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[ i8)

4-AFAELEBROBEMREROIBREEERR (HEI4EH) 2D Sprague-Dawley
FRT7ybERWTEBLUEL, MHEL S 4B L L 1 RITIIEERTH 50. 5%CNMC NaZk il =
o 3FIZXIERMEE., ThLh 100, 300 B LT 1000 ng/kg DHBT28AMITHRY
SRR O®RE L, MEL HICAWEEYEE, BB XU 1000 ng/kg B HHIZEER
BROSIELZELAI0ML, TOMOBIIESLE L,

BEHM P, 1000 me/kg BEBICIHWT, REFIGASLLHELH, H2HCREERK
—@EMORIENBD bvle, Fio, 1000 mg/kg HEHOM THIREE S AN LRIEEDIE
mAEb Lo, BEHMKE THORETIX, 1000 ng/ke ¥5H O M i/ 5 5%k 0 B E
& AST FEMED ERMA L, ZOMzi, —RESIOHHRZERBEE, BI04
BEARELRZOCEABEBRE CHBRYERS LS LEDLAE IR bR No
7o

ULDRERNG 4-AFNVEEEFBOBEARITHAL b 300 ng/ke/day EE X b,



(R B B »)

-2 FAREBEBT, Bk R BB SBBS BEAIE L LTECAVLRTNS,
ZDHEHITOVWTIETIRET Yy NZBIT22HEEHRBROBEXIHY . FhITKD LTy
h DLDsoiZ R OB 5 THE 3113 mgrkg, # 2115 mghkgTh o7,

SE. OECDEFLFMERZ LM ARICHEIBEEBREC—RE LT, & A FALREEBE
DEEHEERDOILOOERER[LZLEBMNE LTIy MBI 228BRREROKRSE
PERASRIS L N4 F M REBR Y B L7, ‘

BB, FRRIE. OE CDILFHHABREL A FT A 40T - HRICRBIT 22 8 B
FER DRSS FERBR] (199547 A2THHR) BLO LEHE OLP) (¥Em124 3 B
1 A3E. RRLHEALS, ERHHE085, Fl2 02 MERF1F) CHERLTEMEL
7o




1. #5%WHE

(R & F &l

TEWE L L THWE 4-2AF L REFBOMERIITROLBY TH S,

Rz 4-RX F L5 BEEE

B4 X5 A LER

%53 MBA

4 Benzoic acid, 4-methyl-

CAS No. 99-94-5

SF CsHs02

SOt E 136. 15

MELFEREE PR HEekRERE( AEEHY)
=1 180-181 °C
H R 274-275 °C

EAUE - BT A B DT —#72 L
SECHREL - BE®ENEOF—F L
e E: 1. 278 (25°C)
B
CHj
COOH
ARBRITIX, FVREEIRF4-AFLEEEER (DY FES: BEEE .

98.85 %. HiM : K4 0.01%. JK90.01%) 2RV, HRWEIIZHEE. FHKBRE T
WP EZERETRCB W TERTRE LU RABRKTRIGRA U BB E 2>\ TR

EVRHEMEFRBREZERL T, RRMMPOREMEL B L (Appendix A) .

2. EREME LUEREELE

EARTHEA LD Sprague-Dawley &% » b [Crj:CD(SD)IGS. SPF, BARF ¥ —

MR- Y A—pka . EAME L —] (BB H : 200248 7 B15H . ARIICH : &3

400G, ME34PC, AFFRE(KE : HE 75.0~85.1 g (FI79.4 g)

.t 64.0~73.5 g (Y 69.

5g) 1 2ELBbEkh, ATALED TS HMIKLEY FHEAT Lk, —RREIZ

BEEORD LN - R E2RBICH U] REEAMHAE : 20024 7 A228 ., HRERH

AWE{RE (B 135.5~166.2 g(F39148.8 ¢)., M 115.5~138.1 g(FH126.7g) ] , EM¥IX.



LMELHMEE LT, FAEBRE 21.0~25.0C, FEIEBE4L0.0~75.0%. BABIEKH15E,
RERT, BBHAL2BER] (7 ~19BFAAT) KBRESNEHFABTEATERHEPEEKR S —Y (220wX2
70d X 190h mm) {2 1 ILFDUREF L, ERIEEL (CE-2. BAZ L7 HRASH) B L UKEK (F
HHAKERHA) 2EHCERSETHAFT L, B, AEHETP. REE0OREEDEH
B (RBEE 21.5~24.5C, JBES50.5 ~64.5%) IFFAEOHMEAMIICH Y, BRRICKIEZ KT
BREBEORFIRD LRI o7, Eie, s Ll L UKICIRRICKEL RK§ThE
HED B B BAMILE D T,

EHOENICIEACYFERWT—EQREKESZERL, 7. BILRAORRD
Bh— FCRBREEER, £ B (REE) . IWESERLALTHT I —VICETE
IR OB L L,

3. ¥EmkoMH

4~AFNEREBREPEBEZLIZREL., Ak TERE., 0.5 %CMC NakBEHK (W e
AP MY U A AEMERSH, RISEF2116 | BEHAK ; AREHRASH, BREE
IAL06AA) EMA. IF¥Y— (HPL VHKER AR-360M, R V¥ —) 2RAVTHERE
OMEWELZ AR Lic, MEITRESME THIERT (MEBERN) IR L. #RE 7 A LIPNICE
AL,

FRBRIZES S, FEBRDEOSER O REEEAR RBREFEHE : A-01-069) 2B\
T. 0.1 BXT 20 w/v %DFHEBREICSWTHRE (GEERN) i) 375% 8 AR
DOREMHEZHESEL TS (Appendix B) . ¥z, FIEFBMEIC OV THRERED OBEEBRD
HEOEBBLIUH—M RRETRBED8S.0~115%LIA, AIFRE 95.2~99.0%) % H|
EL. HERMBNICHSZ 2 2R L7 (Appendix C,D) .

RBBEP OBBRMEREORE L. ARMREL (nlTH>EE LAY /A T—ERL
Lictk, A%/ -V THEFRLTRMBKEAMLL, Blic. BRPELLEEFTRL,
AE ) —VICHERBE L TRBERKE (2 ~10pe/ul) ZRAML I, BB RS L VOEERRE &
EiEs v~ b 757 (HPLC) B L VRAIEL ., BEFE» OIERT 2RERE AV TRE

BRI,
HPLC %M #h 7 A Inertsil ODS-2 (AR 4.6 mm , & & 150 mm | B FRE 5 um |
=T A = AR
BEIH:0. 1% VABE 7EF=hMU (614 v/v)




FEE:1.0 mL/min
HZ ARE: 40 C
BHER 254 nm
HABHEAE 10 pL

4. BBLUHST

FRROBREBEIREEREC OO TFHAR RBRHEES : C-01-0056, BEE: 0,
40, 200 B LTF 1000 mg/kg) DHERICESERE L, T4RbL, 4 —AFLVEEEEY
HWEMIZ 7 BRRERARESE LEER. REE3 BIC 200 mg/ke REHD L HITHREER
C—@EORERRO N LUME, FHE L RRBICELIRD AR o, £,
FEELEERIERCEN L, SRV TH, ERCERPEORELEX O BFR
AL RhoTl,

ULEDOBRPS OECDHA RIA VICEDLREHETH D 1000 mg/ke ZARRRO
mARL L, LTFALKM I TERLT 300 BEW 100 ng/ke® FHEB I MEHEL L,
it\ﬁﬁﬁﬁéOﬁ%mmkﬁﬁﬁ%ﬂﬁféﬁﬁﬁéﬁﬁ\@ﬁﬁﬁ%ﬁ5ﬁ%ﬁ%
LT 1000 mg/kegEBEITE10E, ZOMOFIIE S ILOBHEER L,

BOTHRERTHOWNEREL S L CAENBCEEAMERICEI VT SHOK
ERE LUEHMESSEZUTICR L,

BemE REE HRUERE BREEEY BMES HI R

(mg/kg) (w/v%) (mL/kg) i3 i3
st B 0.5%CMC Na 0 0 5 1~5 31~35 EE
KIEE 6~10 36~40 #E
ERER MBA 100 2 5 11~15 41~45 w5
FREH MBA 300 6 5 16~20 46~50 BH
EREE MBA 1000 20 5 21~25 B51~5§ Bl

26~30 56~60 Eii=a

a) MWEHELLBRAEOEKRER2 L SICESINICRERKE L) 2EHLE,
b) [E : HEHEETHRIIEERRICA Y., BERRSBETRICEHBI 2T -7,
By BREHEE THRICENRN 2T,

5. B#E5EFHiE

BRERKIIOECDILEHERRENA FIA4 VIZHEVWRO L L, B3 9RFNL12
RO 1 B 1E, 28H BIF28EITWV., AMREE /X F v /A F—F—THRLITHERL
RRLERL, Yy PABEETRAVTHANRORELE, BREFENS nl/ke &L, &H
SRBRIELNATVWARLIEVESOEER L LICEKNICREREZER LT,



BB, BESEFOAKRBIVCREORRER, BREMKBERIUREHGEE Y FLENE
E5E1HBIURSE1BL L . AERRABPOIEB LI UCRDOERED Zic#E L CE
BEEIRBBIURES1IEL L,

6. BEBIURE

1) —fRiRiE

2HIZOWTER (BREHFPRR AR, REEZB LGRS 2 ~ 3REH%, EERAR
HEFR1E1RE) —RREOCBRELZToT,

2) MR EERELR
ZAaFY s EC L ENREREBRAZ REMBL OB EHEBRIEERBRIEMKTAE
FC1EMICLE, I3~ IO TS 4 v FTCiTok, 58 4\ICiX, HEizx+ 3

FOGHEOBE L SHhR THEME L .
AR BLETHE
FoUBL BB - KA, BRE. EF, RE, K
N R 7R R HLBE B E, LB, FE. %5 KHA.
FIHLAEHE, MEVR. ERBRZEM. B, FE
fE%¥H LOBE : BF% - KA, BETH, 320, BF, ERRIF. H1T,
HRITE, A TE, RE, EE#, FRH, vH, RBE,
PEIR (A4, BEEEI¥. ST T 250, BERIE, B4R
BT 5 SO BLE
BERBIC AT 3RS BIESA, BEHBCHT R  HEEML, EBAK
. BREERBICET 2 RIG - ERBEA

3) HERE
@Eﬂ&ﬁ%lﬁﬁﬁ&@%lE@&EE%&E5%4RE@%Z@H%®&5%%S

i@@ﬁ%ﬁ%ﬁ¢ﬁﬁm2@®ﬁgfmﬁbto%@ﬂ\ﬁﬁﬂﬁ%TE\@ﬁﬁﬁ%%
KTHBLUCHRBICHAEEZRE L 2.

- 4) EEE

BHEBEIRES 1B THREE LB 2BENATTC1I BV OBHEELREL, LIE
BERRYEKTREEICER I FOHEETEDE 1B E 2 AT TOBHEESRE
L.




5) RBRE
EEAIZHSONWTEEEA4ARBIVRERBRZE 2BICEYE2 RSBy — DA L T4EER
HOHWVIEIFEHREEDRL, LTOHRBIKSWTHREL,

HE REE fE AR
B - BEE "2
pH- &l - EAHE - 5 - riviek  REBERKE P=Fyy 2004 (N 4z - =4E)
JatT ) )=y s U ey = m

e, 4EFHOEREZRRL, RFEEZAVTREOCHNERLCICERKEIC I VY HLEZRD,

6) MEFRE

B EHMKE T Rk X U REIERBR AR AT B3 217 - 284 (LUT B ARRIB & fi21)
EflZ 6l (BRTRAT ICI8~24RMBR S/, £ D%, ~¥ b/ —F b Y
T L BRER T TR KRR SFUEER & LT EDTA-2K 2AVTHA L. UTFOERAIDS
WTRE L, 272 L, 7o b EVERB L OESRRS e R 77 X F REORIE
i, ERRORMIZESL > T, AY bAVEZ =) b T AREET T BERH B 5
TEEAE LT =BT P oA AVWTERLAnEEZ OB L THEREEZ AV,

EH HE % B B % ®
7~ 1. Bk £k (RBC) BE) (BREHNE) MR E BT EE
CELL-DYN3500SL (¥ {F& 9})
A Bk 3 (WBC) R (Fe=$ b=« U B ELEE/ =
ERERE)
H M Bk 4380 RE (o4 bAN= - v=F —8ELE) B E
&% & (Hb) Rk (WHEE) Eil
YR M BRZSFR (MCV) B L (ERHEmE) =
/iR g R+t (EKIERE) F_E
A7y ME (Ht) 2B (RBCXMCVX0,001)

EHRMmER M 38 MCH) & (HbX1000/RBC)
EHR ML ER . 5,55 72 BE (MCHC) 5t B (Hb X< 100/Ht)

7 whevt’ VEERS] (PT) e BELRR ik SRMMKREBRMNEEE
CA-1000 (REEHET)
EHES bR 7 7250EEM RE S
(APTT)

a) HMESEOMEOHB & L THIRMBIEAR (Wright-Giemsa Hefa) Z{ERIL &,



7) MRAEFRE

RIROEMITE EHeE . RAROKEES X CRMLBALOKET TEHFDL~N) 2%
BEAL LTERRLEEES# L TRonico>n T, BTFToHREZHRELE,

EH HEE R
BEHEK v vy bk ELFRNELCEABSITEE
COBAS-FARA (n¥2)
VT VB R BCG ¥ Eil
Balarn-VEE COD-HDAOS ¥ Eill=
7Y IEREE ¥ - GBPDH i Eil=
REEFEE BUN) yvr-t - G1DHEE Eill=
ST iR EE Jafft & il
ALP 7&Et&E GSCC ¥ [l
AST(GOT) F&E M IFCC # Rl
ALT (GPT) 7&E M EillS Rk
v ~GTPIE IFCC & El=
M VETAF R GPO - HAOS .7 VR vigEiE Bl
eI v YR vk =
YRR )77 VERE R @k
(Inorg. phos.)
AV AYE B OCPC i El
AG tb FHE
TH oA FEEE 1ty EAGE SHEEMEHFERE EAS (AT)
Hvh RE il EHS
BERE E ElS
8) MEERE

B, HEWS U CRESRA I L CRmER Lk, 20l0BF B L UERE AR
MICER LA OB, MR, DB, IThE. B, BE. 8%, R, SR LE0EE4 A
ElLlk, £, ERTEERZTRBOKECRLTEAETNWOMMNEEZELZHEH L,

ARMBEIC S5E, UTOBREH S VIMEZEEME L TRELE. 2B, BEB IV
R EEI 77 Vv iRICEE L (REAEE 0.1 M ) VEBHLO% AL~ ) VIBREZER).
ZTOMORRE - BRBRE 0.1 M Y EBEHFIONR LYY VIEKRICEE L, Sbic, XREF
BLUBAEBHOEFAOEE - RELLERE - BREEZ 77 vy AELTHEEL, ~< b ¥
VIV F VR EEREER L, 0% EFEBEL AV THEBRFERES ER L,




BE - *ELEHE - MR

MM, FEE. FRB. O KE. M (REXZ2ED) | T

N, MR, M. AR, NMB (RIEB. A= ARESD) o KB FEIB) .
R, RE LK AR, BE (BERZSD) | FE. B B, THD /48,
B, R, BREY 1 8, LRHE. KIRFEEH. KIEEF. RER

7. TSNk ,

hE. BEREBLOEERRELZRCRRE. EAMNEOMKRERE., LEELERE
DERLICEEERIT, SRILCTHER L CERFELROE, kT, RREOHR
MEBEE 2 DT 3B EDOBEA I Bartlett OFEIC L0 SO~ BHICOWTHRE (S
BAKE: 5%) 21ToT, FEA—HThoEBAIIE—TREROH KT ETV . B
CHEEM (BEAE: 5%) RBEDOLNZHAL Dumnett BICL D S BB R T2, &
7o, BB —E TR 1ZHEIT Kruskal-Wallis OMEMRERITV. BECHESE (FE
KT 5%) MEidbAIHEICH Dunnett BOREETEEHB AT o7, £EL, 1
THPOETHEN O Lo B A Bartlett & X 3BEIXITH $ICKruskal -Wallis
DUEMIRE 21T, £ ORKR. BECEEESBD LN HBAIIE Dunnett BOBREEIC
LY BERB R Tk, —F, RBESKHBELZED 2 HOBA TR BE L HRNERS
BOSTEHEOEOREIF-RE (HEKAYE: 5%) 21T\, EHEOBAITIT Student
Dt BEE. FESBOBEITIZAspin-Telch O t BEEERVTHEBEREZT o7, o
EL., EHon0RTHRNRO LR EHBARIT tREIERL A1 -7,
ROEFEERERET, ARELESDTIRULLIREG. FIORME LnXnD IR
FHVE P RERTV. BEE (A% : 5%) RABHLNEEAIIE Dunnett B
REBCLVSBELREBERToM, KL, FIEENOR2-THEAICE. RERFIEK L2
Prott, Ein, ABHEEZEHT2HOEE. Vilcoxon DIENFBRE LT, L, &
LLMOBRTHEMBO0 Lo B, REREE LR,

SBIT, REMMBTA TS L — F& I L7eT — 4 i3 Mann-Whitney DURE (FRAMHRE)
BIZED, 72, BHES L— FOSFHEIX Fisher DEERRERE (FEIRE) BICLY.
RBHLEEBRYERERL OMOBEBREREL T (FBEKAE: 5%) ,



(% R]

1. FECH
BREHME I OCRERRAMFIC, FBREZESLWTHROBICHIECH TR T,

2. —fEIREE (Table 1 . Appendix 1)

BE5HE2 AN L% 3 BOMIT, HES1000 ng/kg BEFEORET 3 F, HET2HIC—IH
IROONTEN, ENDBEIRD LN o), HERDEOXBIIL OB RHATH
DT, Elo, REERIC—BHEDOREN1000ng/kg HEHOK1F], 2B EH16H
RHBRDLLNIED, HE L, BEFE2 7T AEED b0, ToMicix. REHRHB
FUORIERBRHB P ICHBRHEIZEDPTHhORR L —BRRBOEMIRDohBRI1 o7,

3. FHMERSBE (Table 2. Appendix 2)
RBRHBPICE—E{TomAa7 ) U TRCLPBETCR, F— VB LILOBET, &
SRR L OEER BRI I RSB B LR Ao, AV R U /BETE, Y B
LESBLUHWE S OBET RRMEHCHYOR 0 RV BHIRE N F &N iS5 R
LERBRWEBERCEIRO OIS, FEE ORI T, HiRl L OHERK
THREMMTICHEE L SERDEREROM CHBRICERMEREICL DL BDh AN
bARERIR N5, EERREIRRICHD1000 meg/kg B 5 THR LB OB &t
BELVSEhof, LU, BEHMPOBRBICEN R -7 LD OEBRMEIC L 5L
THRAWEE 2 e, BRICHT 2 RR TR, B5% 4 BICHD1000 ng/kg &5 HTRORH
BICRET 28NS hode, UL, MCIRIABE L SHBRDER SR L ORICETAD
ST LD h FRPEIC LZALPRE(LEREZOIT, HRYERS L ABE T
ZUROE I A

55 4RI - IR R T 2 KSR OBE TR VDT RO BEIE R b A BEE L &5
BRMEB SR L OBICEIRD bhAdoTk,

4. K& (Fig. 1, Table 3, Appendix 3)

EEHR P L URIERRMM | R R E RS & AR L OR THRERBI
EZRED LN oT,

_10.




5. {&fHE (Fig. 2, Table 4, Appendix 4)

1000 mg/kg B EBOBIZH VT BES S BICEEEDH B REMAS &1L, AL,
B 5 AR RIS BB 255 b e, BT SRR, RME R 55 L B OB TE
BEICEEED bR bR,

EERREE S Tid, ML bICBRICAEREIRD bk rotk,

6. RBEMR (Table 5. Appendix 5)

BREFABORET 1000 mg/kg REHOMBIIRECHFEREMAE DN, Zhiz k
bR EEBZONIREEOFERETREECHA LN, RERI 300 mg/kg HEHOBET
LbREOHELREMEREDET AL LN, —FH KR EREH T BB L~
HWAREFOKDBERLRNZ L LEAKEOEMA 5 bR X, iz, 1000 BLT 100
mg/kg WEFHOMMEIZIRD pH OETAR LMK, EOM, BED 10003 & 300 mg/kg HE
HOREB L1000 ng/kg BEHOY M A ERFEECHD L,

EHEHFETRORETIT, HRYEREHENBHLOBMICHLIREIZ 107,
NECTIREHMETES LUVEEHHKTEORE THRYERSH EMBH L OMIC
RO »REiE bt

7. MEFHREFRR (Table 6, Appendix 6)

BEHMKE TEHEORE TIX, 1000 mg/kg HBGFHO MO M /MREG B EMAS DI,
HETIIFBRREEBIFTRICED Led, EBENEBOFEENTH o, £/, 7 br b
VEEROEMER A A O NP HAEBRFHNLREC TR MTERD LA -T2 &
b, BRENLEALHEM Lz, 2B, 1000 ng/kg F5HOHMEDNo. 58 ITBWTHIER, ¥
YINMCERERRD LN, TNEBEELEEOENLORS - diRmERE, AMmERE.
MmexE ~~r27 Yy ME ROLKERE, FHRLKODERE, PHROKDERRER
L OM/REIZBA L 2o,

EEARBRAMK TRRORE TIL, 1000 ng/kg BEHOHIZB WV THMLKE, MERKEL
SO~ 7y MEDFERETARD LAY, EENEHOHMEANTH D, KBRYWH
BREWCLDEE T ok,

.11.



8. MKAEMFEHRENR (Table 7. Appendix 7)
BE5HESETHRORAETIL. 1000 ng/kg REHOBTHREAREORED & AST FBHEO L
FAILABREVNED LN,
FERBRYRETRORE TR ABELERL TERNTHAICBW T EERERERRD
bhipdoie,

9. WEBERAEFR
1) 35 EE (Table 8 ~ 9. Appendix 8 ~9)

BEHRETRE I VCEERBRPBETHEOWTHLOREERCLHBUWHEERSIZLD
BEBD IR T,

2) ¥BRFFR (Table 10, Appendix 10)

B5- R R T AR
ABRSLOEHBRPERSHOVTLOBETC b ERFTRBBEL SN2 o7,
(] 78 RS A F 48 T AR 41

1000 mg/kg BEBEOH T 1 FAICBIBOBERAEBD bhkidhic, BEFRIIED L
o,

3) MBRFEHRERR (Table 11, Appendix 11)
5 SR TR AR 0 N

FFBE Ti%. 1000 mg/kg BESHB L OHBROMHELSFICHRBBECEHEABRES N,
1000 mg/kg ¥ ERETIMBREL X V) ORBRE OBV L 5, HE3FIBHSNEN, BEIHLO
BREIRETHY., FERENRDONE o, ZOM,. HDI1000 ng/kg H5FHOD 2 f)
BLUOHREED 161, HEDL000 mg/ke HEHDO 1 FIIZ/RAFERA LN,

B TIX, #1000 mg/kg BEHO 2HB L OKRED 4 4, BED1000 ng/kg BEHD
2HBLICHEHO 1P CHEEMRHENBEINES BEZWTHLOAL Z<BEET
Hole, Elo, HEOXBHO 1 FITHFEBEENENRED bNZh, SHEILEBHEDI000 ng
/kg BEHOBELS LUHOGRBEORBEERBICE LI LNT,

B BE T, 1000 mg/kg HE R LG RE CHBESAIZfEED. EefIZHEaRED
LBBRB LN, TN ETNAERICBREDOZEIRD o227,

BfSZAR Tik, 1000 mg/kg WEHO 1 HIB LI CHBEHO 260 LRB I UFEIZY 738k
BECHPEROBEAL BN,

-12.



fiTiE, 1000 mg/ke |EFHOH 1 FIOBIRTHELENBEE LT,
R TS, MEREOR 1 FICRIE0BRABIBE Shi,
TOMOFREBBRELER L EBEICREFREIED O 2o T,
(2178 BER B ] 4 T BRI AR 1
HIBREF, 1000 mg/ke BEHOM 1 FIILED ONEXR LILBBTIE, REEORSNERL
BLEEOBABBROLENBESNE,

.13-



(= 7]

4-A FIEREFEEEE100 | 300 B LV1000 ng/kg DAECHEMED Sprague-Dawley &7
v MZ28HMIChe o THRHAIRERZE L. Z0%I14ABOEERBRYR 2R T 7.
—RIRFETIX. 1000 mg/kg HEHOH 1 G M2 HI TREEI60 155 H b I HEEE,
HIHEZ b OWRME TIIELSRDOONBERTH o, S5IT. 1000 mg/kg HEREDOH
T REFSHEEENRFREIEML, 2R & L EMNEMABRD bhic, T b#Ek
VEORBMCEE L ARBICLZbOLEbAk, ZhbORER L CHEHEE OB,
ﬁﬁ%ﬁﬁotxﬁﬁ%gwﬁmﬁﬁﬁgéﬁ%ﬁaﬁ(Rmo%)m%wr%%b%n
7":_2).0

RRETIE., B#EFH4BOBME TI000 ng/ke TEFHDOMHES JTB00 ng/kg REFOUHE
KREOEMBBD L, LEL, REEXTHORBORBHEMRE CRFELRLZTRT D
ZEBES LIS BRPEBREE T, ARBICESRAOENBR N L6 R
EMMoOREELZE: b, £/, BE. BETHREABL O b RITBBAE E 2 3B
ERTH. SEORECHAERDEESHICEBBMEEZ R L bR TN T, BERE L
2%, Thbhid. REDOHMILVAREINZERLEBZ b, FARICREEOET &
pH DIETHREDEMICL Db D EEZ T,
BEIITHONTECDDEEFLEMERRERZICIRWV T, AERVDEOELEHE TH 53—
AFNEBEETIT 300 mg/kg LA ETHFIRERE ORI & FFMIROZERALAFED b iv. s
WEOWD, 7o bo v EVREOER. AST BHEO EAREESATHEY, ARRT
H 1000 mg/ke EHEDOH T/ A MREDOBADMEM & AST BHEDO LARBOLRILZ 2D,
HHRDHAEEOREREL bR, LIL, BEAREOHAICSWTIL, HD 1000 mg/
kg BREHOHZTHY . FRCHFABEERENTIEDOLRVW I LA LERBHRELLH
Wriic, 7. ALKELWHE TH 24k Fr3 v ZRER CRREHBRENELIIRD L
N2 7273300 mg/kelbd BT REMMINE & AST.ALT EHQETARESHLTNEY,
LU, FRRTRINLOFRAVWT b RDObhad -7,

UELDOERP LA AFNEEEBOBAMEERE LT3 ER I INEESHERI

BT b o 7278, 1000 mg/kg BSRED MEHE TR b - e & B AT RO MM, /s
R OWAER B LT AST EHED LR Cdh o, LEORELY . 4-2 FLEBEEDE

.14-



VERBIEMERE D 300 mg/ke/day ¥ EX B,

.15-



[z % x ®]

1) T G FF S M Bt 0 i B BEF o o -Toluic acid BMEFHRER.
FrE L ERBR. 12 ¢ 1893-1904 (1978)

2) B EBERETF HT MR 4-AFNVEEBFROT Yy PERAVIBROREMBLHES
3B (R-01-005)

3) IR B FE mE.HH OE. FE L, KK B E HF 3 -AFALRERROT
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Fig. 1-1
Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4—-methyl- in rats

Body weight changes in males
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Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid4—methy/— in rats

Body weight changes in females
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Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4—methyl- in rats

Food consumption in males and females



Table 1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid 4—methyl- in rats

Clinical signs in males

10 11 12 13

Day of the dosing period

Number of animals with clinical signs

Day of

14 15 16 17 18 19

20

21

22

23

24

25

26

27

28

1

the recovery period

2-14

Total

Initial
Clinical Dose number
signs (mg/kg) of
animals i 2
0 10 - -
Soft feces 100 5 o
300 5 - -
1000 10 - 3
0 10 - -
Salivation 100 > o
300 5 - -
1000 10 - -

—, no animal showed the sign

a), the recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups



Table 1-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid 4—methyl- in rats

Clinical signs in females

Number of animals with clinical signs

Initial )
Clinical Dose number , ) Day of
signs (me/ke) _of Day of the dosing period the recovery perioT Total
animals 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 1 2-14
0 10 U - - -
Soft feces 100 S - - - - - - - - - -~~~ -~ -~ - - =~ == = =~ B
300 5 e e e o o 4o oo oD f e Do e e e m A e e e - -
1000 10 -2 - — — — — m e oL L o ff 4 m e m e Do oo - - 2
0 10 e e — L . - & 4o o oo 2 - 4D oo - - -
Salivation 00 S - - - - - -""="""=""=--"=-""--"-=---- - -~ = - °° T
300 5 e e m — — e o o 4o 4D e e oo oo -
1000 10 - - - - - - - - - - - - - - - 1222209222222 -2 - - 2

-, no animal showed the sign
a), the recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups



Table 2-1
Twenty eight day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid 4~-methyle acid- in rats
Detailed clinical observations

Before administration

Male . Female
. score or cord 0 100 300 1000 0 100 300 1000
responses to handling BW.RF.C. 0 8 4 5 10 5 5 5 8
2 2 1 0 0 5 0 0 2
H.B. 0 10 4 5 10 9 5 5 10
2 0 1 0 0 1 0 0 0
‘outside of home cage Urination 0 8 0 5 3 7 5 5 7
1 2 5 0 7 3 0 0 3
Defecation 0 6 1 4 8 9 4 5 9
1 4 0 1 1 1 1 0 0
2 0 3 0 0 0 0 0 1
3 0 1 0 1 0 0 0 0
Touch response 2 -0 0 0 4 0 0 0 0]
4 10 5 5 6 10 5 5 10
6 0 0. 0 0 0 0 0 0

Dose: 0 (0mg/kg,0.5%CMC Na), 100 (100mg/kg),300 (300mg/kg), 1000 (1000mg/kg)

Number of animals: Omg/kg 10, 100mg/kg 5, 300mg/kg 5, 1000mg/kg 10

B.W.R.F.C.( Behavior while removing from cage ): 0 animal is easily removed, 2 vocalization withant resisting being picked up
H.B.(Handling behavior): 0 no resistance, 2 vocalizes but dose not resist hadling

Urination: number of stool observed during 30 sec.

Defecation: number of stool observed during 30 sec.

Touch response: 2 decreased reaction, 4 normal, 6 refused slightly



Table 2-2

Twenty eight day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid 4-methyl- in rats

Detailed clinical observations

1 week of administration

Male Female
score or cord 0 100 300 1000 0 100 300 1000
responses to handling B.W.R.F.C. 0 10 5 4 9 7 5 4 8
2 0 0 1 1 3 0 1 2
H.B. 0 10 5 5 8 9 5 5 9
2 0 0 0 2 1 0 0 i
outside of home cage Urination 0 8 3 2 5 9 5 5 9
1 3 2 3 5 1 0 0 1
Defecation 0 9 4 5 8 10 5 5 10
1 1 0 0 2 0 0 0 0
2 0 1 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Touch response 2 0 0 0 0 0 0 0 4]
4 10 5 5 10 10 5 5 10
6 0 0 0 0 0 0 0 0

Dose: 0 (Omg/kg,0.5%CMGC Na), 100 (100mg/kg),300 (300mg/kg), 1000 (1000mg/kg)
Number of animals: Omg/kg 10, 100mg/kg 5, 300mg/kg 5, 1000mg/kg 10

B.W.R.F.C.( Behavior while removing from cage ): 0 animal is easily removed, 2 vocalization withant resisting being picked up

H.B.(Handling behavior): 0 no resistance, 2 vocalizes but dose not resist hadling
Urination: number of stool observed during 30 sec.

Defecation: number of stool observed during 30 sec.

Touch response: 2 decreased reaction, 4 normal, 6 refused slightly



Table 2-3

Twenty eight day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid 4—methyl- in rats

Detailed clinical observations

2 week of administration

Male

Female

—_
o
o

score or cord

300

1000

—_
o
o

w
o
o

—_
o
o
o

responses to handling B.W.R.F.C.

H.B.

—_

outside of home cage Urination

Defecation

Touch response
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Dose: 0 (Omg/kg,0.5%CMC Na), 100 (100mg/kg),300 (300mg/kg), 1000 (1000mg/kg)
"Number of animals: Omg/kg 10, 100mg/kg 5, 300mg/kg 5, 1000mg/kg 10

B.W.R.F.C.( Behavior while removing from cage ): 0 animal is easily removed, 2 vocalization withant resisting being picked up

H.B.(Handling behavior): 0 no resistance, 2 vocalizes but dose not resist hadling
Urination: number of stool observed during 30 sec.

Defecation: number of stool observed during 30 sec.

Touch response: 2 decreased reaction, 4 normal, 6 refused slightly



Table 2-4
Twenty eight day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid 4—-methyi— in rats
Detailed clinical observations

3 week of administration

Male Female
score or cord 0 100 300 1000 0 100 300 1000
responses to handling B.W.R.F.C. 0 9 4 4 9 8 5 4 9
2 1 1 1 1 2 0 1 1
H.B. 0 10 4 4 10 8 5 4 10
2 0 1 1 0 2 0 1 0
outside of home cage Urination 0 10 3 5 9 10 5 4 10
. ' 1 0 2 0 1 0 0 1 0
Defecation 0 10 5 5 8 10 5 5 10
1 0 0 0 2 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Touch response 2 0 0 0 0 0 0 0 0
4 9 3 5 10 8 5 4 9
6 1 2 0 0 2 0 1 1

Dose: 0 (Omg/kg,0.5%CMC Na), 100 (100mg/kg),300 (300mg/kg), 1000 (1000mg/kg)

Number of animals: Omg/kg 10, 100mg/kg 5, 300mg/kg 5, 1000mg/kg 10

B.W.R.F.C.( Behavior while removing from cage ): 0 animal is easily removed, 2 vocalization withant resisting being picked up
H.B.(Handling behavior): 0 no resistance, 2 vocalizes but dose not resist hadling

Urination: number of stool observed during 30 sec.

Defecation: number of stool observed during 30 sec.

Touch response: 2 decreased reaction, 4 normal, 6 refused slightly



Table 2-5
Twenty eight day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid 4—methyl- in rats
Detailed clinical observations

4 week of administration

Male Female
score or cord 0 100 300 1000 0 100 300 1000
responses to handling BW.R.F.C. 0 10 5 4 9 9 2 4 9
2 0. 0 1 1 1 3 1 1
H.B. 0 10 5 4 9 9 2 4 10
2 0 0 1 1 1 -3 1 0
outside of home cage Urination 0 8 2 5 9 10 5 5 10
1 1 3 0 1 0 0 0 0
2 1 0 0 0 0 0 0 0
Defecation 0 10 5 5 10 10 5 5 10
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 . 0 0
Touch response 2 0 0 0 0 0 0 0 0
4 10 5 3 5 7 4 3 7
6 0 0 2 5 3 1 2 3

Dose: 0 (Omg/kg,0.5%CMG Na), 100 (100mg/kg),300 (300mg/kg), 1000 (1000mg/kg)

Number of animals: Omg/kg 10 , 100mg/kg 5, 300mg/kg 5, 1000mg/kg 10

B.W.R.F.C.( Behavior while removing from cage ): 0 animal is easily removed, 2 vocalization withant resisting being picked up
H.B.(Handling behavior): 0 no resistance, 2 vocalizes but dose not resist hadling

Urination: number of stool observed during 30 sec.

Defecation: number of stool observed during 30 sec.

Touch response: 2 decreased reaction, 4 normal, 6 refused slightly



Table 2-6
Twenty eight day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid 4-methyl- in rats
Detailed clinical observations

1 week of recovery

Male Female
: score or cord 0 1000 0 1000
responses to handling BW.R.F.C. 0 5 5 5 5
2 0 0 0 0
H.B. 0 5 5 5 5
2 0 0 0 0
outside of home cage Urination 0 5 3 5 5
1 0 0 0 0
2 0 2 0 0
Defecation 0 5 5 5 5
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Touch response 2 0 0 0 0
4 5 5 5 5
6 0 0 0 0

Dose: 0 (Omg/kg,0.5%CMC Na), 100 (100mg/kg),300 (300mg/kg), 1000 (1000mg/kg)

Number of animals: Omg/kg 5, 1000mg/kg 5

B.W.R.F.C.( Behavior while removing from cage ): 0 animal is easily removed, 2 vocalization withant resisting being picked up
H.B.(Handling behavior): 0 no resistance, 2 vocalizes but dose not resist hadling

Urination: number of stool observed during 30 sec.

Defecation: number of stool observed during 30 sec.

Touch response: 2 decreased reaction, 4 normal, 6 refused slightly



Table 2-7
Twenty eight day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid 4—methyl- in rats
Detailed clinical observations

2 week of recovery

Male Female
score or cord 0 1000 0 1000
responses to handling B.W.R.F.C. 0 5 5 5 5
2 0 0 0 0
H.B. 0 5 5 5 5
2 0 0 0 0
outside of home cage Urination 0 5 2 5 5
1 0 3 0 0
2 0 0 0 0
Defecation 0 5 3 5 5
1 0 2 0 0
2 0 0 0 0
3 0 0 0 0
Touch response 2 0 0] 0 0
4 5 5 5 5
6 0 0 0 0

Dose: 0 {Omg/kg,0.5%CMGC Na), 100 (100mg/kg),300 (300mg/kg), 1000 (1000mg/kg)

Number of animals: Omg/kg, =5, 1000mg/kg 5

B.W.R.F.C.( Behavior while removing from cage ): 0 animal is easily removed, 2 vocalization withant resisting being picked up
H.B.(Handling behavior): 0 no resistance, 2 vocalizes but dose not resist hadling

Urination: number of stool observed during 30 sec.

Defecation: number of stool observed during 30 sec.

Touch response: 2 decreased reaction, 4 normal, 6 refused slightly




Table 3~1 ,
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl— in rats

Body weight changes in males

D Number Day of the dosing period
ose of
(mg/kg)  ials 1 4 8 11 15 18 22 25 28
0 10 154.2 176.1 206.3 229.4 262.0 283.2 313.3 330.7 349.0
+6.8 +8.6 +11.9 +14.4 +155 +19.6 +21.8 +26.0 +28.2
100 5 153.0 173.6 204.2 226.2 254.5 274.6 3023 319.1 335.8
+6.6 +9.8 +144 *+=17.0 +20.2 +248 +29.8 +343 +37.2
300 5 154.4 174.9 206.2 229.5 262.5 283.8 313.0 329.2 347.2
+6.4 +8.1 +9.7 +94 +8.6 +8.8 +6.6 +6.3 +6.1
1000 10 151.6 172.6 202.2 2248 255.7 278.5 310.0 3271 345.6
+4.9 +8.0 +114 +15.1 +18.1 +20.6 +23.6 +24.7 +255
Dose Nur;fber Day of the recovery period
(mg/kg) s 1 4 8 1 14
0 5 360.3 3721 390.5 4043 421.7
+33.0 +37.0 +41.5 +43.7 +46.8
1000 5 342.6 355.4 376.7 390.7 409.0

+12.1 +10.8 +13.0 +14.1 +14.7

Parameter, mean(g)*=S.D.



Table 3-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl- in rats

Body weight changes in females

D Number Day of the dosing period
ose
(me/kg) of 28
g/ kg animals 1 4 8 11 15 18 22 25
0 10 129.1 146.0 161.8 172.3 182.5 195.4 207.4 213.7 227.9
+4.9 +6.0 +9.0 +8.0 +9.0 +8.9 +11.2 +12.8 +125
100 5 128.0 144.0 158.8 169.4 182.5 190.7 204.6 216.1 220.0
+4.3 +6.6 +6.2 +8.4 +8.9 +9.2 +=13.6 +13.8 +15.8
300 5 125.9 143.8 163.2 175.4 184.4 - 193.0 203.4 211.8 222.6
+40 +56 +6.6 +6.2 +73 +125 +838 +12.2 +9.1
1000 10 130.3 146.2 163.5 173.5 188.7 201.6 218.2 2295 239.0
+4.7 +47 +57 +75 +10.2 +13.5 +14.3 +17.8 +224
Dose Nur:fber Day of the recovery period
(me/ke) animals 1 4 8 11 14
0 5 230.1 239.8 251.3 252.9 262.3
+=11.0 +8.5 +9.3 +9.9 +9.2
1000 5 2496 250.2 2614 265.9 ©279.7

+18.4 +16.9 +19.4 +19.3 +21.6

Parameter, mean(g)*+S.D.



Table 4
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl- in rats

Food consumption in males and females

Dose  Initial number R Day of the dosing period Day of the recovery period
Sex (me/ke) ani?:als 1 8 15 22 1 8
0 10 231 253 273 288 303 29.6
*+=1.6 +23 +=1.7 +2.1 +39 +26
. 22.8 24.7 253 274
100 0 +0.5 *+0.8 +3.2 - *3.7
Male
22.6 245 26.2 28.0
300 5 *+24 *+=1.8 *+=15 *=1.1
: 230 25.3 28.0 294 28.5 29.2
1000
00 10 +=1.1 +25 +2.2 +20 +2.2 +=16
0 10 18.6 18.7 19.7 20.9 217 21.0
*=1.2 *=1.9 =16 *+29 *+3.1 +=4.6
100 5 18.2 19.4 18.4 21.3
+15 +=1.3 *=3.0 =13
Female
18.3 19.2 19.3 20.2
300 5 +=0.7 *+=1.7 +2.4 *1.6
1000 0 189 209% 212 24.1 23.0 243
+10 +16 +25 +3.7 +=3.7 +29

Parameter, mean(g)+S.D.
*, significantly different from 0 mg/kg, p<0.05 »
a), the recovery test was performed in 5 animals for each of the 0 and 100 mg/kg groups



Table 5-1
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl- in rats

Urinalysis in males and females on day 23 of the dosing period

S Dose  Number of Color Turbidity pH Protein Glucose _Ketone Bilirubin Occult blood Urobilinogen
X (mg/kg) animals ly - 55 60 65 70 7.5 80 85 290 - * + - - = - - x
0 10 10 10 0 0 0 3 5 1 1 0 0 2 10 1 9 10 10 9 1
Mal 100 5 5 5 0 0 2 3 0 0 0 o 0 2 3 5 1 4 5 5 5 0
ale
300 5 5 5 0o 1 0 4 0.0 O O 4 0 1% 5 3 2 5 5 5 0
1000 10 10 10 0 1 4 4 1 0 0 Ok 8 2 0%k 10 10 Ok 10 10 10 0
0 10 10 ’ 10 o o 1 3 2 1 1 2 8 2 0 10 9 1 10 10 9 1
100 5 5 5 0 1 2 2 0 0 0 Ok 5 0 0 5 5 0 5 5 5 0
Female
300 5 5 5 0 0 2 2 1 0 0 0O 5 0 0 5 5 0 5 5 5 0
1000 10 10 10 1 1 3 5 0 0 0 0%k 10 0 0 10 10 O 10 10 10 0
Numb Microscopic examination of urinary sediment Uri
mber - — rinary .
Sex (nl?o/s; ) of Red tl>llood Crystal GCast White 'llalood Eplthlrllal volume SpecTc
E/XB)  nimals cells cells cells (mL/24hr) gravity
- - x - - - %
0 10 10 0 10 10 10 9 1 156422 1.058+0.008
Mal 100 5 5 0 5 5 5 5 O 15.6+2.1 1.051%+0.007
ale :
300 5 5 0 5 5 5 5 0 20.9+4.7% 1.0434+0.011%%
1000 10 10 3 7 10 10 10 0 23.844,74% 1.0450.006%*
0 10 10 0 10 10 10 10 0 11.7£3.5 1.045+0.012
100 5 5 2 3 5 5 5 0 119334 1.0460.008
Female
300 5 5 0 5 5 5 5 0 13.0+43 1.04340.007
1000 10 10 4 6 10 10 10 0 22.1+7.5%% 1.038+0.009
Color ly, light yellow
Turbidity -, negative
Protein -, negative; =, trace; +, 30 mg/dL
Glucose -, negative
Ketone -, negative; =, trace
Bilirubin -, negative
Occult blood -, negative *, significantly different from 0 mg/kg, p<0.05

Urobilinogen =+, 0.1 EU/dL; + 1.0 EU/dL *¥, significantly different from 0 mg/kg, p<0.01



Table 5-2 .
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4-methyl- in rats

Urinalysis in males and females on day 9 of the recovery period

s Dose Number of Color Turbidity pH Protein Glucose Ketone Bilirubin Ocecult blood Urobilinogen
(mg/kg)  animals ly - 65 70 75 8.0 85 =90 - x + -~ - x + - - +* +
5 5 5 i1 3 0 0 1 O 0 1 4 5 0 3 2 5 5 4 1
Male
1000 5 5 5 0 01 2 2 O© 1 2 2 5 1 3 1 5 5 4 1
5 5 5 2 0 1 1 1 0 4 0 1 5 5 0 0 5 5 4 1
Female :
000 5 5 5 0 0 3 0 1 1 4 1 0 5 5 0 5 5 4 1

Microscopic examination of urinary sediment

Number — n n Urinary .
Sex (nl?:/s; ) of Red t;llood Crystal GCast White I?Iood Eplthlfhal volume Spec'lfc
& animals cells _ cells cels (mL/24hr) gravity
Mal 5 5 0 5 5 5 5 183147 1.056+£0.009
ale
1000 5 5 0 § 5 5 5 243+4.6 1.038£0.006%*
5 -5 0 5 5 5 5 13328 1.041+0.010
Female
1000 5 5 0 5 5 5 5 18.3+5.6 1.044+0.011
Color ly, light yellow
Turbidity -, negative
Protein -, hegative; =, trace; +, 30 mg/dL
Glucose -, negative
Ketone -, hegative; =%, trace
Bilirubin -, negative :
Occult biood -, negative *, significantly different from 0 mg/kg, p<0.05

Urobilinogen =+, 0.1 EU/dL; +, 1.0 EU/dL *¥, significantly different from 0 mg/kg, p<0.01



Table 6—-1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl— in rats

Hematological findings in males at the end of the dosing period

Dose Numfber RBC  Hemoglobin Hematocrit ~ MCV MCH MCHC
O
(mg/kg) animals (x10%/ gLy  (g/dL) ) (fL) (pg) (g/dL)
0 5 755 14.9 448 59.4 19.8 33.3
+53 +0.6 +29 +22 +0.8 +0.1
100 5 780 -15.2 46.0 58.9 19.5 33.0
+15 +0.2 +0.7 +0.8 +06 +0.7
300 5 770 15.2 45.4 59.0 19.8 33.6
+27 +0.3 +1.1 +1.3 +0.6 +0.3
1000 5 755 15.0 452 60.0 19.9 33.2
+18 +0.2 +0.4 +15 +05 +0.2
Dose Numfber WBC  Neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
O
(mg/kg) animals (x100/ 1 L) %) %) %) )] )] (x10%/ y L) (sec) (sec)
0 5 90.8 10 1 0 3 85 102.9 18.4 22.1
+16.7 +5 +0 +0 +1 +5 +139 +3.0 +0.8
100 5 61.5 11 1 0 4 85 104.5 18.9 22.9
+20.5 +2 +0 +0 +1 +3 +16.3 +3.1 +1.7
300 5 67.7 10 1 0 5 85 106.6 17.2 20.5
+17.6 +2 +0 +0 +1 +3 +8.1 +40 +24
1000 5 74.4 11 0 % 0 4 85 101.6 14.9 20.1
+21.7 +3 +0 +0 +1 +3 +10.4 +1.7 +1.0

Parameter, mean £S.D.
*, significantly different from 0 mg/kg, p<0.05



Table 6-1-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl- in rats

Hematological findings in females at the end of the dosing period

Dose Numfber RBC  Hemoglobin Hematocrit ~ MCV MCH MCHC
)
(mg/kg) animals x10*/ L) (g/dL) %) (fL) (pg) (g/dL)
0 5 742 14.8 44.2 59.5 20.0 33.6
+19 +0.3 +1.0 =11 +0.6 +0.4
100 5 771 15.1 449 58.3 19.6 33.7
+26 +05 +=1.3 +1.2 +0.3 +0.3
300 5 750 14.9 44.4 59.2 19.8 335
+25 +0.3 +0.7 +14 +06 +0.2
1000 a) 751 14.7 436 58.0 19.6 33.8
4 +30 +0.5 +19 +1.1 +0.3 +0.6
Dose Numfber WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
)
(mg/kg) animals (x100/ £ L) (%) %) (%) (%) %) (x10%/ £ L) (sec) (sec)
0 5 61.0 7 1 0 3 89 96.3 12.6 18.5
+18.1 +2 +0 +0 =+1 +3 +70 +0.7 +10
100 5 549 6 1 0 4 88 100.5 12.7 18.2
+14.8 +3 +1 +0 =+ =+3 +=94 +=05 +14
300 5 46.7 8 1 0 3 88 93.3 12.9 17.8
+124 +4 +0 +0 =+1 +4 +93 +0.6 +1.2
1000 42 59.8 8 1 0 3 88 83.9 13.2 16.7
+78 +4 =0 +0 =+1 +4 +3.1 +0.6 +1.4

Parameter, mean x=S.D.
*, significantly different from 0 mg/kg, p<0.05
*%, significantly different from 0 mg/kg, p<0.01

a), The blood of one animale(No0.58) was clotted



Table 6—2—1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl— in rats

Hematological findings in males at the end of the recovery period

Dose Numfber RBC  Hemoglobin Hematocrit ~ MCV MCH MCHC
o
(mg/kg) animals (x10*/ L) (g/dL) (%) (fL) (pg) (g/dL)
0 5 797 15.2 453 56.8 19.1 335
+13 +0.1 +0.8 +14 +04 +0.6
1000 5 766 * 14.6 ** 43.5 * 56.8 19.0 33.5
+22 +0.3 +=1.0 +0.8 +0.3 *=04
Dose Numfber WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
o
(mg/kg) animals (x100/ ¢ L) (%) %) (%) (%) (%) (x10*/ L) (sec) (sec)
0 5 69.4 13 1 0 4 81 96.1 " 164 21.6
+13.4 +5 =*0 +0 +1 *4 +=19.6 +27 +15
1000 5 65.4 15 1 0 4 79 99.3 15.2 21.0
+14.2 +3 +1 +=0 +2 +4 *+84 *+=14 +04

Parameter, mean =S.D.

%, significantly different from 0 mg/kg, p<0.05
**, significantly different from 0 mg/kg, p<0.01




Table 6-2-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4~methyl- in rats

Hematological findings in females at the end of the recovery period

Dose Numfber RBC  Hemoglobin Hematocrit ~ MCV MCH MCHC
o
(mg/kg) animals (x10°/ L) (g/dL) (%) (fL) (pg) (g/dL)
0 5 749 14.5 42.6 56.9 19.4 34.0
+25 +04 +1.3 +1.2 +0.4 *0.3
1000 5 766 14.4 42.7 55.8 18.8 33.7
+24 +07 +=1.9 +20 +0.7 +0.3
Dose Numfber WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
o
(mg/kg) animals (x100/ £ L) (%) (%) % (%) %) (x10%/ ;L) (sec) (sec)
0 5 43.9 10 2 0 4 85 101.8 11.9 17.1
- +29 +4 +1 +0 +1 *5 +12.7 +0.7 +0.8
1000 5 58.8 10 1 0 4 85 102.7 11.5 16.9
+14.5 +3 +1 +0 +2 +5 +10.2 +0.7 +0.8

Parameter, mean =S.D.



Table 7-1-1
Twenty—eight-day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl- in rats

Biochemical findings in males at the end of the dosing period

Number Total i . Total Tri— Total
(DO/SIS) of protein Albumin A/G BUN Creatinine  Glucose cholesterol glyceride bilirubin
me/xe animals (g/dL) (g/dL) (mg/dl)  (mg/dl)  (mg/dl)  (mg/dL)  (mg/dL)  (mg/dL)
0 5 5.0 30 1.48 16 0.6 130 34 19 0.07
+0.2 +0.2 +0.15 +2 +0.1 +13 +3 +5 +0.04
100 s 5.2 30 146 17 0.6 137 33 22 0.08
+0.2 +03 +0.27 +2 +0.1 +32 +4 +7 +0.03
300 5 5.1 3.0 1.38 16 06 143 37 28 0.09
+0.1 +0.1 +0.16 +3 00 +13 +5 +14 +0.05
1000 s 5.0 3.0 1.44 16 0.6 155 40 35 0.07
+0.0 +0.1 +0.08 +1 +0.1 +24 +5 +15 +0.03
Dose N“g‘fbe’ g‘ﬁgf Ca Na K cl ALP ALT AST ¥—-GTP
(mg/ke) animals (mg/dL)  (mg/dL) (mEq/L) (mEg/L) _ (mEq/L) u/L) (u/L) /L) Wu/L)
0 5 9.0 8.9 1458 4.48 109.0 441 31 72 0
+0.7 +0.1 +0.6 +0.53 +1.7 +143 +6 +10 +1
100 5 8.7 8.9 145.1 433 108.3 451 27 66 0
+0.8 +03 +0.9 +0.36 +17 +58 +4 +11 +1
300 5 8.4 9.0 145.8 408 108.1 511 29 67 1
+0.3 +0.1 +13 +026 +1.2 +190 +3 +7 +0
1000 5 8.6 9.2 1455 4.29 107.8 459 37 88 1
+04 +0.2 +0.9 +0.24 +14 +56 +15 +24 +1

Parameter, mean £S.D.



Table 7-1-2
Twenty—eight-day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl- in rats

Biochemical findings in females at the end of the dosing period

Number Total ) . . Total Tri— Total
( Do/se ) of protein Albumin A/G BUN. Creatinine  Glucose cholesterol glyceride bilirubin
me/ke animals (e/dL) (g/dL) (mg/dL)  (mg/dL)  (mg/dl) (mg/dL)  (mg/dL)  (mg/dL)
0 5 5.4 3.2 1.51 23 0.6 109 41 11 0.09
+03 +0.2 +0.17 +3 +0.1 +13 +8 +5 +0.03
100 5 5.3 3.2 1.48 21 0.6 113 48 9 0.07
+0.3 +02  +017 +2 +0.1 +21 +9 +3 +0.03
300 5 5.2 3.2 1.64 23 07 - 118 45 10 0.09
+0.3 +0.2 +0.11 +1 +0.1 +7 +10 +3 +0.04
1000 . 48 %% 2.9 156 20 07 108 31 9 0.09
+0.3 +0.2 +0.09 +2 +0.1 +10 +8 +2 +0.03
Dose Nu':fber L”ﬁ;f Ca Na K cl ALP ALT AST ¥ -GTP
k . \ )
(mg/ke) animals (mg/dL)  (mg/dL)  (mEq/L)  (mEg/L)  (mEq/L) (U/v) U/ u/L) u/L)
0 5 7.9 9.1 1455 418 109.1 319 25 69 1
+0.8 +0.1 +0.8 +0.39 +1.2 +65 +2 +3 +0
100 5 8.1 9.1 144.7 4.31 107.5 261 22 66 1
+0.7 +02 - =07 +0.20 +1.0 +62 +2 +5 +0
300 5 8.2 9.1 145.6 4.20 109.9 299 22 69 1
+1.1 +0.2 +0.8 +0.28 +1.1 +75 +5 +8 +1
1000 5 8.4 8.8 146.0 405 109.3 266 29 94 * 1
+05 +0.4 +14 +0.38 +23 +46 +5 +16 +0

Parameter, mean =S.D.
*, significantly different from 0 mg/kg, p<0.05
*%, significantly different from 0 mg/kg, p<0.01



Table 7-2-1
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl— in rats

Biochemical findings in males at the end of the recovery period

Dose Number Tota'l Albumin A/G BUN Creatinine  Glucose h 'Il'otal | | T”_.d : b_':'_otzl_
(me/ke) 'of protein cholesterol glyceride ilirubin
animals (g/dL) (g/dL) (mg/dL)  (mg/dL) (mg/dL) (mg/dL)  (mg/dL)  (mg/dL)
0 5 56 30 1.14 19 0.7 137 41 24 0.08
+0.4 +02 +0.08 +3 +0.0 +10 +15 +13 +0.02
1000 5 54 3.0 1.28 15 06 129 38 29 0.09
+0.1 +0.1 +0.14 +3 +0.1 +16 +10 +12 +0.03
Dose N“g“fber I;r?(:f Ca Na K cl ALP ALT AST ¥ -GTP
/k \ '
(mg/ke) animals (mg/dl)  (mg/dL) (mEq/L) (mEq/L) (mEq/L)  (U/L) /L) u/L) u/L)
0 5 7.2 8.9 14622 4.03 1082 366 35 83 0
+0.9 +02 +0.4 +0.26 +1.1 +80 +5 +14 +1
1000 5 6.5 8.8 145.9 3.96 1087 374 32 66 1
+0.6 +0.1 +£06 0.2 +06 +29 +4 +2 +1

Parameter, mean =S.D.



Table 7-2-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl— in rats

Biochemical findings in females at the end of the recovery period

Dose Number Tota_l Albumin A/G BUN Creatinine  Glucose h TI'otal | gl Tr'_.d b.-:-.Otz!
(me/ke) 'of protein cholesterol glyceride ilirubin
animals (g/dL) (g/dL) (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)
0 5 5.5 3.2 1.41 21 0.7 125 48 13 1.10
=+0.1 +0.2 =+0.20 +1 +0.0 +12 +9 +2 +0.04
1000 5 5.7 3.3 1.37 24 0.8 128 54 22 0.08
+0.3 +04 *=0.24 +3 =+0.1 +10 *4 +12 +0.02
Dose N“':fber g'ﬁgf Ca Na K cl ALP ALT AST y-GTP
K _ .
(me/ke) animals (mg/dL) _ (mg/dl) (mEg/L) (mEg/L) (mEa/L)  (U/L) (u/L) u/0 (/L)
0 5 74 9.1 143.1 411 107.2 219 24 62 1
+09 +0.2 +0.8 +0.28 +06 +36 =+3 +3 +1
1000 5 7.5 9.2 143.4 3.98 107.8 231 28 66 1
+0.5 +0.2 +0.2 *0.32 +0.6 +39 +5 +5 +1

Parameter, mean &=S.D.



Table 8-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4—methyl— in rats

Absolute organ weights in males and females at the end of the dosing period

Number Body . . . Epidi— Adrenal
Sex (rrl?o/s':a ) of weight Brain Thymus Heart Liver Kidneys Spleen Testes dymides glands
E7K& animals (g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
0 5 307.9 1919.8 586.5 1098.6 9620.9 2391.5 706.5 2689.7 671.7 50.9
+24.7 +65.7 +86.1 +87.6 +990.1 +195.6 +1915 +211.0 +38.7 +3.6
100 5 301.4 1869.8 493.4 1006.6 9969.7 2420.8 610.7 28449 711.4 45.6
: +32.0 +55.9 +60.5 +57.9 +18743 +243.7 +740 +138.9 +67.1 +5.6
Males
300 5 311.2 1891.6 537.1 1003.1 9727.9 2432.8 643.4 3003.3 703.7 546
+42 +67.8 +95.0 +48.8 +458.0 +167.3 +84.9 +276.0 +15.3 +46
1000 5 311.8 1843.9 535.2 1062.9 10257.0 2422.5 590.8 2869.5 686.9 471
+30.7 +70.5 +98.1 +106.3 +1149.8 +282.0 +106.1 +349.6 +101.3 +6.3
Number Body . ) . Adrenal
Sex (nl?;/sfg) of weight Brain Thymus Heart Liver Kidneys Spleen glands
animals (g) (mg) (mg) (mg) - (mg). (mg) (mg) (mg)
0 5 200.6 1775.2 443.2 702.4 6021.9 1652.3 462.2 59.7
+13.6 +80.4 +115.2 +82.6 +355.1 +55.1 +471 +7.0
100 5 202.6 1782.0 438.0 7174 6350.0 1814.5 4438 60.9
+12.5 +27.7 +640 +100.0 +6275 +147.7 *75.0 +57
Females _ :
300 5 200.9 1716.8 449.6 7234 6168.8 1705.7 4857 62.9
+9.9 +32.8 +97.0 +420 +268.3 +111.6 +60.9 +6.3
1000 5 207.3 1724.2 416.0 751.7 6753.8 1791.4 519.5 62.5
+210 +141.7 +83.6 +132.1 +1317.2 +168.2 +155.1 +59

Parameter, mean £=S.D.



Table 8-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14~day recovery test of benzoic acid,4—methyl- in rats

Absolute organ weights in males and females at the end of the recovery period

Number Body . . . Epidi- Adrenal
Sex Dose of weight Brain Thymus Heart Liver Kidneys Spleen Testes dymides glands
(mg/kg) animals (g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
0 5 380.8 1920.6 423.3 1208.0 10946.7 2716.0 743.2 2942 1 905.8 52.7
+434 +113.9 +423 +153.8 +2001.9 +295.5 +=114.3 +156.1 +56.3 +6.0
Males ‘
1000 5 370.2 1910.9 481.1 1178.7 10879.2 2685.7 694.1 2948.3 898.3 55.8
+15.1 *+=71.2 +132.3 *+=116.7 +463.1 +268.2 +93.0 +153.6 +42.6 +6.8
Numb Bod . ' . , Ad |
Sex Dose ur:f er weigg’t Brain Thymus Heart Liver Kidneys Spleen glarremzz
(mg/kg) animals (g) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
0 5 238.8 1854.9 4128 799.4 7284.3 2026.3 518.4 68.7
+9.6 +72.7 +234 +259 +362.0 +=114.1 +46.8 +12.1
Females
1 000' 5 249.5 1857.9 4474 843.2 8080.0 1943.3 678.9 741
+19.3 +30.4 +34.8 +87.7 +1207.7 . +1463 +3729 +=79

Parameter, mean =S.D.



Table 91

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyl- in rats

Relative organ weights in males and females at the end of the dosing period

Number Body . . . Epidi— Adrenal
Sex (nE)o/s,f ) of weight Brain Thymus Heart Liver Kidneys Spleen Testes dymides glands
&X8 animals (8 (mg/g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g)
0 5 307.9 6.258 1.904 3.584 31.222 7.779 2272 8.818 2.196 0.167
+24.7 +0.406 +0.236 +0.380 .%1.602 +0.481 +0444  +£1323  +0.255 *0.022
100 5 301.4 6.248 1.646 3.359 32.911 8.046 2.030 9.527 2.369 -0.151
+32.0 +0.548 +0.226 +0.264 +3.635 #+0.500 +0.179 +1.123 +0.191 +0.007
Males
300 5 311.2 6.080 1.728 3.223 31.272 7.816 2070 . 9.651 2.261 0.176
+4.2 +0.268 +0.320 +0.147 +1.736 +0.506 +0.290 +0.881 +0.040 +0.015
1000 5 311.8 5.955 1.712 3.413 32.890 7.779 1.890 9.193 2.196 0.151
+30.8 +0.561 +0.235 +0.199 +1.350 +0.618 +0.254 +0.466 +0.154 +0.009
Number Body . , . Adrenal
Sex (n?:;fg) of weight Brain Thymus Heart Liver Kidneys Spleen glands
animals (g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g)
0 5 200.6 8.892 2.192 3.511 30.050 8.257 2.308 0.300
+13.6 +0.837 +0.443 +0.444 +1.167 +0.418 +0.229 +0.050
100. 5 202.6 8.823 2.156 3.550 31.326 8.953 2.196 0.301
*+125 +0.535 *0.217 +0.511 +1.878 *0.335 +0.389 +0.019
Females
300 5 200.9 8.557 2241 3.607 30.739 8.495 2.415 0.313
+=99 +0.319 +0.509 +0.260 +1.522 +=0.511 +0.248 +0.033
1000 5 207.3 8.375 2.006 3.606 32.390 8.651 2476 0.304
+21.0 +1.016 +0.361 +0.308 +3.285 ‘+0.317 +0.574 +0.044

Parameter, mean =S.D.



Table 9-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of benzoic acid,4—methyi- in rats

Relative organ weights in males and females at the end of the recovery period

Number Body . . . Epidi— Adrenal
Sex Dose of weight Brain Thymus Heart Liver Kidneys Spleen Testes dymides glands
(mg/kg) animals () (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
0 5 380.8 5.071 1.127 3.191 28.672 7.178 1.951 7.781 2.394 0.139
+43.4 +0.339 +0.188 +0.454 +3.246 +0.884 +0.207 +0.677 +0.214 +0.011
Males
1 000' 5 370.2 5.162 1.301 3.185 29.391 7.255 1.873 7.976 2.430 0.151
+15.1 +0.067 +0.363 #+0.305 +0.809 #+0.687 +0.231 +0.568 +0.157 +0.018
Number Body . . . Adrenal
Sex Dose of weight Brain Thymus Heart Liver Kidneys Spleen glands
(mg/kg) animals (g) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
' 0 5 238.8 7.778 1,731 3.353 30.548 8.507 2173 0.289
+9.6 +0.465 +0.134 #+0.205 +2.153 +0.776 +0.202 +0.056
Females
1000 5 249.5 7.479 1.797 3.376 32.248 7.814 2.726 0.298
+19.3 +0.536 +0.123 +0.151 +2.597 +1.468 +0.042

+0.682

Parameter, mean =S.D.



Table 10-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4-methyl- in rats

Summary of macroscopical findings in males at the end of the dosing period

Group name 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg

Grade ' — + Pos. — + Pos. — + Pos. — + Pos.
(Al organs) [5] [5] ~ [5] (51

Abnormality 5 0 0 5 0 0 5 0 0 5 0 0

—, Negative; +, Positive; Pos., Total of positive grade
[ ], Number of animals examined



Table 10-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4-methyl- in rats

Summary of macroscopical findings in females at the end of the dosing period

Group name 0 mg/kg : 100 mg/kg 300 mg/kg 1000 mg/kg

Grade — Pos. - + Pos. — + Pos. — + Pos.
(All organs) (5] [5] (5] (5]

Abnormality 5 0 0 5 0 0 5 0 0 5 0 0

~—, Negative; -, Positive; Pos., Total of positive grade
[ ], Number of animals examined



Table 10-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4-methyl- in rats

Summary of macroscopical findings in males at the end of the recovery period

Group name 0 mg/kg 1000 mg/kg

Grade — + Pos. — + Pos.
(All organs) [5] [5]

Abnormality 5 0 0 5 0 0

—, Negative; —+, Positive; Pos., Total of positive grade
[ ], Number of animals examined



Table 10-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4-methyl- in rats

Summary of macroscopical findings in females at the end of the recovery périod

Group name 0 mg/kg 1000 mg/kg

Grade — + Pos. — -+ Pos.
(Spleen) [5] [5]

Enlargement 5 0 0 4 1 1

—, Negative; +, Positive; Pos., Total of positive grade
[ ], Number of animals examined
Other organs without spleen were no abnormality.



Table 11-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4-methyl- in rats

Summary of histopathological findings in males at the end of the dosing period

Group name
Grade

0 mg/kg

— =+ #

Pos.

100 mg/kg
— £ F H H#

Pos.

300 mg/kg
— = + H

Pos.

1000

mg/kg

+ 4+ H H#  Pos.

(Brain)

No remarkable change
(Spinal cord)

No remarkable change
(Heart) -

No remarkable change
(Lung & Bronchus)

Mineralization, artery
(Trachea)

No remarkable change
(Thyroid gland)

Ectopic, thymus
(Thymus)

No remarkable change
(Submandibular lymph node)

No remarkable change
(Liver)

Fatty change, periportal

Microgranuloma
(Kidney)

Eosinophilic body

Basophilic tubule, cortex

Mineralization,

medulla & papilla

(Spleen)

Hematopoiesis, extramedullary

(5]

[5]
[5]
[5]
[5]
[5]
[5]
[S]
[5]

[5]

[5]

5

4

0
5
4
4
5

0

O

0

OO

4

[

o o

1

0

[

5

[0]
(0]
(0]
(0]
(0]
(0]
[0]
(0]
(0]

(0]

(0]

(0]
(0]
(0]
(0]
(0]
(0]
[0]
(0]
(0]

(0]

(0]

[5]

[5]

[5]
(5]
[5]
[5]
[5]
[5]
[5]

[5]

5]

4

5

0
4
5
3
4

0

o O

(=]

o QO
Ju

[ R e}
N

—, Negative; =, Very slight; -1, Slight; -H, Moderate; H, Severe; Pos., Total of positive grade
[ 1, Number of animals examined

(continued)



Table 11-1-1(Continued)

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4-methyl- in rats

Summary of histopathological findings in males at the end of the dosing period

Group name
Grade

0 mg/kg
— += + H

Pos.

100 mg/kg
— £ +

Pos.

300 mg/kg
— + + H H

Pos.

1000 mg/kg
— & +

Pos.

(Stomach)

No remarkable change
(lleurn)

No remarkable change
(Colon)

No remarkable change
(Mesenteric lymph node)

No remarkable change
(Adrenal gland)

No remarkable change
(Sciatic nerve)

No remarkable change
(Urinary bladder)

No remarkable change
(Testis)

No remarkable change
(Epididymis)

No remarkable change
(Prostate)

[4]
[5]
(5]
[51]
[5]
(5]
[5]
[5]
[5]
(5]

Cellular infiltration, lymphocyte & neutrophil,

interstitium & epitheljum

(Seminal vesicle & Coagulating gI[ 5 ]

No remarkable change
(Femur)

No remarkable change
(Bone marrow of Femur)

No remarkable change

5]
(5]

31010

2

[0]
[0]
[0]
[0]
(0]
(0]
[0]
(0]
(0]
(0]

(0]
(0]
(0]

[0]
[0]
(0]
(0]
(0]
[0]
[0]

(0]

(0]
(0]

[0]
(0]
(0]

[5]
[5]
[5]
[5]
[5]
[5]
[5]
[5]
[5]
(5]

(5]
[5]
[5]

4 01 0O

1

— Negative; =, Very slight; -+, Slight; -H-, Moderate; Ht, Severe; Pos., Total of positive grade
[ ], Number of animals examined



Table 11-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4-methyl- in rats

Summary of histopathological findings in females at the end of the dosing period

G 0 100 mg/kg 300 mg/kg 1000 mg/kg
G;:sgname Eg/‘ig-l"l'l'ﬂ'l‘ Pos. — = + H #  Pos. — = + H #  Pos. — * + H H#  Pos.

(Brain) (5] (0] (0] (5]
No remarkable change
(Spinal cord) [5] [0] , [0] [5]
No remarkable change
(Heart) [5] [0] [0] [5]
No remarkable change
(Lung & Bronchus) [5] [0] [0] [5]
No remarkable change
(Trachea) [5] (0] [0] [5]
No remarkable change
(Thyroid gland) (5] (0] (0] -3l
No remarkable change
(Thymus) [5] [0] [0] [5]
No remarkable change
(Submandibular lymph node) [5] [0] [0] [5]
No remarkable change
(Liver) (3] (0] [0]. [5]
Fatty change, periportal 0 5 0 0 0 5 0 2 3
Microgranuloma 4 1 0 0 0 1 3 20
(Kidney) [5] [0] [0] [5]
Basophilic tubule, cortex 1 4 0 00 4 320 0 0 2
Mineralization,
cortico-medullary junction 4 01 00 1 5 00 00 0
(Spleen) [5] [0] (0] (5]
Hematopoiesis, extramedullary 0 4 0
Deposit, pigment, brown 0 5 0

[ ]

et

o

wn
o
W
o
(=]
o
(%))

—, Negative; =, Very slight; =+, Slight; 4, Moderate; i}, Severe

[ ], Number of animals examined (continued)



Table 11-1-2(Continued)

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4-methyl- in rats

Summary of histopathological findings in females at the end of the dosing period

Group name
Grade

0 mg/kg

— T+ HH

Pos.

100 mg/kg
— = + #

Pos.

300 mg/kg

— & +

Pos.

1000 mg/kg
— ®

Pos.

(Stomach)

No remarkable change
(lleum)

No remarkable change
(Colomn)

No remarkable change
(Mesenteric lymph node)

No remarkable change
(Adrenal gland)

No remarkable change
(Sciatic nerve)

No remarkable change
(Urinary bladder)

No remarkable change
(Ovary)

No remarkable change
(Uterus)

No remarkable change
'(Vagina)

No remarkable change
(Femur)

No remarkable change
(Bone marrow of Femur)

No remarkable change

[5]
[5]
[5]
(5]
(5]
[5]
[5]
[5]
[5]
[5]
[5]
[5]

[0]
(0]
[0]
(0]
(0]
(0]
(0]
(0]
(0]
(0]
(0]
(0]

(0]
(0]
(0]
(0]
(0]
(0]
(0]
(0]
(0]
[0]
(0]
(0]

[5]
(5]
(5]
(5]
[5]
[5]
[5]
[5]
(5]
[5]
(5]
[5]

—, Negative; =, Very slight; -+, Slight; H, Moderate; Ht, Severe
[ ] Number of animals examined



Table 11-2-2 .
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of benzoic acid,4-methyl- in rats

Summary of histopathological findings in females at the end of the recovery period

Group name 0 mg/kg _ 1000 mg/kg

Grade — = + HH # Pos. — = + 4 i Pos.
(Spleen) [0] [1]

Hematopoiesis, extramedullary 0 0 0 1 O 1

Deposit, pigment, brown 0 01 0 O 1

.—, Negative; =, Very slight; +, Slight; f, Moderate; 1, Severe
[ ], Number of animals examined
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