 1.99 =+ 0.02
(g%) 0.67 = 0.08 0.63 £ 0.03 0.60 £ 0.03 * 064 £ 0.02
Pituitary (mg) 189 = 3.1 20.1 £ 3.0 189 £ 3.7 183 £ 26
(mg%) 65+ 1.5 6.6 + 1.1 58+ 1.3 59+ 09
Thyroids (mpg) 20.0 = 39 202+ 1.9 180 + 3.0 227+ 44
{mg%) 68+ 16 6.6 £ 0.7 55+ 1.1 74 £ 1.5
Thymus (mg) 284 £+ 59 273 £+ 29 282+ 75 303 £ 65
(mg%) 9% £ 19 89 + 8 8 + 22 98 =+ 21
Heart 3] 095 £ 0.06 0.90 =+ 0.03 1.00 = 0.05 1.04 = 0.07
(g%) 032 = 0.03 0.29 = 0.01 031 = 0.01 0.34 = 0.02
Liver ® 733 £ 0.67 7.62 £ 0.59 8.03 £ 0.66 7.95 £ 0.59
{g%) 2.47 £ 0.15 249 + 0.14 246 + 024 257 £ 0.13
Spleen (mg) 537 + 86 522 £+ 93 560 + 69 593 = 28
(mg%) 182 £+ 31 170 + 28 172 £ 28 192 + 8
Kidneys (8 1.94 £+ 0.09 1.98 = 0.07 195 = 0.16 2.01 = 0.19
(g%) 0.66 £ 0.06 0.65 =+ 0.02 0.60 = 0.05 0.65 £ 0.05
Adrenals (mg) 729 £ 6.1 62.1 =+ 122 711 = 6.2 705 £ 11.1
{(mg%) 247 £ 3.1 203 £+ 34 218 &£ 2.5 227 £ 3.1
Ovaries (mg) 829 + 203 799 + 10.0 919 + 149 963 + 4.2
(mg%) 277 £ 4.8 261 £ 3.0 282 = 4.7 31.1 £ 0.9
Uterus (mg) 672 £ 139 622 + 174 706 £ 168 576 £ 161
{(mg%) 229 £+ 59 203 £ 55 216 + 49 186 =+ 48

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).

Study No. 100422
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Tablc 45 Sperm analysis of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-

mg/kg 0 0.78 233 7.0
Number of males 6 6 6 6
Sperm motility ‘

Motile sperm rate (%) 713+ 2.8 728+ 53 750+ 74 592 £ 6.0 **
Progressive sperm rate (%0} 344 37 373+ 75 382+ 84 229+ 45*%
Path velocity (um/s) 1507 = 4.8 1523+ 6.1 153.6 + 6.9 1438+ 6.0
Straight line velocity {um/s) 1104 + 42 1126+ 5.5 1117+ 64 97.7 £ 82 %
Curvilinear velocity (um/s) 3394+ 114 3359 170 3449+ 12.8 3194 £ 159
Amplitude of lateral head displacement (pum) 199+ 03 195+ 0.7 1959+« 1.0 209+ 04*
Beat cross frequency (Hz) 205+ 0.8 283+ 1.6 296+ 14 285+ 1.7
Viability rate (%) © 998 &+ 02 994 £ 0.5 994+ 09 979+ 22+*%
Survivability rate (%) 767+ 82 834+ 64 809+ 6.8 669+ 10.1
Sperm morphology

Abnormal sperm rate {%) 2 25+ 1.8 19+ 1.0 20+ 1.0 69+ 46*%
Abnormal head rate (%) © 25+ 18 19+ 09 18+ 08 56+ 43
Abnormal tail rate (%) © 00 0.0 0.1+ 0l 02+ 03 1.3+ 1.0 %
Number of sperms in left cauda epididymis (x 10% 268.8 + 25.1 3429 + 50.1 3348 £ 492 308.4 + 114.2
Number of sperms/g weight of left cauda epididymis (x10%) 1070.0 + 94.9 1281.1 + 109.5 1238.2 + 114.3 12274 + 279.5

Each value shows mean = S.D.

Significantly different from control group (*: P<0.05, **: P<0.01).
a): ((Number of live sperms+number of sperms which died during incubation)/number of sperms examined)x100.
b): (Number of live sperms/number of sperms examined)x100.

¢): (Number of abnormal sperms/number of sperms examined)=100.
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Table 46 Sperm analysis of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg _ 0 0.78 2.33 7.0
Number of males 6 6 6 6
Sperm motility
Motile sperm rate (%) 785+ 6.5 76.6 + 103 727+ 33 715+ 4.4
Progressive sperm rate (%) 293+ 95 304+ 122 333+ 112 265+ 6.7
Path velocity (pm/s) 1442 + 8.0 1479+ 8.0 1478 + 8.6 1413+ 55
Straight line velocity (pm/s} 1019+ 6.2 1041+ 6.8 107.0 £ 103 977+ 64
Curvilinear velocity (um/s) 3274+ 222 3354 £ 264 3246 + 226 3242 4+ 139
Amplitude of lateral head displacement (um) 202+ 09 204+ 0.8 198+ 1.0 203+ 08
Beat cross frequency {(Hz) 309+ 1.3 30,0+ 06 293+ 18 311+ 1.1
Viability rate (%) ¥ 999+ 02 998+ 0.3 99.7+ 0.3 988+ 1.1*
Survivability rate (%) 841+ 4.1 831+ 33 81.0+ 4.6 782+ 3.1 %
Sperm morphology '
Abnormal sperm rate (%) © 1.5+ 10 24+ 22 23+ 14 46+ 28*%*
Abnormal head rate (%) 15+ 1.0 23+ 22 22+ 14 42+ 25%*
Abnormal tail rate (%) © 0.0= 0.0 0.1+ 02 0.1+ 0.2 03+ 04
Number of sperms in left cauda epididymis (x10%) 3584+ 174 3855+ 70.5 347.8 £ 48.8 332.1+ 288
Number of sperms/g weight of left cauda epididymis (x10%) 11345 £ 72.6 1201.3 + 191.9 11189 + 97.2 1087.3 £ 90.0

Each value shows mean + S.D.

Significantly different from contrel group (*: P<0.05).

a): ((Number of live sperms+number of sperms which died during incubaticn)/number of sperms examined)x100.
b): (Number of live sperms/number of sperms examined)x100.

¢): (Number of abnormal sperms/number of sperms examined)x 100,
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Table 47  Histopathological findings of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 7.0
Grade N AY o+ + 2+ 3+ [ NTOAY =+ o+ 3+
Findings
Eyeball [61° [6]
Dysplasia, retina, left 5 1 1 0 0 0 6 0
Harderian gland [6] [6]
Celluiar infiltration, lymphoid cell 5 1 1 0 0 0 6 0
Heart [6] [6]
Cellular infiltration, mononuclear cell 2 4 4 -0 0 0 2 4 4 0 0 0
Liver [6] {6]
Microgranuloma 5 1 1 0 0 0 6 0
Cellular infiltration, lymphoid cell 4 2 2 0 0 0 6 0
Panarteritis 6 0 5 1 1 0 0 0
Spleen [6] (6]
Hematopoiesis, extramedullary 5 1 1 0 0 0 6 0
Kidney [6] [6]
Cellular infiltration, lymphoid cell 5 1 1 0 0 0 6 0
Basophilic change, tubular epithelium 4 2 2 0 0 0 4 2 2 0 0 0
Hyaline droplet, tubular epithelium 5 1 1 0 0 0 6 0
Cyst 6 0 5 1 1 0 0 0
Testis [6] [6]
Atrophy, seminiferous tubule, focal 6 0 5 1 1 0 0 0
Prostate [6] [6]
Cellular infiltration, lymphoid cell 2 4 3 1 0 0 4 2 1 1 0 0

¥ No abnormality detected.

® abnormality detected.

© Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

No remarkable changes were seen in the lung, trachea, pancreas, sublingual gland, submandibular gland, esophagus, stomach, duodenum, jejunum, ileum, cecum, colon, rectum,
thymus, submandibular iymph node, mesenteric iymph node, urinary bladder, epididymis, seminal vesicle, pituitary, thyroid, parathyroid, adrenal, cerebrum, cerebellum,
medulla oblongata, spinal code, sciatic nerve, bone (sternum or femur) or bone marrow (sternum or femur).
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Table 48  Histopathological findings of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

- €Tl -

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Grade NY AP £ 2+ 3+ NY AP & 4+ 2+ 3+ NP AY o+ b 2+ 3+ N AY & 2+ 31
Findings
Heart [61° [6] 2]
Cellular infiltration, mononuclear cell 6 0 5 1 1 0 0 0 1 1 1 0 0 0
Thymus {6} {6] [2]
Atrophy, cortex 6 0 6 0 1 | t 0 0 0
Liver [6] [6] 2]
Necrosis, hepatocyte, focal 6 0 5 1 1 0. 0 0 2 0
Microgranuloma 3 3 3 0 0 o0 6 0 1 1 1 6 0 o
Proliferation, bile duct 5 1 1 0O 0 o 4 2 2 0 0 O 2 0
Cellular infiltration, lympheid cell 4 2 0o 0 0 6 0 2 0
Spleen [6] [6] [6] [2]
Hematopoiesis, extramedullary 0 6 1 3 2 o|lo0o 6 1 4 1 0]0 6 5 1 0 0o * 1 1 1 0o 0 0

® No abnormality detected.

®) abnormality detected.

<) Number in brackets is number of females examined,

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

No remarkable changes were seen in the lung, trachea, pancreas, sublingual gland, submandibutar gland, esophagus, stomach, duodenum, jejunum, ileum, cecum, colon, rectum,
submandibular [ymph node, mesenteric lymph node, kidney, urinary bladder, ovary, uterus, vagina, pituitary, thyroid, parathyroid (except for No. F01153, F03352 and F04462), adrenal,
cerebrum, cerebellum, medulla oblongata, spinal code, sciatic nerve, eyeball, Harderian gland, bone (sternum or femur), bone marrow (sternum or femur) or mammary gland.
Significantly different from control group (*: P<0.05).
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Table 49 Histopathological findings of dead female rats and moribund female rats in combined repeat dose and reproductive/developmental toxicity screening test of
phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 7.0

Grade N AY o +
Findings

Whole organs and tissues
Postmortal change
Lung
Congestion
Liver
Congestion
Spieen
Hematopoiesis, extramedullary

(101"

2 8 0 0 8
[10]

2 8. 0 1 7
[10]

2 8 0 6 2
[10]

9 1 1 0 0

% No abnormality detected.
% abnormality detected.

° Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3-+; marked.

No remarkable changes were seen in the heart, trachea, pancreas, sublingual gland, submandibular gland, esophagus, stomach, duodenum, jejunum,

ileum, cecum, colon, rectum, thymus, submandibular lymph node, mesenteric lymph node, kidney, urinary bladder, ovary, uterus, vagina, pituitary, thyroid,
parathyroid (except for No. F04453, F04454, F04457 and F04458), adrenal, cerebrum, cerebellum, medulla oblongata, spinal code, sciatic nerve, eyeball,
Harderian gland, bone (sternum or femur), bone marrow (sternum or femur) or mammary gland.
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Table 50  Histopathological findings of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration .

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Grade NP AY & 4 2+ 3+ [N AY & 4+ 2+ 3+ [NY AY & 4+ 2+ 3+[NY AU &+ 2+ 3+
Findings
Spleen [617 [6] [6] [6]
Hematopoiesis, extramedullary 2 4 4 0 0 04 2 2 0 O O[3 3 2 1 0 0|5 1 1 0 0 ¢

% No abnormality detected.
R abnormality detected.

© Number in brackets is number of females examined.
Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Reproductive functions of male rats and female rats in combined repeat dose and reproductive/developmental toxicity screening test

Study No. 100422

Table 51
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration
Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of females 12 12 12 12
Number of estrous cases before pairing (14 days)
Mean+S.D, 35 £ 0.5 33 £ 0.5 34 = 0.5 33 £ 05
Number of pairs 12 12 12 12
Number of pairs with successful copulation 12 12 12 12
Copulation index (%) * 100.0 100.0 100.0 100.0
Number of conceiving days :
Mean=S.D. 23 = 1.1 25 + 1.2 24 + 1.2 25 + 1.3
Conceiving days 1-5 12 12 12 12
Conceiving days =6 0 0 0 0
Number of pregnant females 1 11 12 12
Fertility index (%) ® 91.7 91.7 100.0 100.0
Number of dead or moribund pregnant females during pregnancy 0 0 0 10
Number of pregnant females at delivery 11 11 12 2
Number of pregnant females with live pups 11 10 12 1

a): (Number of pairs with successful copulation / number of pairs)x100,

b): (Number of pregnant females / number of pairs with successful copulation)>100.
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Table 52 Observation of pups (F;} in combined repeat dose and reproductive/development toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Study No. 100422

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of dams 11 11 12 12
Length of gestation (days) 222+ 04 224 + 09 222+ 0.6 220 2)
Pregnancy days = 21 0 0 1 0
Pregnancy days = 22 9 9 8 2
.Pregnancy days = 23 2 2 3 0
Corpora lutea 16.6 £ 2.2 163 + 21 161+ 14 153 £ 12
Implantation scars 146+ 24 148 £ 1.8 146 =+ 1.6 139+ 1.1.
Implantation index (%) ¥ 87.6 £ 7.4 913 + 5.5 90.6 = 4.5 914 = 66
Gestation index (%) 100.0 90.9 100.0 8.3 *k
Pups born 139+ 19 132+ 34 132+ 26 11.0 )
Stillbirths 02+ 04 12+ 16 02+ 04 6.0 (2)
Live pups born 137 + 1.8 12.0 + 43 130+ 25 5.0 (2)
Sex ratio at birth @ 1.09 + 0.65 1.12 + 0.44 (10) 128 = 0.94 1.00 1)
(Total male/total female) 74,77 6765 80,776 5/5
Delivery index (%) ¥ 955+ 5.5 88.2 + 203 89.9 + 14.1 84.5 (2)
Birth index (%) © 944 + 5.7 794 + 284 88.8 + 13.4 415 )
Live birth index (%) ? 98.8 + 2.6 85.4 = 297 98.8 + 2.7 50.0 @
Live pups on Day 4 of lactation 13.6 + 1.7 125+ 1.6 (10) 128 £ 2.6 8.0 1
Sex ratio on Day 4 of lactation 1.08 £ 0.65 1.09 £ 046 (10) 134 = 0.98 1.00 (D
(Total male/total female) 7377 62,763 79,774 4,4
Viability index (%) & 994 £ 2.1 954 + 103 (10) 98.1 £ 4.7 80.0 (1
External abnormalities (%) ™ 0.0+ 00 14+ 30 (10) 0.0+ 0.0 0.0 1)
Acaudate 00+ 0.0 08 24 (10) 0.0+ 00 0.0 nH
Short tail 0.0+ 00 07+ 21 (10) 00+ 0.0 0.0 (1)

Each value shows mean + S.D. per dam.

Significantly different from control group (**: P<0.01).
Figures in parentheses indicate number of dams.

b): (Number of dams with live pups/number of pregnant dams)x100.

d): (Number of pups born/number of implantation scars)x100.

f): (Number of live pups born/number of pups born)x100.

h): (Number of pups with external abnormalities/number of live pups)x100.

a): (Number of implantation scars/number of corpora lutea)x100.
¢): Number of male pups/number of female pups.

¢): (Number of live pups bornmumber of implantation scars)=100.
g): (Number of live pups on Day 4/number of live pups borm)x100.
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Table 53 Delivery conditions and nursing conditions of dams in combined repeat dose and reproductive/developmental toxicity
screening test of phenol, 2-sec -butyl-4,6-dinitro- by oral administration
Group mg/kg |Number of dams and Delivery Nursing conditions
delivery conditions/nursing conditions conditions Days of lactation

0 1 2 3 4

Control 0 Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11
phenol, 2-sec -butyl-4,6-dinitro- 0.78 |Number of dams 11 10 10 10 10 10
Normal 10 10 10 10 10 10

Prolonged delivering duration 1 - - - - -
2.33  |Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12

7.0  |Number of dams 2 1 1 1 1 1

Normal 1 1 1 1 1 1

Severe vaginal bleeding 1 0 0 0 0 0
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Table 54 General signs of pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group mg/kg |Number of pups Days of lactation
and general signs 0 1 2 3 4
Control 0 Number of pups 153 151 151 150 150
Normal 151 151 150 150 150
Death 2 0 1 0 0
phenol, 2-sec -butyl-4, 6-dinitro- 0.78  |Number of pups 145 132 129 128 128
Normal 132 129 128 128 125
Death i3 3 1 0 3
2.33  |Number of pups 158 156 154 154 153
Normal 156 154 154 153 153
Death 22 0 1 0
7.0 |Number of pups 22 10 10 8 8
Normal 10 10 8 8 8
Death 12 0 2 0 0

Study No. 100422
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Table 55  Body weights of pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test

of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of dams 11 10 12 1
Male weight
Days of lactation
0 6.8 £ 0.5 65+ 04 67+ 05 6.8
4 11.1 = 1.4 10.8 £+ 1.1 106 £+ 1.2 82
Female weight
Days of lactation
0 64 £ 06 62+ 0.5 63 £ 0.6 6.8
4 102 £ 1.5 105 £+ 1.3 99 = 1.5 8.4
Mean pups weight
Days of lactation
0 6.6 £ 0.5 64+ 04 65+ 0.5 6.8
4 106 = 1.4 107 £ 1.2 103 + 1.3 8.3
Litter weight
Days of lactation
0 899 + 8.5 83.6 + 10.3 83.5 £ 149 68.0
4 143.5 £ 15.3 132.2 £ 13.7 128.0 = 18.5 66.4

Each value shows mean (g) = S.D. per dam.

Study No. 100422
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Table 56 Necropsy findings of dead pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-

mg/kg 0 0.78 2.33 ‘ 7.0

Number of dams ' 0 2 0 1

Number of pups 0 3 0 1
Normal - 3 - 1
Abnormal - 0 - 0
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Table 57 Necropsy findings of pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test
of phenol, 2-sec -butyl-4, 6-dinitro- by oral administration

Group Control phenol, 2-sec -butyl-4, 6-dinitro-
mg/kg 0 0.78 2.33 7.0
Number of dams 11 10 12 1
Number of male pups 73 62 79 4
Normal 73 62 79 4
Abnormal 0 0 0 0
Number of dams 11 10 12 1
Number of female pups 77 63 74 4
Normal 77 63 73 4
Kidney
Dilatation, right pelvis 0 0 1 0
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Fig. 1

OH CH,

CHCH,CH,

Chemical structure of phenol, 2-sec-butyl-4, 6-dinitro-
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Fig.2 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
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—{1 phenol, 2- sec-butyl-4, 6-dinitro- at 0.78 mg/kg
~— phenol, 2- sec-butyl-4, 6-dinitro- at 2.33 mg/kg
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| Administration period —

I l ] ] | 1 1 I 1 l I | } 1 1 |

4 8 11 15 18 22 25 29 32 36 39 421 4 8 11 14
(Days)

Days of administration Days of recovery

phenol, 2- sec-butyl-4, 6-dinitro- by oral administration

Study No. 100422



-¢el-

Body weight (g)

O Control
{F phenol, 2- sec-butyl-4, 6-dinitro- at 0.78 mg/kg
-+ phenol, 2-sec-butyl-4, 6-dinitro- at 2.33 mg/kg

=% phenol, 2- sec-butyl-4, 6-dinitro- ét 7.0 mg/kg

500 —

400

300

200
P
o - Administration period -
0 | l ] l | | | 1 | J | |
1 4 8 11 15 18 0 7 14 21 4 6
' (Days)
Days of pregnancy Days of lactation

Days of administration

Fig.3 Body weights of female rats in combined repeat dose and reproductive/developmental toxicity
screening test of phenol, 2- sec-butyl-4, 6-dinitro- by oral administration
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Fig. 4 Body weights of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity

screening test of phenol, 2- sec-butyl-4, 6-dinitro- by oral administration
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Fig. 7 Food consumption of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity
screening test of phenol, 2- sec-butyl-4, 6-dinitro- by oral administration
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