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Figures and Tables

Fig. 1 Body weights of -males

Fig. 2 Food consumption of males

Fig. 3 Body weights of females

Fig. 4 Food consumption of females

Tabie 1. 2 Clinical signs of males

Table 3 Body weights of males

Table 4 Food consumption of males

Tahle 5. 6 Hematological findings of males

Table 7. 8 Blood chemical findings of males

Table 9 Gross pathological findings of males

Table 10, 11 Absolute and refative organ weights of males
Table 12 Histopathological findings of males

Table 13~15 Clinical signs of females

Table 16, 17 Body weights of females

Table 18, 19 Food consumption of femaies

Table 20 Gross pathotogical findings of females

Table 21, 22 Absolute and relative organ weights of females
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Histopathological findings of females

Estrous cycle

Reproductive performance of males and females
Findings of delivery

Findings of pups

Body weights of pups

Gross pathological findings of pups
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2-bRFRF IR AFPATERDTy FZHWCEORFCLZRERSERESB X
UVERBEBENRAKRL2 0 (HRE) . 2.5 . 10, 40B X160 mg kg day O &
FHWTHW, REH#SF L2 BBEHRCBT - RBUENBEEMBT I L L LI
HERBE. XETY. EMBLUNMBRLEDENMBEIIRIEZTEBRICOVWTRELL,

I. RIE®RGH#E

1. #(P) KRIITHE

1) ~BRB. hE. SHE. DWLWRESE. DALEOREE. URFRBIC
GHERICIHERYERSFOBRIRO LN P,

2) 40 Mg Kol EO MBI ERSRIIBWIHBOSERIREHILORES L U
ZOHBHEENTHEBIERTELLE,

2. (P) RREITRHE

1) 40 ng kot 58D 1 BERFER2Z2BOSBER T, 27, 160 ng kot 5
Bk ER2Z2BICEC L2 CE—BRBoORLZBEI A L, >z, 160 ng
JhIRERBICBWIHFRER GELZ . WHREERIFKMELRLAL, LAL., $kHE,
BHMBBIUSBRARBCIIERMERFOBBIIEAD O T2,

2) A0 mg kgDl o BMERERICBWIFERAD 7Y 2 -5 BOBH L H
mAiABBRINL,

PE. xRBRETREBI2—BEE2NLEYERBIIMEBEE LIZ 10 ng kg day
ThdrEZLNL,

I. EWBEES

L. B8 (P) DARREBRIRITHE
1) HORRAMB L CRMEK. BEOKES L CER. BHMOHENES X K5



R-360

BRIZRITHBHERSFOBRUEEAD L T2,
2)MHEOAFLE . 40 n kL TORBMABRSHICERBO LN, L L.
160 mo ko SR THEMEAHEI T 2RV CLABHUP 2HARD L,
3) ARHERR, HEE HEAR. ERRBBIUVERBLRHBIEARSOME

BARADLN L7,

2. HAER(F, ) CREATER

1) MEOHOAEFRH . MERK., . PRBBIUVHERIZIBRMER 5D
BRIAD LN, o,

2)HAERBIUVRERICHBDERFICERTALEFZLNINRRFIIZD LA
LThotz,

3)MEHRPOROETIZ. 160 ng /KR GFRHICBWTEZVWHIEBR LN, FHD
HMEABOHAREGFRIEKVEBMICH 7, 272 MEOHBIUV4HDKEID
160 ng kot SR ICB W T O ICKEZ I HmICH - 2.

DE AZABEFETICBIAAMREAEROLESERIT. HICE L TIE160 ng kg
Sday | BICBIL TIX 40 mg kg, day | FAERICE L TIE 40 mg kg day TH 5 &
#Zoht:,
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B
ot

2 ROFIARYyXT7AHTFERENAIRLEYFY 78O, INXNIDEFEE S
R, FRM. ZVv—7_ ¥ F Ry, O—t—, BEZEODHWORN ELTLEET
SZALEMEVTHD . MEMICRTYFABICIERICEBULTNWE D, 20, RIELED
BiIxEw., A, FAZEIC0.000 ~0.2 XOBETEFIRTWEY, XLEHEOE
BTF—F T, 79 DL DsoEIZREORYSTH20 ng kg, RTRETI00 ng kg, ¥
RIHT600 mg kg, BRARET2I 9/ KTHSZL. Iy PZIIHRARKEHIR
ELEBE. 2%REBTRIMBOREEMOELVWERS . BBREERY» S DT
— ¥ VERONB. 1% BERTCRBFBIVBOCA 208 F 1 —DBBIUFXREED
. FMROBEH#EFENELFRI S L, 362, ATHILBEEFERAL LWV
EHMESINTVEY, KEEWMEIZT v b, =7 R2100 ng keZF BEIR TG T3
CERES>TEANSIAMENBI S, #HiIRI1MBD T v MIT400 ng kg% B El K
THRETHEIELRZIDTVFIAEEDLWVETACY COBALARICHEEBECOHEM.
OBABIUZREBFDINRFEBOHBESEMIT I EHFRESINTVWE?Y, Fho. Th
SDOYVFNBEICBII2BRBREDELIBRO—DRBEAINSPLAETH S L
LHESINTWSEY, YUY FNBEOEMAREBRLC OVWIRE R OBHATHE I N,
EREBWTL7AXY 7PV ERAROWHCIDVBESR. FE,LOHMED
BRERICOVWTLHREINTWS >, _

AHMBIE . AMEHMESACHBENICENSIWLHBEORBENDBBEHETILD
{2 . OECD Guideline for testing of Chemicals . Combined Repeal Dose and
Reproductive/Developmental Toxicity Screening Testicft~» T, 2— bt Foax I R»
ZXPVFER2BESyMCI1H1H, BRRXE2E8B8wWLr S XEMBZEL THR
WEHETOMER. MICRXE 22BN, OXEMR. ARWAZELTHEE3IHIT
DU~GHBROREG L. RERSCI - RBE2NXBBERRTIEL LI @
BEHHORRBE. REFEH. EBBIUSRLEDEREBECRITERICOVTR
RLEL, 8. ARBIZ (FHALEDECRLIEBBIUCEELLEDEICRIEFRED
BEDOHEHELZEDLH4BARCHETIRBRMBHRICOVWT (BHMEIFE11A188 ; |
REBSRETFCEHABRBR. BRED 295 B4 EEBRR. IEBRB S HpER
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AERERRRERAH) 1 ITED2 THACEDECE LR L UBT LYY
REAERDHAENHAZ L ED LG PARCHETIRRMRICET 2 8% 1o %
SWTEBL -,



RBHMABIUCF&

1. HBROHEBIUCH K
1) BBy E
BBRMATH22-L KXy Ry X7AFE Kig
IVREINL., HRYHOBHRELITISRLZ,

®q B K
% B 2-LFRfyRYyXPRAFE K (2 - Hydroxybenzaldehyde)
CASHFS : 90-02~-8
MER RS
Cz -Hg -02
oy bES
i -3 99.3%
113 R 2 {5~ YR B 55 U i AR Ok
¥ F & 122.13
14 H 1.167
Ad =1 —7C
o J=1 196 ~197 C
RIFEFH® EREML. ®H - FZ@ - WHRE

TB. WHRBETRIERRO—BERATCHb el SrIsAhiotticp
L. REXBEEBLLL IS, HEEI9.3% ThHo2 o & BHEL
(Attached data 1) ,

2) %
Btk & : FV-TH (AARZEHALH)
oy hES @ 4912, 4%x12

REFE : BFRERL. W ZBREF
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3) MBROARB LU RERZ
ERFHIEICHBMEOLERY - —CHEL . STRABOFY —TH%
Mz, A5 —THRELTERLLH., CERECANLL. 8. #BRHEIZ
MEBREEY, REERTRRLL, AHRBMEN0.05~3.2 % (X)) @iz, EF
B ZR BARFRETTSHREETH S I LHAME IR TWS (Attached
data 2) ZeHhs . AR IABIC2E0HETT 7. ARKOWBREIIZ. 1
HA¥F @I 2Rzl  EXERLALTER - WARFLL., . X
REBOBRFHE (AV—T7W) LERICRFL .,
BRBEOBERZEIBEOESFHBIBLIUVBEORSG B AN 20 KFBEHIC
DWTHPLCHEZINEASHEYV VY —F L —TEBLLZHE. wiFhd
RREEHTE2HA1396.9~104.0 XO®EHTHND . BEZAYTH-> %
(Attached data 3. 4) .,

2. RB#HY

Cri:CD (SD) #SPFI vy b+ (HEFx—NRX - UN—KASH) DS
T5PC ( AFFPCER : K788 ) > 7 HMCHMAL . 1 ABRE - FEMAFEL 24, HiZ—
BMRBCREP L hkEMNNVRF LM+ RESHABTHRIELFMLL., #
BeHPOREAA 7T RN CHAMEBREL . SRAMEREF X< hEHDIFR
HT—MRBICRELSBOLALTWEWOORZ R SABTHREEZHMLL., 1B,
REFBEOKREREIZET 294~319 ¢ . BT 195~223 g THo7,

3. BERMN

iz, ME - IBIUvHHABRMBALEL CRAK22.523.5 C. HiIEEN:
20% . MR 1 B5RI10~1500] . BRET 1 HI2BSR (FM7R~FH78) CRELL
FMHEHZ (6035%) THHELL.

B, KEMBBIURRIIH»OMEAB I CORIBZHRE, SEEA -
(W190 X D350 XHI170 mm : YKLy ¥oT7 Y 7hA4H) CHEHNEFLL,
REHBHIISEREy—Y (W266 X D266 x H200 mm : BT BHEKA &) T
BE1EDEH2R%2 . 2. BIZOWTRERITA»S5HFAHITCORB. KB Gk
4RIV =2 HEFr—AR - UN—BKREH) EARLTIRAF vy 7RI
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F—Y (W30 XD400 XxXH185 m: BAZ LV 7HASHE) CENHFTL. wWFhi
EEEE (NMF : A YLy VBEBIERRASH) BIUKHEK (ELRAKEMS)
PEECBNS L,

FRhOERMEOLHIZ. MEEABEXAERSH Y S —TREBLAMH T~
FLRBAROFI., KEZICRBLLOKEOHITEMEBEABRHARESHERE L
Y —ITESMN (F£415) REKBAL. BONLTF -2 FRERATFL. ZHBOR
HMICBBOLZWILERAL. RELL,

4. BHBHNE Xy — SADFRF

O EmIE . RS DB CERRE O THEAENERF Y. BWOR ISR
ME LTl v 2 Ce—%> 7 L7, 27, BBRBCEERES LOWESOR
EREERLL, AEr—VIERRABRES  RERE. B5R. £, IVESBIC
FESEBESPHREL . BERIL BT LA r —YIRAEDHA,

5. #5 8. BHRLLUHMEK

BRI, RRUERSBCARBEMISBEMRL L. 1 BoSMRITBIEE12
meLre, BHdi. BATYSAOKE, R - BCGBbhoMkE. HEROBRE
BREZLCIOHMERRLLB, SHOKETHENLL . EROPHEESTE
K-t adkd3ayta—yrAnaTuy 7 REBECIVEREMRLL, &
B, BATRBSHEBACH-%. BRI ROKHG YT L — T L BERIC L DEEK
Ba3gr,

B S 5 "\ K i
(ng k) |BRE (X . X)WV |G HFF | HHR HHEF S
¥ ROW 0 0 12 11001~1012 12 | 1101~1112
K H &R 5 2.5 0.05 121 2001~2012| 12 | 2101~2112
"R B 10 0.2 12 ] 3001~3012( 12 | 3101~3112
AR R 40 0.8 12 ] 4001~40121 12 | 4101~4112
REHER 160 3.2 12 ] 5001~5012| 12 | 5101~5112
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6. REBLITORERB

BRI, RICEHBLAS y F 2RV 2ARZORSTHRAR (BRAREYY
Y—Frd— HBES R-5590_ %58 : 0. 50, 100 . 200 & X 15400 ng
SKQ) DERFBHILLTRELL, $%bb . 400 ng kot 5 RTINS HiLH.
BOSETRAFH. 200 mg ko ERTREDNSHH 1M, OSHDh2H/HBRE 7
HETiITLAL., LPL. 100 0/ kgD TOREHTII—MRAE, thE . HHEE.
MBAFHOMREE,. MBCENREEZFCALLLEBRDERSOBEERD SO H
21, LT ARBRBU2BREHARIE. BEHADRD SN 72200 ng, kok
BUHBRSOBEHFRO LN 72100 mg, koD IZ X B RBICH Y T 2 160 ng,/ kg
EL.UT. A4 THUETA, 10BEU2.5 ng koxkksEL 12,

7. BEBER. REFEBIUCREHRA

2 FaF R A7AFE RS, #BELTROMICACENIN S TRENE
ZohbI L, 7. OECD Guideline for testing of Chemical!s. Combined
Repeat Dose and Reproductive/Developmental Toxicity Screening TestiZfE Wil
RELTHRRLL, R5HBE. LZDHA I -7, HIKXEFI4HBIB X
VED%RISHEDZHA9HE . BMTIIREF14EE. XEME (RES5HB) . k1
MBLUMEAHOHROTHE THO4I~A6HBEL . 1 H LE. FHi OM~F1k4
KOG DBIICEBRBEY U 7 2AVWTHRBEORSLL, HEBCBER (XY -7
W) DAFHEHBICHS L, B5ARIZ0.0 100 g L. AkEBE0RGEHRIT.
BMUEFREHDKRE:  BORBEWSIUCREMRAPESREBOKRE, kMM
B3k OH. 7H. UABIU2IHOWKE  RAMBPEEFOHOKEZXRICE
i AR

8. BB, 8. RENFEBLUHE
1) & (P)
(1) —BARBD B
—RRBOBEIZ. BH. 5. REEHRBIURSH2KBR[O 1 03 H.
PHEERBIUVTHRBZOFEZBRELL, HL . ABOBREBREFFHBIUR
HSEHO2EE L. SIRBEBHREIEHE LG,
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(2) thEHE
hEZ. #5RAKE (#5180 55) . #|E54H. 8H. 118, 158, 22
H. 298 . 368 . BHBLUNBNFWMIBKr L1 ORICHEEL 2,

3) BEENE
Bl R5RPAKBBIUVHBREEZB<. KERELRALCBDF 09 8K 304H
PLONROBIICHArPONEBRZHEL . RERLOENPLH IHHAMBER ML
7z,

(4) mHFHIME :
BHEYEARTEHOBRBCHE—& (WI6EKHE) #RI ¥ LHMETL T
HRBRTTHBEL. BXSR»SRML L.

OBABIS 5 HEEM (EDTA—-2K) #MALROEY (SB-41 : ¥
EEHBFHRSH) CRRLAMEE AW UTOREE o7,

BREZH [ S R
7% i BR X BRERELREE
ANEZ/OEVE YPUXRARZOE VES

ARERZ7Y y MME PHFMBER (p? ) xFMRE (10¢ Jam? ) ©
102

2 5% M 2R A R BRIERELBEES

FHFRMBEMERRE ANEZvb B (97 d0 ) x 10
FMEB (10° /nm> )




REEE
8 5% 1L 5
i 45 5% 8

5 i 2R
I/ R B

H I 3Rk ¥

B ER 5 o %

A 5 B
NEZunEVB (9 d0 ) x10% !
ANZRZ2Vy Ml (%)

Brecherik
BREMEAREE
ERENEILBRBEE

May— Giensa ik 2 HRE

ORMLZMBEES S %7 LVBF Y TAEMAARBEICL ) . BOSE

(3)

(3000 rpm. 105 FE) . BHENRTAELZHVWTLUTOHEET 1,

BEHEH
paw i N vV iV = |

ERALE R

7479 -5 R

EHBE R 25

B w F &
Jvy hED
5 2 F 65 2y b

ravKRTIT AT R

) A= —2HBHSHAMMRT F 54 F— TS8O0 (BRASHHFM)

b) I % &k 5 & T K E

1 AL F B IR

ACL 100 (1Instrumentation

L aboratory )

MBFHREDLOORME FBICHEAHRILLRMLMBEEH T, UT
NDREZT- T,

ORMLAMTEEXBEICE DBLEE (3000 rpon, 1045E) L. BH5NmH
TRWTHTOREZIT- 2.



BEHHE

Al P
warzxsyo-—n
FU 7YV EITA4 R
IV - F -1
BEYURtEy

it B8

RESR
7VvTFy
FTrYTA
VRPN

HE

AN TN
mRY
BEAOE
A/GH
HERHEDH

@ _E K &

Bessey — L owrygk«?
CEH-COD-POD#®*®
GK—-GPO-POD®E
PLD-ChOD-POD®%
TVEYREES
Hexokinase ~G6 PDg<’
Urease —GLDHE®
Jaffé g
AFBIRE/BE

A RIREBE?

1 BIREBE
OCPC¥*
BEYTTFUBES

Biuret &<’

BEOpE rEibE,LAEH
tha—AT7e7F—rRICILSERKEE

QEAREEA LANY L EMAATBICRML M 22058 (3000 rpn,
1W0nE) L. BohimnfEzHWIUTORERT-,

REHEAH ¥ K &
GOT UV —rate
GPT UV —rateg*?
LDH UV ~rateiEe
18 1 30 Se 1R 2%

C) 2 BE4rHi%E Monarch ( I nstrumentation L aboratory )

) 2BYHERRBEE

CLINISCAN 2

(FASHANLTBIS)
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(6) & ®m

LHMEREBSOFTH (BLH5HEBE®R0A) CHEZRHEL2KR. T—FIHE
BTTRM L%, SIRLTASKREBLVCHBY MBRMEHEHELL, X512,
B, O, REXZECH. FR. BB, TEH., FHMEESOCERR, BT,
MR, . 2. WREAEZRNL. Y UBEBE®K (1 /15M. pH 7.1~
1.4 ) THABLZLI06FNV Y VHBIRBELL., 8. BRBIUKBRE LK Y
TrBICEEL L,

(7) HEEBHE
AEERRIZ. LB, MR, FR. FRE. BIR. WRBIUBRE&KICOVWTH
EL. BREE,LHENGSTFERZRE L,

(8) WHEMBFIBRE

LEFWIzOVT . M. L. FE. TR, 3T, WE. NEBIUNE LKz
N7 4vaBLE, ARREBESHEBRICOVTYA P HERL AT FF2Y
YoXAYUREEFVWERLA., k. HEMERSOBESRbIFRIC
ONTHLBICOWTRESEML 4. 55100 FFI o/ EE D% 5 8 5 M "
NICHM~ P EOZRABEINZOT, 20MKREFMICHRITT 2700 KK
LLUTHER. 405 L5160 ng, kot SR D& 3 H (HHEEE : 1007, 1008, 1009,
40 mg, kgt 5 R% : 4004, 4005, 4006, 160 mg, ko¥t 5-FF : 5001, 5002, 5003)
[Z2WTO0il red 0 P EMEL L.,

2) & (P)
(1) —MARBH B
—BRBOBRIIEHE. R5WH. RSERBICHER2HMO1IB3E. b

BEERBIUTHRBOFELZBELL, L. hHOBREBE GBI VRS
HROZ2EE L. SIRBEBHMRE 1 EE L,
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(2) ERH B
HRABOBERIZ. ERBRBAPOREFHRBINLI I TEHEAX 728N
L. 8RLZ, SBHOHSHIBBREIXT7H2REH. BREYN. BERY
BIURBRIEMICAHL ., REHARAEBBIURBRHEMI SXORKMEHL T
HDBE (KR 2ANRL, 2. XEHBHPEEAATADOE FOHEL HN
AN

(3) thEH =

HhER. BR5HEBE (51 okE5W) . #54H. 8H. MHBXIUI5H.
TEBEGELE, #REBEPEEROA. 7H. YABLU2IH., WEFHMREG
BHEFOHBBIVAHDOFH OBRLLNBNH I TORICHEL .

(4) %60 83
BHERL. XERBSRAGHZHRGEPMELRLA . HRAE BT ITR]
H. 78B. UBBXU2'H. HFHBHRREMEFIBBLUC4HDFH 98NS 11
B0HZTOBMICHHELLOBRBEZHMEL . VHEBLOENL I HENELHEN
L7,

(5) " |EIVHERE
BEMIZERATBRIY. TREFOFEZBHELL., PHERTORMBIZHEKR2
H>»oittR258B2 CEHFH. FHRO2H4TWVW., FPEFFRIOBGEI TIZKRTLT
WeiHd., TOHEMBEORE LA, REBBBADBOFHI0REI TICHBEA
SRLh o7 40 ng kot 5RO 1H (Ko, 4104) 2oV, T—FAKRT
TRIMBES G2 RICHRL BRORTERBLLZL IS TFENICERENE
RENLLOBRRIEAGL . MSBTSIUCEBTARMICHEETLIE L
2. BHRBBIUERERER L%,
PRBRTHYRBINLEHHCOVWTRBHARZHFIY, HERBORE?R
WEA4HZTEEBT -,



(6) & M

MEABRZBHMOLA 2L —FIABBRTCROXFEIELHICERL TH
aEBIUVHBZARDICEBT AL LI, HHRBBIVUSKERERZ .
SH M. LIE. REXZAUHN. FRE. BE. TE&. LR NESLRER
B, EE. AR, BIR. IR, 78, BEBIUVARMRIBEMLEZRIL . VU8
BMEA (L 1M. pH 7.1~7.4 ) THBELALI0%G kAT YBICEEL 2,
%8B, RHBEPICETCLA08 L5160 mo kot 5RO EY ( 40 ng kgik
58 2 No. 4102, 160 mg kgt 58 : 5110) oW T L RRICUEL 2, 272,
MERSFETHECTLA160 ng kol 5FHOREH (No. 5101, 5102) i>W ik,
RABTARPEZ—FNVHKBT TR ELRICHBEL THRBEB LU
HEBERNRMICBREI I L LI, HEBRBIUVERBEREZRZ . RMLILASR
BEBLCHBIZY VBETR (1 /15M,. pH 7T.1~7.4 ) THBML 2-10%k
V2 U EicEEL .

(1) HTERBE
aEEEE, OB, AR, FR. TR, BEREILUFRCOVWTHEL . B
FE,POHNBHEFERZELL L,

(8) FWHEMABZHRE
EE8MICONWT . . LK. FIE. TR, 3%, REBBIUWEZNT 7 ¢+
AL, ¥EBLRSHEBEFICOVWTYREAERL. ALYy 2 F Y
YREFTWERLL, 8. HBRDERSOBENELILFRICO W4
BIOWTYHE2ERL . ARICREZERLL. 512, 160 ng koA 5/
&M 268 (5101, 5108) COWTPASKIGBIUVBEHILBPASKIGR2E
L., 2/, AIRBBEEMNICOWTIE. HRCHERLZSHERL L,

3) BlEgth (P) HOXE
BBRMEZEZ UHRBR D> THRELLBR. A—BAOHEZ I1F10BA4bLY
T, REERBEYL, ABYHBIERRMBBLE LT, XEXBRAINBZITLLL.
TH. REOBRBRZEY. ERERDLWIEIEEDOBFOREIZLIDAW, Zh
LHRMAINIHERESIMELT, TOHZMKOB L LI,
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4) HAER (F.)
(1) HERDBE
MEOBHICEFRE. WERRZRZ. IREFOFEZHABLL, £FRIZ
HAMZREL. AEZELLBRICLFAZESIMICHEI L., 24 RERR
HREALDELWLDOZBRWTY VEBEF®X (1 /19M. pH 7.1~7.4 ) TH
BLA10% 802y CRICEEL. ®#ELE., |

(2) MERNBESL L A%
MERICOWTR, AoBREZEH 1B >4, #hkEIZ, HEOH (HER)
BISFAHRHELL, MFAHCLPAOWERE T~ 7L HERT TRILKTES
Etk. SIRL. ABBEOREDEREBRLL,

9. BEHENFE
M2 HFEZXROREBEZRAVWTITW., FREABESBIT1IXELL., B,
RZ—BEovhe 8L LA,

1) $EBRE |
BartlettZEICINERDONDBOBH~BROMELZ T, TDOHR. iy —
DA —-TRBHREBELCLZHSBNZTY., BRILCHFEZFRDOLOUTHE.
BOPBPELWE EZIZDunnettiE2 | EHOPBP R B L EIZIE Scheffé
EZHWTHRBLERGR LD -RILBREZ T/, FHAFAH-TLTVWHER
. Kruskal—WallisoJEtiREEZ TW. FETH I ANRBLERIBLOT
B OEIEDNT . SBOPMBAEL Ve 2iZDumettl | 27211, HROMR
HRLBLEixSchelfs ROREE T, |
hE, HHEE RAMERFEER. Y. HEEH. HRYE. OHPEHRE
fifi Iﬁl?&ﬂ:?%ﬁiﬁﬁ‘ HEHER. W, FRER. BAERK, FR$, it
e, HAEE FEREFER

2) x? ME
RER, e HES



EREES: Sl Ak -Ni k-
XEHR (%) = (REBRZIMB ./ ZESHWE) <100

Xh® (%) = (ERSGHBKERZHHB) X100
HER (%) = (EREESHWBIERIHHWB) X 100

HRAIE (B) =M&EOH (HHEEH) —#1kOH

# =m (H+i)

MEREFE (%) = (MEABOEFERE WEFOHOAEERE) x 100
TRE (%) = (BRHEERE/FRHEK) X100

BiE#E (%) = (FEOHDAFRBE BEERK) X100

FRE (%) = (FREBR/#HikE) x100



R-560
A B E R

I. (P) ICREIITHE

1. —/IKHE (Tables 1. 2. Appendices 1~10)
— BB, HEHRYFE L TCHBERBIVCHBRMERSBEoOWTFhom
BWILBBIh Loz,

2. HE (Figure 1. Table 3. Appendices 11~15)
BBHHRSPBICBY26ELR, JdEHBLIRRROUEBZRL . W H0kE
BIUBRGHRh (51 0~B5038) OhEMNBICIINBRELOBMCEELE
BEvohihroatz,

3. MR (Figure 2 Table 4 _ Appendices 16~20)
BBROHESRS BB EHEE. HRBLIZIRBOBBERLAM. 40 ng/
KoiR 5 BICHBIT 285360, 160 mo ko 5 R ic BT 25150 . 36A B L 438D
BIHRBEORMCHRLEEIF RO LN,

4. MEFERE (Tables 5. 6 . Appendices 21~30)

0 mg  kKGUTOWBHMARS B CIIRELZRBLA-BFEECHBR: OBICHE
ZERBBOLN L, o7, 160 g ko ERTIITHAMBRERSEHE . THFM
HRMERBELKEL. 272, 7ROV EVBBOBRESAD LR, HEEL O/
RARLZEFAD LN, TOMOHB IS EREL 160 ng k¢t 5B EOBICHE
ZEERD LR,

5. M#EFHRE ( Tables 7. 8. Appendices 31~40)

20 mg /KL TOHBHMERS B TCTEREZ?EBLALEZHBECHRBLOBICHE
LTEBBD LN Lo, 160 mg koS B TIIERSFKEL . A/ GEBIUETH
TIVRHENAGHEE v - 70T Y HISKEZRL. ARBLOBCEREL 2
BOLN, ZOMOBEBRIIHBRLE160 ng, keit 5BEOBICHBAZIRAD S
N7,



R-560

6. Hmpr R (Table 9 _ Appendices 41~145)
MNEBBICHEBRBDEBREROVWTILORAICBWTILEHBRMBICREEIAD LN
»ore,

7. #EFHER (Tables 10, 11, Appendices 46~55)

WMNEEBIUCHANER LICHEBLHBYEBRSRLOBCEELZIIED S
nNihoz,

8. WEMEBPEWMAE (Table 12, Appendices 56~60)
HEBEDERSICRETILELLNAEILBNBTHEINRL, T bbb, NEH
AR CORBES L OCHBSEEIIX2.S BLU10ng kRSB TREIHNBHLBRTH
SR LT, 40 no ko 5 R TIdE . 160 mg koft 5B TIX L 2 RL
e, B DNERIEFHMBEBENICERBED SN ONETE. 108 L U160
mo, koit 5 WO RMIZOVWTO0I] red 0 BEZEML . MBLAERE. FHRMEM
BMAERAII 20REIIELTOI) red 0 tEBHERLAEZLD . THALIIBHTH
5rymmLs,
Fof LEOBM BB LB RIS MBI 26 (1006, 1011) | 160 mg, kotk
5 R4 B (5002, 5003, 5004, 5009) BRROBELREHRMEE L RFEEEL
AAWEBICLA (1007)  HEOBMLIRSERMBTERRNS 1A (1004) BRI hT,

I. #®(P) CREITEE

1. —MIRKHE (Tables 13~15_ Appendices 61~75)

RBHBLUXBEHBICEB) 2 - RRBOET, dHBBIUVHBHERGFRD
WFENRDOFHCBWTLBBI W7,

HRBEG O —BRBOLTILE LT, 40 mg/ ket 580 1 & (No. 4102) 4
W22A D PRF T, L. 160 Mo koI 5B 1 fHk (No. 5110) A iR22H 5
CLAUACRAEREBIUVHEBRDEREROVWTROPACBWTLBERI N -
o, B, 160 N9 KRG ROBCHATHRETERETIITCO—RRBIEFER
DR ole, BB, RICIREE Lo s, FETIRIERE %k 55K k5



DERBFERI N,

HEHBICB2 - RRBOELIFNERBLIUBEBHERSROVWThoBCS
WTLBBIN -7, B, 160 ng kg S B TIIHBEORRKZHN 26 (No.
8101, 5102) (Cc@BBINL, THHORATRLETHOMERSMEF2HDb A2 WIZ3HE
ULk, ZOBHATERRI L,

2. # #&E (Figure 3. Tables 16, 17, Appendices 76~85)
BERUHERSBCBTAHEIL. KB, TRYBBSIVEELRELZEL TR
ERIRBROMEBERL. 2.5 ng/ kREHICBITE2HEOHDUREDF B K.
WEO~4HOBEMMBNOARLSHEERWIENEHNKES IV EMMEIC
BHBBELDOBICHERLZEGRD L2,

3. B iR (Figure 4 . Tables 18, 19, Appendices 86~95)

HEMERSFICBITAEHRI:. . HIRVEBB IUCHENE %8 l:‘(%f!’.ﬁ.

REBEIRBROEBZRL. ¥RBLERDERS B LOBCERELZIZEDONY
»o,

4. #mm A (Table 20, Appendices 96~100 )

A0 mo /KO E WO TH (No. 4102) THBRBROEW. FRO—HBEB LU
BEORAKPBRINL, £/ 160 mg kot G HOETH (No. 5110) ICBWTEM
BBORTICHEG. WRICEFABABREBIUHOBFEEALIBEINRL, AR
BITHERECH (No. 5101, 5102) o BEHTRIERA L LTHHEORRBENR
HHENT,

FOMOBPDEMFHRICREEZAD LN o7z,

5. SEER (Tables 21, 22, Appendices 101~110 )

40 mg KDL T O WM EBRER CRENERBIUCHNERE LICHRBEL O
WWHBELZZEIRD LR L7, 160 Mg kB ERTHBHNERBIVCHENERL D
CHBAERLEEYX. HRMESHELKELZRLL., AEOZOMOBE IR
HERBICHENERL LN BBLOBRERLZRIBD LR P12,



6. HEMBTEMHBRE (Table 23, 24, Appendices 111~115 )

RTHABIUVZ2BRCOLOERERIELFADHFRBLLT. 40 ng/ kit 5B oOE
UF (4102) TRHHFBONFEEDNEDLEEE. BIROBELREREEABLIUR
BROWEZEMEH . 160 ng kgt G R DOFELTH (5110) TIZOCEODEEDOLBH TS
BEBOBRELZRME ERMBIER. BROBELEOLBIUCNKOEMNAL > >l . 3.5
BERDHLN, 160 no  keRGHICH T2 EEIFEI L 2H (5101, 5102) oBwnwT
BFROBESL 7Y a—2 Y ROBMA D SN,

AEESATIIFRICEBMERSICEEALLEAIRDLNL, T4bb, 0B
LU0 mo kg 5 BRICBWIHMBMIZERL TWa2 7Y a5 ROBM MM
BRHLN, ZOHEIE 40 ng koI SR TIE 26 (4103, 4111) _ 160 mo kot 5
BTIZ 7/ (5103, 5104, 5105, 5106, 5108, 5109, 5112) TH -7, 2 /2. 408k
160 mg kIR 5EHOFIBICBWTHERBEXTHEBEOMME S EKRHANL LA S
QI TBEINLZEISL, 2O RZHFEMICRIT T 572H160 mg kit 5
26 (5101, 5108) ICOWTPASKRIEBLIUVBMEIHIL®PASKIGEZEML
MR, PASKRIEHE. MBHALEPASRKIGBETH -,

Fof, BEOHNERAUESFRENLAH (1101, 1104, 1106, 1112) | 160 ng
Sk 5B 3F (5103, 5108, 5109) (2@ SR,

0. EMWRAEEN

1. e (P) 04 MRBAEBHICRITTHE
1) %@ (Table 25 Appendices 116~120 )
HERMERFBICBIRBURRACBBLIURBHIPSXROBEYMITHOERK
(B IHEBLIEIZRRTHY. ¥BBLOBICERLZRBADLO L P
AR '

2) XEEB XU E (Table 26, Appendices 121~125 )
RRUEABERBIUVERDERSBOVWTRICBWILRABERWKBH%R S HURNICK
YL, EROREFIZ100 % ThHh-70, /0. KERMLFI TRELLFHEBLIT



R-560

ARBLEBDERSREOBICERSZERD SN o2, 272, HRIIHE
HBIUHBYEREBEO2MIZBWIRYIL . EROZREIZI00 %S TH-1,

3) MIREAM . Al B L UBEEIRRR ( Tables 14, 15, 27, Appendices 66~175.
126~130 )

HBHEREBICB T 2ERMIIARBLIEIZARTHIY . HFELZ2RIHL
Niahor, B, BiRDITEL, 40 ng keIt 58] 1 Bk (No. 4102) HiFiR
LR2HDHBRERTHTCLALLDIMNCARORBEREINBERE L UHBRDERSBONVT
RIZLBBRIh 2oz, ifé\ 40 mg kot 5B 1 ik (No. 4104) Tixitsk -
RICBWTLHABMBBEIN LoD, SIRLALIABERBESBREIN,,

WERR T, 160 ng ko 5 BICBWTHBEDKRRRBAN 26 (No. 5101,
5102) CHIEEh 2 TOMERSBE2HDAWIEIAKELLL., 2oMici
BWERROEEZRD LNz 12,

4) AR EER. LWEFE HWHhB . FERBERBLUCEFKRSE (Table 27,
A ppendices 126~130 )

AREERKI. BB, 2.5 BLU10ng, ke 5B TIZH& 12501260 40 mg
ZKOBERTIZ 128041080, 160 mg kR 5B CIX 126 1BITH Y . HERII
AEBEHBMEESREOBICERELEZRBO NP7,

HEMERIBICB 2GR, FRERBIUVCERRIZ, dHBLIZZRARKT
By, HBLRZEBRDSNL P72, |

2. HER(F, ) CRETHE

1) AWK, EEER. HMBH L WMAES (Table 27, Appendices 126~
130 ) _

WEMBHSBCBYAEFRR. BERK. "REBIVEERIINRB LI

BRFNEERL. HELZEBOLAL P2,



R-560

2) MK . HREE . HANAEGER KEBXCHMRIHL (Tables 28~30.
Appendices 131~145 )

M R MR ERS R O HEL BB bR Ao, AHR
BBIURERBONKREL LT, GEB L CRBESHEROEERC 1 5
(No. 1104) . SEEFREH 160 ng kol 5B DA IZ 1 Al (No. 5102) BIE S i
DATH -7, BHBERORDTEEIE. 160 ng, kol 5B 5T 5\ B} 252
bk ABOWEABOFREERRS S %< . HAEREFED K WHRE
ot HEBLOBIEBELERRBDOALP 7., 40 ng/ KHUTORSE
B THAFRNS JUFERERREAERL AEASOBERL . HEE
OB HELERRO SR o1,

MEOHB LU A AOkEIZ. 160 ng, ko 5 RIZH W THERIC R T b3
CEEERTEN I H 70, HERE OB EELZEAD S N7, 40
09, KoL F O 5B IZ 51T 2 R E I IRE L A ZDETH - 72

MEAHOHRTHE . WHEROPICBWT & BEIERD SN2,



R-560
% =

2=t FaX IR A7NFLERDT y PCBTABRORGLIIRBERFELEL &
UEMBAEBEHRSKBRL O (HEE) . 2.5 . 10, 408 X160 ng ko day D&
FRHWTHY, REZSICL2HBEDMCBI 2 - REEENLBELYRETLLED
CHERBE. XRTY. REBIUIRLEDEMBEILCOVWTRALL,

#(P) CHMLT. —BRE. hE. SHE. NAPOREE. DBLEHRES.
MRTEBIVETERCHERMERSOBBERD LN L2, &8, MHEH
RES X CHBLEHRECS VT, 160 00, k(B ERCRIUFNREROGH. T
HFMRNEEREDEE. 70OV EVBEOEE. BEOKE. A/ GEBIU
TANTIVHEOBE. v — 707 ) Y REOEBLARD LN . HRBL ORI HEY
ERSADLAL. LAL. CRADWOHOEE (PHFRMRER. FHFMRME
FBEBLUEE) BCri: CDS v FOESRBEANOETH ). MEEERSD 5 Vi
BEOEO LR, QBRRMEELYEROMEEE CELARD S WE—HH I
B TH 7, 27, ABBMBIRT vy B LET7REBWTEAL S Y ANE
FRITILPREVIATVS Y. FRBCENBEEEFN 1 OTHE AN LT A
DETRAD LN L hot, TN s, TULDEAPEBRMERS LY
Brizgzonity, RESRTHRECBLWIHBRNER S CEETL L5 605
BAREFRTED bR, Thbb. HERCBVTBES A2 NERUKRB LR
BB LU E0HBHEELS 40 00/ kel EOBBMERERTRI LA, LL. €08/
IS S L

#(P)RLT. XEMNBIUXEBMCST 2 —RRBOTLE. HERS LU
HBWERSBOWSFRICbERSh AP 7%, EEHEEO—RRBOELE LT,
40 mo/KORE SO | BRAASEHR2ZE DS RAR T, 27, 160 19/ ko 5B 1 A
BRVEEEEL., BREHOREEABERNRECSVWT, BRECHEENET2 L 52
BNBHEL LT RIIFE I BAD SR Lo, HHHEIC BT —RRBOEAI
HEBES I URBEREROWFRIC bBES A%, BHBOKE. EHES
YUHRTECBRRN AR EOBBRAD SNl -7, BEEETIZI60 no/ kot

EREBWIFBOSHE. BROKTHFBOLRLN . 40 ng/ kKUTORBMERS



R-560

BICRARBLOBIICHERLZERZDOLA L7, FERHABZEAREICBWTHEY
BBRE5ICRATLEZLZOSNIPENMBHERRICFEBTRD LAY BDHLOALEL
BHERZ->TW, 3% bbb FHBAR Y-S BOBRB MM 40 ng kg
REBOLRB . 160 ng ke EROZBBUCHE SN, 25, 408 L1160 ng kg
BREBOFBICBWTIATIX Y Y IATVREERTHMBOMEE L A RH
L. Bl nwiciod, tOURREPSARIEBLIVEBRHE/ILKZPASRIETR
BLLEZA, 0B XU160 ng ko GERTRO LN L EALBHBALZ T TS 7Y 0
—FCERBRTBLDEF I LN,

Dl EO—BRE, hE. BSHEBIVIRFHTACEBHRBRERSFOBEILAD
bR hpole, LU, 160 ng /KRS BTRHMOFTBEZF SHELZ. WEERHIKE
Rl . REMEBENBRETCEBBMICBIIHEBIEIHALOD 40 g kel LDRE T
CBWTHFRICEREFBO LR, LEeH->T, FRBRETIKBITS22 -t ko
NZXTVFERO-BEHFNLESERI. #HELE LI 10 ng kg day THbL
Fiohik,

FEMOEMAELBEHCRITHEBCHALT. BOMBRMBIUVREORICRIT TH
BYEBRSOBELOLVCHMBEOREBLIUVEZRICRITHBMERSOBEIZED S
Nihote, /. BBHHORRBBEBEIUHSBIELEBRHERSOPEBEIIAD LY
ol B, WANITEL . 0N kR EFRD L BEBHEZADO P BRERTRERE
Lz, LU, 160 ng/ kaREBTRABRPOELCHIIRD LW L L 40
W/ kB ERICBUT 2R CREBYEBREOBETHLIEEEZION W, HERAT
3. 40 mg SKIDIT OMBYHK S WIS RFZBH LN >, 160 ng kot 55
TRABOXRFZICREAT I LEILNZEMEROEBCHAN 2ARD LN, LA L,
AHEORRBLBBYERFOBRBLEOERICOWTIAL LTI W, FARILES
B,HES HEHR. SKEBRBIVERZBLEREBRMERFOBRIIAD O L -
AN

FAERCEHLT, £ RE. TEREY. k. "RES I EERCEIHRBMERS
DBRBRBADON G-, 374 FERBIVRERCHBYEHRAFICERYT 4K
REZBOLOLG -0, SEHHEASYOROELIR. BHLOBICHEFELZEREAD S
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NZWVLDODI60 n KR EBICBWTEWEHMS A S, FEREFERFE VW Hpic
Bhotz, T, HEOHBIU A HDKEIZI ng koS RICBWTHINICKES
RYBEIEH >4, YYFABSLEVWRETAEY D150 g kek iERS H~14R % T
NDTHREDOL > TROB/GS LLEABTUNERORTEE . BALOETHARES S
NTNE, LA T RBBEWEI60 ng kDB EICE) . HERDEFEBLURE
CRETREF I, LU, 40/ koDl FTOREBICBWTRTFERDES
BIURFLEREITHBRNEARSOBBIRADORL P4, HEROEHFAAOHR
TR VWTFRDOPALEBWTLRBFEBD S o2,

bR, 2MBEZENCEERY. XRBIUZH. AREBB IV RICRIZT#
BYMEBRSOBBEBWTFhORSHIzBWTLBED LR >7%, L L. 160 mg/ kg
FEBTR2MERSRCLALBIMS 2HED N, 24 HEROLEE - RELR
FTREHFRBEINAL, LIH->T. FRBR{BTIEBI2EMRASEN S EL SR
. HECBE L TIX160 mg kg /day | #ECBIL Tit 40 mo ke day | HAWICELT
i3 40 mg kg day ThHharEEZ bk,
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Figure 1 Body weight changes of male rats in combined repeat dose and reproductive/developmental toxicity !g

screening test of 24Hydro; 2nzsldehyde by oral administration
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Figure 2 Food consumption of male rats in combined repeat dose and reproductive/develppmental toxicity

screening test of 2-Hydroxybenzaldehyde by oral administration
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Figure 3 Body weight changes of female rats during the pre-mating, gestation and lactation periods in combined repeat dose

and reproductive/developmer.

. toxicity screening test of 2-Hydroxybenz

'ehYUe by cral administration
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Figure 4 Food consumption of female rats during the pre-mating, gestation and lactation periods in combined repeat dose

and reproductive/developmental toxicity screening test of 2~Hydroxybenzaldehyde by oral administration
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Table 1 ~ Clinical signs of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration
Dose Symptoms Day of administration
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15¢16 17 18 19 20 21 22 23 24 25
0 No. of animals 12 12 32 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢ 0 o ¢ ¢ o © © O © 0 © o0 0 0 O O O 0 O O O 0 0 0
2.5 No. of animals 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
No. of animals with abnormal findings ¢c 0 0 o ¢ 0o 0 0 ¢ 0 0 0 0 0 ¢ 0 0 O 0 O O O ¢ 0 O
10 No. of animals 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
No. of animels with abnormal findings 6o o 0 0 06 o 0 o o0 ¢ 0o 0 0 O O O o O O O O O 0 0 O
40 No. of animals 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
No. of animals with abnormal findings o © o0 o o ¢ 0 0 o0 o0 o 0 o0 O O O O O O O O O 0 O O
160 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1122 12 12 12 12 12 12
No. of animals with abnormal findings ¢ o0 o ¢ © 0 0 0 O O © ©0 o0 O O O O O O O O O© 0 0 0O

* ! Commencement of pairing
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Table 2 Clinical signs of male rats in combined repéat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration
Dose Symptoms Day of administration
mg/kg 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50a)
0. No. of animals 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
No. of animals with abnormal findings 0 [4] 0 0 [¢] o] 4] ¢ ¢ 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q
2.5 No. of animals 12 12 12 12 12 12 12 12 112 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings o Q@ ¢ 0 o 0 o0 0 0 0 0 0 o 0 0 0 0 ¢ 90 0 0 0 0 0 0
10 No. of animals 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 ¢ ] 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
40 No. of animals 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
No. of animals with abnormel findings 6 o0 ¢ ¢6 O 0 0 0 0 0 0 c 6 o 0 ¢ 0 0 0 0 0 0 0 0 O
160 No. of animals 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
No. of animals with abnormal findings o ¢ 0 ¢ 0 0 0 O O 0 o O O O O O O O O O O O 0 o0 ©

a): Autopsy day
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Table 3 Body weights of male rats in combined repeat dose and reproductive/developmental toXicity
screening test of 2-Hydroxybenzaldehyde by oral administration

Dose Day of administration Gain
mg/ kg 1 4 8 11 15 22 29 36 43 50a) 1-43
No. 12 12 12 12 12 12 12 12 12 12, 12
0 Mean 305 327 356 375 396 427 462 491 510 502 206
§.D. 7 8 11 13 17 21 24 27 32 33 31
No. 12 12 12 12 12 12 12 12 12 12 12
2.5 Mean 306 328 359 377 401 429 462 492 511 505 208
S.D. 7 10 12 13 15 23 27 29 33 35 24
No. 12 12 12 12 12 12 12 12 12 12 12
10 Mean 305 328 359 376 398 428 461 489 511 503 206
§.D. 7 8 10 12 15 17 21 22 24 26 22
' No. 12 12 12 12 12 12 12 12 12 12 12
40 Mean 305 325 353 369 391 423 455 485 506 498 200
S$.D. 7 9 ) 12 15 18 22 22 25 23 23 20
No. 12 12 12 12 12 12 12 12 12 12 12
160 Mean 305 327 356 375 400 431 467 501 524 511 219
S.D. 7 9 8 9 ) 10 11 15 18 18 17 18

Unit ©: g

No.: No. of arimals
a) : Autopsy day
No significant difference in any treated groups from control group.
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Table 4 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration

Dose Day of administration

mg/ kg 4 8 11 15 22 29 36 43
No. 12 12 12 12 12 12 12 12

o] Mean 27 29 27 26 26 28 25 22
S$.D. 2 3 3 3 3 2 2 3
Na. 12 12 12 12 12 12 12 12
2.5 Mean 28 30 28 27 26 28 27 23

S.D. 2 3 3 3 3 3 2 4
No. 12 12 12 12 12 12 12 12

10 Mean 27 30 27 26 26 27 25 24
S.D. 2 2 3 2 2 2 2 2
No. 12 12 12 12 12 12 12 12

40 Mean 28 30 27 27 27 29 28x% 24
S.D. 3 3 3 3 2 2 2 4
No . 12 12 12 12 12 12 12 12

160 Mean 28 31 29 29% 29 30 2G%x% 2 8%k
S.D. 2 3 2 1 2 2 2 3

Unit g/rat/day

No.: No. of animals

* p<0.05 ; ¥ p<0.01 (Significant difference from control group)
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Table Hematological findings of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-

Dose No. . locyte let nogen

mg/ kg X10Ymm? g/dl % 'Y PE % Xe  X10Ymm’ sec. sec. mg/dl

0 12 Mean 838 16.3 47 55.6 19.4 34.9 21 118.2 12.4 19.2 241

S.D. 31 0.5 2 1.5 0.6 0.4 5 11.8 0.9 1.2 27

2.5 12 Mean 849 16.1 47 54.9 19.0 34.7 22 113.5 12.5 18.7 262

S.D. 31 0.3 1 1.2 0.6 0.7 4 10.7 1.2 1,0 27

10 12 Mean 832 16.2 46 55.8 19.5 34.9 22 117.8 12.4 18.8 247

' S.D. 29 0.4 2 0.9 0.4 0.6 4 10.7 0.6 0.9 19

40 12 Mean 851 16.1 47 55.0 19.0 34.5 20 117.0 12.5 19.5 250

S.D. 45 0.4 2 1.6 0.7 0.5 4 11.1 0.7 2.0 16

160 12 Mean 844 16.5 48 57.1% 19.5 34.2%x 25 108.2 14.3%x 20.4 245

S.D. 32 0.3 1 1.3 0.5 0.4 4 8.4 1.7 1.6 21

* : p<0.05

*k

: p<0.01 (Significant difference from control group)




Table 6 Hematological findings of male rats in combined repeat dose and reproductive/developmental

screening test of 2-Hydroxybenzaldehyde by oral administration

toxicity

R-560

WBC Differential leukocyte counts (%)

Dose Neo.
mg/ kg X10Ymm® Lymph. Stab Seg. Eosino. Baso. Mono. Others
0 12 Mean 100 88.0 0.0 10.8 0.6 0.0 0.7 0.0
S.D. 17 4.3 0.1 4.1 0.5 0.0 0.4 0.0
2.5 12 Mean 109 85.2 0.0 14.0 0.3 0.0 0.5 0.0
$.D. 29 5.8 0.1 5.4 0.5 0.0 0.7 0.0
10 12 Mean 111 87.5 0.0 11.6 0.3 0.0 0.5 0.0
S.D. 31 4.5 0.0 4.4 0.3 0.0 0.4 0.0
40 12 Mean 106 88.5 0.0 10.8 0.3 0.0 0.5 0.0
S.D. 35 4.4 0.0 3.8 0.3 0.0 0.8 0.0
160 12 Mean 112 86.8 0.0 12.4 0.5 0.0 0.3 0.0
S.D. 24 8.3 0.0 7.8 0.7 0.0 0.4 0.0

No significant difference in any treated groups from contirel group.




R-560

Table Blood chemical findings of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration

GOT GPT LDH AlP T.cho TG PL T.bili- Glucose BUN Crea-

Dose No. rubin tinine

mg/kg 10/1 1U/1 1U/1 1U/1 mg/dl mg/dl mg/dl mg/4l mg/dl mg/dl mg/dl

0 12 Mean 60 42 4] 209 56 97 105 0.13 114 15 0.65

S.D. 7 8 23 48 8 37 13 0.02 8 2 0.06

2.5 12 Mean 56 38 42 219 54 91 104 0.13 119 15 0.66

S.D. 7 3 25 36 7 40 12 0.03 9 2 0.03

10 12 Mean 53 39 38 202 58 87 105 0.13 114 14 0.65

S.D. 9 5 12 57 11 31 13 0.03 9 2 0.06

40 12 Mean 59 42 34 214 51 89 g9 0.14 115 14 0.64

S.D. g 4 13 §1 9 34 14 0.03 12 2 0.08

160 12 Mean 59 44 38 230 49 96 100 0.14 105 14 0.68

S.D. 10 4 13 40 9 43 14 0.03 11 3 0.07

No significant difference in any tresated groups

from control group.




R-560

Table Blood chemical findings of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration
Na K Cl Ca P TP A/G Albumin Globulin (X%)
Dose No.
mg/Kg mEq/1 mEq/} mEq/1 mg/d} mg/dl g/dl % a az g 14
Q 12 Mean 141 4.5 113 9.3 7.1 6.4 .93 48.0 22.9 4.8 18.2 6.0
S.D. 1 0.1 1 0.2 0.6 0.2 0.06 1.6 1.5 1.0 1.5 1.2
2.5 12 Mean 142 4.5 114 9.2 7.2 6.3 0.94 48.3 22.6 5.1 17.9 6.1
$.D. 1 0.2 1 0.2 0.7 0.3 0.05 1.4 2.3 1.8 1.2 0.8
10 12 Mean 141 4.6 113 9.1 7.0 6.4 0.96 48.9 22.4 4.7 17.8 6.3
S.D. 1 0.2 1 0.3 0.6 0.2 0.10 2.6 1.9 1.8 1.4 1.0
40 12 Mean 141 4.6 113 9.2 .4 6.3 0.99 49.7 21.9 4.6 18.0 5.7
S.D. 1 0.3 1 0.3 0.8 0.3 0.07 1.8 3.1 1. 1.7 0.5
160 12 Mean 141 4.5 112 9.3 7.3 6.1 1.08%x% 51.9%x 22.1 4.4 16.8 4.8
S.D. 1 0.2 1 Q.Z 0.6 0.3 0.11 2.5 2.7 1.4 0.9 1.4

* 1 p<0.0b

; %% : p<0,01 (Significant difference from

control group)




Table 9 Gross pathological findings of male rats in combined repeat dose and reproductive/developmental

screening test of 2-Hydroxybenzaldehyde by oral administration

toxicity

R-560

Dose (mg/kg) 0 2.5 10

40 160
No. of animals examined 12 12 12 12 12
No. of animals with abnormal! findings 0 0 0 0 0




R-560

Table 10 Absolute organ weights of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration

Body Thymus Heart Liver Spleen Kidney Testis Epididymis
weight

Dose No. of (R} (L) (R) L) (R) (L)
mg/kg animals g mg 4 g mg g 4 F:4 g mg mg
Q 12 Mean 502 333 1.49 14.12 769 1.56 1.556 1.73 1.70 658 661
S.D. 33 115 0.16 1.49 58 0.14 0.13 0.14 0.14 60 63

2.5 12 Mean 505 3583 1.44 14,13 792 1.57 1.54 1.71 1.70 654 649
S.D. 35 103 0.11 1.48 84 0.14 0.15 0.12 0.11 ) 57 55

10 12 Mean 503 334 1.43 14.12 799 1.56 1.54 1.73 1.73 659 672
S.D. 26 77 0.09 1.64 72 0.09 0.10 0.12 0.13 49 52

40 12 Mean 498 369 1.43 13.38 793 1.61 1.63 1.72 1.80 682 659
S.D. 23 99 0.12 1.03 124 0. 16 0.17 Q.12 0.37 59 62

160 12 Mean 511 352 1.46 13.77 762 1.58 1.61 1.67 1.67 645 627
S.D. 17 58 0.09 0.72 87 0.13 0.11 0.13 0.11 50 56

No Significant difference in any treated groups from control group.




R-560

Table 11 Relative organ weights of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzalidehyde by oral administration
Thymus Heart Liver Spleen Kidney Testis Epididymis

Dose No. of (R} L (R} L) (R) (@]
mg/kg animals mg% &% 8% mg% g% g% g% g% mgx mg%
0 12 Mean 67 0.30 2.81 154 0.31 0.31 0.35 0.34 132 132
S.D. 23 0.02 0.18 12 0.03 0.02 0.04 0.04 14 14
2.5 12 Mean 70 0.28 2.79 157 0.31 0.31 0.34 0.34 130 129
S.D. 21 0.02 0.14 18 0.02 0.03 0.03 0.03 18 15
10 12 Mean 66 0.29 2.80 15¢ 0.31 0.31 0.34 0.35 131 134
S.D. 185 0.02 0.22 15 0.01 0.01 0.03 0.03 11 10
40 12 Mean 74 0.29 2.69 159 0.32 0.33 0.35 0.36 137 133
S.D. 21 0.02 0.16 24 0.02 0.03 0.03 0.07 12 13
160 12 Mean 69 0.29 2.70 148 0.31 0.31 0.33 0.33 126 123
S.D. 12 0.02 0.18% 19 0.03 0.03 0.03 0.02 12 12

No Significant difference in any treated groups from

contrel group.




Table 12 Histopathological findings of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administratjon

Organs Dose (mg/kg) 0 2.5 10 40 160
Ne. of animals 12 12 12 : 12 12

-findings Grade 0 1 27TE 0 1 2TE 01 2TE 0 1 2TE 0 1 2 TE
Cerebrum 12 12 0 0 0 12 12
Cerebellum 12 12 0 0 0 12 12
Heart

-myocarditis / focal 10 2 12 0 0 0 8 4 12
Liver

-lipid droplet / cytoplasmic 8 412 7 512 8 412 1n 12 6 6 12
Adrenal 12 12 0 0 .0 12 12
Spleen 12 12 0 0 0 12 12
Kidney

-basophilic change / tubular epithelium / focal 11 112 0 0 0 12 12
Testis

-atrolophy / tubular / focal / bilateral 11 1 12 0 0 0 12 12
Epididymis 12 12 0 0 ¢ 12 12

0 : No remarkable changes 1 : Slight 2 ¢ Mild TE : Total Examined




13 Clinical signs of female rets during the pre~-mating and mating periods in combined repeat dose and

R-560

Table
reproductive/developmental toxicity screening test of 2-Hydroxybenzaldehyde by ora! administration
Dose Symp toms Day of administration
mg/kg 1 2 3 4 3 6 7 8 9 10 11 12 13 14 15% 16 17 18 19
0 No. of animals . 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 8 4 1
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2.5 No. of animals 12 12 12 12 12 12 12 12 112 12 12 12 12 12 12 12 7 3 0
No. of animals with abnormal findings 0 0 0 0 0 4] 0 0 0 [+ 0 0 0 0 0 0 0 0
10 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12' 12 12 9 6 3 0
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 No. of animals 12 12 12 12 12 12 12 12 12 112 12 112 12 12 12 11 7 4 2
No. of animals with abnormal findings 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 Q 4} [0} 0 0
160 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 9 5 0
No. of animals with abnormal findings 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

* : Commencement of pairing




R-560

Table 14 Clinical signs of dams during the gestation period in combined repeat dose and reproductive/
developmental toxicity screening test of 2-Hydroxybenzaldehyde by oral administration
Dose Symptoms Day of gestation
mg/kg 0 1 2 3 4 &5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
0 No. of dams 12 12 12 12 112 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 K
No. of dams with abnormal findings 0 o 0 ¢ o o 0 0 O o o0 o 0 0 0 0 ¢ 0 ¢ o 0 0 0
2.5 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 0
No. of dams with abnorme]l findings ¢ ¢ 0 0 9 o 0 0 0 0 0o o0 0 O O O 0 O O O ©° 0 O
10 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 1 0
No. of dams with abnormal findings o ¢ ¢ 0 9 o 0 o0 o0 0 0 0o o0 © O O0 O O© O O O 0 0 0
40 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 j2 7 1 1 1
No. of dams with abnpormal findings 6 0 0 0 ¢ 0 o o 0 0 0 0 6o o 0 0o O 0 0 O 0 O 1 0 o0 0
Death during parturition ¢ o 0o 0 o 0 0 0 0 0 0 0 0 0 0 0 o 0 0 o0 0 0 1 0 0 0
160 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 112 10 ©
No. of dams with abnormal findings 9 0 o o o0 0 0 0 0 O ¢ O O O O O O ©0 O O O 0 1
Death o 0 o 0 00 0 O 0 0 0 O ¢ O O O 0 0 O 0 OO0 O 0 1




R-560

Table 15 Clinical signs of dams during the lactation period in combined repeat dose and reproductive/
developmental toxicity screening test of 2-Hydroxybenzaldehyde by oral administration
Dose Symptoms Day of lactation
mg/ kg 0 1 2 3 4
0 No. of dams 12 12 12 12 12
No. of dams with abnormal findings Q Q 0 0 0
2.5 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
10 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
40 No. of dams 1020 10 10 10 10
No. of dams with abnormal findings 0 [¢] 0 0 0
160 No. of dams 11®» 1 11 1090 ¥
No. of dams with abnorm&l! findings 0 1 2 1 0
Retarded development of nipple 0 1 2 1 0

a}) : One

“but
b} : One
c) : One
d) : One

dam died on day 22 of gestation and delivery in 1 dam was not found from days 21 through 25 of gestation

4 implantation sites were observed at autopsy.
dam died on day 22 of gestation.
dam sacrificed on day 2 of lactation because all pups died.
dam sacrificed on day 3 of lactation because all pups died.




R-560

Table 16 Body weights of female rats during the pre-mating period in combined repeat dose and reproductive/
developmental toXicity screening test of 2-Hydroxybenzaldehyde by oral administration
Dose Day of administration Gain
mg/Xg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 207 217 232 239 251 44
S.D. 8 9 ] 8 9 9
No. 12 12 12 12 12 12
2.5 Mean 207 215 228 237 248 41
S.D. 8 10 11 12 14 11
No. 12 12 12 12 12 12
10 Mean 207 216 229 235 246 40
S.D. 8 8 10 10 14 12
Na. 12 12 12 12 12 12
40 Mean 207 216 231 237 250° 43
S.D. 8 7 11 9 11 8
No. 12 12 12 12 12 12
160 Mean 207 216 229 237 249 42
S.D. 7 9 9 14 17 13
Unit : g
No.: No. of animals
No significant difference in any treated groups from control group.




Body weights of dams during the gestation and lactation periods in combined repeat dose and reproductive/

R-560

Table 17
developmental toxicity screening test of 2-Hydroxybenzaldehyde by oral administration
Dose Day of gestation Gain Day of lactation Gain
mg/kg [¢] 7 14 21 0-21 0 4 0-4
No. 12 12 12 12 12 12 12 12
0 Mean 261 303 348 450 189 338 340 2
S.D. 11 13 18 29 21 24 15 15
No. 12 12 12 12 12 12 12 12
2.5 Mean 259 298 343 450 191 315% 334 19%%
S.D. 14 16 19 22 20 21 13 16
No. 12 12’ 12 12 12 12 12 12
10 Mean 259 304 347 446 187 334 343 9
S.D. 13 17 290 31 26 18 20 10
No. 12 12 12 12 12 102’ 10 10
40 Mean 261 301 342 438 177 330 340 10
s.D. 12 14 14 31 28 17 17 9
No. 12 12 12 12 12 11%’ g%’ 9
160 Mean 258 303 348 441 184 339 346 10
s.D. 14 18 18 22 19 14 9 10
Unit : g
No.: No. of dams
a) : One dam died on day 22 of gestation and delivery in 1 dam was not found from days 21 through 25 of gestation
but 4 implantation sites were observed at autopsy.
b} : One dam died on day 22 of gestation.
c) : One dam each was sacrificed on respective days 2 and 3 of lactation because all pups died.

* ¢ p<O.

08 5 %

p<0.01 (Significant difference from control group)




R-560] !

Table 18 Food consumption of female rats during the pre-mating period in combined repeat dose and reproductive/
developmental toxXicity screening test of 2-Hydroxybenzaldehyde by oral administration
Dose Day of administration
mg/kg 4 8 11 15
No. 12 12 12 12
0 Mean 18 21 19 20
S.D. 3 3 2 2
No. 12 12 12 12
2.5 Mean 17 18 19 20
S.D. 3 3 3 3
No. 12 12 12 12
10 Mean 18 20 18 18
§.D. 2 3 3 4
No. 12 12 12 12
40 Mean 17 20 17 18
S.D. 2 2 3 4
No. 12 12 12 12
160 Mean 18 21 19 20
S.D. 2 2 4 5

Unit : g/rat/day
0of animals
No significant difference

No.: No.

in any treated groups from control




Table 19 Food consumption of dams during the gestation and lactation periods in combined repeat dose and reproductive/

developmental toxicity screening test of 2-Hydroxybenzaldehyde by oral administration

R-560

c)

No 51gn1f1cant difference in any treated groups from control group.

" Dose Day of gestation Day of lactation
mg/kg 1 7 14 21 1 4
No. 12 12 12 12 12 12
0 Mean 22 26 27 22 16 37
S.D. 3 4 4 4 ’ 5 5 .
No. 12 12 12 12 12 12
2. Mean 22 25 26 20 17 43
S.D. 2 4 3 5 8 5
No. 12 12 12 12 12 12
10 Mean 23 26 26 21 19 37
S.D. 2 3 3 2 6 9
a)
No. 12 12 12 12 10 10
40 Mean 21 25 26 19 17 41
S.D. 2 3 2 3 7 4
No. 12 12 12 12 112 9¢)
160 Mean 22 27 27 22 17 - 38
S.D. 3 3 3 2 6 7
Unit g/rat/day
No.: No. of dams
a) One dam died on day 22 of gestation and delivery in 1 dam was not found from days 21 through 25 of gestation
but 4 implantation sites were observed at autopsy.
b) : One dam died on day 22 of gestation.

One dam each was sacrificed on respective days 2 and 3 of lactation because all pups died.




R-560

Table 20 Gross pathological findings of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration
Dose (mg/kg) 0 2.5 10 40 160
Survival dams
No. of dams examined 12 12 12 10 9
No. of dams with abnormal findings 0 0 0 0 Q
Sacrificed or dead dams
No. of dams examined 0 0 0 2 3
No. of dams with abnormal f1n§1ngs (%) 0 0 0 la) 50.0) 3 (100.0)
Thymus
Atrophy 1 50.0) 0
Disseminated dark red spots 0 1a)( 33.3)
Lung
Dark red change 0 0 0 0 1&)( 33.3)
Liver
Discoloration in part 0 0 0 1 50.0) 0
Adrenal
Enlargement (bilateral) 0 0 0 1 50.0) 0
Subcutaneous
Nodule at the left neck 0 0 0 0 la)( 33.9)
Nipple
Retarded development 0 0 0 0 2b>( 66.7)

a): Findings of dead dam
b): Findings of sacrificed dams




R-560

Table 21 Absolute organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration
Body Thymus Heart Liver Spleen Kidney Ovary
wejight -

Dose No. of (R> L (R) (L)
mg/ kg dams g mg g 4 mg & 14 mg mg
4] 12 Mean 340 241 1,07 13.28 710 1.03 1.04 63 55
S.D. 18 67 0.15 0.99 75 0.07 0.07 ] &

2.5 12 Mean 334 192 1.00 13.21 677 1.09 1.07 62 §5
S.D. 13 60 0.10 0.75 107 0.12 0.10 9 5

10 12 Mean 343 282 1.03 12.97 - 659 1,03 1.03 57 54
S.D. 20 79 0.08 1.26 83 0.08 0.08 11 6

40 10 Mean 340 240 0.98 13.58 648 1.00 1.00 54 - 50
S.D. 17 49 Q.05 1.15 70 0.06 0.06 7 5

160 9 Mean 346 188 1.00 15.36%% 752 1,01 1.09 47 %% 47
S.D. 9 49 0,10 1.02 77 0.05 0.27 7 7

% : p<0.01 (Significant difference from control group)




R-560

Table 22 Relative organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration
Thymus Heart Liver Spleen Kidney ovary

Dose No. of (R) (L) (R) (L)
mg/ kg dams mg* g% g% mg% g% g% mg% mg¥%
0 12 Mean 71 0.31 3.91 209 .31 .31 19 16
S$.D. 20 0.05 0.31 18 .03 .02 3 2
2.5 12 Mean 58 0.30 3.96 203 .33 .32 19 16
S.D. 17 0.03 0.22 31 .03 .03 3 2
10 12 Mean 82 0.30 3.79 193 .30 .30 17 16
S.D. 23 0.04 0.33 26 .03 .04 3 2
40 10 Mean 71 0.29 4,00 191 .30 .30 16 15
S.D. 13 0.02 0.31 19 .02 ,02 2 1
160 9 Mean 54 0.29 4., 43%% 217 .29 .32 14%x% 14
S.D. 15 0.03 0.30 20 .02 .08 2 2

*% : pC0.01 (Significant difference from control group)




Table 23 Histopathological findings of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration
Organs Dose (mg/kg) 4 2.5 10 40
Alive Alive Alive Alive Dead or Sacrificed
No. of animals 12 12 12 10 2

-findings Grade 01 2 3 PTE 0 1 2 3 PTE 01 2 3 PTE 0 1 2 3 PTIE 01 2 3 PTE
Cerebrum 12 12 0 0 0 0
Cerebellum 12 12 0 0 0 0
Heart

-degeneration / myocardial 12 12 0 0 0 0
Liver

-necrosis / centrilobular 12 12 12 12 12 . 12 10 10 1 1 2

-deposit / glycogen 12 12 12 12 12 12 8 2 10 2 2
Adrenal .

-hypertrophy / zona fosiculata 12 12 0 0 0 1 1
Spleen

-hematopoiesis / extramedullary / increased 8 4 12 0 0 0 0
Kidney .

-necrosis / tubular epithelium 12 12 0 0 0 0
Ovary 12 12 0 0 0 0
Other gross lesion

-Thymus : atrophy 0 0 0 0 1 1

: hemorrhage ¢ 0 0 0 1 1

-Lung : congestion 0 0 0 0 0

-Subcutaneous nodule : adenocarcinoma

/ mammary gland 0 0 0 0 0
0 : No remarkable chenges 1 : Slight 2 Mild 3 : Moderate P : Present a) TE : Total Examined

a): "Present” is used when grading of severity was not done, such as case in the neoplastic lesion.




Table 24 Histopathological findings of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by coral administration

R-560

Organs Dose (mg/kg> 160
Alive Dead or Sacrificed
No. of animels 9 3
-findings Grade 2 3 PTE 0 1 2 3 PTE
Cerebrum 9 3 3
Cerebel Jum 9 3 3
Heart
-degeneration / myocardial ] 2 1 3
Liver
-necrosis / centrilobular 9 3 3
~deposit / glycogen 9 1 2 3
Adrenal
-hypertrophy / zona fosiculata 9 3 3
Spleen
-hematopoiesis / extramedullary / increased 9 3 3
Kidney
-necrosis / tubular epithelijum 9 2 1 3
Ovary 9 3 3
Other gross lesion
-Thymes : atrophy 0 1 1
. hemorrhage 0 1 1
~Lung : congestion 0 1 1
-Subcutaneous nodule : adepocarcinoma
/ mammary gland 0 11
0 : No remarkable changes 1 : Slight ¢ Mild 3 : Moderate P : Present a) TE : Total Examined

a): "Present" is used when grading of severity was not done, such as cese in the

neoplastic lesion.




R-560

Table 25 Estrous cycle in female rats during the pre¥mating period in combined repeat dose and reproductive/
developmental toxicity screening test of 2-Hydroxybenzaldehyde by oral administration
Dose No. of Count of estrus Mean duration
Mean+S.D. of cycles

mg/xg animals 0 1 2 3 4 Mean+S.D.

4] 12 0. 0 0 7 5 3.4£0.5 4.4+0.6

2.5 12 0 0 [¢] 11 1 3.1+0.3 4.420.4

10 12 0 0 0 7 5 3.4x0.5 4.220.3

40 12 0 0 2 8 2 3.0+0.6 4.7+0.6
160 12 0 0 0 5 7 3.6+0.5 4.2+0.3

No significant difference in any treated groups from control group.




R-560

Table 26 Reproductive performance of male and female rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Hydroxybenzaldehyde by oral administration
Dose No. of No. of Days until Copulation Fertility
copulation index index

mg/ kg males females Mean+S.D. (%) a) (%) b)

0 12 12 3.02£1.1 12/12(100.0) 12/12(100.0)

2.5 12 12 2.8+0.8 12/12¢100.0) 12/12¢100.0)

10 12 12 2.5+1.2 12/12(100.0) 12/12(100.0)

40 12 12 3.0+1.83 12/12(100.0) 12/12(100.0).
160 12 12 3.1+1.0 12/12(100.0) 12/12(100.0)
a): (No. of pairs with successful copulation / No. of pairs mated) X 100
b): (No. of pregnant animals / No. of pairs with successful copulation) X 100

No significant difference

in any treated groups from control group.




Table 27 Findings of deliverly on dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration

R-560

No. of No. of Gestation Gestation No. of No. of Implan- No. of No. of Live Delivery
pregnant females index length corpora implan- tation still- live birth index
Dose females a) (%)b) lutea tation index born born index % e)
mg/kg sites %X ¢) % d)
Total 12 12 100.0 248 207 83.5 2£) 183 g8.9 89.4
0 Mean 22.3 20.7 17.3 0.2 15.3
S.D. 0.5 4.7 3.1 0.4 4.0
Total 12 12 100.0 287 | 223 86.8 4 208 98.1 95.1
2.5 Mean 22.3 21.4 18.6 0.3 17.3
S.D. 0.5 3.5 2.6 0.7 2.2
Total 12 12 100.0 226 184 81.4 0 165 100.0 89.7
10 Mean 22.5 18.8 15.3 0.0 13.8
s.D. : 0.7 3.6 4.8 0.0 4.3
Total 12g) 10 83.3 198 172 86.9 2 152 98.7 89.5
40 Mean 22.5 19.8 17.2 0.2 18.2
S.D. 0.5 2.4 1.7 0.6 2.5
Total 12h) 11 91.7 214 185 86.4 7 152 95.6 85.9
160 Mean 22.8 19.5 16.8 0.6 13.8
§.D. 0.4 2.3 2.0 0.9 3.1

a): No. of females with live pups

b): (No. of females with live pups / No. of pregnant females) X 100

¢): (No. of implantation sites / No. of corpora lutea) X 100

d): (No. of live pups on day 0 / No. of pups born) X 100

e): (No., of pups born / No. of implantatjon sites) X 100

f): Short trunk and rudimentary tail were observed in 1 stillborn pup.

£): One dam died on day 22 of gestation and delivery in 1 dam was not found from days 21 through 25 of gestation
but 4 implantation sites were observed at autopsy.

h): One dam died on day 22 of gestation.

No significant difference in any treated groups from control group.




3 Findings of pups in combined repeat dose and reproductive/developmental toxici.s
screening test of 2~Hydroxybenzaldehyde by oral administration

No. of Ne. of Sex External b) Day 0 Day 4 Viability
males females ratio malfor- index
No. of a) mations No. of No. of %X d)
dams ) (X)¢ed live pups live pups

Total 97 86 0.53 oC 0.0 183 179 87.8
12 Mean B.1 7.2 15.3 14.9
S.D. 3.2 3.1 4.0 3.8

Total 105 103 0.50 o 0.0} 208 203 97.8
& 12 Mean 8.8 8.6 17.3 16.9
5.b. 2.4 2.0 2.2 1.7

Totsal B3 82 0.50 0¢ 0.0) 165 163 98.8
0 12 Mean 6.9 6.8 13.8 13.6
S.D. 3.1 2.2 4.3 4.3

Total 78 74 0.51 ot 0.0} 152 151 89.3
40 10 Mean 7.8 7.4 16.2 15.1
$.D. 2.7 2.5 2.5 2.5

e} £ -

Total 82 70 0.54 1C 0.7) 151 125 82.8
160 11 Mean 7.5 6.4 13.7 11.4
5.D. 2.2 2.0 3.3 6.1

a): (No. of males / No. of live born pups)

b): No. of live born pups with external maliformations

¢): (No. of live born pups with external malformations / No. of live born pups) X 100
d): (No. of live pups on day 4 / No. of live pups on day 0) X 100

e): Rudimentary tail

£): One pup with external malformation was excluded.

No significant difference in any treated groups from control group.




R-560

Table 29 Body weights of pups in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Hydroxybenzaldehyde by oral administration
Dose Male Female
mg/kg 0 4 ] 4a)
No. 12 12 12 12
0 Mean 6.7 10.5 6.2 10.0
s.D. 0.6 1.8 0.5 1.5
No. 12 12 12 12
2.5 Mean 6.4 10.0 6.0 9.3
S.D. 0.4 1.1 0.4 1.0
No. 11 11 12 12
10 Mean .0 1.2 6.8 11.2
S.D. 0.6 1.3 0.6 1.8
No. 10 10 10 10
40 Mean 6.9 10.9 6.5 10.5
S.D. 0.5 1.2 0.7 1.5
No. 11 9P’ 11 gb?
160 Mean 6.0 9.7 5.7 9.0
S.D. 0.5 1.4 0.5 1.7
Unit : g

No.: No. of dams

a) : Day after birth
b) : All pups in 2 dams died on days 2 and 3 after birth.
No significant difference in any treated groups from control group.
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Gross pathological findings of pups
screening test of 2-Hydroxybenzaldehyde by oral administratijon

in combined repeat dose and reproductive/developmental toxicity

R-560

Dose (mg/kg) 0 2.5 10 40 160
Male
No. of pups examined 95 102 82 78 67
Ne. of pups with abnormal findings 0 0 0 0 [4]
Female
No. of pups examined 84 101 81 73 58
No. of pups with abnormal findings 0 0 0 0 0
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