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£

Al 2-ERuXS 4~ (FIF A% R T2 ) (LT HOBP) DM HEEI M O A FERE 1253
HEBRBIUOHERDREILRIETEELRITIZLEENELTC, R EMENERBRE OECD L
FMERBIETARTA o TER L, FBRHE L 05 :0.1%Tween80 FEAN 0.5% /L ARF A
FEAT—AF T AKEERR) . 30, 100 Z25THT 1000 me/kg O FAETHERED Crl:CD (SD) S e
BROEL, #id 42 BERGURISHR U, MIIEECAT 2 8 M B L OSEHIR, TiRMM A &L
THE 3 HETEBREL, 2B, BT E AothS 2%, HAREILITHE 4 BICEHBRLE,

1. BEET R

KB TIE, — AR, REHERS, R REEE. AR RRBIUHREEARTRIC HOBP #%
BIZXARBIIRBOON T RUBLE RS0, BT, — AR, AEHS, BEHE,
FEEE, HIRRAET R L ORERERDT R, B E IR LB R DN OB DR o T,

2. HAIRATR
1000 mg/kg #EBOM 1 FIOHERICEREBIUVSHILA AL, LrL, TOMOHA IR
IERBOLNRD T 20D, AR R, HARDEFRBIOEREIZIZ, HOBP B EDFEIIE
W EHIWTL Tz,

3. AFEFRAEFBIEFRIFT R
MR, AELARER. AEREAR . HER, KRB L UWEE RS, BREB I UCEARKIZIL, HOBP#&
B XD BT H N2 oT,

4, EEME

DL EDRERENS ARBREMTICRITS HOBP &5 —ikE &R EIT 1000
mg/kg/day T. MEHEEI I T EERABHEFHRESHEEROOICKRIERICK T2 EFHED
1000 mg/kg/day ThAEHEr=NT,
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M &AL

1. RBRME
HWHRMETHD 2-eFReX AT s F LT X))V T2 0 (B4 : 2-Hydoroxy—4-
(octyloxy)benzophenone, CAS No.:1843-05-6, 43F3: CyHyOs. 707 2:326.43, A8 W E AR
fatER AR, MiEE : 100.0%, BEsL:49.5°C, Annex A)E
ERRFE TR EET (ERIE 4~7 C) TRE L, 2-
EROR S —A(F T F NI XN T2 ) OREERE LU TFILRT,

O O\/\/\/\/

o] OH

WBRME DR EMIZHOWTIL, RIFEBRDE 2 VAR 0k 5 AR RBRE S A-09-026)
O S FAART (2009 F 11 A 13 B) BLUOAREBOBEKR TH (2010 F 2 A 22 B) ICRILAT LEE
Al VEB% | REAFITETIC T — VR 53 Je B R (FTIR-8300. BEEERT) & W T, R4t
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UV AT ML (B FEFLFH : 4000~400 em™) ZAIEL TR, 2 DDARTMUIZE{LB 2N LEHER
L7z (Annex B),

2. BB LURE S

AARFy— LA UN—EREFAFT B Z—ID, 8 BHED Sprague-Dawley (SD) %7 (Crl:CD(SD).
SPR)# 62 [T, M 73 FLAFEAL, 3 SRIZNALE, BT AR BLEDH T 14 B, BB RE
~ORULDI=OEE LI, £DOME R, MO —KRIRBEZEEL. AMHBLOHREKRT RICKESY
BE LT, BRESFFITEBMORIZ T VU TEIbEFZREL. fF 7 —VICRRE S, HalkX
VB E BT A AL — R EEHT CGRAI LT, 7=, #gic>WTiE, ARZBRAMOER . %
A ERABE T, AT IOMER TR OEKEIILUT OB TH-o7,

AR E 2009 5 12 B 2 B, ATrAe{RE 4 229.6~268.7 g, iff 186.1~211.8 ¢
BRPEHT H:20094E 12 A 15 B, RS TRHMAE 1 330.2~414.4 g, i 218.0~280.4 ¢

BREBR PO —RREBIOKRERBICREIIRD SN ol HEW CIL, SRR A
DOENFHFRD LN 15 ILEERAL | B EFRICEEN B L EEA TR SIS T &21T o7,
BT LB I — BB ERZENY T, 72 MU TRICEWE S EIE#HL. A¥DR2-
B — R ICRBRES . HRBLUEHE SETAL CRE S, — VI, B ThbERAShE
HEEY 10 DL, WS 5 ILB I UMERHIORRICIVBRA LI 15 L& TRREEME LT, 8 10
PTR X OMEEN 20 PCid, R b \ve 2 — o NG AOREIR GIo LV R HEFESE T,

BiL, 2ETHMERL T, FHFIERE 21.0~25.0C, FFAIEE 40.0~75.0%, KR EK 15 B/
R, BRWSHA 271 12 BEIEI(T B~ 19 BF)AUT. 12 BERI(19 BE~7 BRIT ISR ESN-FHEENT, &
BRLEMPR 7 — (220w X 270d X 190h mm) 2 1 P90 (ZZEERFIT 2 L) INAL . ERE# (CE-2, B
AoLT) EKEK (RHFHAERFEA) 2 EHBICERSE TRE L, #EWII I OWT, EiR
18 AMNBHE 4 BETIYMNAT AT w7 RERE— (350w X 400d X 180h mm)iZ 1 L4 DUNEAL .
REEL TR VT T o 7 (RR—F)— | BRTZATNL—) BB E LT,

FEHHFICATRECEFEIIRDOONT | AFTFEDIREI 22.0~24.0C, BT 51.0~74.0%T
HY. DTN FRHENThH-oT, o, AL EE KBLOERBOSTTRERE, WThbiZ R
EFIEEBCEROFFHAN THO e R LT,

3. B ERK
1) AR

WERMELZEEL, HHETHD 0.1%Tween80 FAl 0.5% IV RF AT L m—R N LKER
(BLF. 0.1%Tween80 ¥/ 0.5%CMCNa A¥##&) [CMC Na (B BAAAT—RF RN L) (KA K, 8
EEHE7213) 2 B RESAAK GRS, #EE 5 AB9AAL) M A 7t . Tween80 (SIGMA-ALDRICH,
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BER B 125K01921) #HFMNE I CREAS ., 20.0 w/vhiRE AR LT, 51T, 20.0 w/vhiRa ik
THMRL, 6.00 22HTHT 2.00 w/vhix BFEHIITFARIL 7=, FARUIZREIT. BB - EXE T CREL,
R 8 B LI RL 7 (FHIE 1~6°C. fREHIH 20094 12 A 15 B~20104E2 A 7 A),

2) ZEMERER

FE#HBRYEZ AW AER O &5 ESHEHER GURE 5 A-09-026) I2BW T, EEHFF AT CIEE
0.05 w/v¥% 3BLT* 20.0 w/vh DFREBREDOHE - HEXT (ERHE 2~4C) TOFRHE 3 BLU8 A
OEEERBRETERLU (BAL5E 20094 11 B 16 H.3 A:2009 4 11 A 19 H. 8 H:2009 4 11 H
24 H), AMEZ BIOEREHMBEEDOEHEENENENORBBED 92.9~100%, £z, &
BIEEOIXOOENENENLEHED 98.6~101%, 22, FARE & ORIEFHEICK 725 KE H
R OB O FID 95.5~104% TH-7-(Annex C), 7ok, TNHDOMEE, RBRFHEE G L
TR EREOHBN GINE# SIS RESMEEEOTHE B FNENOFERED 85.0~
115%, BREEDOIELOE  FNENFHED 90.0~110%, FEE % ORI E EHMEICK TR EY
1% OB E B FE D F235:90.0% A L) Thot,

3) & BAIE B L O — M5k

ARBROPIEFRMRAE GIRB 2009 4F 12 B 15 B)IZ2WT, 2.00, 6.00 BLTY 20.0 w/veiEkE
DFMURAEOEREWEL, TOBE. FHEEL, TNTLDORBBED 87.6~101%THY, ¥
— b BB EEOFIED 97.5~105.05TéHh-7 (Annex D), ZHHDMEIT, RERFHEZICEH L
HIEEEDOHEN (EHE R FAMEED 85.0~115%, FMEMBEDIZHoX  FHHED 90.0~110%)
Th7c,

TR R OB E R E I T O HIECRIE L,

FRURAD 0.5 F2id 1 mL ZIEL, A%/ — /L THRLU CGRENAKRZAR LU, Blic, HBRYE
10 mg ZEEBIZEY AZ ) — VIZEM L TIEREZ 50 mL &L, EHIZZOEKR 1 mL 280, A% ) —
NN TEMEIZ 20 mL &L T, BERKEELZ, COBREREEZZNETN 1.2 BLO 4 mL 2
O, AZ ) —NEIMNZTEREIC 20, 10 BEU 10 mL &L, ZEEKREZRE LU, REHRR B L UIZHER
Wk, TSR &EEA 7 a~v b 77 (HPLC) IR ZDBRIEL AR R LIERL L IR B R AV
THREBEP D 2-LRaX LA (FI7FNAX )Y T ) BEZER LU, £REHARIT n=1
THIEL., EEHERICOWTIE n=3 THRIEL,

HPLC 448
SHTAT YMC-Pack C4
(N 4.6 mm, & 150 mm, RIF2E 5 pm, RV A= L)
BEE T r= IV /KB v/v)
PR 1.0 mL/min
T AR ERE 40°C
R ERE =R
HERE 290 nm



HEBFE B R-09-007

REHEA R 10 L
ANV s BRI TR/ (41 v/)

4. BEEBEDORERBIVEE FHik

AKRBROKBEG &L, 2-tFax i -4-(F I FAF XNV 7= )0 DTy e VWS 28 B R ER
O&EGHERR » OFREEL LR E LT, 2-bRax v A4-(F 7 FNFF NV T2 /DT
VW5 28 ARIRER ORSFEEHBRICEV T, M HEL 0.1%Tweens80 ¥R 0.5%4 L RF T AF L
A —XFRIDLIRRBSHE, 20, 140 BLW 1000 mg/kg DEISGTSDR Ty MERES 5 PLic 28
HRRAER AR E LRER, 1000 mg/kg HEETIE, —BAREE, FEBLOBAZICLILARS, @
HFERE, MBECFREBIOFEFREICBO OB ER EICERLE-BHEIIIRDE
Niginosto, 2k, ZRBRO®B S HFEIT 40 BE2BX . HICBWUITRBIUCHESOAE L)
MORETIEHDHDD, 1000 mg/kg DERMEZ S L TORBRRVBMAIDWRHENBNEEZD
N, IoT ARBRIZBIT2EAEHOKREES 1000 mg/kg IZEREL. LLT., ALk#) 3 THRLTH
A &% 300 mg/ke, KA E% 100 mg/kg &L77,

MES I AZECRT 2 R, RECHIM, IREIMEZEL THkgOE 3 BET, RESHEREINA
ol M BRAT B £ RIS EE 42 B) | RRITER SNBSS BB TED DAV M BIRET B
(W8 25 BARY B) £T., MBI ZECA]T 2 B, REHIF (&& 14 BR) 28U CRIIRATH £TH
REEH 42 E)  ROARC 1 B 1EL 18 7=, Faid (ERERR 9 KF 10 47~11 B 50 /5) & &L
Too WEARENL 5 mL/kg &L, BEBIORE IO NI RRE T O TIA 1 BIRIE T HEEEEIC,
RRVERENHTIE, RFOMEROKRELZECEHLE, 28, JREICIIHEAETHS
0.1%Tween80 AN 0.5%CMCNa KIS ZFFICRE L,

B EREIL OECD {bEWMERABRET AT A 42111, Ty bHEBE BICIAMAIR O &k 5 LU7,

ARBOBBRBLIUBHESELTIORL,

. BE5E B BRERE BE S
®
B RSME (me/ke)  (w/vw)  (al/ke) i i
0.1%Teew80 #1 0 5 MO1001~M01013  F01001~F01013

1 0.5%CMCNa 7z

2  HOBP 100 2 5 M02001~M02013  F02001~F02013
3 HOBP 300 6 5 M03001~M03013  F03001~F03013
4 HOBP 1000 20 5 MO04001~M04013  FO4001~F04013
5. lREE
1) E&¥ (F,)

O—REDEE
EFZOVWT, WERMITER 1 BL E, REHAEPEIREN%OER 2 BEELE,
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O ERIE

HEEIE, %5 1,7, 14, 21, 28, 35, 42 A BLUHIR BICHIELT, MEWITs 1.7, 14 B,
AR 0.7.14.21 B, "HE 0 BEO 4 A (FHRA) 12, SOICREAFERI N2 -7 Tl 5 21,
28. 35, 42 A BLUVEIR B . 0 RERESN 2o 7- B TIXEEiR 26 HAY BIZHAEIELE,
O ERIE

I, B 5 1~2, 7~8, 13~14, 29~30, 35~36, 41~42 BIZHIEL, MEMWITHRE 1~2,
7~8,13~14 RBIUVHEIR 0~1. 7~8, 14~15, 20~21 BRLNIHE 3~4 H, SHIZARRIRE
REN e T T S 29~30, 35~36, 41~42 BIZHHEELT,
@R BB

B EBIOHEIZ DN T, BIATR B0 EREEEL, B, BERBLUELSE | &k
EBAATEREERL, SBHORER . KEPHERINIETHEMEEEL, HIt0FY
#IEEIE B (RS EOREROLRERETO AKOTER) 2B ML, 7ok, HAIMWIC 4 A~
5 BORITEYFEL TSI EFE L7z,
L _

5 15 BOYFH (16 BF 6 43) LOEHNOMEY 1 5t | TRIBES Y, BHIVER. BieriE
L., REPOMOBRIFERZERL CTERL, BRNIUERS DO ITIRIEEAR IS 7 03 HeaR
Ni-BmE R SEEL . COREER 0 BERELTRIBEMAHEL., EICEHET L, R
ERBIVIHROKEBICEY, RGO EHT B ETO HEBLIOZOMICENRL -5 EH
D, KRR ((GZREWEY BRIV EED) X100, %), iFIRE (GUREWE/ LR LT ME
WE) X 100, %) EEHLE,
@R 71 - T E IR DBLE

RRLUTITIRME S F1% B R GSE T, iEOMERIL, iR 21 BADo s RSN ETHE R
1TV, FAT 11 BFETICOBENTE T LEFIIC W, 2O B2EE 0 B (O B) LUk, SiiRiEoD
EESSIIBETRLHMIIOVTTWY., EEBE TERPoTLEMIZ OV T % O — IR
RERIUVERORENLEEOFELHI L, SR ZITHERELHE 1~4 BOM. #A8E
Uiz, U= 2RI OMEREIR G4k 0 20401 A £T0 A5 23R FFOHER[ (£ R HE
R/ AR EER) X 100, %IEBEH LT,
@EIBB L ORI FORE

HEWIE, 85 42 BOBEIZ, UM OLEZ— )L NID AR T CRUOMBESE CHRL, K
B OBREAOBERBZHE LU, BRBIORE LK, 77TViRICEE (BRERFIE 0.1M VB
FBE 10% A<V R L, AR, BE/ERRBIUIIRIT 0.1M VBREEE 10% S~y
WIRICEE LT, BEBIUNEE LA, BB IO 1000 mg/kg FEFHCOWT, fWHAMT
B E LR ER LT, $io, TIRFHICRENROONIEE, BR EE, if, FFIRB L OREEEIZ 2T
HERICEERFL. BEERFOIRELL,

MBI DS, LT 4 B, RERUZ7-HEIIRE 42 BB RIS, ZERLEZR

10
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SIELZRD o T MEIITAR 26 BARY RIS, TNTN UM S — b R ARREE T C i BEE
FCHERL, SPREEZRIEL ., 2B, BEFICO VWL, BEEEORIEL Leh o7, JIEIC
DWW EFRTAMEE T CHEIESEREEL, FEICOWTUIBREEZ L | FRR((BRE/EEEE
) X100, %) Z=EHHLE, RO THTMEBIIL, 10% FRALTVE=VATTFERLRGBL, BED
BEAEMERLL, T, oL, TR L2 B LSO BIIL 2085 LR ds - 7= iz D
T IR, 78, BRIUCILRE . SETHITIE, 2o Ma s, g, i, gl 0RiEs
0.1M VU BRAEET 10% A~ ) ERICEFE L, IREL. SRREFR LD 1000 mg/kg G REIZDOU
TR HITIEE, FIBRICHIZ AN, O, B AFligd X OB IS DV URBEREMNICREL, R
Iz HWThH, RRICEERFL., WEARERICREL,
2) AR (F)

Ot R OB

WE 0 BICAFREBIUE L REZ ML T, MBI USNKRFROFELBEL. &
R (BE IR/ AR X100, %), £ RHEE[ (HELREK/FRELR) X100, %], HER[(£
VR PE MR/ ST AR BN ) X 100, %1 KO AR (HEA RS/ ERE) X100, W]2EHH L, ¥
B O0~4 BET, B, —ARREBLBEL, AFEELECIREEMBERNIC . Fra R AEF = (W
F 4 BOARE/HE 0 HOAERE) X100, WIEEH L, EFRICOWTL HE 0 BLU 4 B
ZEBIOEEERRIEL, BT LI OEHEELBH T LEHIC HE 0 BIREIU 4 Bz
Dtk b [ Gt R/ #84 JE 30 X 100, %] 2B LT,
@H%

FE RIS, AR TFROEELBELTHRL, 0.1 M U EEEEE 10% R~V EIRICEEL THR
FLl, £FRIL. B 4 BIARTEHOFELBEL TeAT7ATVRARER T Tl BIESE
THBRL, NH#BEDORE DR ELZHELL,

6. T — X OFENTIE

MRABOE(UI-BMOEE, TR R, ZHRIZOVTIT Fisher DEZEMBRELTToI-(BEK
#e-5 %),

R EZRSHOBREEBRFREFMROY S, L — o U2 R E BT AL, Mann-Whitney
O U BEICID, FBHESV—FDAFHENL Fisher DEBEHERED FAREIZLY, 1000 mg/kg #5-
B BELOMOBEERELIT o (FEKYE %),

FOMDT — 21, BIEZ LICBONEH DD litter TEDOEHEE IEALL T, %1 Bartlett
DOFEZEVE OO — R DV TRE (B EAKYE:5%) 21T o7, FBB R ThHoTHEAI
(X, —ToECE O Sy BT (B EKYE  5%) 24TV BERIC A BHEAROLNIZE AL, Dunnett EIC
L E BB EIT 72 (FEKIE %), —F, WTHDOBETHEN 0 LigosltfaBI UL —#%
T T8 E T, Kruskal-Wallis DIBERZHRE (B EAKEE:5%) 21TV, BHERICE BIENRO OIS
A2, Dunnett BOBRELRICIV S EHREZIT o7 (EEAKE:5%),

i1
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SERRLIR

1. &y
1) —H%{RHEE (Table 1 ~ Table 4, Appendix 1 ~ Appendix 4)

HETIL, BEUEIBEIN T 2RBAHZEC T REDREII AL ehoT, —FF, T
1%, 100 mg/kg FHEED1H] (EBHHE B F02013) BSRHE2 B ICFET LA, ZOFI LI Tld, £
BB T ARRIEO RE XA Dol
2){EE (Table 5 ~ Table 8, Appendix 5 ~ Appendix 8)

eS| RRBREAMA AL TR EIDIT, XHREES HOBP £ &R S HEOMICEBEZIIRD LN
Mot
3)fEEE & (Table 9 ~ Table 12, Appendix 9 ~ Appendix 12)

MEREL S BRI @ TR EICIL, XIREEL HOBP £ R GEHLORICABEEIRHLR
otz
HEE EE (Table 13, Table 14, Appendix 13, Appendix 14)

MEHEEBIZ, M EL R BI O R EE2ONTIFROEEICIE, XREL HOBP £ 58D
MICHE B EIIRDLNRHh o7,

5) #|#& 7T & (Table 15, Table 16, Appendix 15, Appendix 16)

HETIL, 300 mg/kg B EHD2FIF L0000 mg/kg ¥ H5FHDIFIDORERED F AN/ NE{LABES
., ZDH% 300 mg/kg WHEO261E, ZIEAROONIMAORKER EEHL IR EOLF TR
MHONEEE B LTz, 72, 1000 mg/kg BESBEQLHITIL, g EESEEL THY, NELE
2LV, 20T, MilCBRETIRE SRS,

M, B AR T AR ] 1. WERRY R R ERT RIIRO oheh ol — 75, 300 mg/kg &
E#ED2f1, 100 mg/ke HEFHIIV ARBEOE IFNIFEBMAS, 1000 mg/kg REFHEDIHIIR

ZRDOMENRRDONTZ, ZD5H, 300 mg/kg FEFED 15| (Eh#pE S :F03006) DEEMMIOFE Tid

T EAPLEEHISIUIRBICANT TESIERL ., ABLIRERITE L TV, MO RNEEM B LT
FAZROHEZIE, IR RE T FIIRO bR o7,

ZOf, HEHIBPIZIEE L 100 mg/ke REFHDO1F (EE S F02013) TI, i@ HRERS
BELTEY., FBICERRORNEY D ITE LIcBISBESNIEI) OB R 23RO NI,

12
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6) 975 ERAR 4k FEH9RR E (Table 17, Table 18, Appendix 17, Appendix 18)

FEEL T, MRAED34], 300 FBLT' 1000 mg/kg KEBHDZ 2B DM H DV II A BIRFEHED
BEEREIBESh,

R EETIE, SRICERZEIRDOI-FHDO 5, 300 mg/kg HEEHDOIFIBLD 1000 mg/kg
& 5 BEO20)DE FEIZHIFRIZIE 23, 300 BX 1000 mg/kg HEHDOE1FIOE IS FOBD 8
EXNTED, SFRBEO2HIORVEIZY R E R AL,

I RREE, ERAYZR BE T RASFROO 1000 mg/kg H EBEO1HICHE, AFIERO S A 2FE R
FJOGFHERZEZ D R B HEORME(L | BB @& A% O REEOBRME(LPBES
30, IR IR IR MR DR FEL RO LN, —T7 . FIRAI/NMUERZ D OGN 300 mg/kg
BEHOIBIORFE T, HEARFNREF LIEBEIher T,

BRI T ARSI 5l (T E4 R ) DIFR Tl BB LT 1000 mg/kg #& GO EHIT, B
MBERN2 R BT RIEESh -7,

Fio, MEE LW 1000 mg/kg ¥ 5B TREZITROIEAEEYH DV VIR KRB OMEDIIRITY
IR BB RE T RSB ESN DT,

— 75, HGE, FEICARGOZEFH RAEROON 300 mg/kg TEHRONEEYMDIHLO1HIT
. REAEIRICILEL TRY, BN, SIEBL AR PERAREL T,

R I ISR LT 100 me/ke 5O (B 5 F02013) T, FTIROFIBIC o6 AR
FERARD I, FIEE ORGP RO S SO R W 0 BB ARSIk, £, B
BiCid, RE . REE ISR T O, REORGLRMEE ML B FRROF IR 3 L O B D Z2haft
DEEINIE, FICKERBD G, ZOH O, S, B IOV LRI, WEERENREE
AT RITBEIN 2T,

2. EFHRE
1) VB B3 L OASBEER AR (Table 19, Table 20, Appendix 19, Appendix 20)

HEEHIZIX, HOBP I 5D B w58 LidHbizhoTe,

RS R RSB DI R SSHEERS R T2 B AL, 1000 me/keg 5B 1 B (BB 5
F04008) , R RBIIHERS NIz ARE Th- - BHs . SRR LU 100 mg/kg B E5-HEIZE 1 Fl(EH
5 :F01006, F02001), 300 mg/kg -G 2 FI(EMNE S :F03004, FO3006)78D bL/Zh3 | XK
BILOZHRRIZIT HOBP | 5 DR E XA LN 2ol Fe, REFTO AEBIEDORORIEE
iz, *REEE HOBP £ S HLOMICE B EIR DN o7:,

2) HEER I L OMEIRIAR (Table 21, Appendix 21)

300 BLV® 1000 mg/kg ¥ 5 BEDOITIRIAMN, SHBHLEBR L CHRICERL, —F . HEIZ,
Tbrp o T MEDS 5 BIFFEL 7228, HIEESRICHY, X EREEE HOBP £ & 5 LOMICEEEIIRDLN
o7z,

13
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3) 53 ¥ B L OWHE R EE (Table 21, Appendix 21)

HEE I Digh ool 5 BlEBRE | ZOMOITIREIT, EFEICSHLE, i, MEREBICLE

ITREDLNRD T,
4) FEE BEREB L OERE (Table 21, Appendix 21-1~4)

1000 mg/kg ¥ 5 HEOREED, ML L THEICBAL, FREN, SRELEBLTER
\ZEEINUT-, — 05 BHRENY, XtEREEE HOBP & SEEL ORI A BZEITRD LN -7z,

IeE. RTREEB LT 100 mg/ke B 5HEOK 1 FI@EIHFE S :F01006, F02001), 300 mg/kg 5D
2 Bl(EME 5 F03004, F03008) THL, #F4k 25 B £ TIC oA MRS of=7-8 | 4TIk 26 HFEY

WCHIREIT T2, TOFRER, INOOMDOFEIZIE ERBEPERIN LD 7ol b, RIETho

T SHIETL  AFIREA LA DR (FEZOT —#) 132 CGFHERE R S BERINUT,

3. AR
1) 477 (Table 21, Table 23, Appendix 21, Appendix 23)

RS, ot ARHESR, HER, HAR HEREFRBIOMEIZIE, XHREFLHOBPE
BEHLOMICARZEIROON ) o7, 2B, WHE2RIZFET L 100 mg/kg &EHD 1451 (B4
5 :F02013) DAL, BEIMOIET % BIZ6HIAELT., 10FIARFPIREB TR RIS, Zhbd
HA IR, B AET Lisiod Y BISHRICHLIZ,

2) /K& (Table 22, Appendix 22)

HHEORBLCYHICRITDHAIRDEEICT, FRELHOBPAR EHLOMICHEZIIR DL
Mol
3) 4 IR EIZZ (Table 23, Table 24, Appendix 23)

HWE 0 BICRBITAEFEREOAREBELAER. 1000 mg/kg REHOHAERDOHE 1 F] (BiE

5 :F04006F06) |2 B B L UHIL A A bTc, TOMOHAEROARICEFTIIZBDO LN o7, F
- HE 4 BICHRLUEER, NIBOFBEFZAZ2EER RIIRDLNehol,

FETIRIZ., MEREEZ2E AR SEICROONN, FEERHBI O IR EDEENIERD S
Nniginote,

FETRIZIX, BEIC LR EICIVFESTRRICR ST EHEIND IR (RHIR) | HDHVIFEERE
BAEA B CRRICLYNIBEENR TERI S REE0RR, BIRFRETHE T IRIIINRER
ITIBEIN T, NIBBERRE THoT- T RIZ W TH, BREZMAREFHT RISRO o7z,

EE

MERES ~ hOATERAT( WRDBLOZEHAM 20N, HECIIEBIRK T#%. 5t 42 B, T
1T IREAR A B U CRAER (E 3 BFET)IC HOBP & 0% 5 L. MES v Mot 23
WTRRETLT,
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RERZE 5 R-09-007

HEHREFIC 100 mg/kg BEBOME 1 FINETL, REEEZORE CIIfEEEOHEEIC
BB D BB BIESN, RYSHEROZMIL, BEHEORS LU TRERINDZEND, K8
YOFERIT, B 5RORBRBIECIVBHHORENELLIERTHY, BRI EHR 5 ITRRA 55
LTIV L=, ZOBILISMIE, BTERDON T, —REBICLEF BRI ol £
7o (FE, BEHEIZH, HOBP R EICIHEEITROOI 2272,

TREEAE R EAIRR A TiE, 300 BLTY 1000 mg/kg HBEFHDE 2 FIROONIXEREED 3 FO AR
DVNT A RO RICIRFHEOHEME ZROBEINTD | HBRETLRDLIVEFTR THY, Zhbo
HEWE R UIETIRRL . BRI L I 0D, #iBRE L O BEEII A BB L, i,
HIRREF. 1000 mg/kg &EHOM 1| FUIFTIREEREL OFE RO LIV, FEMBRERAE T, KJE
EE T SMARET ROSBEINA, £ OMOBY I FHRRERAMITBESN TORNIEND,
R BRRERELEZILN,

REETH-7=BWAS, 100 mg/kg HEHBIORREICE 1 F1. 300 mg/kg TEHIT 2 HlHD
iz, Z05H 300 mg/ke EFO 1§ (EHE 5 F03006) THL, FMEMABAREDORER, TEIEA,
FEB L ONIEICH FERBRREL T lihh, FEERELE LN, LiL, OBl CiERED
Ff RORBH LI TORNWI L 1000 mg/kg R 5BEZIITIEBMITNRNZED D, HRYE &0 B
PEW AR SR,

PRARMARIE, 300 ISETN 1000 mg/kg BEFET, ML L CREIZEMRLIZ2, 261236k
22~23 BOMITHEL TWAIEND, BREMLEBZLHI LT,

HEAEIT, 1000 mg/kg FGEET, MBRE LU CERICBA L, BREL, SHEELERLTH
BTN, Ll BREBIOIHR RO HAE REICEN BN ZEND, BROZEEEL
L7z,

HAEIROBERCIE, 1000 mg/keg #5-FEDOME 1 FUTHERISIOEILN AL, REOMOHA

RICREFT RS2V IEND, BARBERELEZDN -, SHREED 1 HlIIHE R RPBEINIZA,
HOBP &5 BICIIHBERENRFRR THoEBMMIEFR D LN TN ENL SR LU E IC, HOBP
B 5L AR BTN R U, bz, HAWRDO AR, AEIZH HOBP R EICLDEEII 2r-o
77

LI E DR, RREREM T2 HOBP OBEEMMICH+ 5B 2A0ESEMEEIT 1000
mg/kg/day ., MEHEBI M IC T A AR ABHEFWLESHEROOCICKRERICH T2 EFEEIT
1000 mg/kg/day THoHEE ZHILTZ,

S Xk

1) 2-bRaX A4 (FIFNAF NV T /DTy fiVA 28 BRI RER DR EEERR
(http://drad.nihs.go.jp/mhlw_data/home/paper/paper1843-05-6b.html)
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RS R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 1.General conditions of male rats

Group Numbcer ol males Days of administration
and general signs 1 2 3 ) 3 6 7 8§ 9 0 2] 12 13 14 13 16 i7 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 Ire Post I¥e Post Pre Tost Pre Post Pre lost Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post
0.5% CMCNa solution Number of males 13 13 13 13 )3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13
added 0.1% Twoen 80 General appearance, No abnommaliy 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 §3 13 3 13 13 3 13 13 13 13 13 13 13 13 i3 I3 13 13 3 13 I3 13 i3
HOBP 100 wg/kg Number of males 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 43 13 13 13 13 13 13 13 13 13 13 13 13 13
Gengral appcarance. No abnormality 13 13 13 33 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 33 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 13 )3 13 13 13 13 13 I3 13 13 I3 13 13 13 13
HOBP 300 mg/kg Number of males 1B 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 §3 13 13 13 13 13 13 13 I3 13 13 13 13 i3 13 13 13 13
Genral appcarance, No abnomality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 i3 13 13 13 13 13 13 13 13 I3 13 13 3 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 13 I3
HOBP 100D wg/kg Number of males 1303 13 13 13 13 12 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13
General appearance, No abnogmalits 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 t3 13 I3 13 13 13 13 I3 13 13 13 13 13 13 13 13 (3 13 13 13 13 13
Pre: Before administration, Post: aficr administeati
a): vehicle.
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AERE 5 :R-09-007

Reproduction/developmental foxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 1 (continued). General conditions of male rats

Group Number of males Days of administration
and general signs 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
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 Pre Post Pre Post Pre Post Pre
0.5% CMCNa solution Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 13 13 13 13 13 13 13
added 0,1% Tween 80" General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 )3 13 {3 13 13 13 13 13 13 13 13 13 J}3 13 13 13 13 13 13 13 13 13 13
HOBP 100 mg/kg Number of males 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 i3 13 13 13 13 13 13 13 13 13 13 13 13
HOBP 300 mg/kg Number of males 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnonnality 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 13 13 13 13
HOBP 1000 mg/kg Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

General appearance, No abnonmality 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 33 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13

Pre: Before administration, Post: after administration.
a): vehicle.
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A EBRE 5 :R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 2. General conditions of female rats

Group Nuber of [emales Davs of adininistration
and general conditi | 2 3 4 5 6 7 8 9 10 11 12 13 4 15 16 17 13 19 20 2l 22 23 24 25
Prc_Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Prc Posi Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post
0.5% CMCNa solulion Number of (emales 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 3 1t 1 9 9 4 4 ¢ ¢ 0 0 0 0 0 0 0 0 0 0 0
added 0.1% Tween 80" General appearance. No abnormalin 13 13 13 13 13 #3 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 I3 13 13 13 13 13 13 f 11 9 9 4 4 0 o0 o0 o0 0 ¢ ¢ 0 0 o0 0 0 0
HOBP 100 mg/kg Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 {3 13 13 13 13 13 13 13 12 12 10 10 4 4 1 1 1 1 l ! I 1 1 ] 1 1
General appearance. No abnormalits 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 33 3 13 13 13 13 13 12 12 10 10 4 4 | 1 1 1 ! ! ( 1 i 1 1 1
HOBP 300 mp/kg Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 i3 I3 #3 13 13 13 13 13 13 13 13 13 13 133 13 5 5 5§ 5 1 1 0 0 ¢ ¢ 0 0 0 0 0 0 0 0 0
General appearance, No abnormalin 13 13 13 13 I3 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 13 J3 13 13 13 13 13 13 5 § & 5 1 1 O 0 0 06 _ 0 0 0 0 o 0 0 0 0
HOBP 1000 mg/kg Number of females 13 13 13 13 J3 13 13 13 13 13 13 (3 13 13 13 13 13 (3 13 13 13 13 33 13 13 13 (3 13 13 13 13 10 10 & 8% 5 5 ¢« + 1 1 1 ¢+ 1 0L U 1 1 1
General appearance. Noabnormalin 13 13 13 13 13 13 43 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 W 1w 8 8 5 5 | 1 1 1 1 { 1 1 1 1 1 1
Prc: Before administration, Post: afier administrati

a): vehicle,
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HERE 5 R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 2 (continued). General conditions of female rats

Group Number of females Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
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 Pre Post Pre Post Pre Post Pre
HOBP 100 mg/kg Number of females t 1111 t ¢t o o o0 o0 ¢ ¢ o 0 O 0 0 O O O O O O O O O O o 0 0 0 0 0 O
General appearance, No abnormality 0 0

1
1

1
1

1

t o1 1 1 1 1 1
HOBP 1000 mg/kg Number of females {1 1 1 1 1 1
| R T T S T | 1

00 0 0 0 ¢ o
11 1 1 1 1 1
General appearance, No abnormality 11 1 1 1 1 1

[ a 6 0 0 0 0 0 0 O 0 0 0 0 0 0 0
L1 | 1 11 11 1 I 1 o 1 1 1 11
1 | | 1 11 11 1 | 1 1 [ 1 1 11

Pre: Before administration, Post: after administration,
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HERE 5 R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 3. General conditions of dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 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 Pre Post Pre Post
0.5% CMCNa solution 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 12 12
added 0.1% Tween 80 General appearance, No abnormality 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 2 12 12
HOBP 100 mg/kg 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 12 12
General appearance, No abnormality 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 12 12
HOBP 300 mg/kg Number of dams | S 7 T 1 T 1 A 1 1 D G 1 T T T 1 1 A T 1 A 1 A A T 1 A R AT B A O O B N A |
General appearance, No abnormality 11 11 11 11 11 (1 a1 11 It 10 11 3 41 tf 11 1 1t o1 a1 1t 1 1 11 1 o1 o1 11 1111 1
HOBP 1000 mgfkg 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 {2 12 12 12 12 12 12

Generalappearance,Noabndrmality 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 12 12
Pre: Before administration, Post: after administration.
a): vehicle.
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HER T 5 :R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 3 (continued). General conditions of dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 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

0.5% CMCNa solution Number of dams 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 11t 11 0 O O O O
added 0.1% Tween 80 2  General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 {1 11 0 O 0O 0 0
HOBP 100 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 O O O O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 O O O 0 O
HOBP 300 mg/kg Number of dams 1 t1 11 1t 1r 1 o1t o11ro1mmo1roir 1111113 3 0 0 0 0 0
General appearance, No abnormality 11 t1 11 11 1t 1t It 11 11 11t 11 i1 11 11 11 3 3 0 0 0 0 0
HOBP 1000 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 O O O O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 0 0 0 O 0

Pre: Before administration, Post: after administration.
a): vehicle.
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HABRE 5 R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 4. General conditions of dams during lactation

Group Number of dams Days of lactation
and general signs 0 1 2 3 4
Pre Post Pre Post Pre Post Pre Post Pre
0.5% CMCNa solution Number of dams 12 12 12 12 12 12 12 12 12
added 0.1% Tween 80 ¥ General appearance, No abnormality 12 12 12 12 12 12 12 12 12
General appearance, Death 0 0 0 0 0 0 0 0 0
HOBP 100 mg/kg Number of dams 12 12 12 12 12 11 11 11 11
General appearance, No abnormality 12 12 12 12 11 11 11 11 11
General appearance, Death 0 0 0 0 1 0 0 0 0
HOBP 300 mg/kg Number of dams 11 11 11 11 11 11 11 11 11
General appearance, No abnormality 11 11 11 11 11 11 11 11 11
General appearance, Death 0 0 0 0 0 0 0 0 0
HOBP 1000 mg/kg Number of dams 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12
General appearance, Death 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration.
a): vehicle.
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ABRE = 1 R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 5. Body weights of male rats

Group 0.5% CMCNa solution added 0.1% Tween 80 ¥ HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg

Number of males 13 13 13 ) 13

Days of administration
1 3594 + 11,1 3560 £ 135 3603 £ 12,5 360.6 + 159
7 383.1 £ 158 3825 £+ 182 384.1 £ 146 386.8 + 220
14 4115 £ 192 410.1 + 203 4099 £+ 20.9 4146 = 275
21 4305 £ 213 4294 + 22.8 430.1 £ 23.8 4359 £ 307
28 4545 £+ 203 4519 + 27.0 453.6 + 28.6 458.8 = 355
35 476.0 + 204 469.9 £ 30.6 4733 = 29.8 4759 £ 396
42 5009 + 227 4894 + 344 492.1 + 33.1 4945 + 426

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 6. Body weights of female rats

HRERE 5 :R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 ¥ HOBP 100 mg/kg HOBP 300 mgrkg HOBP 1000 mgrkg

Number of females 13 13 13 13

Days of administration
1 253.1 £+ 96 2524 £+ 9.2 2486 £ 105 2489 + 114
7 267.1 £ 14.9 2666 + 123 263.1 £ 128 263.7 £ 130
14 2759 = 13.9 279.2 + 13.1 277.7 + 145 2746 + 17.6

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 7. Body weights of dams during pregnancy

HEBRE B R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 ¥ HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of dams 12 12 11 12
Days of pregnancy
0 285.6 + 16.4 293.0 + 18.8 2874 + 149 285.1 = 18.2
7 3243 + 16.8 331.5 £ 206 3223 £ 149 319.6 = 17.1
14 361.5 £ 19.0 370.1 £ 23.6 3582 + 14.1 356.9 = 23.0
21 460.9 + 28.4 470.9 £ 23.1 454.9 + 26.2 458.1 + 33.5

Each value shows mean + 8.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): vehicle.
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RAERE 5 R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats
Table 8. Body weights of dams during lactation

Group 0.5% CMCNa solution added 0.1% Tween 80 * HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of dams 12

12 11 12
Days of lactation
0 315.3 4 25.5 335.5 + 30.5 322.1 + 18.6 322.0 £ 36.0
4 359.7 £ 26.1 365.4 + 19.6 (11) 353.0 £ 8.9 351.0 £ 24.1
Each value shows mean £ S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of dams.
a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 9. Food consumption of male rats

AERE S :R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 ® HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of males 13 13 13 13
Days of administration
l 283 £ 26 28.1 + 23 29.7 = 41 30,0 £ 24
7 275 £ 1.2 255 = 1.9 263 * 3.6 272 £ 23
13 267 + 2.0 266 = 2.3 272 = 3.0 265 £ 42
29 282 = 26 265 £ 3.3 277 = 3.5 276 + 28
35 288 + 24 281 + 25 205 + 44 29.5 + 3.1
41 303 £ 1.7 286 + 3.9 276 + 64 300 £ 2.7

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

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 10. Food consumption of female rats

RERZE 5 :R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 ¥ HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of females 13 13 13
Days of administration
1 216 + 28 203 £ 3.0 221 £ 34 223 + 3.7
7 224 + 19 239 + 35 213 £ 35 22.1 + 39
13 21.7 £ 3.0 213 £ 35 225 £ 3.6 218 £ 42
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 11. Food consumption of dams during pregnancy

B %5 R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 * HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of dams 12 12 [1 12
Days of pregnancy
0 207 £ 4.1 214 + 33 208 £+ 2.6 209+ 2.1
7 282 £ 3.7 294 £ 38 280+ 238 277+ 3.6
14 29.0 £ 3.0 289 + 3.8 270 + 33 285+ 33
20 241 £ 3.2 226 £ 5.7 227+ 49 234 £ 5.0

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

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): vehicle.
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HEREE R-09-007
Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats
Table 12. Food consumption of dams during lactation

Group 0.5% CMCNa solution added 0.1% Tween 80 ¥ HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mgrkg
Number of dams 12 11 11 12
Days of lactation
3 46.6 £ 12.0 47.6 £ 9.8 473 +6.3 46.9 £33
Each value shows mean = S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 13. Organ weights of male rats

R 5 R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 ¥ HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg

Number of males 13 13 13 13

Body weight (g 5009 + 23.7 4914 =+ 32.6 4943 + 33.1 497.1 % 43.1

Testes (mg) 31595 + 2490 32283 + 2685 3056.7 £ 3383 31642 =+ 231.0
(mg/g) 6311 + 0.426 6.613 £ 0.872 6.216 = 0832 6414 * 0.749

Epididymides (mg) 12224 =+ 83.7 1219.6 =+ 117.2 11695 + 1349 1191.0 =+ 76.4
(mg/g) 2446 =+  0.201 2493 + 0.303 2381 *+ 0.346 2416 + 0.288

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-{octyloxy)benzophenone by oral administration in rats
Table 14. Organ weights of female rats

RBE B :R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of females 12 11 i1 12

Body weight @) 3597 = 261 3654 =  19.6 353.0 % 8.9 351.0 + 241
Ovaries (mg) 1122 £ 105 1113 + 135 109.0 = 112

(mg/g) 0313 + 0028 0305 + 0.036

0.309 £ 0.030
Each value shows mean = S.D.

101.8 =+ 9.5

Significantly different from the control group (*: P<0.05, **: P<0.01).
a): vehicle.
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HAERE B R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 15. Macroscopic findings of male rats

Group 0.5% CMCNa solution added 0.1% Tween 80 ™ HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Findings Grade - P - P - P - P
Testis
Small, bilateral/right 13 0 13 0 11 2 12 l
Epididymis
Small, right 13 0 13 0 12 1 13 0
Liver
Adhesion,
with peritoneum 13 0 13 0 13 0 12 1
Small 13 0 13 0 13 0 12 1
Lung
Dark reddish spot,
multiple 13 0 13 0 13 0 12 1

Seminal vesicle
Small, left 13 0 13 0 12 1 13 0
Notes) - : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
HOBP : 2-hydoroxy-4-(octyloxy)benzophenone
a): Vehicle
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 16. Macroscopic findings of female rats

HER % 5 : R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Findings Grade - P - P - P - P
All organs and tissues

12

11

3!

12

Notes) - :No abnormal changes P : Non-graded change
Numerals represent the number of animals.

HOBP : 2-hydoroxy-4-(octyloxy)benzophenone

a): Vehicle
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 17. Histopathological findings of male rats

HERE B R-09-007

Findings

0.5% CMCNa solution added 0.1% Tween 80 *

HOBP 100 mg/kg

HOBP 300 mg/kg

HOBP 1000 mg/kg

+ + 2+ 3+ P NE

+ + 2+ 3+ P NE

+

+ 2+ 3+ P NE

+ + 2+ 3+ P NE

Testis

Atrophy, seminiferous tubule,
focal, bilateral/unilateral

Epididymis
Cell debris, tumen,

bilateral/unilateral
Cellular infiltration, lymphocyte,

focal, interstitial

Decrease, sperm, lumen,
bilateral/uniiateral

Seminal vesicle

Liver

Fibrosis, focal, serosa, with

30 0 0
0 0 0 0
2 0 0 O
0 0 ¢ 0

granulation tissue & cellular infiltration of neutrophil

Lung

Accumulation, foam cell,

focal, alveolus

Peritoneum

Fibrosis, focal, visceral peritoneum,
with neovascularization

0 0 1
0o 1 0
0 0 0
0 0 1

11

r 1 0 0
1 1 0 O
0 0 0 0
1 0 0 O
01 0 0
I 0 0 0
0 1 0 0

Notes) -:No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined

Numerals represent the number of animals.
Not significantly different from control.

HOBP : 2-hydoroxy-4-(octyloxy)benzophenone

a): Vehicie
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HREBE B R-09-007

Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 18. Histopathological findings of female rats

Group 0.5% CMCNa solution added 0.1% Tween 80 ) HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg

Findings Grade - * + 2+ 3+ P NE - = + 2+ 3+ P NE - * + 2+ 3+ P NE - £ + 2+ 3+ P NE
Ovary 12 12

Notes) - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined

Numerais represent the number of animals.

Not significantly different from control.

HOBP : 2-hydoroxy-4-(octyloxy)benzophenone

a): Vehicle
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 19. Results of observations about estrous cycle

REE 5 R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80”  HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of animals examined 13 13 13 13
Pre-treatment period
Number of animals showing the each type of regular estrous cycle
4-day cycie 13 13 13 I3
Mean length of estrous cycle in days; Mean+S.D. 40 £ 00 40 + 0.0 40 = 00 40 + 0.0
Treatment period
WNumber of animals showing each type of cycle
4-day cycle 13 13 13 13
Mean length of estrous cycle in days; Mean+S.D. 40 =+ 0.0 40 £ 0.0 40 £ 00 40 = 00
Frequency of animals of which type of estrus cycle
was changed after the treatment 0 /13 0 /13 0 /13 0 /713
Mean times of vaginal estrus during mating period; MeanS.D. 1.0 £ 0.0 1.0 £ 0.0 1.0 £ 0.0 1.2 £ 06

Each value shows meanxS.D.
Significantly different from the control group (*: p<0.05, **: p<0.01).
a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 20. Results of observations about reproductive performance

Group 0.5% CMCNa solution added 0.1% Tween 80 2 HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of mated pairs [A] 13 13 3 13
Number of copulated pairs [B] 13 13 I3 12
Copulation index [(B/A)x100,%] 100.0 100.0 100.0 923
Number of fertile males {C] 12 12 I1 12
Fertility index [(C/B)x100,%] 92.3 92.3 84.6 100.0
Pairing days until copulation
; Mean#S.D. 2.8 + 1.1 38 + 32 1.8 ES 1.1 2.7 + 1.2
Significantly different from the control group (*: p<0.05, **: p<0.01).
a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 21. Observation of offspring (F;)

Group 0.5% CMCNa solution added 0.1% Tween 80 ? HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of dams 12 12 il 12
Gestation length (days)

Mean + §.D. per dam 229+ 03 25+ 05 223 £ 05 223 £ 05 **
Number of corpora lutea

Total 209 205 190 187

Mean  8.D. per dam 174 13 171 £ 25 173+ 16 156+ 1.2 *
Number of implantation scars

Total 186 194 175 186

Mean = §.D. per dam i55% 28 162+ 20 159 = 34 155+« 1.1
Implantation index (%) 88.4 + 13.1 950+ 62 913 x 16,6 995 + 1.7 **
Gestation index (%) " 100.0 100.0 100.0 100.0

Number of offspring at birth

Total 173 180 161 177
Mean £ S.D. per dam 144 = 32 150 21 146 £ 32 148 £ 18
Number of live offspring at birth

Male 4 87 84 82
Female 89 92 76 93

Total 163 179 160 175
Mean % S.D. per dam 136 £ 35 149+ 19 145 & 3.2 146 £ 1.7
Sex ratio ®

Mean % S.D. per dam 044 = Q.17 0.48 £+ 0.09 0.54 + 0.15 047 + 0.12
Number of dead stillbirths

Total 10 | 1 2
Mean = S.D. per dam 08z 26 01 03 01 03 02+ 04
Delivery index ®

Mean% + S.D. per dam 9225+ 178 929+ 73 925+ 72 949 £ 6.5
Birth index ©

Mean% = S.D. per dam 876 + 148 9254+ 74 919 73 939 + 6.0
Live birth index”

Mean% £ S.D. per dam 95.1 £ 152 996+ 1.5 994+ 19 990 = 24

Number of offspring on day 4

Male 73 75 an? 81 79
Female 83 78 an? 76 92
Sex ratio ©
Mean £ $.D. per dam 047 + 0.14 049 £ 010 (11)” 053 £ 016 047 + 0.11
Viability index &
Mean% £ S.D. per dam 932 + 216 86.8 £ 303 (1)» 983 + 42 977 £ 35
Number of external abnormalities 0 0 [ 1
Mean% = S.D. per dam 00+ 00 00 00 (1Y 00+ 00 06+ 1.9

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): (Number of implantation scars/Number of corpora lutea)* 100.

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

c): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)* 100.

e): (Number of live offspring at birth/number of implantation scars)x 100

f): (Number of live offspring at birth/number of offspring at birth)><100.

2): (Number of live offspring 4 days after birth/number of live offspring at birth)x100.
h): Number of external abnormalities in live offspring at birth.

i): vehicle.

j): Dam was died on the lactational day 2.

Figures in parentheses indicate number of dams.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 22. Body weights of offspring (F,)

HERE S R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 ¥ HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Number of dams 12 12 11 12
Male
Days after birth
0 73 + 09 68 = 1.0 6.8 + 0.6 69 £ 0.5
4 1.9 + 2.3 11.2 + 1.7 (1) 113 + 1.8 11.3 + 1.1
Number of dams 12 12 11 12
Female
Days after birth
0 69 = 1.0 63 + 09 64 = 0.6 6.5 = 0.6
4 11.4 + 2.5 106 + 1.6 (11) 10,7 + 1.8 106 £ 1.2

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

Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
a): vehicle.
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 23. General conditions in offspring (F;)

Group Number of offspring Days after birth
and general signs 0 1 2 3 4
0.5% CMCNa solution Number of offspring 163 163 156 156 156
added 0.1% Tween 80 ¥ General appearance, No abnormality 163 156 156 156 156

General appearance, Death 7
General appearance, Exhaustion
Abnormal findings of offspring, Anal atresia
Abnormal findings of offspring, Acaudate

HOBP 100 mg/kg Number of offspring 179 179 169 153 153
General appearance, No abnormality 179 169 153 153 153
General appearance, Death 10 6
General appearance, Exhaustion 10 ©
Abnormal findings of offspring, Anal atresia
Abnormal findings of offspring, Acaudate

HOBP 300 mg/kg Number of offspring 160 160 157 157 157
General appearance, No abnormality 160 157 157 157 157
General appearance, Death 3
General appearance, Exhaustion
Abnormal findings of offspring, Anal atresia
Abnormal findings of offspring, Acaudate

HOBP 1000 mg/kg Number of offspring 175 175 172 171 171
General appearance, No abnormality 174 171 170 170 170
General appearance, Death 3 1

General appearance, Exhaustion
Abnormal findings of offspring, Anal atresia °
Abnormal findings of offspring, Acaudate *

)

—

a): vehicle.
b): These abnormalites were observed in the same offspring.
c): offspring were autopsied because dam was died (lactational day 2).
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Reproduction/developmental toxicity screening test of 2-hydoroxy-4-(octyloxy)benzophenone by oral administration in rats

Table 24. Morphological findings of offspring (F,)

HEREE R-09-007

Group 0.5% CMCNa solution added 0.1% Tween 80 ® HOBP 100 mg/kg HOBP 300 mg/kg HOBP 1000 mg/kg
Dead offspring
Number of dead offspring ¥ 7 16 3 4
Number of missing offspring 7 7 1 1
Number of dead offspring examined 0 9 2 3
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes 0 0 0 0
Live offspring
Number of live offspring examined (postnatal day 0) 163 179 160 175
Number of live offspring with external changes 0 0 0 i
Number of live offspring examined (postnatal day 4) 156 153 (10)© 157 171
Number of live offspring with external changes 0 0 1} I
Number of live offspring with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01).

Figures in parentheses indicate number of offspring.
a): vehicle.
b): including missing offspring.

¢): offspring were autopsied because dam was died (lactational day 2).
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