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1

G

4-AF N XTIV T e Rl ~ M2 90 HBIRER OGS LIZBICA U 5 #itE 2 b
DA ME R ONE OREEE & et L7z,

Beh A &L, 0, 100, 300 I3 X 0F 1000 mg/kg/day (2% E L, AEEICIZMEMES 10 PED
Crl:CD(SD)7 v bz L7=. BHHIMF, T X TOEMIZHOWTAEDOMHER, —HeRESE
ZATV, RELOEHEELZHE L, £70, IRBFPIREZ &5 GHTR X OS5 13 #,
PRI, MR R A & QML AR AR 2 % G- 13 81T i L7=. 90 H Mo G-#4& T 1%,
Y A 2R S, F, SEEEKOWHMME TR L.

1000 mg/kg # 5-FE Tld, HERE & S ITIRER D 2 VO XA 2N JiURL S A, IR E 0
B LOEMAEOEMMANRD b,

PRE®ASCIE, 1000 mg/kg ¢ 5-HEIZ B W THERE & HICIREAOIRME, S Y UL, JRED
EHE B AL, FETIXR pH ORENFTE D i,

1000 mg/kg # G- HEIZ VT, MR RO A CTIRMERE & & 12 AST 38 KLUV ALP O &2y
HHT. ASTIZHOWTIE, MEMEE HICHTIREEOEMAFEO 5N Z &b, HERME
PEEZ X DT~ DR ENE 2 i, ALP 1L, JREMRFAMA CIE B L O E I
BREMPFBD LN TNDZ D, ZOEICEEET 2 FREEN S 2 bz,

1000 mg/kg ¥ 5EECR VT, FIRRTIE, HEORR LRRIICE B AR S, Mk
FHIZEE LT, R EERICERZ L, B, BHRFERRD b, WA
A CIE, MERE L & I3 FRICRRRLE O R O, B ICHTE oAl (HEEEE %o
A S ETe), BRI TR O 22Nk, BN IREE LRz oz fadfk, A B Rk PR R PR
RANE, BREDIZIRBMEDOHZENE, ME ks X OKRBREICERENNZEO bz, Holmi,
FEWE (d ZOVE ) DIREE B2 o 22 R bl 3Ab = E % DRI 69 5 BOSHED 2 b & LT
OBNTEY, RYEICERFREAND Z 0RO ONTZ(LTH L AIEENE 2 b,

1000 mg/kg # G-EEOMED 1 6] (B FE 5 : 50458) (2T, AICKHFREGE, FHY o8
Hi & BRI Y o RENC AR AT D i, REMEMERFRE TIE, MoR/EEH M, THHY
VORETEIGRIIE Y R EiIE & BRI TR D HbivTe. 2 OZRIE L HIOAITED B
NIEZEETHY, ZOMTIIREEMEDH 5 20ITRD bR o 123, HERMERSE L O
B E TE R o7z,

300 mg/kg LA T OHERETIE, MEME S b ICHBIE R 5B 5 LB 2 b ZkiT
MmoT.

UL EDOFERN G, ARBBREA T CTIIMERE L HIT 4- A F AU X7 LT & Ko 1000 mg/kg
FERETIE, —MeREEOZA L, REEIIS, EeEEEEN, REEM, KPR U L0
i, JREHEB IR pH OIKfE, AST B LIWALP OFEfE, FEEOHM, KX L&, ST
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B, H, ERE, AREERE, B, HE e S ONTKEREICBIT IR AL L E S,
BRWVE R GICBE LB LTERD LN, 4-AF A AT IVTF v KOS 8Tk
EHI2300mglkg &E zx iz,

2 HEE
4-AFNRUXTNT e REeMET ~ M2 90 BB ER DG L-BIcAE U5 EEEL
DOF MR N OB 2 Mgt U=, B5 H &I, 0, 100, 300 3 KUY 1000 mg/kg [Z7% € L,
BRECITHERERS 108D T v b &t Uiz, EHIFY, T X TOEMIC OV TAEEDOMHEE,
—RRREBR ATV, REECEBHEZHE Lz, £72, IRBERE 2 %5 BibaTH L O
#5133, JRIRE, MRFIIRE &K QMR L R 2 # 5 13 I %M L7=. 90 H o
TG T, B e RS, Ik, &8 EE N OYNERRROMA It LT,

3 MEtEB LUHIE

3.1 HRmE
A PR D4 AF R AT VT B R (4-methylbenzaldehyde)
GlIEA :p- bV T IVT B R (p-tolualdehyde)
CAS %= : 104-87-0
{e===v : CgHgO
oy : 120.14

WEALEMEE  TRR RIR, f EE ~ RS, BV BEOREREAT D
ml s s -6°C, BN ; 205°C
KICAREE, =& ) — LI AR

Ry N - I
ol : 98.2% L I
e : I

PR EERFTE D OBE & 5 1500 g

B : 1416.21¢

e vicoS-Isie | [] '] |

2 ek T o r Y Mo T, EBEAT uEEAmEmE 550
£Z5%7% GumEnEEE) OERYEORIEIZ OV TR
JEEER 2 IV TRt T o # — T L72RER, IR A
7 MiE—BLTERY, ERUIMETOERBRMEIIZE TH D & Ak
L7z (Annex 1).
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3.2

3.3

3.4

RAESAF : W (5.7~ 7.2°C), &%, W
AT L ORAESE - mmEiEml G5 -
[ 11 RESSEEES)

RAFS P . I

AN INS/4 CWEEBmEY Y 7 LT, K59 2L, R O
[ [eES APy

Bl o P ALPLE, YA BLOMREA T EFEH L.

<t BB

4R N = = S 1

LGS T HhTAT AT

PeBRYEE FLEAEE D OB & - 500 gX36 A

16 & : 500 g X 35 A (17286.98 g)

PRAFSRAF DEIR. 2L, BBIRE LTHORLEEAE, ERREARICA
L, W TCHRAFLT.

RAFS P . I

Bk EoEE CRRICR L. AR LS RITEE L. £, PRI L
Do TRRITOWTIE, HBRMEERELECBE L.

BHROTRE L O

AL 1% DGR E A BRI R LT, PTEORE LD KD I
BEMZTARAT v 7L, A¥—F—%HNTHEMR ST,

A D EETEPEDHERS S VI 1 R B

ORAFZeAF BRI, WK CRIF L.

AL D2 E

13 X200 mg/mL DGR SOWT, RS X0 ERTE 8 B+
FEILIRAT 6 FFf O G5 o OB E IR 2 RNt A & 0t o
B — TN LIRS, 217313 1 mg/mL 28 97.0%, 200 mg/mL 7%
97.9% Th v, ZETHDH LYW L7z (Annex1).
TR EOFER R OBRICIEIY A7, ALAFR, REATEZENL, RA,

IR, R2JE ¥ L OIS & o Befih 48T 7.
PRRTABIR OALE - BEENLSY T D701, FEXEFEFTEW & LRI L7z,

i, R : 7 b, Crl:CD(SD)
A A : SPF
HEPESERE c BRF ¥ — R - U R—RA 4

-11 -



WEwmE=42) 7  BWEEREL VT -2 2 AF LI

gy E P 7y MIEHERBRETCETHWONTWLIEMRTH Y, HuF5EaT
TOMHARBRNEE CTHHZ b ZDORMERE LT,

= NEVWE : WERESS 44 T

S NIRgI D MERE & b 5 D

ZOERR AR : £ 113~132¢g, ME112~133¢g
P G BRBAREEE o MEREE B 6 M
e 5 BRAA IR G PH ¢ Mk 189 ~ 217 g, M 162 ~ 199 ¢

iR . WERESS 4 B
BRI : MERESS 10 P
35 Mk L UL
1 [ CRREMIEIEZ AR (BRELR) 2OME 6 HE TOHM.
BB TR IR 2 & D 7o R 1 B £ T o Wi,
5k R RE A 1 B LB L, KEAZ AR, B 6 0B L ORI

WZHE L7z, E£72, BB I IRB RO A A i L7z
3.6 BT
R s X ONBIME I 2 S8hi L 7z — iR BB %%, REIE B L OIRBH AR A O R, #E

1B CIEIRBH PRI A ISP RO b7z, BE TN LT, BESITIE, =2
Ea—X A7 L (MITOX, =HiEMT AT 28k t) 2L, o0 (56
SRETH) OREIZES W CREB ML EEE R HIEIC & SHOFERENY—I12/2D L)
\ZAT - 7=, BES RO @M DR EPHIX, MET 183~206¢g, MiT162~194g TH Y,
WHRE (M 19959, M 178.99) @ +20%LLNTH -7z, BES T D BNV B I35 5-BH
IR RIZRERN RSN L, IREEEFIEE I > TR H o 7.

37 B XU — Yok

EL7)] D ARFIZME 7 = L R CREICHI 2 AT, BRI AT o 7.
BT RITEMNICEME > ARL, BEHENZIT- 7.

fEr— D BE T RN AT LT 7 LIS ERBR No., @31 No., PERI,
r—Y No.B LU | BMAEF LTz 7 Va2 — Y ORI
w~LTz.

FEOD TR IV IC 551 LT T ~LIZRBR No., B4 No., 3],
wEBRYE, M&E (BK) BIOHE | ZREMTFLE T V2487 —
ORI R L.

-12 -



g 1

: 22 + 3°C (FEIEiPH 20 ~ 23°C), 50 + 20% (M FH 39 ~ 52%)
: 10 ~ 15 [m]/REfH]

: NLHRHT 12 R§ff (8 : 00 ~ 20 : 00)

3.8.2 fAlF M B X O E HiE

br— OFESE

: 77y FReRRAMK 7 — (260W x 380D x 180H, mm)

17— o1z OWAEYE : s LOBIHEEIR X 2 LRI, BT #IiIT1me L

br— 2 i

SR
= B

g
B
=

(\‘¥4

SRR L EISERE L, F %% 28I 1 BB E T L7z
B - AEES AP
CREVTRRER IO E 14 HICE L, E 0% 2 B\ 1 EloMEET

FElhitn U7z

H bR KIS E O K X ¢ 1 [R50 L7z,

IK AR A H
ENDOTET

ENOIHE

3.8.3 fiilf}
TR - 447
BUEEE
el 5 15

1G9 E 5 DHfERE

3.8.4 fElK
FEAE

D R OAMEH LT,
1 H 1[R5E)E L 7=,

WHERREERB LI v ERMFE L 1 W HEA CRZEICHERAT 2
BERMEEL L H 1EERmEL 7.

: [ERER R, CRF-1

DAY T H VIR TR RS

D AR RRE AR A W CH RICE RS E .

C RBRCERE L RIZTRNO G DVERMEEORBAHH L%

2y b () ROV T Lz, i —n
Tq4v e T=RT U RTaZ s b TAT 4 v TRASH (O
= 1N0-—’ No. I -
F ORGSR (orRBRSEE - No. il No
W) T, o7 — 2 A fEHELEEE O AT Lz, offEA &
PRI AR A DR R E IR (S U 72, ofr ofER, W
NOHEBICHHFRMAE B HHITRO b o7,

: < E K

-13-



fa KT IE
HoE R

C BEMGAKIEE & 5 W Tfa K E 2 O THHICER S E .
CRBIOEREE RIZT RO L 2GR EEFECSOVT, il
1 LILdl LI Is A= & FREEE O
A () OB 2 BRI L THERE L7z, 03 AR AR
At OREmAERRZE - No. | - No- . \o )
PATV, ST —2 % AF Liz. HWHEE & A MITEBREER O
YEREPIEEICHEIL L7z, DT ORE, WIhoEBICHHFRHEE
B2 D EITRO bienoT.
3.9 FBRIE DAL
3.9.1 HEHBORE
: 0 (%fFR), 100, 300 F3 X TY 1000 mg/kg/day
CTHRAR GURE S ) O S (T 100, 300 #5 X O 1000
mg/kg/day), 1000 mg/kg ¢ 512 BT H EHE R BT Do
Tz. LIeAoT, RRBRICKW ORI G CRAMES ST
1000 mg/kg % & L L, LU FZAKK 3 T 300 #5 1T 100 mg/kg %
PR LA RICERE L.
3.9.2 FEREE DK

FREREE DR & B REOBME F T L Fom by & L.

e RE  K5AEE ;W (B E )
AR (mg/kg) (mg/mL)  (mL/kg) i3 i3 Akt
pogichiis 0 0 5.0 10 (10101~10110) 10 (50151~50160) [
X H 2t 100 20 5.0 10 (10201~10210) 10 (50251~50260) (53
o B 300 60 5.0 10 (10301~10310) 10 (50351~50360) H
Ikt 1000 200 5.0 10 (10401~10410) 10 (50451~50460)

SHREEICIE, MORE L FERD 7L THIKD A 245 Lz,

393 &5

BEHEBIOERGRE T4 ARV ITALEY T BT 4 AR—FT L) V%
MAWT, sl H IR A&G L.

G5k LOR G OB EHH
FEREEE, B MO YEREICRE SN D TREME DO R b R & WREES
ThorREAKE L Lz, #BMENE TH L7720, RERGIET
T REE~ DO RBNBEESIND 2 0D, MR OREEZERL
7.

-14 -



ERSACIE~¢ :1 A 1[E, 90 HFH.
P G- :9:01~12:13
5 B D B EIROF G EITRE B IR b ITWE A OREIZE SV TEL
L.
310 @iz, WER I OHmAHHA

BHBERZHRE 1 H (Dayl) CEEL, &5 1~7 B2#5 1 (Week 1), #fr B 1X#
590 HO¥FEH (Day9l) & L7-.
3.10.1 —fIRAEBIZ

%% =

1 B L EBEIRA E T

UHES B HHIEHIE L B 28 (RSRTR L OEE%) , HIBRAEZLA 1E
B L.

BTk B2 OB OESE, SMEL, ITERICOVWTRIR L. BRESRD D

NIEGEE, TOERZ SN LA Z5ek Lz, Ehlk
K OEFHT K D22 EH TN 2o 7.
3.10.2 KEHIE

Bil%k el

HIE H P51, 4, 7, 10, 14, 21, 28, 35, 42, 49, 56, 63, 70, 77, 84
FBELOV90 HO#EHRIZ 6 NIHR B ICHIE L.

W E 71 B A EMKFE (GX-2000, kst =— 7 R 74) ZH0
THIE L.

REIE & TR X0 EH L.

3.10.3 EEFEAIE

Bl
e A

HET5 1%

3.10.4 IRFL =AM

Bk

RERNE (g)=85 90 HIAE (g)—# 5 1 HIKE (g)

==l
¥ 5.1, 4, 7, 10, 14, 21, 28, 35, 42, 49, 56, 63, 70, 77, 84

FBEON90 HICHIE L7z,
AR EMKFF (GX-2000, A&t =— 7o K F4) 2HWT
LEkL7c. BEFMGBICHEY B2 ER S —VBICHRE L, £0®%IT
HE A IZFR T & X OGE & 2 1

72720, BAGHE BIZFREE RO & LT,

D GBI ARG, GBI T IIASHE 5 B (IR S O VIR

-15-
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P LTz)
IRF 1] : B G BRAAET (BIME IR P S2h) d K OG- 13 1
Ak AR 2 IR 72 L ONC A Y » b Z 7 (SL-2, BLFRSth) %

HAWTHIZE L. Wiz, #lER (X RV P, 2 RESEKRASH) ©
Bl S 7218, AV Yy T TERAWCHBELARZBIEL, REK
B AZ (RC-2, HLFIHENESH) 2 AW CliREZBIE L 7.

3.10.5 JRM#E

%% C BRES B (RS DOEWIEICEE L)
REHA &5 1338
15 cIEfE R T T v MM —Y (KN-646, B-17, #RthE AR

EAT) ZRHOWTEIRL, BGEEZNOHN 3 REROZIRT [1] ~ [8] %,
FM 21 M O F R T [9]~[13] & FEhi L7=. [8] JRILIEIZHOWTIT,
1500 [al#5/45 T 5 M O BER ISR 24T - 7=, BRELL 72 R I3

HTRBERE L.
MAHEE B LA %
[1] pH AERARE
[2] EHA (Protein) ARBRAE
[3] B (Glucose) ARBRAR L
[4] 7 kK (Ketone body) PRBRAE
[5] vu ey /—4> (Urobilinogen) ARAE
[6] v ULt (Bilirubin) ABRHLE
[7] WIS (Occeult blood) SRER UL
[8] PRUEWE (Urinary sediments ) Sternheimer Juf&, i
[91  JRE& (Urine Volume) ENE
[10]  tkE (Specific gravity) JEATEHE
[11]  F hU T A (U-Na) A A RIEM (ISE) 14
[12]  #»VY 7L (UK) A A B EM (ISE) 1k
[13] 27 wm—n (U-Cl) A A B EM (ISE) 1k

[~[7] AT AART A4 9T R, =R RANVATT -EAT T ) AT ¢ 7 AL
[8] BEMSE BH-2, BH2-MDO, # U 1 X2k T ¥kt

[10] JRIEEIRPTEE Y = 2-S, BXathT & 3

[11] ~ [13] B BYATEEE 7080 T, HASHEHIINAT 27/ mo—X

3.10.6 IMiEFrIMA

Bl : h
fir 4 D HRRIRF (S BR
ATk D AZPEDO—BOMET (16~23KfH) T7 v hE2A Y TNLT

-16 -



@AY INT AT CRTERASAE) FREE T CIEHE R EDR
oI L=, MAHEAD S H [1]~[10] ([Z2W\W T EDTA 2K (+X/
Y7 M EZERNE, T7EKRNSH) TR L2 1 mL &
AV, [11] BEO [12] 190V TIE, 3.8% 27 T fEF kU w7 AT
PL72MikA 1 mL (3.8% 2 =27 U © A 0.1 mL+ifiig 0.9 mL) %
0B (59 2000%g, 10 47, 4°C) THRELAIMEEZ HW-. H o
Foifig s K ORI IR TRBEEE L. AR EAE DT
b, AMERBHEAR (May-Grinwald-Giemsa Yea) 13/ERLL 727 72,

MBAEH B L OBmAGIE

[1]
[2]
3]
[4]
[5]
[6]
[7]
[8]
[9]
[10]

[11]
[12]

FRIMEREL (RBC)

~~ k7 U Ma (HCT)

~ESZ v B URE (HGB)
FEIRMEREFE (MCV)

S FRIMER~F 7 1 v & (MCH)
EHHRIMER~F 7 1 v R (MCHC)
i/ REC (Platelet)

H I k% (WBC)

MR M EREL (Reticulocyte)

H I ER 53 ) (Differential count of WBC)
gk (Neutrophil, 10%/uL)

[F 2Bk (Eosinophil, 10%/uL)

[ 3Bk (Basophil, 10%/uL)

HLER (Monocyte, 10%/uL)

J > 3Bk (Lymphocyte, 10%/uL)
7a hu e rEE (PT)

TEMEALER Sy b1 AR 7T AT IR
(APTT)

A WwN B

()]

R TR

B RRPUR 5

SLS ~E 7 1 b ik
RBC, HCT fE & v HH
RBC, HGB fE & v & Hi
HCT, HGB fE & v & H
R 5
7ua—H% A4 ~A KN —ik
7ua—H% A AN —iE
7ua—H% A ~A KN —ik

e RFTAF %
T TV UERE

[1] ~ [10] H @i ER Iy HTEERE XT-2000 iV, A A v 7 ARt
[11], [12] 4= H )i ik ke E 24 & CA-620,

3.10.7 Mg b FaI A
il el

e 1]
Wt 75 1%

D R (BRI

ARy 7 AR

CAGNINEDO—BOMAE T (16 ~23Fl) TT7 v hEA Y TILT

@AY T7NT AT CREERA L) BRER T CIEE R EDR
IvgEM Lz BMEEADY DS [1], [6] &2\ CIEiiE 1 mL 7=
DAY F Y TN (~NU U F RY T AEN TAY], 1000 HAL

-17 -



ImL, =A U477 —<REH) 20 BAL LB, =O008E (W
2000xg, 104y, 4°C) THEOLNZMAEZHWTHRE L. thoHEBIC
DWW BRI D BREBRE (B2 U —2 A, RAFSMHERSH) I
MRz BRI L, =.0508E (F 2000xg, 10 47, 4°C) T L iMiE %
AWCTHRE Lz, s LM, RAEK T%-20°C LLT CHiE R
FL, R THETICRERELL.

MAEEHB X ORAE

[1] AST JSCC %

[2] ALT JSCC %

[3] TIAHYRATZ 7 H—F (ALP)  JSCC ¥

[4] y-GTP L-y-Z /v & I V-3-F1 )V R ¥ To-
4-= b7y =V FHEH
%

[5] 7' —Z (Glucose) ~F Y X —Bik

[6] oL 27 m—/ (T-Cho) B SRVE

[7] FUZUEY R (TG) Wil 7 U & v — Bk

[8] BE UL E Y (T-Bil) =R

[9] ARV ER (TBA) L SR G I/

[10] JR%EZ=FE (UN) v L7 —+¥-LED

[11] 7 v 7F = (Crea) B SRVE

[121 F hFU DA (Na) A & BIEM (ISE) 14

[13] HVUTA (K
[14] 27— (Cl)

A o RIEM (ISE) 15
A U RIEM (ISE) 1

[15] HwA (Ca) OCPC 74

[16] 4EE&Y > (IP) Fiske-Subba Row 7%

[17]  #EH (TP) B Ly ME

[18]  AJG k. (A/G ratio) EEDE LR

[191 773 (Albumin) WEREEASE LD R
[20]  #FE4yE (Protein fraction) T H 0 — AV ERIKENE

B-ru7y
y-7 a7y

gk~ W NP

TV 2 (Albumin, %)
-7 27 (al-G, %)
-7 27 (02-G, %)

¥ (B-G, %)
~ (v-G, %)

[1] ~ [17] HEho s
[18], [20] & HEES

3.10.8 #IH:
B %k
fiés 1

B 7080 2, MMX&ttESIANAT 7 m Y —X
VKBNS AT EBE T T A2 VU2 =7, XS~ W

==t
%590 HOFEHI|THE M LT,
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A7k

P 39 D ffe 7

arE - AR

3.109 HREEENE

Bil%k
15
e T7 ik

TR B & O R

AR EBEL, ATV T Yy @R TINT Y, v AT o
A ) OWARREE F T, iz X0 2RI, 2HO
RE MR A NIRAICBIZE Lo, £72, LT O&E - MikE 10%H %
FEE AL~ Y SACHEE - RIF LT, 7ok, IREKB L O —F —RiZ
TEy Y U THEE-RFFL, FEB ZOWE LRIXT T K THE
E, T0%T X J —/ZERAFE LT, I DWW CIREE R 2 EA R IR E
ELl. EFAOHDLWEICONWTIE, AL bEE - R L.

D MED BT OV THI B OFRATNC R 2 BRI L, 2V a s
LT, JEFBAMEE T ol L TR 2R L, mEEEEL
(395 BEAL R R OB & L7,

DI, FEE(R, FBE (), FURAR, LEUIMA, BRR, DR B, R
B, REX, IR, R B, IR, &, TR o8, MERR
(TR, &), &, ¥, +Z8W, 205, BB (A = URE
te), B, A, B, WBEREY o%E, R, LR (RHIE LT
AREED), BeRE (MEER), WEbE, AEH, REE LK, BISZIR, T (RE
BrEte), DRE, DN, FE, B, &k, IREK, ~N—F i, YN
VIR, KREIR, ME (BREETe), KERE (BBEET, £), KA
(LBErRE, 4), B (RERTEER, ) B & OIRE R AL
(IEF KRk & OBE TS T0).

s 24

;IR

s B EMRFE (GR-200, sttt =m— -7 R-74) ZHNT
UTORBEOEREZRE L. EAOHDHIEWEIZONWTIE, £HE

O CTHIE L.

DR, D, TN, R N, ORI RR, REEL, REGEEMRET) ; LA Ek(g)
TR, MEEARCE TR, RRR), BRRER(EECMEETe), M, M,
BIRE, BISZAR, JREL, 78 Bl k(mg)

ek E R FIR B ICHE Lo REN O EREEEH L

3.10.10 J% BRAHL A A0 A

1%k

CREER KOS HEREICOW T, BIBERCEE - /T LI 2d
B AR OWTEAREREZER L, SRl 2oRE, B
BERE, WERR, W, KRR (RS, 4), B ORBR EE,
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£, ME (BHET) BLOKRRE (BHiate, f) [2o0WT, 2,
B ERIC DN, HEORFIOBEARERZ F L, Sifk L7z,
AT 5 1 D RT T 4 VBB L, N~ RF Ty U R AR A
B CHIR LT,
3.10.11 NEHJT > RaARA » b
fRlE T OB PSR RELISMT TRED L 9 R EBII A Do T
R R ENAD (IR — B Al BN E E & b L C 20%LL 1)
PPk - JEBR#RSR, AR, HBEIRFIZRENAON, WRIE T L TWD.
BRI COREN FIAD R WEREZ TR AR T\ b EEb b 56.
ERHS, ANERRITE A~ D BUS 3 B B V22 W RS BURF ke S LTV 5 456

B W npoR

3.11 WMt ERITTiE
I a—F VAT A (MITOX, ZHiEM Y AT AR SH) 2 AV T30 L.
(KE, (REENE, HiE, RE REWE, 0EFORE, n#barme, S8 o
X RS LU EREO KGRI OV TIE, BRSPS L OEERAZ R H L, Bartlett
DIREILEEATVY, FoBME2 M L7z, B0 (p>0.05) OFEIE—ChLE S # AT THEMT
L, RE5580 (p<0.05) D4 1E Kruskal-Wallis O EE TEFT L7=. —Jold & By i o
R, ABREBAONIEA (p<0.1) 1% Dunnett ORREEZ VT FREE & O LA 1T -
7.
Kruskal-Wallis £ DfEHT OFE R, AEZENSEONATZEE (p<0.1) & Steel OFEEREE HW
TR & O 21T - 7=
JRER LR EMRE % < IRBRE ORI OV T, Kruskal-Wallis o & 15 THEFT L,
BENHZLNTSA (p<0.1) 13 Steel OREEZ FH W TxFREE & DI A 1T o 72,
%t HRRE & DR EIC DWW TIE, 5% ARiE AR L L.
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312 arta—%T 2T AOFH
LUFIZRT 7 — % OUWEEIZIE MITOX 2 L7z.
FoTA T4 —fRIE, R, B, JRRE (REME), MLKFHORE (PT,
APTT #Br<), MiELFHIMRE (AGH, EASEZRS), #EE
B, PR R A
FT7IA4 T =% RIRE (REME%ZRL), MKFRRAE (PT, APTT), Mmik{bFaIM%
& (AIG L, EEAsH), HiE
ayta—F7n ba—Zix, TZNEOHEH, AREZRERLT.
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4 pEAE
41 —fpeikneBlsR
— AR BEBI 2 DO FE & Table 1-1 ~ 1-8 33 X OY Appendix 1-1 ~ 1-32 (27~
1000 mg/kg #G-HEIZ BT, #1554 HEUARE, MEME TR A DN A BN Sz, =
DOFETIX, HETH G 59 H LABRIC RN 2 Blic A bz, ZOZBITMET I A I
1 CTH LT,
1000 mg/kg #x G REDHED 1 B Tlx, #5 73~75 HIC EUIEMIT B LT, 7 —I W
DHERTHY, FHRMEERG LIZEEORNELE B 2 b,
300 mg/kg F HREICBWT, &5 9B I ON10 BHIZHE 1 FI TR 2 A B 7248, 1000 mg/kg
BEFETITROONRNZ LD, HEBWERE LIIFAEO WAL B X b,
ZDIEPOENZ—ARBRICEF TR O b n o7
42 (K=
KB O RAE % Table 2-1, 2-2 35 X OY Appendix 2-1 ~ 2-8 |2/~ .
1000 mg/kg # G-HEICB VT, HMETIIH G 35~90 H, WECITH G 63~77 HEB L U5 90
AT REE & i L THREO A ERIRENFE O b7,
300 mg/kg LA F OG-8 TlE, MEREE I G MM 28 L THEZITRD bhienoTz
43 fHff&E
B EORE % Table 3-1, 3-2 3 L U Appendix 3-1 ~ 3-8 (27”7,
1000 mg/kg # G-HEICB VT, METIIH S5 28~56 H, #584~90 H, MECIIHE 7~90
HASTIREE & bl L CHRERE O A E RS HE AR b,
300 mg/kg #G-#ETIE, METIEIE G 56 BICKHEAEE L it L CHERSENRD bk,
HETII&EG WM ZE L CHEEITRO bR T,
100 mg/kg #% 5-FEClx, MEEE bICHE G MM 28 L THEEITR D bLero T
4.4 HRFFER A
IRBLAOME D A& % Table 4-1, 4-2 3 X OY Appendix 4-1 ~ 4-8 (2777,
W OEMIC b 5Bl AARTI KOV 13 RIS M L 7RISV T, BE TR b
Moz,
45 JRIaA
PRI D kA% % Table 5-1 ~ 5-12 3 X O Appendix 5-1 ~ 5-16 (27",
1000 mg/kg #G-HE T, HMEET, REAOAERIKME, TNV UL, REOHEZR G
MWD BT, HETIXIR pH OF B R IKENRD b,
ZOMDOFETIE, WTHOHEBAIZO AL ORICABEEITRO bR o7
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46 IMiEFAIRA

MR AR A D FlfE % Table 6-1, 6-2 33 1 O Appendix 6-1 ~ 6-8 |2/,

1000 mg/kg #&G-RHECIVNT, HERE L S IZAFBERE O A B RRMENRBD b7,

Z Ol 1000 mg/kg # H-EEIC I WNT, HETIE, RmEkE (RBC), PTELWNAPTT OfFE R
M8, MCH Of & emfE, METiE, HCT O EZRIKE, MCHC O EZREENED L.

300 mg/kg K EREICB W T, HETIEMCV BEXOMCH OF B EENGED b,

300 mg/kg ¢ G-REDMER & O 100 mg/kg BEDMERETIE, xtHEEEE OMICHEEZITRD 6
AN el

47 M LRI A

M LR O i % Table 7-1 ~ 7-4 33 X OY Appendix 7-1 ~ 7-8 [Z7”7.

1000 mg/kg # 5-REC BT, MEMEE ©12 AST, ALP OF ERiEfE, Cl OFE KM 72
DO, 2 Ofth 1000 mg/kg FEHREICRBWT, BETIXZ Vv a—AOFERIKE, #TiX
T-Bil, TP B LU Ca DA ERIKE, B-COAERSENED L.

300 mg/kg #EH-RETIE, MO B-G ICAEREENRD bz,

ZOMTIE, HEREE HITHREE L L CHEEITRD bR o T,

4.8 HIRHT R

MR AT R % Table 8-1, 8-2 33 & OY Appendix 8-1 ~ 8-9 (27”7,

1000 mg/kg #G-HECIVNT, BETITR R HAREICE B AEN 76 TRO b7,

ZOREOMETIE 1B (@E B 50458) (CATICHEARGE, THHY LoRE L RBRIEEY oo

MIZAREAL T D By, B TR A TlX, HilCBhE L 722 eRiRo b,

W ERESMoFE A AL, 100 mgkg B5HTH LHICRD bivT.

ZOMTIE, BETBOOLNARDST.

49 HWEHESE

B EEOMAE % Table 9-1 ~ 9-4 35 L O Appendix 9-1 ~ 9-16 (27”7,

1000 mg/kg & G-HEC I WT, PR CIIMED fExf I L OMHAT B &, M EEICH
BRmERE D b,

ZORETIE, MEREE B, O, MG X OO EEOF E R EE, T EREOMH
X B A R A ARME, HECITRIR I KOS R oMK B RIS E R, M, REEABLO
FEOHMEROFEREM, M CIXMERR] X ORI OHEMEEOAEREMENED b
7=

100 mg/kg #5-HEIZ BT, HETIE, TEA DM EEICAERIEENFE O bz ns, HH
P E AT A 72 <, 300 mg/kg & 5 HECIIAEEITREO DRV L0 n, HBRmE &
B LIFREEORWEEEZ BT,
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Z O, 300 mg/kg & 5-BEOMEREFR X O 100 mg/kg #& S-REDOMETIX, RIREEE ORMICEE

TR b ho T,
4.10 RIS

Jpy B S O B A O A & Table 10-1 ~ 10-9 33 & OY Appendix 10-1 ~ 10-33 (27”877

1000 mg/kg & G-HEIZIUN T, MERE & 150 T RIS EORLE o 53 WK (B ; #2435 41,
M 5 AL B1), BICATE oAk (K B4 B, M B3 B & B o AL (K
B 3 B1), BMEILE SR 02l (k2 1, ME 5 L ), DGR LRz oo 2E
Fadb (i 5 #2783 451, @R 7 B, M HREE 3, 4RAK 6 ), AL piiRR I BR Ry i SR 2
(K 4806 B, i BA5 B), BARFRICIRIBME DR (KE 5 B4 51, ME 5 B 3 ),
W L BRI (B T B, E  HERTS B), RBREIERHN (KE ;e 5 B, M e
MOBNARO BT, S HIZZ OO/ TIE, FHE RICERRZ( (% 10 #1), &1
(B 10 ) , RS PFIE (BN 7 ) 2358 60 H ATz,

Z O, 1000 mg/kg B G-HETIE, MERE & SIS ONBIC BRI ME S E M Re =t (R 5 B 4 431,
WEEE L5, M 2 06), HECEMEOINEILAE (B E), FEORME OLM (B 1 5),
PN oD VB SOEME M IR (A 1 ), EWBR M o0 MR R PR AT M AL (B ), o
A TOVHIZHVE LA (B 2 ), MECAT O RRGPE L (A 1 1), AFRBC IR 2R (8
L), Mo bRCHIlE oA (1 BY), BISZBIC SEVERI IR (B 1 6), FEE(K
(CEAEHBE B (AL 1), FUIRIRICHRRRIESR (B 5 1), THHY /)i & G Y
> SEC IR (RS 1 6) ARl b,

300 mg/kg B G-REIC U T, BETITR MBI 7 M AT, e C IR B BRI E o (R Jm M A M R
ERBO B0, FHEO 1000 mg/kg & 5-H TIERO T, KBEEORBLTHY, |
Bk D15 T —Z TRODNIENITH D Z L0 h, WHRWHEEG L IZEED 2L
EEZ LN

100 mg/kg & 5-HEIC BT, HI ORI LIARICHE A AR OO bV 16T,
THFHEPFEO T,

5 Bk LU

1000 mg/kg 5 5-HE i, HELEE & ICHRER D 2 WIT MRS HUL S 4v, (REHE NS
BLOEEEOHEMAFED b,

RBE TS bICREAOAEREME, 7MY va, REOFELRGME, HETIIR
pH DA EZRRMELFERD b=, R EAIR A TIEBIED 2 W IT FEEICE (kIR <,
ML ZRE CIIRFEFE, T Y VLA, DU TABLORS L a— R TBEEREE R
ZEnD, BEEDO EFLRNEBZ DNz, REOEIMIEEREOBIMIE, HKEDR
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HOMU TW D ATREMEZNE 2 Dy, fEEREOBINTMERE L ©12 10%RRE TH 5 Z LIiTxt
L. REITFEHTIEFHOEMEZ R L TV, Eio, AETIERLS, ToMOIEBEICHLE
D72 72h%, 300 mg/kg BT HMERE S HICRETIXEMEEAITR O TV, ULEDZ
L, 1000 mg/kg BECIXRE, JREHA, TR UABIOpHIZH LT, #EBWERE 5
K ORBOWREMENE Z b,

1000 mg/kg #5-HEIZ BT, MR FAIRR A CIEIMERE & & IR O IREN G D b v
25, Ao BMERICEE S 2 MEH A TiE, REEI2R2»o7. HETIE, RBC, PTRBIT
APTT OFE KM, MCH OFEREMEN RS b, MTIE, HCT OfFEREMH, MCHC
DEBRFEEIFEO L. BEO PT BLXOAPTT OF B REMEIZOWTIX, APTT @ 1 4
ZErE, XHMEEO®D (PT ; 15.3~233sec, APTT ; 14.2~23.4sec) NTH v, JHELHERET
FIRREICB VTS IR 2 5 9 ZEDBBO NN &b, #BRwEKR L & ITEED 72
WELE B R bTZ. HED RBC OF E &M, MCH OF B2 E, Mo HCT Of &F /2K
5, MCHC OFEREMFEIC OV TIE, M E IR M ERE S 2 id e <, BN
FHREICB O THEMZE > BITRO LN oTc. S HIZWTHILOHEE & aBRiiER O
H 57— 2 Vo&i (% : RBC ; 811 ~ 1089 x 10*/uL, MCH ; 15.8 ~19.2 pg, M : HCT ; 35.6
~49.1%, MCHC ;33.7~37.1¢g/dL) NT®H D Z &b, WBRWEHRSE & IXBhEO WA L
Bz b, 300 mglkg BRI WT S, HMETIE MCV BELOMCH 126 Of B2 EED
R HALTZDS, HEIRAR ML ERECO B RO A IS B W TR LA 58 5 21137 <, 2fl3
Bk D5 7 — & Vo #iPH (MCV ; 43.2~545fL, MCH ; 15.8~19.2pg) W Th 7= &
Mo, HBRWERG LIFEEORNEEE X B,

1000 mg/kg & G5-FEIZ 3T, MR PRI A CTITMERE S 12 AST, ALP OF E 72 &1H,
Cl OFERIKMENFED iz, AST BLOALP O EEIZ DWW, IFIRICIZBEE T2 &5 %
5D IHEALB AT R <, AST X426 TRBRIi O 7 — & Vo (K ; 40 ~ 178
IU/L, #f ; 40~ 310 IU/L) N TIiZd o 7zAy, MEREE & IZHFIRE R OBMMAED bz 2 & he
5, WERME G L DI~ ORENE 2 b, ALP I, REEREROMAE g B
FORBEEITEREEMPBDO LN TWD Z b, ZOZAICEE T 5 RERE 2 b,
Cl DIREICSWT, T RU DA, BY T LECEMTRLS, MEREE & IR0 235 B % o
W7 — & Yo#iH (Cl : & ; 100~109mEg/L, #f ; 99~109mEQ/L) N TH 5 = L b, #iBk
WERE IO WA E B X BT,

1000 mg/kg & G-RETIE, HEDO 7V a—20FERKME, Ho T-Bil, TPBL N CaDHE
RARME, B-G OAEEREMENEO LN, Fa—RAIo0n T, 1HERE, SHREEOH
(156 ~ 212 mg/dL) NTH YV, FINRBRIEH O #T —% YO#iH (Vb= —2% ;117 ~
231 mg/dL) THDH Z b, WEMEERGIZX2HmEE LTI neEExon. T-BIillZ
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ONWTE, RIETH-72Z b, BHEFIICEROZRWELEEZ B, 2F] TRBRHER
@%%?~&”@%ﬁ(rmuom~ammWM)W@@é:&#%%,W%#E&ﬁm;
DB TIIRVWEEZ BN, TPIZOWTIE, AGH, TAT7 I CEESEITRL,
A B AR R A CIIATIRIC B 2 B ITRO b o 7. S b2 TR O
7 — 4 DO (TP ;51~729/dL) NTHHZ &b, WHRWEE S X DEIELLT
TRneEEZ b, Call >\ T, HEMETAIBRA CITFRIREREREE S LS 2%
TRIET HEAGIEER D b, Al TREBMR O BT — % Yo#iH (8.8~ 11.4 mg/dL) N T
HHZEND, WRMERGICEDEEE L TIEIARNEEZ LR,

300 mg/kg LL EDOFEGREECEBWT, D B-G ICHEREMENRBO bz, AGH, TIv

WCHEZIX7e <, 1000 mg/kg B 5-HETIE 2B 23 % BEEOFIPH (B-G ; 10.8 ~ 15.5%) N

TH Y, 300 mg/kg L OGO LFNRBEROE RT— % Yo (B-G ; 11.8 ~
20.6%) NTH D Z &b, #BRMERE LITEEDRNELLE LN,

1000 mg/kg & G- EEICIR VT, SEEE T, M LIS, O, S X O oM
HEREOABEREME, FTEAOHEEEICAE KM, BETIXRAIERXIOBROMEITHEEIZ
AR, Wi, R EERRS I ORBEOHGEEROAE 2 &M, M CIEMERIRS L ORI O
FAXTEEOA B R EEIFEO GNP, WT IO E b b ek B & OARE &5 5 T HE s B &0
FEOELLN—FHDOENTHLZ b, RAEAEICEELZE{LEZEZ b,

1000 mg/kg #GHEZB VT, FHRTIE, HEORKE ERBHICHEAGENSTRD S, Mk
FHELE LT, R ERICEIRE N, B, BT REEER RS biis. FEERTW
AL CIE, MERE L & IZ5 FIRICRRRLE O R O, B ICHTE oAl (FEEEE %o
WA S ETe), BRI E TR O 22 A, BRI ERz oz, A B ek I BRI
SRV, BRI EME, MER X ORBEEICERENARD bl BolfAil,
BEWE (d L OV H) DIREE LR o 22 fa ki 3Ab = E % DRI 69 D RUOSHED 2 b & LT
SNTHY I, WRWEICERMANS 2 bR LNEELTH D ATRENRE Z b,

1000 mg/kg ¥ G-BEDOMED 1 6] (Ei¥E 5 : 50458) (2B TC, MiilCHiREE, TFEY 8
Hi & BRI Y o RENC AR AT D B, REMER SR A TIE, MoR/EER M, T Y
VoREE BRI D 2 oRENE L HICIIERI SR B, 2D OEE L HlORITED 5
NI THY, ZOMTIIEEMED H D EITFRD DR o723, #BRME KL & D
B E TE R o7z,

:@@,mwmwmﬁﬁﬁf@,%ﬁk%m@%m@%ﬁ&ﬁﬁ%@@ﬁ(m;%%4m,
R LB, M 2 B), MECSPEOINE LA (B L), RO 0L (B 1 ),
R M D VL RAEME A I IR (B 1 ), B IEUAR AR oD B M A s AL (eI 1 ),
A TAMNCHEILAE (B2 ), MECHTORRmM: L (B0 1 F1), AR U R 2ERE (8
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1 By, Mol bR oo FR (R 1 B), RINZMRIC RAEPEMINRE (BEE 1 61), TR
CHHE RS AR (R 1), HUIRBRICHERR NG (B 5 B1), THY o/ 8L i Y
VONEIZ MR (A 1 ) AR by, Wb xBETHLRD o521 b, K
BEORBTH Y, R OERT — & TROLNHZ2H LIFHRBER MR T
HEITHDLZ D, WHRWEERG LIXEEORVEEEZ SN,

100 mg/kg #5-HEIC BT, HIMR TR LIRRIICE A AR OO S 1 61T, #F
FRFEENRD bT-. Z D2 klE, 1000 mg/kg F5-REOREHE IR THRRO LT,
mmegﬁﬁﬁfi%%kaiU%%ﬁwﬂimf RH b TE Y, 100 mg/kg #% 57
TIEINOLOZLIFRO DN o T2, IR EROZE(IL, 300 mg/kg 58Tl

RO LR END, 100 mg/kg FEGRETRD LI R ERO (I, #mEis b
FREEORNWEEEZ DL,

300 mg/kg LA F O GRETIE, MEMEE & ICHBME R GICHEET 2 & B 2 b A kT
hoTz.

PLEDZ &t RERBREM T CIIMErE L 12 4- A F L X7 L7 v R 1000 mg/kg
BERETIE, —BeRBoZ b, KRERNMmE, BEEERmMm, RERN, RbF MY vLA0m
fill, JRERI X OIR pH OIKAE, AST B L WALP O EfE, HFEZEOHEM, HEE EE, T
B, B, BERE, AREARES, B, M e b NS KIRE 20T 2 W B PRI 2L DS, B

B B G5B L2 b E L TRO LN, 4-ATF AR XT)VT v RO BEMN: & IXHERE
EH12300mglkg & Bz BT,

6 BEEORMF
6.1 &R
P sy
1. RBEHEEL L ORBREEELEE
2. T —FFOMOFEE
3. M HEE
4. A

6.2 PrRAFHIR
HKERK T 10 FEMMEFEL, ZOBOBEFICOVWTITRBRELEE L OWMEBIC L VIET 5.
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ﬁ

7 TRITDHZENTERD-TRBROEEMICEEL RIETE

& ENDH DHHERER L OREREHE
Bl b

R - % 7R & % I I 5R HE

&0, IR
B CEESRAE LD

, AEREER ~ DB OHEFGMF L L7z,

UL, HURIC K D&~ O EF TR 5T, (#ERS B ZEEMRRIHIC LD E
NftraEnTciew, £E7 =2 FORERERORMERIUISEBIT RN -T2, /- T, R
DIFFENEC SR AT T2 LHllEr L7,

FO, TR DHZENTE R R BRO(EHEM:

HELRIFTRVOHHEELB I
RERFTHEICE D R o T2 2 Eld o Tz,

8 ZBEE
1) MK FRIMRAS LMk 7rfmds Hs7—4 Crl:SD (CD) 7 » b (M#E : 18 ~ 20
i) (2012-2018) G |1

2) WHEHHGE R —% 7> b (2012-2018) N (L R

3) AAFEMWE M. FrartmEimy. EAEE. . 2017,
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Figure 2 - 1
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Figure 2 - 2
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Tablel-1

Study No. :

Clinical sign Period : Administration Day 1-91
Sex : Male Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 100 100 10 110 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
300 mg/kg No abnormality 9 9 9 10 10 10 10 10 10 10 10 10 10 10 10 10
Hematuria 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Test article Day 17 18 19 20 21 22 23 24
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 100 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
300 mg/kg No abnormality 00 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(F3)

BA : Before administration, AA : After administration

F3:Upper incisor
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Tablel1l-2

Study No. S

Clinical sign Period : Administration Day 1-91
Sex : Male Species : Rat
Test article Day 25 26 27 28 29 30 31 32
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Test article Day 33 34 35 36 37 38 39 40
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Test article Day 41 42 43 44 45 46 47 48
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 100 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
300 mg/kg No abnormality 00 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(F3)

BA : Before administration, AA : After administration

F3:Upper incisor
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Table1-3

Study No. :

Clinical sign Period : Administration Day 1-91
Sex : Male Species : Rat
Test article Day 49 50 51 52 53 54 55 56
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 8 8 8 8
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 2 2 2 2
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Test article Day 57 58 59 60 61 62 63 64
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 8 8 8 8 8 6 8 7 8 6 8 7 7 6 7 7
Tremor 2 2 2 2 2 2 2 2 2 2 2 2 3 3 3 3
Clonic convulsion 0 0 0 0 0 2 0 1 0 2 0 1 0 1 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Test article Day 65 66 67 68 69 70 71 72
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 100 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
300 mg/kg No abnormality 00 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 7 6 6 5 6 5 5 6 5 5 4 6 5 5 5 5
Tremor 3 3 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Clonic convulsion 0 1 0 1 0 1 1 0 1 1 2 0 1 1 1 1
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(F3)

BA : Before administration, AA : After administration

F3:Upper incisor
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Tablel1l-4

Study No. :

Clinical sign Period : Administration Day 1-91
Sex : Male Species : Rat
Test article Day 73 74 75 76 77 78 79 80
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
1000 mg/kg No abnormality 5 4 5 6 5 5 5 6 4 6 4 6 6 4 5 6
Tremor 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Clonic convulsion 1 2 1 0 1 1 1 0 2 0 2 0 0 2 1 0
Crushing of incisors 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0
(F3)
Test article Day 81 82 83 84 85 86 87 88
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Hematuria 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 6 5 6 5 5 6 5 5 6 5 4 5 5 5 5 4
Tremor 4 4 4 4 4 4 4 4 4 4 5 5 5 5 5 5
Clonic convulsion 0 1 0 1 1 0 1 1 0 1 2 0 1 0 0 1
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Test article Day 89 90 91
Dose Clinical signs Time BA AA BA AA N
4-methylbenzaldehyde n 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10
Hematuria 0 0 0 0 0
4-methylbenzaldehyde n 10 10 10 10 10
1000 mg/kg No abnormality 4 5 4 5 4
Tremor 5 5 5 5 5
Clonic convulsion 1 0 1 0 1
Crushing of incisors 0 0 0 0 0

(F3)

BA : Before administration, AA : After administration, N : Necropsy day

F3:Upper incisor
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Table1l-5

Study No. :

Clinical sign Period : Administration Day 1-91
Sex : Female Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 17 18 19 20 21 22 23 24
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 10 10
1000 mg/kg No abnormality 00 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

BA : Before administration, AA : After administration
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Table1-6

Study No. :

Clinical sign Period : Administration Day 1-91
Sex : Female Species : Rat
Test article Day 25 26 27 28 29 30 31 32
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 100 10 110 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 33 34 35 36 37 38 39 40
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 41 42 43 44 45 46 47 48
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 10 10
1000 mg/kg No abnormality 00 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

BA : Before administration, AA : After administration
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Tablel1-7

Study No. :

Clinical sign Period : Administration Day 1-91
Sex : Female Species : Rat
Test article Day 49 50 51 52 53 54 55 56
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 9 9 8 8 8 8
Tremor 0 0 0 0 0 0 0 0 0 0 1 1 2 2 2 2
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 57 58 59 60 61 62 63 64
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 8 8 8 8 8 8 8 8 8 8 8 8 8 8 7 7
Tremor 2 2 2 2 2 2 2 2 2 2 2 2 2 2 3 3
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 65 66 67 68 69 70 71 72
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 100 10 10 10
1000 mg/kg No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Tremor 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

BA : Before administration, AA : After administration
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Table1-8

Study No. :

Clinical sign Period : Administration Day 1-91
Sex : Female Species : Rat
Test article Day 73 74 75 76 77 78 79 80
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Tremor 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 81 82 83 84 85 86 87 88
Dose Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4-methylbenzaldehyde n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Tremor 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Clonic convulsion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 89 90 91
Dose Clinical signs Time BA AA BA AA N
4-methylbenzaldehyde n 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10
100 mg/kg No abnormality 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10
300 mg/kg No abnormality 10 10 10 10 10
4-methylbenzaldehyde n 10 10 10 10 10
1000 mg/kg No abnormality 6 6 6 6 5
Tremor 4 4 4 4 4
Clonic convulsion 0 0 0 0 1

BA : Before administration, AA : After administration, N : Necropsy day



Table2-1 Study No. : IENG—_—_

_[t_

Body weight Period : Administration Day 1-91
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 1 4 7 10 14 21 28 35 42 49 56
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 203.3 232.3 260.2 287.9 321.7 366.4 407.5 442.6 471.5 499.2 517.9
S.D. 7.7 8.4 9.8 9.3 12.0 20.4 25.5 30.9 36.0 37.6 38.0
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 202.0 229.8 256.2 281.8 313.6 358.2 394.6 428.9 457.3 481.7 500.6
S.D. 6.3 8.8 10.3 11.7 14.9 21.0 25.2 26.5 28.8 29.0 28.8
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 202.6 231.1 257.7 283.6 317.0 363.8 404.1 443.0 475.2 504.1 523.2
S.D. 7.0 8.9 10.3 11.7 13.6 16.3 18.8 20.9 23.4 26.1 29.6
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 202.4 228.7 255.1 279.5 306.9 347.3 380.9 410.1 433.3 450.3 459.3
S.D. 6.5 9.6 11.3 14.7 17.6 25.7 325 35.5 36.7 40.5 39.1
DT = DT * DT s DT =
Test article /Day Body weight
Dose 63 70 77 84 90 gain
4-methylbenzaldehyde n 10 10 10 10 10 10
0 mg/kg Mean 539.0 558.1 573.4 589.7 598.8 395.5
S.D. 40.7 42.5 43.2 45.3 46.3 42.2
4-methylbenzaldehyde n 10 10 10 10 10 10
100 mg/kg Mean 521.6 539.2 552.6 566.6 572.3 370.3
S.D. 30.4 32.7 32.9 35.6 37.0 34.0
4-methylbenzaldehyde n 10 10 10 10 10 10
300 mg/kg Mean 546.1 565.2 582.9 599.7 605.7 403.1
S.D. 29.8 325 33.6 35.6 36.0 37.9
4-methylbenzaldehyde n 10 10 10 10 10 10
1000 mg/kg Mean 471.1 478.7 483.6 491.1 493.2 290.8
S.D. 40.7 44.6 51.8 53.9 57.0 53.8
DT s DT s DT s DT s DT s DT s

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05, ## P<0.01
DT : Dunnett test (two-side)



Table 2-2 Study No. : IENG—_—_
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Body weight Period : Administration Day 1-91
Sex : Female Unit: g Species : Rat

Test article /Day
Dose 1 4 7 10 14 21 28 35 42 49 56
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 183.4 197.3 206.8 219.8 231.2 249.9 267.1 286.3 291.8 303.2 307.2

S.D. 9.7 11.6 13.2 16.0 16.9 19.3 18.7 19.5 21.0 233 27.1
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 184.6 197.1 206.5 221.6 234.1 255.4 269.9 284.4 300.7 3135 319.5

S.D. 7.6 10.4 12.3 14.0 17.1 22.9 27.6 30.2 34.1 36.6 37.2
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 182.7 195.7 203.0 216.7 2314 251.3 268.7 286.0 304.5 318.6 330.2

S.D. 9.8 10.3 14.7 17.5 21.3 258 27.9 31.2 39.0 43.3 41.3
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 181.2 196.2 207.2 214.3 226.5 245.7 259.4 271.9 274.9 286.8 289.8

S.D. 9.3 10.5 11.3 13.2 15.0 19.2 19.7 17.8 16.7 15.4 15.6
Test article /Day Body weight
Dose 63 70 77 84 90 gain
4-methylbenzaldehyde n 10 10 10 10 10 10
0 mg/kg Mean 319.4 327.5 334.0 341.0 347.3 163.9

S.D. 20.2 24.1 24.0 27.2 26.2 21.7
4-methylbenzaldehyde n 10 10 10 10 10 10
100 mg/kg Mean 326.4 340.1 348.4 354.4 359.6 175.0

S.D. 39.1 43.4 44.9 45.9 47.4 41.4
4-methylbenzaldehyde n 10 10 10 10 10 10
300 mg/kg Mean 340.6 349.6 357.2 364.0 369.1 186.4

S.D. 46.6 48.7 48.0 46.7 51.5 49.6
4-methylbenzaldehyde n 10 10 10 10 10 10
1000 mg/kg Mean 295.4 297.7 306.3 314.4 313.0 131.8

S.D. 12.7 15.0 15.0 20.1 18.0 16.7

ST * ST * ST * ST sk ST #%

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05, ## P<0.01
ST : Steel test (two-side)
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Food consumption Period : Administration Day 1-91
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 4 7 10 14 21 28 35 42 49 56 63
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 23.71 24.76 25.13 25.67 25.04 24.76 24.44 24.06 23.65 23.75 23.26
S.D. 0.98 1.02 0.87 0.98 1.75 1.75 1.92 2.16 1.92 2.47 2.15
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 23.44 24.56 24.74 24.63 24.96 23.85 23.85 23.62 23.14 23.04 22,51
S.D. 1.48 1.54 1.59 2.00 1.99 1.39 1.42 1.72 1.26 1.58 1.31
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 23.85 24.35 25.08 25.55 25.83 25.65 25.80 26.14 25.15 25.43 24.89
S.D. 1.47 1.25 1.32 1.38 1.42 117 1.47 1.94 1.40 1.53 1.64
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 23.44 25.76 26.43 26.86 27.12 26.99 27.10 26.54 25.65 25.92 24.89
S.D. 2.02 1.84 2.27 2.38 2.53 2,51 2.59 2.06 1.97 1.80 1.90
DT = DT = DT = DT * DT =
Test article /Day
Dose 70 77 84 90
4-methylbenzaldehyde n 10 10 10 10
0 mg/kg Mean 23.22 23.35 22.62 21.23
S.D. 2.19 2.00 1.94 2.00
4-methylbenzaldehyde n 10 10 10 10
100 mg/kg Mean 22.35 21.62 21.44 19.37
S.D. 1.15 1.08 111 1.36
4-methylbenzaldehyde n 10 10 10 10
300 mg/kg Mean 24.75 24.60 24.23 22.39
S.D. 2.19 1.85 1.76 1.25
4-methylbenzaldehyde n 10 10 10 10
1000 mg/kg Mean 24.63 24.85 24.70 23.55
S.D. 2.53 2.82 241 2.66
DT = DT *

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05, ## P<0.01
DT : Dunnett test (two-side)
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Food consumption Period : Administration Day 1-91
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4 7 10 14 21 28 35 42 49 56 63
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 18.23 18.17 19.06 18.16 18.44 18.84 19.16 18.26 17.80 17.22 17.55
S.D. 1.71 1.72 1.56 1.34 1.24 1.02 242 151 1.92 1.38 0.90
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 18.01 18.27 19.26 18.30 18.74 19.08 18.71 19.16 17.84 17.12 17.05
S.D. 1.66 2.19 1.98 2.50 2.82 2.74 2.60 2.49 1.85 177 1.95
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 17.77 17.58 18.97 18.58 18.93 19.36 19.72 20.20 19.83 19.71 19.16
S.D. 1.94 1.78 2.22 2.21 1.79 2.16 2.15 2.19 2.34 1.96 2.40
DT s
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 19.49 20.49 21.06 21.20 21.76 21.67 21.63 21.61 21.52 20.91 21.40
S.D. 1.37 181 1.30 1.42 1.52 1.60 1.16 1.09 1.16 117 0.97
DT = DT * DT s DT = ST #x DT * DT s DT = DT s ST
Test article /Day
Dose 70 77 84 90
4-methylbenzaldehyde n 10 10 10 10
0 mg/kg Mean 17.57 17.68 17.39 16.86
S.D. 0.95 0.75 1.43 1.94
4-methylbenzaldehyde n 10 10 10 10
100 mg/kg Mean 17.79 17.03 16.63 15.73
S.D. 2.22 2.23 2.15 2.00
4-methylbenzaldehyde n 10 10 10 10
300 mg/kg Mean 18.62 18.24 18.06 16.77
S.D. 1.87 1.42 1.43 1.57
4-methylbenzaldehyde n 10 10 10 10
1000 mg/kg Mean 20.48 21.48 21.43 20.31
S.D. 1.04 1.37 1.86 1.72
ST s ST #x DT = DT s

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05, ## P<0.01
DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 4 - 1 Study No. :
Ophthalmology
Sex : Male Species : Rat

Test article PeriodBefore the start of administration Week 13 of administration

Dose Findings SL-R_SL-L FS-R_FS-L SL-R SL-L FS-R_FS-L

4-methylbenzaldehyde n 10 10 10 10 5 5 5 5

0 mg/kg No abnormality 10 10 10 10 5 5 5 5

4-methylbenzaldehyde n 10 10 10 10 5 5 5 5

100 mg/kg No abnormality 10 10 10 10 5 5 5 5

4-methylbenzaldehyde n 10 10 10 10 5 5 5 5

300 mg/kg No abnormality 10 10 10 10 5 5 5 5

4-methylbenzaldehyde n 10 10 10 10 5 5 5 5

1000 mg/kg No abnormality 10 10 10 10 5 5 5 5

SL : Slit lamp examination, FS : Funduscopy

R : Right, L : Left
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Table 4 -2 Study No. :
Ophthalmology
Sex : Female Species : Rat

Test article PeriodBefore the start of administration Week 13 of administration

Dose Findings SL-R_SL-L FS-R_FS-L SL-R SL-L FS-R_FS-L

4-methylbenzaldehyde n 10 10 10 10 5 5 5 5

0 mg/kg No abnormality 10 10 10 10 5 5 5 5

4-methylbenzaldehyde n 10 10 10 10 5 5 5 5

100 mg/kg No abnormality 10 10 10 10 5 5 5 5

4-methylbenzaldehyde n 10 10 10 10 5 5 5 5

300 mg/kg No abnormality 10 10 10 10 5 5 5 5

4-methylbenzaldehyde n 10 10 10 10 5 5 5 5

1000 mg/kg No abnormality 10 10 10 10 5 5 5 5

SL : Slit lamp examination, FS : Funduscopy

R : Right, L : Left
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Table 5-1 Study No. :
Urinary findings Stage : Week 13
Sex : Male Species : Rat
pH
Test article
Dose 5.0 6.0 6.5 7.0 7.5 8.0 8.5
4-methylbenzaldehyde n 0 0 0 0 4
0 mg/kg
4-methylbenzaldehyde n 0 0 0 1 1
100 mg/kg
4-methylbenzaldehyde n 0 0 0 0 3
300 mg/kg
4-methylbenzaldehyde n 0 0 2 2 0
1000 mg/kg
ST$
Glucose Ketone body

Test article
Dose - + 2+ 3+ - + + 2+ 3+
4-methylbenzaldehyde n 5 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg

EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
300 mg/kg

EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
1000 mg/kg

EF EF

Significantly different from 4-methylbenzaldehyde 0 mg/kg: $ P<0.05
ST : Steel test (two-side)

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)



_Sv_

Table5-2

Urinary findings

Stage : Week 13

Study No. :

Sex : Male Species : Rat
Urobilinogen Bilirubin

Test article EU/dL
Dose 0.1 1 2 4 8 2+ 3+
4-methylbenzaldehyde n 5 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg

EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
300 mg/kg

EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
1000 mg/kg

EF EF

Occult blood

Test article
Dose - + + 2+ 3+
4-methylbenzaldehyde n 4 0 0
0 mg/kg
4-methylbenzaldehyde n 3 0 0
100 mg/kg
4-methylbenzaldehyde n 5 0 0
300 mg/kg
4-methylbenzaldehyde n 4 0 0

1000 mg/kg

Not significantly different from 4-methylbenzaldehyde 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 5 - 3 Study No. :
Urinary findings Stage : Week 13
Sex : Male Species : Rat
Protein
Test article
Dose + + 2+ 3+ 4+
4-methylbenzaldehyde n 0 2 3
0 mg/kg
4-methylbenzaldehyde n 0 3 2
100 mg/kg
4-methylbenzaldehyde n 0 3 0
300 mg/kg
4-methylbenzaldehyde n 0 1 0
1000 mg/kg
ST$
Specific gravity
Test article
Dose 1 2 3 4 5
4-methylbenzaldehyde n 0 0 0
0 mg/kg
4-methylbenzaldehyde n 0 0 0
100 mg/kg
4-methylbenzaldehyde n 0 0 0
300 mg/kg
4-methylbenzaldehyde n 0 0 1

1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050<

Significantly different from 4-methylbenzaldehyde 0 mg/kg: $ P<0.05
ST : Steel test (two-side)
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Table5-4

Urinary findings

Stage : Week 13

Study No. :

Sex : Male Species : Rat
RBC WBC
Test article
Dose + + 2+ 3+ + + 2+ 3+
4-methylbenzaldehyde n 5 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg
EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
300 mg/kg
EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
1000 mg/kg
EF EF
Squamous Round
Test article
Dose + + 2+ 3+ + + 2+ 3+
4-methylbenzaldehyde n 5 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg
EF
4-methylbenzaldehyde n 4 0 0 5 0 0
300 mg/kg
EF
4-methylbenzaldehyde n 4 0 0 5 0 0
1000 mg/kg
EF

Not significantly different from 4-methylbenzaldehyde 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 5 - 5 Study No. :
Urinary findings Stage : Week 13
Sex : Male Species : Rat
Small round Cast
Test article
Dose + + 2+ 3+ + + 2+ 3+
4-methylbenzaldehyde n 5 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg
EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
300 mg/kg
EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
1000 mg/kg
EF EF

Not significantly different from 4-methylbenzaldehyde 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 5 - 6 Study No. :
Urinary findings Stage : Week 13
Sex : Male Species : Rat
Urine volume U-Na U-K U-Cl
Test article mL/21hr mEqg/21hr mEqg/21hr mEqg/21hr
Dose
4-methylbenzaldehyde n 5 5 5 5
0 mg/kg Mean 7.70 0.884 2.560 1.200
S.D. 2.14 0.353 0.536 0.350
4-methylbenzaldehyde n 5 5 5 5
100 mg/kg Mean 7.90 0.916 2.546 1.322
S.D. 2.53 0.251 0.301 0.303
4-methylbenzaldehyde n 5 5 5 5
300 mg/kg Mean 11.20 1.222 2.790 1.370
S.D. 3.85 0.285 0.485 0.291
4-methylbenzaldehyde n 5 5 5 5
1000 mg/kg Mean 19.80 2.112 3.258 1.446
S.D. 5.59 0.264 0.489 0.301
DT = DT

Significantly different from 4-methylbenzaldehyde 0 mg/kg: ** P<0.01

DT : Dunnett test (two-side)
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Table 5-7 Study No. :
Urinary findings Stage : Week 13
Sex : Female Species : Rat
pH
Test article
Dose 5.0 6.0 6.5 7.0 7.5 8.0 8.5
4-methylbenzaldehyde n 0 0 1 1 3
0 mg/kg
4-methylbenzaldehyde n 0 0 0 0 4
100 mg/kg
4-methylbenzaldehyde n 0 0 1 1 1
300 mg/kg
4-methylbenzaldehyde n 0 0 2 2 0
1000 mg/kg
Glucose Ketone body

Test article
Dose - + 2+ 3+ - + + 2+ 3+
4-methylbenzaldehyde n 5 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg

EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
300 mg/kg

EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
1000 mg/kg

EF EF

Not significantly different from 4-methylbenzaldehyde 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table5-8

Urinary findings

Stage : Week 13

Study No. :

Sex : Female Species : Rat
Urobilinogen Bilirubin

Test article EU/dL
Dose 0.1 1 2 4 8 2+ 3+
4-methylbenzaldehyde n 5 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg

EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
300 mg/kg

EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
1000 mg/kg

EF EF

Occult blood

Test article
Dose - + + 2+ 3+
4-methylbenzaldehyde n 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0
100 mg/kg

EF
4-methylbenzaldehyde n 5 0 0
300 mg/kg

EF
4-methylbenzaldehyde n 5 0 0
1000 mg/kg

EF

Not significantly different from 4-methylbenzaldehyde 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 5 -9 Study No. :
Urinary findings Stage : Week 13
Sex : Female Species : Rat
Protein
Test article
Dose + + 2+ 3+ 4+
4-methylbenzaldehyde n 0 3 1
0 mg/kg
4-methylbenzaldehyde n 0 4 0
100 mg/kg
4-methylbenzaldehyde n 3 1 0
300 mg/kg
4-methylbenzaldehyde n 2 0 0
1000 mg/kg
ST$
Specific gravity
Test article
Dose 1 2 3 4 5
4-methylbenzaldehyde n 0 0 1
0 mg/kg
4-methylbenzaldehyde n 0 0 1
100 mg/kg
4-methylbenzaldehyde n 0 1 0
300 mg/kg
4-methylbenzaldehyde n 0 0 2

1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050<

Significantly different from 4-methylbenzaldehyde 0 mg/kg: $ P<0.05
ST : Steel test (two-side)
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Table 5 - 10

Urinary findings

Stage : Week 13

Study No. :

Sex : Female Species : Rat
RBC WBC
Test article
Dose + + 2+ 3+ + + 2+ 3+
4-methylbenzaldehyde n 5 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg
EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
300 mg/kg
EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
1000 mg/kg
EF EF
Squamous Round
Test article
Dose + + 2+ 3+ + + 2+ 3+
4-methylbenzaldehyde n 4 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg
EF
4-methylbenzaldehyde n 5 0 0 5 0 0
300 mg/kg
EF
4-methylbenzaldehyde n 4 1 0 5 0 0
1000 mg/kg
EF

Not significantly different from 4-methylbenzaldehyde 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 5 - 11 Study No. :
Urinary findings Stage : Week 13
Sex : Female Species : Rat
Small round Cast
Test article
Dose + + 2+ 3+ + + 2+ 3+
4-methylbenzaldehyde n 5 0 0 5 0 0
0 mg/kg
4-methylbenzaldehyde n 5 0 0 5 0 0
100 mg/kg
EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
300 mg/kg
EF EF
4-methylbenzaldehyde n 5 0 0 5 0 0
1000 mg/kg
EF EF

Not significantly different from 4-methylbenzaldehyde 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 5 - 12

Urinary findings
Sex : Female

Stage : Week 13

Species : Rat

Study No. :

Urine volume U-Na U-K U-Cl
Test article mL/21hr mEqg/21hr mEqg/21hr mEqg/21hr
Dose
4-methylbenzaldehyde n 5 5 5 5
0 mg/kg Mean 9.40 0.994 2.354 1.356
S.D. 3.90 0.196 0.431 0.139
4-methylbenzaldehyde n 5 5 5 5
100 mg/kg Mean 8.50 0.848 2.258 1.184
S.D. 3.92 0.265 0.589 0.365
4-methylbenzaldehyde n 5 5 5 5
300 mg/kg Mean 13.80 1.228 2.602 1.448
S.D. 8.33 0.558 0.802 0.542
4-methylbenzaldehyde n 5 5 5 5
1000 mg/kg Mean 20.90 1.674 3.116 1.542
S.D. 8.47 0.174 0.544 0.261
DT * DT *

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05

DT : Dunnett test (two-side)



Table 6 - 1 study No. : | EGTGNGN
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Hematological findings Stage : Day 91
Sex : Male Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 921.9 15.87 43.88 47.61 17.22 36.17 2.715 108.29 86.94 17.59

S.D. 52.6 0.80 2.25 0.96 0.33 0.26 0.441 17.52 28.82 8.64
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 917.5 15.84 43.88 47.86 17.27 36.13 2.621 105.74 94.38 18.28

S.D. 46.5 0.83 2.56 2.19 0.62 0.45 0.400 7.27 20.78 6.26
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 883.3 15.82 44.04 49.90 17.93 35.93 2.976 107.35 87.73 15.90

S.D. 46.4 0.80 2.23 1.84 0.59 0.43 0.412 7.50 22.21 13.79

DT DT

4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 861.4 15.39 42.71 49.66 17.89 36.04 2.845 95.58 82.62 20.28

S.D. 51.9 0.61 1.77 2.43 0.73 0.56 0.491 10.23 11.01 7.45

DT * DT *
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
4-methylbenzaldehyde n 10 10 10 10 10 10
0 mg/kg Mean 63.48 4.48 1.37 0.02 18.95 19.29

S.D. 27.34 1.85 0.53 0.04 2.37 2.74
4-methylbenzaldehyde n 10 10 10 10 10 10
100 mg/kg Mean 70.73 3.88 1.47 0.02 17.77 18.35

S.D. 16.58 1.48 0.51 0.04 1.60 2.45
4-methylbenzaldehyde n 10 10 10 10 10 10
300 mg/kg Mean 66.71 412 0.97 0.03 17.26 17.97

S.D. 6.23 2.38 0.71 0.05 1.82 2.46
4-methylbenzaldehyde n 10 10 10 10 10 10
1000 mg/kg Mean 58.35 3.73 0.25 0.01 15.91 15.58

S.D. 13.52 1.62 0.19 0.03 0.69 1.38

ST #x ST #x DT #x

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05, #* P<0.01
DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 6 - 2 study No. : | EGTGNGN
Hematological findings Stage : Day 91
Sex : Female Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil
Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 807.9 15.19 42.58 52.71 18.80 35.69 2.599 101.31 53.76 7.14
S.D. 39.6 0.62 1.97 1.24 0.42 0.43 0.474 12.52 14.43 1.45
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 829.2 1517 42.50 51.26 18.30 35.69 2.652 98.05 54.19 7.84
S.D. 30.6 0.71 1.72 1.31 0.49 0.39 0.351 19.45 23.66 5.60
4-methylbenzaldehyde n 9 9 9 9 9 9 9 9 9 9
300 mg/kg Mean 806.6 14.98 42.08 52.19 18.57 35.59 2.641 94.44 53.69 9.23
S.D. 47.2 0.93 2.51 1.57 0.49 0.42 0.422 10.70 14.67 2.22
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 770.6 14.42 39.82 51.79 18.76 36.21 2.892 81.38 56.13 13.02
S.D. 56.5 0.74 1.83 212 0.74 0.39 0.263 31.72 28.27 11.55
DT = DT =
Lymphocyte Monocyte Eosinophil Basophil PT APTT
Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
4-methylbenzaldehyde n 10 10 10 10 10 10
0 mg/kg Mean 43.98 1.85 0.79 0.00 15.72 13.08
S.D. 12.98 0.68 0.20 0.00 0.67 1.67
4-methylbenzaldehyde n 10 10 10 10 10 10
100 mg/kg Mean 43.82 1.77 0.76 0.00 15.84 12.53
S.D. 19.55 1.20 0.36 0.00 0.83 1.17
EF
4-methylbenzaldehyde n 9 9 9 9 10 10
300 mg/kg Mean 41.59 2.04 0.82 0.00 15.82 13.11
S.D. 14.86 0.55 0.41 0.00 0.39 1.08
EF
4-methylbenzaldehyde n 10 10 10 10 10 10
1000 mg/kg Mean 40.79 1.89 0.43 0.00 15.95 12.51
S.D. 23.01 0.95 0.18 0.00 1.26 1.41
ST #x EF

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05, #* P<0.01
DT : Dunnett test (two-side), ST : Steel test (two-side)
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 7 - 1 study No. : | EGTGNGN
Biochemical findings Stage : Day 91
Sex : Male Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP

Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
0 mg’kg Mean 60.8 29.3 300.6 0.43 0.054 11.85 188.4 62.7 61.2 5.60

S.D. 6.4 5.7 79.7 0.09 0.013 6.10 20.0 14.0 36.8 0.30
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 69.0 284 272.9 0.38 0.057 21.01 179.5 61.0 45.1 5.68

S.D. 15.7 3.0 51.8 0.15 0.014 14.79 17.1 9.2 15.3 0.19
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 70.7 29.6 298.5 0.37 0.053 16.54 175.7 76.3 61.4 5.66

S.D. 18.2 4.2 60.4 0.11 0.012 12.39 17.9 23.2 33.2 0.32
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 93.5 31.6 413.5 0.35 0.061 23.26 168.5 64.9 58.7 5.59

S.D. 18.6 55 96.5 0.17 0.013 25.59 13.8 7.2 26.7 0.17

ST s DT s DT =
UN Crea Na K Cl Ca P AIG Albumin al-G

Test article mg/dL mg/dL mEq/L mEaq/L mEq/L mg/dL mg/dL % %
Dose
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
0 mg’kg Mean 10.94 0.300 144.5 4.788 104.1 9.80 5.98 0.939 48.34 20.81

S.D. 1.33 0.042 1.1 0.254 1.1 0.49 0.59 0.090 2.33 3.16
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 10.91 0.293 144.6 4.782 103.9 9.87 6.23 0.902 47.34 22.38

S.D. 1.62 0.044 1.0 0.265 0.9 0.35 0.66 0.073 2.03 1.56
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 10.77 0.302 144.6 4.885 104.4 9.77 6.03 0.929 48.12 21.55

S.D. 1.27 0.044 0.8 0.235 0.8 0.46 0.47 0.059 1.58 2.53
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
1000 mg’kg Mean 10.31 0.273 144.8 4.615 103.1 9.84 6.17 0.983 49.55 19.00

S.D. 1.72 0.043 1.1 0.155 0.7 0.39 0.68 0.064 1.56 1.73

DT =

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05, #* P<0.01

DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 7 -2 study No. : | EGTGNGN
Biochemical findings Stage : Day 91
Sex : Male Species : Rat
a2-G B-G v-G
Test article % % %
Dose
4-methylbenzaldehyde n 10 10 10
0 mg/kg Mean 10.31 15.60 4.94
S.D. 1.03 1.37 1.55
4-methylbenzaldehyde n 10 10 10
100 mg/kg Mean 10.18 15.11 4.99
S.D. 0.84 1.13 1.13
4-methylbenzaldehyde n 10 10 10
300 mg/kg Mean 10.11 15.25 4.97
S.D. 0.93 0.81 0.98
4-methylbenzaldehyde n 10 10 10
1000 mg/kg Mean 9.67 15.76 6.02
S.D. 1.18 0.76 0.93

Not significantly different from 4-methylbenzaldehyde 0 mg/kg
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Table7-3 study No. | EGIN
Biochemical findings Stage : Day 91
Sex : Female Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
0 mg’kg Mean 56.8 29.2 112.8 0.37 0.079 17.86 165.7 69.2 234 6.27
S.D. 19.6 23.2 21.6 0.23 0.016 11.99 22.0 11.8 11.5 0.23
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 58.4 271 1441 0.57 0.076 17.19 177.2 755 29.3 6.16
S.D. 8.4 9.3 30.9 0.29 0.011 9.88 16.2 11.1 12.2 0.25
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 97.0 41.7 140.6 0.67 0.082 24.11 175.3 71.6 32.8 5.99
S.D. 100.1 423 52.3 0.59 0.011 20.73 20.1 14.9 16.0 0.39
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 72.6 28.5 215.0 0.73 0.055 12.20 168.4 74.3 248 5.66
S.D. 18.1 5.3 54.4 0.50 0.013 11.76 16.8 12.5 8.3 0.30
ST = ST = DT s DT s
UN Crea Na K Cl Ca P AIG Albumin al-G
Test article mg/dL mg/dL mEq/L mEaq/L mEq/L mg/dL mg/dL % %
Dose
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
0 mg’kg Mean 13.24 0.348 1441 4.160 105.2 10.25 5.20 1.233 55.19 17.24
S.D. 2.30 0.049 1.4 0.167 1.2 0.29 0.88 0.076 1.49 1.15
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 11.47 0.346 143.4 4.163 104.6 10.07 5.20 1.177 53.96 16.92
S.D. 1.59 0.051 1.2 0.298 1.3 0.25 1.31 0.123 2.57 1.20
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 12.08 0.362 143.4 4.284 104.6 10.00 5.24 1.194 54.32 16.36
S.D. 1.68 0.049 1.2 0.184 1.3 0.44 0.69 0.108 2.31 1.87
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
1000 mg’kg Mean 11.44 0.340 142.6 3.839 103.3 9.75 5.50 1.167 53.75 16.08
S.D. 2.25 0.057 2.0 0.397 21 0.32 0.94 0.095 1.97 1.64
DT = DT s

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05, #* P<0.01

DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 7 -4 study No. : | EGTGNGN
Biochemical findings Stage : Day 91
Sex : Female Species : Rat
a2-G B-G v-G

Test article % % %
Dose
4-methylbenzaldehyde n 10 10 10
0 mg/kg Mean 8.48 12.66 6.43

S.D. 0.53 1.19 0.98
4-methylbenzaldehyde n 10 10 10
100 mg/kg Mean 8.57 13.82 6.73

S.D. 0.62 1.05 1.14
4-methylbenzaldehyde n 10 10 10
300 mg/kg Mean 8.74 14.13 6.45

S.D. 0.92 1.29 1.24

DT =

4-methylbenzaldehyde n 10 10 10
1000 mg/kg Mean 8.90 14.26 7.01

S.D. 0.93 0.77 1.62

DT #x

Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05, #* P<0.01

DT : Dunnett test (two-side)
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Study No. :

Table 8 -1
Necropsy findings
Sex : Male Stage : Day 91 Species : Rat
Test article 4-methylbenzaldehyde 4-methylbenzaldehyde 4-methylbenzaldehyde 4-methylbenzaldehyde
Dose 0 100 300 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 10 10 10 10
Epididymis <10/10> <9/10> <10/10> <3/10>
Yellowish white focus, cauda, 0 1 0 2
unilateral
Yellowish white focus, cauda, 0 0 0 5
bilateral
Other organs & tissues <10/10> <10/10> <10/10> <10/10>

<> : Not remarkable/Number of animals examined
P : Non-graded change
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Table 8 - 2

Necropsy findings
Sex : Female

Stage : Day 91

Study No. :

Species : Rat

Test article 4-methylbenzaldehyde 4-methylbenzaldehyde 4-methylbenzaldehyde 4-methylbenzaldehyde
Dose 0 100 300 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 10 10 10 10
Lung <10/10> <10/10> <10/10> <9/10>
Colored patch, dark red, 0 0 0 1
left lobe
Submandibular lymph node <10/10> <10/10> <10/10> <9/10>
Red, bilateral 0 0 0 1
Mesenteric lymph node <10/10> <10/10> <10/10> <9/10>
Red 0 0 0 1
Other organs & tissues <10/10> <10/10> <10/10> <10/10>

<> : Not remarkable/Number of animals examined
P : Non-graded change
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Table 9-1 Study No. : ING—_—_
Organ weight Stage : Day 91
Sex : Male Species : Rat
Body Liver Kidney Heart Lung
weight
Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g g g/100g
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 572.8 15.093 2.622 3.317 0.581 1.544 0.270 1.628 0.286
S.D. 44.4 2.528 0.271 0.288 0.060 0.119 0.021 0.103 0.022
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 550.8 14.232 2.579 3.363 0.610 1.594 0.289 1.589 0.289
S.D. 36.8 1.543 0.147 0.383 0.051 0.145 0.018 0.107 0.018
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 580.7 15.434 2.661 3.389 0.587 1.621 0.281 1.693 0.292
S.D. 32.7 1.279 0.180 0.189 0.045 0.085 0.021 0.134 0.020
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 457.9 14.883 3.252 3.295 0.721 1571 0.344 1.684 0.371
S.D. 56.9 1.942 0.197 0.423 0.041 0.174 0.027 0.190 0.043
DT #x DT #x DT #x DT #x ST #x
Spleen Thymus Salivary gland Adrenal Pituitary gland
Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 711.8 124.652 295.6 51.042 758.0 132.625 64.2 11.172 12.52 2.195
S.D. 94.5 17.407 90.3 12.527 104.9 18.127 12.1 1.710 1.83 0.346
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 739.3 134.126 283.6 51.704 746.3 135.888 55.2 10.080 10.74 1.947
S.D. 106.8 16.038 90.0 17.007 98.8 18.936 9.0 1.966 1.33 0.170
DT *
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 741.0 128.040 326.3 56.272 777.1 134.102 59.1 10.196 11.86 2.049
S.D. 68.6 14.264 45.0 7.908 80.6 15.022 5.5 1.004 1.06 0.214
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 694.5 151.753 280.1 60.864 687.7 151.662 54.1 11.883 10.38 2.281
S.D. 111.8 15.954 82.8 15.359 100.6 24.657 8.6 1.823 1.72 0.364
DT % DT = DT =

AB : Absolute weight, RE : Relative weight by body weight

Significantly different from 4-methylbenzaldehyde 0 mg/kg: # P<0.05, #x P<0.01

DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 9-2 Study No. : ING—_—_

Organ weight Stage : Day 91
Sex : Male Species : Rat
Thyroid Testis Epididymis Prostate Seminal
vesicle
Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g g g/100g g g/100g mg mg/100g g g/100g
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 25.14 4.417 3.355 0.586 1.389 0.243 750.7 131.883 2.205 0.388
S.D. 2.98 0.663 0.398 0.061 0.178 0.031 199.7 34.886 0.318 0.067
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 21.66 3.950 3.248 0.592 1.374 0.250 598.6 108.883 2.145 0.391
S.D. 5.20 0.969 0.167 0.033 0.147 0.027 210.0 38.823 0.246 0.054
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 21.64 3.745 3.372 0.584 1.382 0.239 808.1 138.177 2.227 0.385
S.D. 2.45 0.536 0.260 0.069 0.100 0.026 218.2 31.294 0.276 0.053
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 23.75 5.213 2.866 0.632 1.760 0.393 746.5 164.419 2.177 0.480
S.D. 4.94 1.080 0.243 0.059 0.608 0.147 151.9 34.240 0.258 0.063
DT ST * DT e
Brain
Test article AB RE
Dose g g/100g
4-methylbenzaldehyde n 10 10
0 mg/kg Mean 2.214 0.389
S.D. 0.082 0.030
4-methylbenzaldehyde n 10 10
100 mg/kg Mean 2171 0.395
S.D. 0.121 0.037
4-methylbenzaldehyde n 10 10
300 mg/kg Mean 2.156 0.371
S.D. 0.141 0.025
4-methylbenzaldehyde n 10 10
1000 mg/kg Mean 2.093 0.463
S.D. 0.077 0.053
DT =

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from 4-methylbenzaldehyde 0 mg/kg: # P<0.05, #x P<0.01
DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 9-3 Study No. : ING—_—_
Organ weight Stage : Day 91
Sex : Female Species : Rat
Body Liver Kidney Heart Lung
weight
Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g g g/100g
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 328.2 8.047 2.458 2.116 0.647 1.052 0.321 1.250 0.383
S.D. 25.8 0.566 0.173 0.175 0.051 0.067 0.022 0.085 0.030
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 339.9 7.896 2.319 2.005 0.594 1.020 0.302 1.246 0.370
S.D. 45.4 1.199 0.131 0.229 0.056 0.110 0.029 0.109 0.041
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 349.4 8.497 2.431 2.008 0.580 1.048 0.299 1.270 0.367
S.D. 47.4 1.242 0.105 0.193 0.063 0.146 0.021 0.118 0.046
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 288.4 9.417 3.269 2.165 0.753 1.077 0.376 1.210 0.420
S.D. 16.1 0.812 0.263 0.220 0.080 0.093 0.042 0.109 0.033
ST #x DT * ST % DT #x DT #x
Spleen Thymus Salivary gland Adrenal Pituitary gland
Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
0 mg/kg Mean 513.5 157.628 256.7 78.364 474.0 144.435 70.3 21.535 16.56 5.084
S.D. 53.6 22.622 50.9 14.533 80.8 22.050 9.9 3.570 3.17 1.119
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
100 mg/kg Mean 505.9 149.307 2745 80.267 463.3 137.931 71.3 21.233 16.23 4.850
S.D. 77.9 16.827 71.8 14.729 38.6 17.003 11.0 3.627 3.11 1.114
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
300 mg/kg Mean 511.0 146.322 269.9 77.414 481.7 140.661 745 21.820 15.84 4.545
S.D. 90.9 17.273 76.8 19.527 64.3 29.764 8.9 4,778 2.95 0.713
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 543.7 188.491 248.5 85.952 492.5 170.897 81.6 28.487 13.00 4.533
S.D. 64.6 19.483 58.7 18.259 64.6 21.530 13.6 5.641 2.42 0.935
DT x*x DT * DT DT *

AB : Absolute weight, RE : Relative weight by body weight

Significantly different from 4-methylbenzaldehyde 0 mg/kg: # P<0.05, #x P<0.01

DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 9-4 Study No. N
Organ weight Stage : Day 91
Sex : Female Species : Rat
Thyroid Ovary Uterus Brain
Test article AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g g 9/100g
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10
0 mg/kg Mean 18.72 5.709 102.1 31.229 743.0 227.267 2.053 0.628
S.D. 3.13 0.907 15.4 5.117 2141 67.084 0.064 0.048
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10
100 mg/kg Mean 19.34 5.856 88.6 26.365 714.6 213.555 2.088 0.624
S.D. 3.45 1.613 16.7 5.600 224.8 75.365 0.083 0.090
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10
300 mg/kg Mean 18.88 5.534 101.0 29.142 728.3 207.324 2.053 0.598
S.D. 431 1.729 24.4 6.704 324.8 83.570 0.123 0.089
4-methylbenzaldehyde n 10 10 10 10 10 10 10 10
1000 mg/kg Mean 20.27 7.035 90.8 31.460 698.6 242.769 2.055 0.716
S.D. 3.95 1.322 21.4 7.140 296.6 106.466 0.060 0.053

DT *

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from 4-methylbenzaldehyde 0 mg/kg: * P<0.05

DT : Dunnett test (two-side)
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- . Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ :

Table 10 -1 Study No.
Histopathological findings
Sex : Male Stage : Day 91 Species:Rat
Test article 4-methylbe 4-methylbe 4-methylbe 4-methylbe
nzaldehyde nzaldehyde nzaldehyde nzaldehyde
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 10 10 10 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <10> <0> <0> <10>
10 0 0 10
Nasal cavity <10> <0> <0> <10>
Mineralization 10 0 0 0 O 0 0 0 0 O 0 0 0 0 O 9 1.0 0 O
Bronchus <10> <0> <0> <10>
10 0 0 10
Trachea <10> <0> <0> <10>
10 0 0 10
Tongue <10> <0> <0> <10>
10 0 0 10
Submandibular gland <10> <10> <10> <10>
Decrease, secretory granule,
granular duct 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 5 5 0 0 O
Sublingual gland <10> <10> <10> <10>
10 10 10 10
Esophagus <10> <0> <0> <10>
10 0 0 10
Stomach <10> <10> <10> <10>
Hyperkeratosis, forestomach 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 6 4 0 0 O
Hyperkeratosis, limiting ridge 10 0 0 0 O 100 0 0 0 O 10 0 0 0 O 7 3 0 0 O
Duodenum <10> <0> <0> <10>
10 0 0 10
Jejunum <10> <0> <0> <10>
10 0 0 10
lleum <10> <0> <0> <10>
10 0 0 10
Cecum <10> <0> <0> <10>
10 0 0 10
<>: Number of animals examined
Severe
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Table 10 - 2

Histopathological findings

Study No. :

Sex : Male Stage : Day 91 Species:Rat
Test article 4-methylbe 4-methylbe 4-methylbe 4-methylbe
nzaldehyde nzaldehyde nzaldehyde nzaldehyde
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 10 10 10 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Colon <10> <0> <0> <10>
10 0 0 10
Rectum <10> <0> <0> <10>
10 0 0 10
Pancreas <10> <0> <0> <10>
10 0 0 10
Liver <10> <0> <0> <10>
Microgranuloma 9 1 0 0 O 0O 0 0 0 O 0O 0 0 0 O 10 0 0 0 O
Heart <10> <0> <0> <10>
Infiltration, inflammatory cell,
focal 7 3 0 0 O 0O 0 0 0 O 0O 0 0 0 O 5 4 1 0 O
Thoracic aorta <10> <0> <0> <10>
10 0 0 10
Kidney <10> <10> <10> <10>
Cast, hyaline 9 1 0 0 O 9 1 0 0 O 9 1 0 0 O 10 0 0 0 O
Vacuolation, renal pelvic mucosa 10 0 0 0 O 10 0 0 0O O 10 0 0 0 O 8 2 0 0 O
Infiltration, inflammatory cell,
interstitium, focal 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 9 1. 0 0 O
Basophilic change, renal tubule,
focal 9 1 0 0 O 100 0 0 0 O 7 3 0 0 O 8 2 0 0 O
Urinary bladder <10> <10> <10> <10>
Vacuolation, urothelium 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 0O 7 3 0 O
Testis <10> <0> <0> <10>
Degeneration, seminiferous tubule 10 0 0 0 O 0O 0 0 0 O 0 0 0 0 O 9 1 0 0 O

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 10 - 3 Study No. :

Histopathological findings

Sex : Male Stage : Day 91 Species:Rat
Test article 4-methylbe 4-methylbe 4-methylbe 4-methylbe
nzaldehyde nzaldehyde nzaldehyde nzaldehyde
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 10 10 10 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Epididymis <10> <10> <10> <10>
Granuloma, spermatic 10 0 0 0 O 9 1 0 0 O 10 0 0 0O O 3 7 0 0 O
Cribriform change 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 0 10 0 0 O
Decrease, spermatozoa 10 0 0 0 O 10 0 0 O O 10 0 0 O O 0 10 0 0 O
Prostate <10> <0> <0> <10>
Infiltration, inflammatory cell 5 3 2 0 O 0O 0 0 0 O 0O 0 0 0 O 9 0 1 0 O
Seminal vesicle <10> <0> <0> <10>
10 0 0 10
Coagulating gland <10> <0> <0> <10>
10 0 0 10
Cerebrum <10> <0> <0> <10>
10 0 0 10
Cerebellum <10> <0> <0> <10>
10 0 0 10
Spinal cord <10> <0> <0> <10>
10 0 0 10
Sciatic nerve <10> <10> <10> <10>
Degeneration, axonal, focal 10 0 0 0 O 10 0 0 0O O 10 0 0 0 O 4 6 0 0 O
Spleen <10> <0> <0> <10>
10 0 0 10
Thymus <10> <0> <0> <10>
10 0 0 10
Bone marrow, sternum <10> <0> <0> <10>
10 0 0 10
Bone marrow, femur <10> <0> <0> <10>
10 0 0 10
Submandibular lymph node <10> <0> <0> <10>
10 0 0 10

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe



_.VL_

Table 10 - 4 Study No. :
Histopathological findings
Sex : Male Stage : Day 91 Species:Rat
Test article 4-methylbe 4-methylbe 4-methylbe 4-methylbe
nzaldehyde nzaldehyde nzaldehyde nzaldehyde
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 10 10 10 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Mesenteric lymph node <10> <0> <0> <10>
10 0 0 10
Peyer's patch <10> <0> <0> <10>
Mineralization 10 0 0 0 O 0 0 0 0O O 0 0 0 0O O 8 2 0 0 O
Pituitary gland <10> <0> <0> <10>
Remnant, craniopharyngeal duct 8 2 0 0 O 0 0 0 0 O 0 0 0 0 O 9 01 0 O
Cyst, pars distalis 9 1. 0 0 O 0 0 0 0 O 0 0 0 0 O 10 0 0 0 O
Thyroid <10> <0> <0> <10>
Remnant, ultimobranchial body 7 3 0 0 O 0O 0 0 0 O 0O 0 0 0 O 10 0 0 0 O
Parathyroid <10> <0> <0> <10>
Cyst 9 1. 0 0 O 0 0 0 0 O 0 0 0 0 O 10 0 0 0 O
Adrenal <10> <0> <0> <10>
10 0 0 10
Eyeball <10> <0> <0> <10>
Dysplasia, retina 9 1. 0 0 O 0 0 0 0 O 0 0 0 0 O 10 0 0 0 O
Harderian gland <10> <0> <0> <10>
10 0 0 10
Zymbal's gland <10> <0> <0> <10>
10 0 0 10
Skeletal muscle <10> <10> <10> <10>
Degeneration, muscular, focal 10 0 0 0 O 10 0 0 0O O 10 0 0 0O O 6 4 0 0 O
Sternum <10> <10> <10> <10>
Increase, trabecular 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 3 7 0 0 O
Femur <10> <10> <10> <10>
Increase, trabecular 10 0 0 0 O 10 0 0 0O O 10 0 0 0 O 5 5 0 0 O
Skin <10> <0> <0> <10>
10 0 0 10

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe



Study No. :

Table 10 - 5
Histopathological findings
Sex : Male Stage : Day 91 Species:Rat
Test article 4-methylbe 4-methylbe 4-methylbe 4-methylbe
nzaldehyde nzaldehyde nzaldehyde nzaldehyde
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 10 10 10 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Mammary gland <10> <0> <0> <10>
10 0 0 10
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Study No. :

Table 10 - 6
Histopathological findings
Sex : Female Stage : Day 91 Species:Rat
Test article 4-methylbe 4-methylbe 4-methylbe 4-methylbe
nzaldehyde nzaldehyde nzaldehyde nzaldehyde
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 10 10 10 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <10> <0> <0> <10>
Hemorrhage, focal 10 0 0 0 O 0O 0 0 0 O 0O 0 0 0 O 9 1 0 0 O
Accumulation, macrophage, alveolar 8 2 0 0 O 0O 0 0 0 O 0O 0 0 0 O 10 0 0 0O O
Nasal cavity <10> <0> <0> <10>
10 0 0 10
Bronchus <10> <0> <0> <10>
10 0 0 10
Trachea <10> <0> <0> <10>
10 0 0 10
Tongue <10> <0> <0> <10>
10 0 0 10
Submandibular gland <10> <10> <10> <10>
Decrease, secretory granule,
granular duct 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 9 1. 0 0 O
Sublingual gland <10> <10> <10> <10>
10 10 10 10
Esophagus <10> <0> <0> <10>
10 0 0 10
Stomach <10> <10> <10> <10>
Hyperkeratosis, forestomach 10 0 0 0 O 10 0 0 0O O 10 0 0 0 O 7 3 0 0 O
Duodenum <10> <0> <0> <10>
10 0 0 10
Jejunum <10> <0> <0> <10>
10 0 0 10
lleum <10> <0> <0> <10>
10 0 0 10
Cecum <10> <0> <0> <10>
10 0 0 10

<>: Number of animals examined
- . Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 10 - 7 Study No. :
Histopathological findings
Sex : Female Stage : Day 91 Species:Rat
Test article 4-methylbe 4-methylbe 4-methylbe 4-methylbe
nzaldehyde nzaldehyde nzaldehyde nzaldehyde
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 10 10 10 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Colon <10> <0> <0> <10>
10 0 0 10
Rectum <10> <0> <0> <10>
10 0 0 10
Pancreas <10> <0> <0> <10>
10 0 0 10
Liver <10> <0> <0> <10>
Microgranuloma 7 3 0 0 O 0O 0 0 0 O 0O 0 0 0 O 9 1 0 0 O
Heart <10> <0> <0> <10>
Infiltration, inflammatory cell,
focal 8 2 0 0 O 0 0 0 0 O 0 0 0 0 O 8 2 0 0 O
Thoracic aorta <10> <0> <0> <10>
10 0 0 10
Kidney <10> <10> <10> <10>
Infiltration, inflammatory cell,
renal pelvic mucosa 9 1. 0 0 O 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O
Mineralization, cortex 9 1 0 0 O 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O
Vacuolation, renal pelvic mucosa 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 9 1. 0 0 O
Basophilic change, renal tubule,
focal 10 0 0 0 O 10 0 0 0 O 9 1.0 0 O 10 0 0 0 O
Urinary bladder <10> <10> <10> <10>
Vacuolation, urothelium 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 1 6 3 0 O
Ovary <10> <0> <0> <10>
10 0 0 10
Oviduct <10> <0> <0> <10>
10 0 0 10
Uterine horn <10> <0> <0> <10>
10 0 0 10

<>: Number of animals examined
- . Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe



Study No. :

Table 10 - 8
Histopathological findings
Sex : Female Stage : Day 91 Species:Rat
Test article 4-methylbe 4-methylbe 4-methylbe 4-methylbe
nzaldehyde nzaldehyde nzaldehyde nzaldehyde
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 10 10 10 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Uterine cervix <10> <0> <0> <10>
10 0 0 10
Vagina <10> <0> <0> <10>
10 0 0 10
Cerebrum <10> <0> <0> <10>
10 0 0 10
Cerebellum <10> <0> <0> <10>
10 0 0 10
Spinal cord <10> <0> <0> <10>
10 0 0 10
'\] Sciatic nerve <10> <10> <10> <10>
?° Degeneration, axonal, focal 10 0 0 0 O 10 0 0 0O O 10 0 0 0O O 5 5 0 0 O
Spleen <10> <0> <0> <10>
10 0 0 10
Thymus <10> <0> <0> <10>
Remnant, epithelial cell 8 2 0 0 O 0O 0 0 0 O 0O 0 0 0 O 9 1 0 0 O
Bone marrow, sternum <10> <0> <0> <10>
10 0 0 10
Bone marrow, femur <10> <0> <0> <10>
10 0 0 10
Submandibular lymph node <10> <0> <10>
Absorption, blood 10 0 0 0 O 0 0 0 0 O 0 0 0 0 O 9 1. 0 0 O
Mesenteric lymph node <10> <0> <10>
Absorption, blood 10 0 0 0 O 0 0 0 OO 0 0 0 0oO 9 1 0 0 O
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ :

Severe



_6L_

Study No. :

Table 10 - 9
Histopathological findings
Sex : Female Stage : Day 91 Species:Rat
Test article 4-methylbe 4-methylbe 4-methylbe 4-methylbe
nzaldehyde nzaldehyde nzaldehyde nzaldehyde
Dose 100 300 1000
mg/kg mg/kg mg/kg
Organ Number of Animals 10 10 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Peyer's patch <0> <0> <10>
Mineralization 6 4 0 0 O 0 0 0 0 O 0 0 0 0 O 10 0 0 0 O
Pituitary gland <10> <0> <0> <10>
10 0 0 10
Thyroid <10> <0> <0> <10>
Remnant, ultimobranchial body 6 4 0 0 O 0 0 0 0 O 0 0 0 0 O 5 5 0 0 O
Parathyroid <10> <0> <0> <10>
0 0 10
Adrenal <10> <0> <0> <10>
0 0 10
Eyeball <10> <0> <0> <10>
Atrophy, retina, focal 9 1 0 0 O 0O 0 0 0 O 0O 0 0 0 O 10 0 0 0 O
Dysplasia, retina 9 1 0 0 O 0O 0 0 0 O 0O 0 0 0 O 10 0 0 0 O
Harderian gland <10> <0> <0> <10>
0 0 10
Zymbal's gland <10> <0> <0> <10>
0 0 10
Skeletal muscle <10> <10> <10> <10>
Degeneration, muscular, focal 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 7 3 0 0 O
Sternum <10> <10> <10> <10>
Increase, trabecular 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 5 5 0 0 O
Femur <10> <10> <10> <10>
Increase, trabecular 10 0 0 0 O 10 0 0 0 O 10 0 0 0 O 1 9 0 0 O
Skin <10> <0> <0> <10>
10 0 0 10
<10> <0> <0> <10>
10 0 0 10

Mammary gland

<> : Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ :

Severe



Appendix 1 -1 Study No. : .

_08_

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - - B B B B R R
10102 No abnormality - - - - - - - - - - - - R R R R R R
10103 No abnormality - - - - - - - - - - - - R R R R R R
10104 No abnormality - - - - - - - - - - - - R R R R R R
10105 No abnormality - - - - - - - - - - - - R R R R R R
10106 No abnormality - - - - - - - - - - - - R R R R R R
10107 No abnormality - - - - - - - - - - - - B B B B R R
10108 No abnormality - - - - - - - - - - - - R R R R R R
10109 No abnormality - - - - - - - - - - - - B B B B R R
10110 No abnormality - - - - - - - - - - - - R R R R R R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - B B B B B B _
10102 No abnormality - - - - - - - - - - - - R R R R R B
10103 No abnormality - - - - - - - - - - - B B B B B B _
10104 No abnormality - - - - - - - - - - - - R R R R R B
10105 No abnormality - - - - - - - - - - - B B B B B B _
10106 No abnormality - - - - - - - - - - - - R R R R R B
10107 No abnormality - - - - - - - - - - - B B B B B B _
10108 No abnormality - - - - - - - - - - - - R R R R R B
10109 No abnormality - - - - - - - - - - - B B B B B B _
10110 No abnormality - - - - - - - - - - - - R R R R R R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - - R R R R R R
10102 No abnormality - - - - - - - - - - - B B B B B B _
10103 No abnormality - - - - - - - - - - - - R R R R R R
10104 No abnormality - - - - - - - - - - - B B B B B B B
10105 No abnormality - - - - - - - - - - - - R R R R R R
10106 No abnormality - - - - - - - - - - - B B B B B B _
10107 No abnormality - - - - - - - - - - - - B B B B R R
10108 No abnormality - - - - - - - - - - - B B B B B B _
10109 No abnormality - - - - - - - - - - - - R R R R R R
10110 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration



Appendix 1 - 2 Study No. : .

_[8_

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - - B B B B R R
10102 No abnormality - - - - - - - - - - - - R R R R R R
10103 No abnormality - - - - - - - - - - - - R R R R R R
10104 No abnormality - - - - - - - - - - - - R R R R R R
10105 No abnormality - - - - - - - - - - - - R R R R R R
10106 No abnormality - - - - - - - - - - - - R R R R R R
10107 No abnormality - - - - - - - - - - - - B B B B R R
10108 No abnormality - - - - - - - - - - - - R R R R R R
10109 No abnormality - - - - - - - - - - - - B B B B R R
10110 No abnormality - - - - - - - - - - - - R R R R R R
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - B B B B B B _
10102 No abnormality - - - - - - - - - - - - R R R R R B
10103 No abnormality - - - - - - - - - - - B B B B B B _
10104 No abnormality - - - - - - - - - - - - R R R R R B
10105 No abnormality - - - - - - - - - - - B B B B B B _
10106 No abnormality - - - - - - - - - - - - R R R R R B
10107 No abnormality - - - - - - - - - - - B B B B B B _
10108 No abnormality - - - - - - - - - - - - R R R R R B
10109 No abnormality - - - - - - - - - - - B B B B B B _
10110 No abnormality - - - - - - - - - - - - R R R R R R
Day 46 47 48 49 50 51 52 53 54
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - - R R R R R R
10102 No abnormality - - - - - - - - - - - B B B B B B _
10103 No abnormality - - - - - - - - - - - - R R R R R R
10104 No abnormality - - - - - - - - - - - B B B B B B B
10105 No abnormality - - - - - - - - - - - - R R R R R R
10106 No abnormality - - - - - - - - - - - B B B B B B _
10107 No abnormality - - - - - - - - - - - - B B B B R R
10108 No abnormality - - - - - - - - - - - B B B B B B _
10109 No abnormality - - - - - - - - - - - - R R R R R R
10110 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration



Appendix 1 - 3 Study No. : .

_ZS_

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Day 55 56 57 58 59 60 61 62 63
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - - B B B B R R
10102 No abnormality - - - - - - - - - - - - R R R R R R
10103 No abnormality - - - - - - - - - - - - R R R R R R
10104 No abnormality - - - - - - - - - - - - R R R R R R
10105 No abnormality - - - - - - - - - - - - R R R R R R
10106 No abnormality - - - - - - - - - - - - R R R R R R
10107 No abnormality - - - - - - - - - - - - B B B B R R
10108 No abnormality - - - - - - - - - - - - R R R R R R
10109 No abnormality - - - - - - - - - - - - B B B B R R
10110 No abnormality - - - - - - - - - - - - R R R R R R
Day 64 65 66 67 68 69 70 71 72
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - B B B B B B _
10102 No abnormality - - - - - - - - - - - - R R R R R B
10103 No abnormality - - - - - - - - - - - B B B B B B _
10104 No abnormality - - - - - - - - - - - - R R R R R B
10105 No abnormality - - - - - - - - - - - B B B B B B _
10106 No abnormality - - - - - - - - - - - - R R R R R B
10107 No abnormality - - - - - - - - - - - B B B B B B _
10108 No abnormality - - - - - - - - - - - - R R R R R B
10109 No abnormality - - - - - - - - - - - B B B B B B _
10110 No abnormality - - - - - - - - - - - - R R R R R R
Day 73 74 75 76 77 78 79 80 81
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - - R R R R R R
10102 No abnormality - - - - - - - - - - - B B B B B B _
10103 No abnormality - - - - - - - - - - - - R R R R R R
10104 No abnormality - - - - - - - - - - - B B B B B B B
10105 No abnormality - - - - - - - - - - - - R R R R R R
10106 No abnormality - - - - - - - - - - - B B B B B B _
10107 No abnormality - - - - - - - - - - - - B B B B R R
10108 No abnormality - - - - - - - - - - - B B B B B B _
10109 No abnormality - - - - - - - - - - - - R R R R R R
10110 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration



Appendix 1 - 4 Study No. : .

_58_

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Day 82 83 84 85 86 87 88 89 90
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10101 No abnormality - - - - - - - - - - - - - B B B R R
10102 No abnormality - - - - - - - - - - - - - R R R R R
10103 No abnormality - - - - - - - - - - - - - R R R R R
10104 No abnormality - - - - - - - - - - - - - R R R R R
10105 No abnormality - - - - - - - - - - - - - R R R R R
10106 No abnormality - - - - - - - - - - - - - R R R R R
10107 No abnormality - - - - - - - - - - - - - B B B R R
10108 No abnormality - - - - - - - - - - - - - R R R R R
10109 No abnormality - - - - - - - - - - - - - B B B R R
10110 No abnormality - - - - - - - - - - - - - R R R R R
Day 91
Animal No. Clinical signs Time N
10101 No abnormality -
10102 No abnormality -
10103 No abnormality -
10104 No abnormality -
10105 No abnormality -
10106 No abnormality -
10107 No abnormality -
10108 No abnormality -
10109 No abnormality -
10110 No abnormality -

BA : Before administration, AA : After administration, N : Necropsy day



Appendix 1 - 5 Study No. : .

_.VS_

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - - B B B B R R
10202 No abnormality - - - - - - - - - - - - R R R R R R
10203 No abnormality - - - - - - - - - - - - R R R R R R
10204 No abnormality - - - - - - - - - - - - R R R R R R
10205 No abnormality - - - - - - - - - - - - R R R R R R
10206 No abnormality - - - - - - - - - - - - R R R R R R
10207 No abnormality - - - - - - - - - - - - B B B B R R
10208 No abnormality - - - - - - - - - - - - R R R R R R
10209 No abnormality - - - - - - - - - - - - B B B B R R
10210 No abnormality - - - - - - - - - - - - R R R R R R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - B B B B B B _
10202 No abnormality - - - - - - - - - - - - R R R R R B
10203 No abnormality - - - - - - - - - - - B B B B B B _
10204 No abnormality - - - - - - - - - - - - R R R R R B
10205 No abnormality - - - - - - - - - - - B B B B B B _
10206 No abnormality - - - - - - - - - - - - R R R R R B
10207 No abnormality - - - - - - - - - - - B B B B B B _
10208 No abnormality - - - - - - - - - - - - R R R R R B
10209 No abnormality - - - - - - - - - - - B B B B B B _
10210 No abnormality - - - - - - - - - - - - R R R R R R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - - R R R R R R
10202 No abnormality - - - - - - - - - - - B B B B B B _
10203 No abnormality - - - - - - - - - - - - R R R R R R
10204 No abnormality - - - - - - - - - - - B B B B B B B
10205 No abnormality - - - - - - - - - - - - R R R R R R
10206 No abnormality - - - - - - - - - - - B B B B B B _
10207 No abnormality - - - - - - - - - - - - B B B B R R
10208 No abnormality - - - - - - - - - - - B B B B B B _
10209 No abnormality - - - - - - - - - - - - R R R R R R
10210 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration



Appendix 1 - 6 Study No. : .

_98_

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - - B B B B R R
10202 No abnormality - - - - - - - - - - - - R R R R R R
10203 No abnormality - - - - - - - - - - - - R R R R R R
10204 No abnormality - - - - - - - - - - - - R R R R R R
10205 No abnormality - - - - - - - - - - - - R R R R R R
10206 No abnormality - - - - - - - - - - - - R R R R R R
10207 No abnormality - - - - - - - - - - - - B B B B R R
10208 No abnormality - - - - - - - - - - - - R R R R R R
10209 No abnormality - - - - - - - - - - - - B B B B R R
10210 No abnormality - - - - - - - - - - - - R R R R R R
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - B B B B B B _
10202 No abnormality - - - - - - - - - - - - R R R R R B
10203 No abnormality - - - - - - - - - - - B B B B B B _
10204 No abnormality - - - - - - - - - - - - R R R R R B
10205 No abnormality - - - - - - - - - - - B B B B B B _
10206 No abnormality - - - - - - - - - - - - R R R R R B
10207 No abnormality - - - - - - - - - - - B B B B B B _
10208 No abnormality - - - - - - - - - - - - R R R R R B
10209 No abnormality - - - - - - - - - - - B B B B B B _
10210 No abnormality - - - - - - - - - - - - R R R R R R
Day 46 47 48 49 50 51 52 53 54
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - - R R R R R R
10202 No abnormality - - - - - - - - - - - B B B B B B _
10203 No abnormality - - - - - - - - - - - - R R R R R R
10204 No abnormality - - - - - - - - - - - B B B B B B B
10205 No abnormality - - - - - - - - - - - - R R R R R R
10206 No abnormality - - - - - - - - - - - B B B B B B _
10207 No abnormality - - - - - - - - - - - - B B B B R R
10208 No abnormality - - - - - - - - - - - B B B B B B _
10209 No abnormality - - - - - - - - - - - - R R R R R R
10210 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration



Appendix 1 -7 Study No. : .

_98_

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Day 55 56 57 58 59 60 61 62 63
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - - B B B B R R
10202 No abnormality - - - - - - - - - - - - R R R R R R
10203 No abnormality - - - - - - - - - - - - R R R R R R
10204 No abnormality - - - - - - - - - - - - R R R R R R
10205 No abnormality - - - - - - - - - - - - R R R R R R
10206 No abnormality - - - - - - - - - - - - R R R R R R
10207 No abnormality - - - - - - - - - - - - B B B B R R
10208 No abnormality - - - - - - - - - - - - R R R R R R
10209 No abnormality - - - - - - - - - - - - B B B B R R
10210 No abnormality - - - - - - - - - - - - R R R R R R
Day 64 65 66 67 68 69 70 71 72
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - B B B B B B _
10202 No abnormality - - - - - - - - - - - - R R R R R B
10203 No abnormality - - - - - - - - - - - B B B B B B _
10204 No abnormality - - - - - - - - - - - - R R R R R B
10205 No abnormality - - - - - - - - - - - B B B B B B _
10206 No abnormality - - - - - - - - - - - - R R R R R B
10207 No abnormality - - - - - - - - - - - B B B B B B _
10208 No abnormality - - - - - - - - - - - - R R R R R B
10209 No abnormality - - - - - - - - - - - B B B B B B _
10210 No abnormality - - - - - - - - - - - - R R R R R R
Day 73 74 75 76 77 78 79 80 81
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - - R R R R R R
10202 No abnormality - - - - - - - - - - - B B B B B B _
10203 No abnormality - - - - - - - - - - - - R R R R R R
10204 No abnormality - - - - - - - - - - - B B B B B B B
10205 No abnormality - - - - - - - - - - - - R R R R R R
10206 No abnormality - - - - - - - - - - - B B B B B B _
10207 No abnormality - - - - - - - - - - - - B B B B R R
10208 No abnormality - - - - - - - - - - - B B B B B B _
10209 No abnormality - - - - - - - - - - - - R R R R R R
10210 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration



Appendix 1 - 8 Study No. : .

_L8_

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Day 82 83 84 85 86 87 88 89 90
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10201 No abnormality - - - - - - - - - - - - - B B B R R
10202 No abnormality - - - - - - - - - - - - - R R R R R
10203 No abnormality - - - - - - - - - - - - - R R R R R
10204 No abnormality - - - - - - - - - - - - - R R R R R
10205 No abnormality - - - - - - - - - - - - - R R R R R
10206 No abnormality - - - - - - - - - - - - - R R R R R
10207 No abnormality - - - - - - - - - - - - - B B B R R
10208 No abnormality - - - - - - - - - - - - - R R R R R
10209 No abnormality - - - - - - - - - - - - - B B B R R
10210 No abnormality - - - - - - - - - - - - - R R R R R
Day 91
Animal No. Clinical signs Time N
10201 No abnormality -
10202 No abnormality -
10203 No abnormality -
10204 No abnormality -
10205 No abnormality -
10206 No abnormality -
10207 No abnormality -
10208 No abnormality -
10209 No abnormality -
10210 No abnormality -

BA : Before administration, AA : After administration, N : Necropsy day



Appendix 1 -9 Study No. : .

_88_

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - - B B B B R R
10302 No abnormality - - - - - - - - - - - - R R R R R R
10303 No abnormality - - - - - - - - - - - - R R R R R R
10304 No abnormality - - - - - - - - - - - - R R R R
10305 Hematuria - - - - - - - - - - - N N N B B + +
10306 No abnormality - - - - - - - - - - - - R R R R R R
10307 No abnormality - - - - - - - - - - - - B B B B R R
10308 No abnormality - - - - - - - - - - - - R R R R R R
10309 No abnormality - - - - - - - - - - - - B B B B R R
10310 No abnormality - - - - - - - - - - - - R R R R R R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - B B B B B B _
10302 No abnormality - - - - - - - - - - - - R R R R R B
10303 No abnormality - - - - - - - - - - - B B B B B B _
10304 No abnormality - - - - - - - - - - - - R R R R R B
10305 Hematuria + - - - - - - - - - R R R R R R R R
10306 No abnormality - - - - - - - - - - - - R R R R R B
10307 No abnormality - - - - - - - - - - - B B B B B B _
10308 No abnormality - - - - - - - - - - - - R R R R R B
10309 No abnormality - - - - - - - - - - - B B B B B B _
10310 No abnormality - - - - - - - - - - - - R R R R R R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - - R R R R R R
10302 No abnormality - - - - - - - - - - - B B B B B B _
10303 No abnormality - - - - - - - - - - - - R R R R R R
10304 No abnormality - - - - - - - - - - - B B B B B B B
10305 Hematuria - - - - - - - - - - - - R R R R R R
10306 No abnormality - - - - - - - - - - - B B B B B B _
10307 No abnormality - - - - - - - - - - - - B B B B R R
10308 No abnormality - - - - - - - - - - - B B B B B B _
10309 No abnormality - - - - - - - - - - - - R R R R R R
10310 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - - B B B B R R
10302 No abnormality - - - - - - - - - - - - R R R R R R
10303 No abnormality - - - - - - - - - - - - R R R R R R
10304 No abnormality - - - - - - - - - - - - R R R R R R
10305 Hematuria - - - - - - - - - - - - - - - R R B
10306 No abnormality - - - - - - - - - - - - R R R R R R
10307 No abnormality - - - - - - - - - - - - B B B B R R
10308 No abnormality - - - - - - - - - - - - R R R R R R
10309 No abnormality - - - - - - - - - - - - B B B B R R
10310 No abnormality - - - - - - - - - - - - R R R R R R
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - B B B B B B _
10302 No abnormality - - - - - - - - - - - - R R R R R B
10303 No abnormality - - - - - - - - - - - B B B B B B _
10304 No abnormality - - - - - - - - - - - - R R R R R B
10305 Hematuria - - - - - - - - - - R R R R R R R R
10306 No abnormality - - - - - - - - - - - - R R R R R B
10307 No abnormality - - - - - - - - - - - B B B B B B _
10308 No abnormality - - - - - - - - - - - - R R R R R B
10309 No abnormality - - - - - - - - - - - B B B B B B _
10310 No abnormality - - - - - - - - - - - - R R R R R R
Day 46 47 48 49 50 51 52 53 54
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - - R R R R R R
10302 No abnormality - - - - - - - - - - - B B B B B B _
10303 No abnormality - - - - - - - - - - - - R R R R R R
10304 No abnormality - - - - - - - - - - - B B B B B B B
10305 Hematuria - - - - - - - - - - - - R R R R R R
10306 No abnormality - - - - - - - - - - - B B B B B B _
10307 No abnormality - - - - - - - - - - - - B B B B R R
10308 No abnormality - - - - - - - - - - - B B B B B B _
10309 No abnormality - - - - - - - - - - - - R R R R R R
10310 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Day 55 56 57 58 59 60 61 62 63
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - - B B B B R R
10302 No abnormality - - - - - - - - - - - - R R R R R R
10303 No abnormality - - - - - - - - - - - - R R R R R R
10304 No abnormality - - - - - - - - - - - - R R R R R R
10305 Hematuria - - - - - - - - - - - - - - - R R B
10306 No abnormality - - - - - - - - - - - - R R R R R R
10307 No abnormality - - - - - - - - - - - - B B B B R R
10308 No abnormality - - - - - - - - - - - - R R R R R R
10309 No abnormality - - - - - - - - - - - - B B B B R R
10310 No abnormality - - - - - - - - - - - - R R R R R R
Day 64 65 66 67 68 69 70 71 72
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - B B B B B B _
10302 No abnormality - - - - - - - - - - - - R R R R R B
10303 No abnormality - - - - - - - - - - - B B B B B B _
10304 No abnormality - - - - - - - - - - - - R R R R R B
10305 Hematuria - - - - - - - - - - R R R R R R R R
10306 No abnormality - - - - - - - - - - - - R R R R R B
10307 No abnormality - - - - - - - - - - - B B B B B B _
10308 No abnormality - - - - - - - - - - - - R R R R R B
10309 No abnormality - - - - - - - - - - - B B B B B B _
10310 No abnormality - - - - - - - - - - - - R R R R R R
Day 73 74 75 76 77 78 79 80 81
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - - R R R R R R
10302 No abnormality - - - - - - - - - - - B B B B B B _
10303 No abnormality - - - - - - - - - - - - R R R R R R
10304 No abnormality - - - - - - - - - - - B B B B B B B
10305 Hematuria - - - - - - - - - - - - R R R R R R
10306 No abnormality - - - - - - - - - - - B B B B B B _
10307 No abnormality - - - - - - - - - - - - B B B B R R
10308 No abnormality - - - - - - - - - - - B B B B B B _
10309 No abnormality - - - - - - - - - - - - R R R R R R
10310 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Day 82 83 84 85 86 87 88 89 90
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10301 No abnormality - - - - - - - - - - - - - B B B R R
10302 No abnormality - - - - - - - - - - - - - R R R R R
10303 No abnormality - - - - - - - - - - - - - R R R R R
10304 No abnormality - - - - - - - - - - - - - R R R R R
10305 Hematuria - - - - - - - - - - - - - R R R R R
10306 No abnormality - - - - - - - - - - - - - R R R R R
10307 No abnormality - - - - - - - - - - - - - B B B R R
10308 No abnormality - - - - - - - - - - - - - R R R R R
10309 No abnormality - - - - - - - - - - - - - B B B R R
10310 No abnormality - - - - - - - - - - - - - R R R R R
Day 91
Animal No. Clinical signs Time N
10301 No abnormality -
10302 No abnormality -
10303 No abnormality -
10304 No abnormality -
10305 Hematuria -
10306 No abnormality -
10307 No abnormality -
10308 No abnormality -
10309 No abnormality -
10310 No abnormality -

BA : Before administration, AA : After administration, N : Necropsy day
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Appendix 1 - 13

Clinical sign
Sex : Male

Period : Administration Day 1-91

Dose : 4-methylbenzaldehyde 1000 mg/kg

Study No. : .

Species : Rat

Animal No.

Clinical signs

Day 1 2 3

4

5

6

7

8

9

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

10401

No abnormality

10402

Clonic convulsion

10403

Tremor

10404

Tremor
Clonic convulsion

10405

No abnormality

10406

No abnormality

10407

Tremor
Crushing of incisors

10408

Tremor

10409

No abnormality

10410

Tremor

Animal No.

Clinical signs

Day 10 11 12

13

14

15

16

17

18

10401

No abnormality

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

10402

Clonic convulsion

10403

Tremor

10404

Tremor
Clonic convulsion

10405

No abnormality

10406

No abnormality

10407

Tremor
Crushing of incisors

10408

Tremor

10409

No abnormality

10410

Tremor

Animal No.

Clinical signs

Day 19 20 21

22

23

24

25

26

27

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

10401

No abnormality

10402

Clonic convulsion

10403

Tremor

10404

Tremor
Clonic convulsion

10405

No abnormality

10406

No abnormality

10407

Tremor
Crushing of incisors

10408

Tremor

10409

No abnormality

10410

Tremor

BA : Before administration, AA : After administration
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Appendix 1 - 14

Clinical sign
Sex : Male

Period : Administration Day 1-91

Dose : 4-methylbenzaldehyde 1000 mg/kg

Study No. : .

Species : Rat

Animal No.

Clinical signs

Day 28 29 30

31

32

33

34

35

36

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

10401

No abnormality

10402

Clonic convulsion

10403

Tremor

10404

Tremor
Clonic convulsion

10405

No abnormality

10406

No abnormality

10407

Tremor
Crushing of incisors

10408

Tremor

10409

No abnormality

10410

Tremor

Animal No.

Clinical signs

Day 37 38 39

40

41

42

43

44

45

10401

No abnormality

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

10402

Clonic convulsion

10403

Tremor

10404

Tremor
Clonic convulsion

10405

No abnormality

10406

No abnormality

10407

Tremor
Crushing of incisors

10408

Tremor

10409

No abnormality

10410

Tremor

Animal No.

Clinical signs

Day 46 47 48

49

50

51

52

53

54

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

10401

No abnormality

10402

Clonic convulsion

10403

Tremor

10404

Tremor
Clonic convulsion

10405

No abnormality

10406

No abnormality

10407

Tremor
Crushing of incisors

10408

Tremor

10409

No abnormality

10410

Tremor

BA : Before administration, AA : After administration
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Study No. : .

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Day 55 56 57 58 59 60 61 62 63
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10401 No abnormality - - - - - - - - - - - - - B B B B R
10402 Clonic convulsion - - - - - - - - - + - - - + - - - +
10403 Tremor - - - - - - - - - - - - - R R R R R
10404 Tremor - - - - - - - - - - - - R R R R R R
Clonic convulsion - - - - - - - - - + - + - + - + - N
10405 No abnormality - - - - - - - - - - - - - R R R R R
10406 No abnormality - - - - - - - - - - - - - B B B B R
10407 Tremor + + + + + + + + + + + + + + + + + +
Crushing of incisors - - - - - - - - - - - - - - - - - R
10408 Tremor + + + + + + + + + + + + + + + + + +
10409 No abnormality - - - - - - - - - - - - - B B B B B
10410 Tremor - - - - - - - - R R R R R R N N T T
Day 64 65 66 67 68 69 70 71 72
Animal No. Clinical signs Time BA. AA  BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10401 No abnormality - - - - - - - - - - - B B B B B B B
10402 Clonic convulsion - - - + - + - + + - + - + - + - + -
10403 Tremor - - - - + + + + + + + + + + + + + +
10404 Tremor - - - - - - - - - - - - R R R R R B
Clonic convulsion - - - - - - - - R R R + + R R + R +
10405 No abnormality - - - - - - - - - - - - - R R R R B
10406 No abnormality - - - - - - - - - - - B B B B B B B
10407 Tremor + + + + + + + + + + + + + + + + + +
Crushing of incisors - - - - - - - - - - - - R R R R R R
10408 Tremor + + + + + + + + + + + + + + + + + +
10409 No abnormality - - - - - - - - - - - B B B B B B B
10410 Tremor + + + + + + + + + + + + + + + + + +
Day 73 74 75 76 77 78 79 80 81
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10401 No abnormality - - - - - - - - - - - - - R R R R R
10402 Clonic convulsion + + + - + - + - + - + - - + - - - +
10403 Tremor + + + + + + + + + + + + + + + + + +
10404 Tremor - - - - - - - B B B R R B B R R N N
Clonic convulsion - + - - - + - - + - + - - + + - - -
10405 No abnormality - - - - - - - - - - B B B B B B B B
10406 No abnormality - - - - - - - - - - - - - R R R R R
10407 Tremor + + + + + + + + + + + + + + + + + +
Crushing of incisors + + + + + + - - - - - - - - - - - R
10408 Tremor + + + + + + + + + + + + + + + + + +
10409 No abnormality - - - - - - - - - - - - - R R R R
10410 Tremor + + + + + + + + + + + + + + + + + +

BA : Before administration, AA : After administration
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Appendix 1 - 16

Study No. : .

Clinical sign Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Day 82 83 84 85 86 87 88 89 90
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
10401 No abnormality - - - - - - - - - - - - - B B B B R
10402 Clonic convulsion - + + - + + - + + - - - - + + - + -
10403 Tremor + + + + + + + + + + + + + + + + + +
10404 Tremor - - - - - - - - + + + + + + + + + +
Clonic convulsion - - - - - - - - + - + - - - - - - -
10405 No abnormality - - - - - - - - - - - - - R R R R R
10406 No abnormality - - - - - - - - - - - - B B B B R R
10407 Tremor + + + + + + + + + + + + + + + + + +
Crushing of incisors - - - - - - - - - - - - - - - - - R
10408 Tremor + + + + + + + + + + + + + + + + + +
10409 No abnormality - - - - - - - - - - - - - B B B B
10410 Tremor + + + + + + + + + + + + + + + + + +
Day 91
Animal No. Clinical signs Time N
10401 No abnormality -
10402 Clonic convulsion +
10403 Tremor +
10404 Tremor +
Clonic convulsion -
10405 No abnormality -
10406 No abnormality -
10407 Tremor +
Crushing of incisors -
10408 Tremor +
10409 No abnormality -
10410 Tremor +

BA : Before administration, AA : After administration, N : Necropsy day
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - - B B B B R R
50152 No abnormality - - - - - - - - - - - - R R R R R R
50153 No abnormality - - - - - - - - - - - - R R R R R R
50154 No abnormality - - - - - - - - - - - - R R R R R R
50155 No abnormality - - - - - - - - - - - - R R R R R R
50156 No abnormality - - - - - - - - - - - - R R R R R R
50157 No abnormality - - - - - - - - - - - - B B B B R R
50158 No abnormality - - - - - - - - - - - - R R R R R R
50159 No abnormality - - - - - - - - - - - - B B B B R R
50160 No abnormality - - - - - - - - - - - - R R R R R R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - B B B B B B _
50152 No abnormality - - - - - - - - - - - - R R R R R B
50153 No abnormality - - - - - - - - - - - B B B B B B _
50154 No abnormality - - - - - - - - - - - - R R R R R B
50155 No abnormality - - - - - - - - - - - B B B B B B _
50156 No abnormality - - - - - - - - - - - - R R R R R B
50157 No abnormality - - - - - - - - - - - B B B B B B _
50158 No abnormality - - - - - - - - - - - - R R R R R B
50159 No abnormality - - - - - - - - - - - B B B B B B _
50160 No abnormality - - - - - - - - - - - - R R R R R R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - - R R R R R R
50152 No abnormality - - - - - - - - - - - B B B B B B _
50153 No abnormality - - - - - - - - - - - - R R R R R R
50154 No abnormality - - - - - - - - - - - B B B B B B B
50155 No abnormality - - - - - - - - - - - - R R R R R R
50156 No abnormality - - - - - - - - - - - B B B B B B _
50157 No abnormality - - - - - - - - - - - - B B B B R R
50158 No abnormality - - - - - - - - - - - B B B B B B _
50159 No abnormality - - - - - - - - - - - - R R R R R R
50160 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - - B B B B R R
50152 No abnormality - - - - - - - - - - - - R R R R R R
50153 No abnormality - - - - - - - - - - - - R R R R R R
50154 No abnormality - - - - - - - - - - - - R R R R R R
50155 No abnormality - - - - - - - - - - - - R R R R R R
50156 No abnormality - - - - - - - - - - - - R R R R R R
50157 No abnormality - - - - - - - - - - - - B B B B R R
50158 No abnormality - - - - - - - - - - - - R R R R R R
50159 No abnormality - - - - - - - - - - - - B B B B R R
50160 No abnormality - - - - - - - - - - - - R R R R R R
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - B B B B B B _
50152 No abnormality - - - - - - - - - - - - R R R R R B
50153 No abnormality - - - - - - - - - - - B B B B B B _
50154 No abnormality - - - - - - - - - - - - R R R R R B
50155 No abnormality - - - - - - - - - - - B B B B B B _
50156 No abnormality - - - - - - - - - - - - R R R R R B
50157 No abnormality - - - - - - - - - - - B B B B B B _
50158 No abnormality - - - - - - - - - - - - R R R R R B
50159 No abnormality - - - - - - - - - - - B B B B B B _
50160 No abnormality - - - - - - - - - - - - R R R R R R
Day 46 47 48 49 50 51 52 53 54
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - - R R R R R R
50152 No abnormality - - - - - - - - - - - B B B B B B _
50153 No abnormality - - - - - - - - - - - - R R R R R R
50154 No abnormality - - - - - - - - - - - B B B B B B B
50155 No abnormality - - - - - - - - - - - - R R R R R R
50156 No abnormality - - - - - - - - - - - B B B B B B _
50157 No abnormality - - - - - - - - - - - - B B B B R R
50158 No abnormality - - - - - - - - - - - B B B B B B _
50159 No abnormality - - - - - - - - - - - - R R R R R R
50160 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Day 55 56 57 58 59 60 61 62 63
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - - B B B B R R
50152 No abnormality - - - - - - - - - - - - R R R R R R
50153 No abnormality - - - - - - - - - - - - R R R R R R
50154 No abnormality - - - - - - - - - - - - R R R R R R
50155 No abnormality - - - - - - - - - - - - R R R R R R
50156 No abnormality - - - - - - - - - - - - R R R R R R
50157 No abnormality - - - - - - - - - - - - B B B B R R
50158 No abnormality - - - - - - - - - - - - R R R R R R
50159 No abnormality - - - - - - - - - - - - B B B B R R
50160 No abnormality - - - - - - - - - - - - R R R R R R
Day 64 65 66 67 68 69 70 71 72
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - B B B B B B _
50152 No abnormality - - - - - - - - - - - - R R R R R B
50153 No abnormality - - - - - - - - - - - B B B B B B _
50154 No abnormality - - - - - - - - - - - - R R R R R B
50155 No abnormality - - - - - - - - - - - B B B B B B _
50156 No abnormality - - - - - - - - - - - - R R R R R B
50157 No abnormality - - - - - - - - - - - B B B B B B _
50158 No abnormality - - - - - - - - - - - - R R R R R B
50159 No abnormality - - - - - - - - - - - B B B B B B _
50160 No abnormality - - - - - - - - - - - - R R R R R R
Day 73 74 75 76 77 78 79 80 81
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - - R R R R R R
50152 No abnormality - - - - - - - - - - - B B B B B B _
50153 No abnormality - - - - - - - - - - - - R R R R R R
50154 No abnormality - - - - - - - - - - - B B B B B B B
50155 No abnormality - - - - - - - - - - - - R R R R R R
50156 No abnormality - - - - - - - - - - - B B B B B B _
50157 No abnormality - - - - - - - - - - - - B B B B R R
50158 No abnormality - - - - - - - - - - - B B B B B B _
50159 No abnormality - - - - - - - - - - - - R R R R R R
50160 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Day 82 83 84 85 86 87 88 89 90
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50151 No abnormality - - - - - - - - - - - - - B B B R R
50152 No abnormality - - - - - - - - - - - - - R R R R R
50153 No abnormality - - - - - - - - - - - - - R R R R R
50154 No abnormality - - - - - - - - - - - - - R R R R R
50155 No abnormality - - - - - - - - - - - - - - - - - -
50156 No abnormality - - - - - - - - - - - - - - - - - -
50157 No abnormality - - - - - - - - - - - - - - - - - -
50158 No abnormality - - - - - - - - - - - - - - - - - -
50159 No abnormality - - - - - - - - - - - - - - - - - -
50160 No abnormality - - - - - - - - - - - - - R R R R R
Day 91
Animal No. Clinical signs Time N
50151 No abnormality -
50152 No abnormality -
50153 No abnormality -
50154 No abnormality -
50155 No abnormality -
50156 No abnormality -
50157 No abnormality -
50158 No abnormality -
50159 No abnormality -
50160 No abnormality -

BA : Before administration, AA : After administration, N : Necropsy day



Appendix 1 - 21 Study No. : .
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - - B B B B R R
50252 No abnormality - - - - - - - - - - - - R R R R R R
50253 No abnormality - - - - - - - - - - - - R R R R R R
50254 No abnormality - - - - - - - - - - - - R R R R R R
50255 No abnormality - - - - - - - - - - - - R R R R R R
50256 No abnormality - - - - - - - - - - - - R R R R R R
50257 No abnormality - - - - - - - - - - - - B B B B R R
50258 No abnormality - - - - - - - - - - - - R R R R R R
50259 No abnormality - - - - - - - - - - - - B B B B R R
50260 No abnormality - - - - - - - - - - - - R R R R R R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - B B B B B B _
50252 No abnormality - - - - - - - - - - - - R R R R R B
50253 No abnormality - - - - - - - - - - - B B B B B B _
50254 No abnormality - - - - - - - - - - - - R R R R R B
50255 No abnormality - - - - - - - - - - - B B B B B B _
50256 No abnormality - - - - - - - - - - - - R R R R R B
50257 No abnormality - - - - - - - - - - - B B B B B B _
50258 No abnormality - - - - - - - - - - - - R R R R R B
50259 No abnormality - - - - - - - - - - - B B B B B B _
50260 No abnormality - - - - - - - - - - - - R R R R R R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - - R R R R R R
50252 No abnormality - - - - - - - - - - - B B B B B B _
50253 No abnormality - - - - - - - - - - - - R R R R R R
50254 No abnormality - - - - - - - - - - - B B B B B B B
50255 No abnormality - - - - - - - - - - - - R R R R R R
50256 No abnormality - - - - - - - - - - - B B B B B B _
50257 No abnormality - - - - - - - - - - - - B B B B R R
50258 No abnormality - - - - - - - - - - - B B B B B B _
50259 No abnormality - - - - - - - - - - - - R R R R R R
50260 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - - B B B B R R
50252 No abnormality - - - - - - - - - - - - R R R R R R
50253 No abnormality - - - - - - - - - - - - R R R R R R
50254 No abnormality - - - - - - - - - - - - R R R R R R
50255 No abnormality - - - - - - - - - - - - R R R R R R
50256 No abnormality - - - - - - - - - - - - R R R R R R
50257 No abnormality - - - - - - - - - - - - B B B B R R
50258 No abnormality - - - - - - - - - - - - R R R R R R
50259 No abnormality - - - - - - - - - - - - B B B B R R
50260 No abnormality - - - - - - - - - - - - R R R R R R
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - B B B B B B _
50252 No abnormality - - - - - - - - - - - - R R R R R B
50253 No abnormality - - - - - - - - - - - B B B B B B _
50254 No abnormality - - - - - - - - - - - - R R R R R B
50255 No abnormality - - - - - - - - - - - B B B B B B _
50256 No abnormality - - - - - - - - - - - - R R R R R B
50257 No abnormality - - - - - - - - - - - B B B B B B _
50258 No abnormality - - - - - - - - - - - - R R R R R B
50259 No abnormality - - - - - - - - - - - B B B B B B _
50260 No abnormality - - - - - - - - - - - - R R R R R R
Day 46 47 48 49 50 51 52 53 54
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - - R R R R R R
50252 No abnormality - - - - - - - - - - - B B B B B B _
50253 No abnormality - - - - - - - - - - - - R R R R R R
50254 No abnormality - - - - - - - - - - - B B B B B B B
50255 No abnormality - - - - - - - - - - - - R R R R R R
50256 No abnormality - - - - - - - - - - - B B B B B B _
50257 No abnormality - - - - - - - - - - - - B B B B R R
50258 No abnormality - - - - - - - - - - - B B B B B B _
50259 No abnormality - - - - - - - - - - - - R R R R R R
50260 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Day 55 56 57 58 59 60 61 62 63
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - - B B B B R R
50252 No abnormality - - - - - - - - - - - - R R R R R R
50253 No abnormality - - - - - - - - - - - - R R R R R R
50254 No abnormality - - - - - - - - - - - - R R R R R R
50255 No abnormality - - - - - - - - - - - - R R R R R R
50256 No abnormality - - - - - - - - - - - - R R R R R R
50257 No abnormality - - - - - - - - - - - - B B B B R R
50258 No abnormality - - - - - - - - - - - - R R R R R R
50259 No abnormality - - - - - - - - - - - - B B B B R R
50260 No abnormality - - - - - - - - - - - - R R R R R R
Day 64 65 66 67 68 69 70 71 72
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - B B B B B B _
50252 No abnormality - - - - - - - - - - - - R R R R R B
50253 No abnormality - - - - - - - - - - - B B B B B B _
50254 No abnormality - - - - - - - - - - - - R R R R R B
50255 No abnormality - - - - - - - - - - - B B B B B B _
50256 No abnormality - - - - - - - - - - - - R R R R R B
50257 No abnormality - - - - - - - - - - - B B B B B B _
50258 No abnormality - - - - - - - - - - - - R R R R R B
50259 No abnormality - - - - - - - - - - - B B B B B B _
50260 No abnormality - - - - - - - - - - - - R R R R R R
Day 73 74 75 76 77 78 79 80 81
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - - R R R R R R
50252 No abnormality - - - - - - - - - - - B B B B B B _
50253 No abnormality - - - - - - - - - - - - R R R R R R
50254 No abnormality - - - - - - - - - - - B B B B B B B
50255 No abnormality - - - - - - - - - - - - R R R R R R
50256 No abnormality - - - - - - - - - - - B B B B B B _
50257 No abnormality - - - - - - - - - - - - B B B B R R
50258 No abnormality - - - - - - - - - - - B B B B B B _
50259 No abnormality - - - - - - - - - - - - R R R R R R
50260 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Day 82 83 84 85 86 87 88 89 90
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50251 No abnormality - - - - - - - - - - - - - B B B R R
50252 No abnormality - - - - - - - - - - - - - R R R R R
50253 No abnormality - - - - - - - - - - - - - R R R R R
50254 No abnormality - - - - - - - - - - - - - R R R R R
50255 No abnormality - - - - - - - - - - - - - - - - - -
50256 No abnormality - - - - - - - - - - - - - - - - - -
50257 No abnormality - - - - - - - - - - - - - - - - - -
50258 No abnormality - - - - - - - - - - - - - - - - - -
50259 No abnormality - - - - - - - - - - - - - - - - - -
50260 No abnormality - - - - - - - - - - - - - R R R R R
Day 91
Animal No. Clinical signs Time N
50251 No abnormality -
50252 No abnormality -
50253 No abnormality -
50254 No abnormality -
50255 No abnormality -
50256 No abnormality -
50257 No abnormality -
50258 No abnormality -
50259 No abnormality -
50260 No abnormality -

BA : Before administration, AA : After administration, N : Necropsy day
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - - B B B B R R
50352 No abnormality - - - - - - - - - - - - R R R R R R
50353 No abnormality - - - - - - - - - - - - R R R R R R
50354 No abnormality - - - - - - - - - - - - R R R R R R
50355 No abnormality - - - - - - - - - - - - R R R R R R
50356 No abnormality - - - - - - - - - - - - R R R R R R
50357 No abnormality - - - - - - - - - - - - B B B B R R
50358 No abnormality - - - - - - - - - - - - R R R R R R
50359 No abnormality - - - - - - - - - - - - B B B B R R
50360 No abnormality - - - - - - - - - - - - R R R R R R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - B B B B B B _
50352 No abnormality - - - - - - - - - - - - R R R R R B
50353 No abnormality - - - - - - - - - - - B B B B B B _
50354 No abnormality - - - - - - - - - - - - R R R R R B
50355 No abnormality - - - - - - - - - - - B B B B B B _
50356 No abnormality - - - - - - - - - - - - R R R R R B
50357 No abnormality - - - - - - - - - - - B B B B B B _
50358 No abnormality - - - - - - - - - - - - R R R R R B
50359 No abnormality - - - - - - - - - - - B B B B B B _
50360 No abnormality - - - - - - - - - - - - R R R R R R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - - R R R R R R
50352 No abnormality - - - - - - - - - - - B B B B B B _
50353 No abnormality - - - - - - - - - - - - R R R R R R
50354 No abnormality - - - - - - - - - - - B B B B B B B
50355 No abnormality - - - - - - - - - - - - R R R R R R
50356 No abnormality - - - - - - - - - - - B B B B B B _
50357 No abnormality - - - - - - - - - - - - B B B B R R
50358 No abnormality - - - - - - - - - - - - - B B B B R
50359 No abnormality - - - - - - - - - - - - R R R R R R
50360 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - - B B B B R R
50352 No abnormality - - - - - - - - - - - - R R R R R R
50353 No abnormality - - - - - - - - - - - - R R R R R R
50354 No abnormality - - - - - - - - - - - - R R R R R R
50355 No abnormality - - - - - - - - - - - - R R R R R R
50356 No abnormality - - - - - - - - - - - - R R R R R R
50357 No abnormality - - - - - - - - - - - - B B B B R R
50358 No abnormality - - - - - - - - - - - - R R R R R R
50359 No abnormality - - - - - - - - - - - - B B B B R R
50360 No abnormality - - - - - - - - - - - - R R R R R R
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - B B B B B B _
50352 No abnormality - - - - - - - - - - - - R R R R R B
50353 No abnormality - - - - - - - - - - - B B B B B B _
50354 No abnormality - - - - - - - - - - - - R R R R R B
50355 No abnormality - - - - - - - - - - - B B B B B B _
50356 No abnormality - - - - - - - - - - - - R R R R R B
50357 No abnormality - - - - - - - - - - - B B B B B B _
50358 No abnormality - - - - - - - - - - - - R R R R R B
50359 No abnormality - - - - - - - - - - - B B B B B B _
50360 No abnormality - - - - - - - - - - - - R R R R R R
Day 46 47 48 49 50 51 52 53 54
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - - R R R R R R
50352 No abnormality - - - - - - - - - - - B B B B B B _
50353 No abnormality - - - - - - - - - - - - R R R R R R
50354 No abnormality - - - - - - - - - - - B B B B B B B
50355 No abnormality - - - - - - - - - - - - R R R R R R
50356 No abnormality - - - - - - - - - - - B B B B B B _
50357 No abnormality - - - - - - - - - - - - B B B B R R
50358 No abnormality - - - - - - - - - - - - - B B B B R
50359 No abnormality - - - - - - - - - - - - R R R R R R
50360 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Day 55 56 57 58 59 60 61 62 63
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - - B B B B R R
50352 No abnormality - - - - - - - - - - - - R R R R R R
50353 No abnormality - - - - - - - - - - - - R R R R R R
50354 No abnormality - - - - - - - - - - - - R R R R R R
50355 No abnormality - - - - - - - - - - - - R R R R R R
50356 No abnormality - - - - - - - - - - - - R R R R R R
50357 No abnormality - - - - - - - - - - - - B B B B R R
50358 No abnormality - - - - - - - - - - - - R R R R R R
50359 No abnormality - - - - - - - - - - - - B B B B R R
50360 No abnormality - - - - - - - - - - - - R R R R R R
Day 64 65 66 67 68 69 70 71 72
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - B B B B B B _
50352 No abnormality - - - - - - - - - - - - R R R R R B
50353 No abnormality - - - - - - - - - - - B B B B B B _
50354 No abnormality - - - - - - - - - - - - R R R R R B
50355 No abnormality - - - - - - - - - - - B B B B B B _
50356 No abnormality - - - - - - - - - - - - R R R R R B
50357 No abnormality - - - - - - - - - - - B B B B B B _
50358 No abnormality - - - - - - - - - - - - R R R R R B
50359 No abnormality - - - - - - - - - - - B B B B B B _
50360 No abnormality - - - - - - - - - - - - R R R R R R
Day 73 74 75 76 77 78 79 80 81
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - - R R R R R R
50352 No abnormality - - - - - - - - - - - B B B B B B _
50353 No abnormality - - - - - - - - - - - - R R R R R R
50354 No abnormality - - - - - - - - - - - B B B B B B B
50355 No abnormality - - - - - - - - - - - - R R R R R R
50356 No abnormality - - - - - - - - - - - B B B B B B _
50357 No abnormality - - - - - - - - - - - - B B B B R R
50358 No abnormality - - - - - - - - - - - - - B B B B R
50359 No abnormality - - - - - - - - - - - - R R R R R R
50360 No abnormality - - - - - - - - - - B B B B B B B _

BA : Before administration, AA : After administration
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Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Day 82 83 84 85 86 87 88 89 90
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50351 No abnormality - - - - - - - - - - - - - B B B R R
50352 No abnormality - - - - - - - - - - - - - R R R R R
50353 No abnormality - - - - - - - - - - - - - R R R R R
50354 No abnormality - - - - - - - - - - - - - - - - - -
50355 No abnormality - - - - - - - - - - - - - R R R R R
50356 No abnormality - - - - - - - - - - - - - R R R R R
50357 No abnormality - - - - - - - - - - - - - B B B R R
50358 No abnormality - - - - - - - - - - - - - R R R R R
50359 No abnormality - - - - - - - - - - - - - B B B R R
50360 No abnormality - - - - - - - - - - - - - R R R R R
Day 91
Animal No. Clinical signs Time N
50351 No abnormality -
50352 No abnormality -
50353 No abnormality -
50354 No abnormality -
50355 No abnormality -
50356 No abnormality -
50357 No abnormality -
50358 No abnormality -
50359 No abnormality -
50360 No abnormality -

BA : Before administration, AA : After administration, N : Necropsy day
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Appendix 1 - 29

Clinical sign
Sex : Female

Period : Administration Day 1-91

Dose : 4-methylbenzaldehyde 1000 mg/kg

Study No. : .

Species : Rat

Animal No.

Clinical signs

Day 1 2 3

4

5

6

7

8

9

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

50451

No abnormality

50452

Clonic convulsion

50453

Tremor

50454

Tremor

50455

Tremor

50456

No abnormality

50457

Tremor

50458

No abnormality

50459

No abnormality

50460

No abnormality

Animal No.

Clinical signs

Day 10 11 12

13

14

15

16

17

18

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

50451

No abnormality

50452

Clonic convulsion

50453

Tremor

50454

Tremor

50455

Tremor

50456

No abnormality

50457

Tremor

50458

No abnormality

50459

No abnormality

50460

No abnormality

Animal No.

Clinical signs

Day 19 20 21

22

23

24

25

26

27

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

50451

No abnormality

50452

Clonic convulsion

50453

Tremor

50454

Tremor

50455

Tremor

50456

No abnormality

50457

Tremor

50458

No abnormality

50459

No abnormality

50460

No abnormality

BA : Before administration, AA : After administration
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Appendix 1 - 30

Clinical sign
Sex : Female

Period : Administration Day 1-91

Dose : 4-methylbenzaldehyde 1000 mg/kg

Study No. : .

Species : Rat

Animal No.

Clinical signs

Day 28 29 30

31

32

33

34

35

36

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

50451

No abnormality

50452

Clonic convulsion

50453

Tremor

50454

Tremor

50455

Tremor

50456

No abnormality

50457

Tremor

50458

No abnormality

50459

No abnormality

50460

No abnormality

Animal No.

Clinical signs

Day 37 38 39

40

41

42

43

44

45

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

50451

No abnormality

50452

Clonic convulsion

50453

Tremor

50454

Tremor

50455

Tremor

50456

No abnormality

50457

Tremor

50458

No abnormality

50459

No abnormality

50460

No abnormality

Animal No.

Clinical signs

Day 46 47 48

49

50

51

52

53

54

Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA

50451

No abnormality

50452

Clonic convulsion

50453

Tremor

50454

Tremor

50455

Tremor

50456

No abnormality

50457

Tremor

50458

No abnormality

50459

No abnormality

50460

No abnormality

BA : Before administration, AA : After administration
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Appendix 1 - 31

Study No. : .

Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Day 55 56 57 58 59 60 61 62 63
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50451 No abnormality - - - - - - - - - - - - - B B B B R
50452 Clonic convulsion - - - - - - - - - - - - R R R R R R
50453 Tremor + + + + + + + + + + + + + + + + + +
50454 Tremor - - - - - - - - - - - - R R R R R R
50455 Tremor - - - - - - - - - - - - R R R R R R
50456 No abnormality - - - - - - - - - - - - - R R R R R
50457 Tremor + + + + + + + + + + + + + + + + + +
50458 No abnormality - - - - - - - - - - - - - R R R R R
50459 No abnormality - - - - - - - - - - - - - B B B R R
50460 No abnormality - - - - - - - - - - - - R R R R R R
Day 64 65 66 67 68 69 70 71 72
Animal No. Clinical signs Time BA. AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50451 No abnormality - - - - - - - - - - - B B B B B B B
50452 Clonic convulsion - - - - - - - - - - - - R R R R R B
50453 Tremor + + + + + + + + + + + + + + + + + +
50454 Tremor + + + + + + + + + + + + + + + + + +
50455 Tremor - - + + + + + + + + + + + + + + + +
50456 No abnormality - - - - - - - - - - - - - R R R R B
50457 Tremor + + + + + + + + + + + + + + + + + +
50458 No abnormality - - - - - - - - - - - - - R R R R B
50459 No abnormality - - - - - - - - - - - B B B B B B B
50460 No abnormality - - - - - - - - - - - - R R R R R R
Day 73 74 75 76 77 78 79 80 81
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50451 No abnormality - - - - - - - - - - - - - R R R R R
50452 Clonic convulsion - - - - - - - - B R B B R R B R R R
50453 Tremor + + + + + + + + + + + + + + + + + +
50454 Tremor + + + + + + + + + + + + + + + + + +
50455 Tremor + + + + + + + + + + + + + + + + + +
50456 No abnormality - - - - - - - - - - - - - - - - - B
50457 Tremor + + + + + + + + + + + + + + + + + +
50458 No abnormality - - - - - - - - - - - B B B B B B _
50459 No abnormality - - - - - - - - - - - - - R R R R R
50460 No abnormality - - - - - - - - - - B B B B B B B B

BA : Before administration, AA : After administration



-IIL-

Appendix 1 - 32

Study No. : .

Clinical sign Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Day 82 83 84 85 86 87 88 89 90
Animal No. Clinical signs Time BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA BA AA
50451 No abnormality - - - - - - - - - - - - - B B B B R
50452 Clonic convulsion - - - - - - - - - - - - - - - - R -
50453 Tremor + + + + + + + + + + + + + + + + + +
50454 Tremor + + + + + + + + + + + + + + + + + +
50455 Tremor + + + + + + + + + + + + + + + + + +
50456 No abnormality - - - - - - - - - - - - - - - - - -
50457 Tremor + + + + + + + + + + + + + + + + + +
50458 No abnormality - - - - - - - - - - - - - - - - - -
50459 No abnormality - - - - - - - - - - - - - - - - - -
50460 No abnormality - - - - - - - - - - - - - - - - - -
Day 91
Animal No. Clinical signs Time N
50451 No abnormality -
50452 Clonic convulsion +
50453 Tremor +
50454 Tremor +
50455 Tremor +
50456 No abnormality -
50457 Tremor +
50458 No abnormality -
50459 No abnormality -
50460 No abnormality -

BA : Before administration, AA : After administration, N : Necropsy day



Appendix 2 - 1 Study No. : NI

-Cll-

Body weight Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 4 7 10 14 21 28 35 42 49 56 63
10101 200 233 257 286 321 365 404 435 459 489 500 516
10102 203 233 263 289 324 376 415 442 461 474 481 509
10103 198 223 252 277 306 331 363 388 403 435 463 483
10104 191 222 250 283 318 371 416 459 493 520 540 561
10105 198 224 251 278 311 352 390 425 451 481 501 522
10106 210 239 266 293 334 383 435 481 519 548 572 597
10107 217 249 282 307 346 404 451 492 525 556 567 591
10108 211 237 267 298 328 375 418 456 488 527 556 585
10109 206 235 259 283 311 347 383 414 452 475 493 508
10110 199 228 255 285 318 360 400 434 464 487 506 518
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 203.3 232.3 260.2 287.9 321.7 366.4 407.5 442.6 4715 499.2 517.9 539.0
S.D. 7.7 8.4 9.8 9.3 12.0 20.4 25.5 30.9 36.0 37.6 38.0 40.7
/Day Body weight
Animal No. 70 77 84 90 gain
10101 537 545 557 566 366
10102 519 535 540 544 341
10103 503 524 545 559 361
10104 579 591 608 617 426
10105 543 560 578 581 383
10106 618 632 651 658 448
10107 614 634 649 660 443
10108 606 625 647 661 450
10109 524 538 550 559 353
10110 538 550 572 583 384
n 10 10 10 10 10
Mean 558.1 573.4 589.7 598.8 395.5

S.D. 42.5 43.2 45.3 46.3 42.2




Appendix 2 - 2 Study No. : NI

-ell-

Body weight Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 4 7 10 14 21 28 35 42 49 56 63
10201 202 226 252 273 303 341 377 410 441 461 485 510
10202 202 229 257 282 316 360 398 430 449 474 490 503
10203 203 234 257 284 317 363 407 441 478 502 528 555
10204 189 213 235 256 280 310 339 371 401 428 450 472
10205 207 239 267 297 330 380 419 453 490 509 524 545
10206 205 235 264 291 330 384 425 463 492 516 529 540
10207 197 221 247 275 308 358 395 429 456 478 498 519
10208 197 224 251 281 309 357 380 418 440 463 482 503
10209 207 238 268 290 325 372 415 452 484 518 541 571
10210 211 239 264 289 318 357 391 422 442 468 479 498
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 202.0 229.8 256.2 281.8 313.6 358.2 394.6 428.9 457.3 481.7 500.6 521.6
S.D. 6.3 8.8 10.3 11.7 14.9 21.0 25.2 26.5 28.8 29.0 28.8 30.4
/Day Body weight
Animal No. 70 77 84 90 gain
10201 522 532 549 550 348
10202 523 538 552 552 350
10203 575 591 613 621 418
10204 491 505 517 519 330
10205 563 569 582 592 385
10206 562 572 583 582 377
10207 530 547 554 561 364
10208 521 538 549 558 361
10209 595 612 632 641 434
10210 510 522 535 547 336
n 10 10 10 10 10
Mean 539.2 552.6 566.6 572.3 370.3

S.D. 32.7 32.9 35.6 37.0 34.0




Appendix 2 - 3 Study No. : NI

“vIl-

Body weight Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 4 7 10 14 21 28 35 42 49 56 63
10301 199 228 246 274 305 346 383 417 451 479 500 522
10302 193 222 253 281 318 375 423 464 505 544 572 598
10303 204 238 268 294 335 379 418 460 497 534 561 589
10304 207 237 266 293 327 373 413 455 490 515 531 547
10305 198 219 244 262 296 340 380 420 450 479 495 527
10306 196 221 246 273 306 350 388 428 459 493 514 537
10307 214 245 270 296 329 373 410 451 475 505 526 539
10308 205 234 261 289 321 378 421 461 494 518 529 551
10309 212 240 269 296 330 379 424 461 491 513 531 553
10310 198 227 254 278 303 345 381 413 440 461 473 498
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 202.6 231.1 257.7 283.6 317.0 363.8 404.1 443.0 475.2 504.1 523.2 546.1
S.D. 7.0 8.9 10.3 11.7 13.6 16.3 18.8 20.9 23.4 26.1 29.6 29.8
/Day Body weight
Animal No. 70 77 84 90 gain
10301 542 558 578 581 382
10302 623 644 667 673 480
10303 616 635 656 665 461
10304 569 589 601 606 399
10305 552 572 589 597 399
10306 552 571 586 595 399
10307 550 575 586 594 380
10308 564 577 593 595 390
10309 568 577 593 595 383
10310 516 531 548 556 358
n 10 10 10 10 10
Mean 565.2 582.9 599.7 605.7 403.1

S.D. 32.5 33.6 35.6 36.0 37.9




Appendix 2 - 4 Study No. : NI

-GI1-

Body weight Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 4 7 10 14 21 28 35 42 49 56 63
10401 209 233 251 273 295 334 365 394 419 442 450 466
10402 198 222 248 270 302 334 363 384 404 413 424 440
10403 200 225 256 279 306 346 378 402 420 444 453 462
10404 209 247 280 312 341 395 445 485 516 544 547 560
10405 212 242 267 293 331 379 417 439 459 473 482 494
10406 202 225 248 271 294 333 369 406 435 437 460 477
10407 200 222 249 274 301 338 365 395 415 431 434 438
10408 190 215 240 259 291 330 361 389 408 420 419 422
10409 205 229 256 278 290 313 337 364 394 414 431 446
10410 199 227 256 286 318 371 409 443 463 485 493 506
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 202.4 228.7 255.1 279.5 306.9 347.3 380.9 410.1 433.3 450.3 459.3 471.1
S.D. 6.5 9.6 11.3 14.7 17.6 25.7 325 35.5 36.7 40.5 39.1 40.7
/Day Body weight
Animal No. 70 77 84 90 gain
10401 474 481 481 475 266
10402 433 424 431 432 234
10403 481 484 491 488 288
10404 573 598 615 630 421
10405 496 509 511 503 291
10406 500 497 510 516 314
10407 436 440 443 440 240
10408 425 424 434 446 256
10409 458 465 479 484 279
10410 511 514 516 518 319
n 10 10 10 10 10
Mean 478.7 483.6 491.1 493.2 290.8

S.D. 44.6 51.8 53.9 57.0 53.8




Appendix 2 - 5 Study No. : NI

“911 -

Body weight Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 4 7 10 14 21 28 35 42 49 56 63
50151 179 185 207 218 232 250 259 285 293 303 305 322
50152 187 207 212 234 236 248 274 276 283 296 293 307
50153 191 200 222 234 249 269 276 296 305 309 309 324
50154 199 216 222 243 259 283 302 313 333 349 354 352
50155 175 190 197 206 218 229 257 273 281 284 300 311
50156 186 203 211 211 223 242 260 267 268 291 303 312
50157 170 184 178 197 208 225 256 303 300 285 273 296
50158 173 190 199 204 217 248 267 287 290 315 329 335
50159 195 211 215 237 250 272 286 310 306 329 338 345
50160 179 187 205 214 220 233 234 253 259 271 268 290
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 183.4 197.3 206.8 219.8 231.2 249.9 267.1 286.3 291.8 303.2 307.2 319.4
S.D. 9.7 11.6 13.2 16.0 16.9 19.3 18.7 19.5 21.0 23.3 27.1 20.2
/Day Body weight
Animal No. 70 77 84 90 gain
50151 331 336 341 346 167
50152 313 324 331 336 149
50153 329 334 336 349 158
50154 371 380 389 396 197
50155 314 313 327 329 154
50156 314 330 323 334 148
50157 308 319 327 344 174
50158 341 351 358 355 182
50159 360 357 379 381 186
50160 294 296 299 303 124
n 10 10 10 10 10
Mean 3275 334.0 341.0 347.3 163.9

S.D. 24.1 24.0 27.2 26.2 21.7




Appendix 2 - 6 Study No. : NI

SLIT-

Body weight Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 4 7 10 14 21 28 35 42 49 56 63
50251 190 207 213 236 251 276 291 301 328 348 357 361
50252 186 206 210 224 239 264 275 292 310 332 337 349
50253 178 193 199 215 228 259 278 288 305 325 326 328
50254 184 196 200 213 229 253 272 293 316 327 332 333
50255 185 192 209 222 236 253 263 284 290 296 299 310
50256 179 185 191 207 217 229 236 243 259 272 275 275
50257 183 198 205 228 236 257 275 288 306 314 319 321
50258 193 206 218 225 225 237 261 270 279 291 311 318
50259 171 178 190 199 210 224 224 239 248 253 256 268
50260 197 210 230 247 270 302 324 346 366 377 383 401
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 184.6 197.1 206.5 221.6 234.1 255.4 269.9 284.4 300.7 3135 319.5 326.4
S.D. 7.6 10.4 12.3 14.0 17.1 22.9 27.6 30.2 34.1 36.6 37.2 39.1
/Day Body weight
Animal No. 70 77 84 90 gain
50251 384 393 398 394 204
50252 370 383 390 398 212
50253 346 356 364 366 188
50254 344 354 358 370 186
50255 327 330 331 337 152
50256 283 292 294 289 110
50257 335 345 347 355 172
50258 324 341 361 367 174
50259 272 270 275 283 112
50260 416 420 426 437 240
n 10 10 10 10 10
Mean 340.1 348.4 354.4 359.6 175.0

S.D. 43.4 44.9 45.9 47.4 41.4




Appendix 2 - 7 Study No. : NI

-811-

Body weight Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 4 7 10 14 21 28 35 42 49 56 63
50351 194 210 219 235 250 268 282 290 312 330 343 347
50352 177 196 210 214 239 269 290 317 347 378 389 400
50353 181 181 177 185 191 200 210 220 221 234 244 242
50354 175 198 209 217 234 249 278 294 308 312 330 357
50355 187 199 195 214 226 247 257 273 290 298 313 311
50356 189 203 208 228 247 271 291 305 327 341 342 348
50357 173 185 187 198 209 229 247 269 291 308 325 348
50358 195 200 222 239 257 282 301 330 357 373 379 399
50359 190 205 212 233 248 270 284 298 319 335 343 352
50360 166 180 191 204 213 228 247 264 273 277 294 302
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 182.7 195.7 203.0 216.7 2314 251.3 268.7 286.0 304.5 318.6 330.2 340.6
S.D. 9.8 10.3 14.7 17.5 21.3 25.8 27.9 31.2 39.0 43.3 41.3 46.6
/Day Body weight
Animal No. 70 77 84 90 gain
50351 365 374 380 380 186
50352 399 414 411 419 242
50353 242 256 262 257 76
50354 369 371 387 394 219
50355 324 333 341 346 159
50356 360 364 370 370 181
50357 363 371 373 389 216
50358 409 415 423 437 242
50359 361 367 374 379 189
50360 304 307 319 320 154
n 10 10 10 10 10
Mean 349.6 357.2 364.0 369.1 186.4

S.D. 48.7 48.0 46.7 51.5 49.6




Appendix 2 - 8 Study No. : NI

-611 -

Body weight Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 4 7 10 14 21 28 35 42 49 56 63
50451 177 192 208 221 236 242 267 282 290 282 301 303
50452 191 210 221 228 240 251 271 279 286 291 295 309
50453 179 195 204 209 218 245 258 274 280 297 298 304
50454 185 205 218 228 245 277 288 292 286 304 298 306
50455 195 209 217 228 241 269 277 291 287 299 308 308
50456 162 177 191 200 209 215 234 250 246 266 268 287
50457 186 201 212 210 226 258 276 291 288 306 302 296
50458 182 191 208 218 225 231 231 248 258 267 264 274
50459 182 197 207 213 227 244 252 257 277 288 291 288
50460 173 185 186 188 198 225 240 255 251 268 273 279
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 181.2 196.2 207.2 214.3 226.5 245.7 259.4 271.9 274.9 286.8 289.8 295.4
S.D. 9.3 10.5 11.3 13.2 15.0 19.2 19.7 17.8 16.7 15.4 15.6 12.7
/Day Body weight
Animal No. 70 77 84 90 gain
50451 316 323 320 332 155
50452 311 321 346 335 144
50453 304 318 327 331 152
50454 300 314 338 321 136
50455 302 305 307 309 114
50456 284 297 306 295 133
50457 303 304 302 303 117
50458 280 282 284 295 113
50459 308 316 324 324 142
50460 269 283 290 285 112
n 10 10 10 10 10
Mean 297.7 306.3 314.4 313.0 131.8

S.D. 15.0 15.0 20.1 18.0 16.7




Appendix 3 - 1 Study No. : NI

-0C1 -

Food consumption Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 10 14 21 28 35 42 49 56 63 70
10101 24.1 22.9 24.1 24.6 24.7 23.8 22.8 22.8 21.7 21.2 20.9 21.2
10102 24.1 24.4 24.4 25.9 25.4 24.3 22.3 21.0 194 18.5 20.0 19.6
10103 23.4 25.9 25.0 25.2 21.3 21.4 22.2 21.3 23.2 24.0 24.0 23.1
10104 215 23.6 26.2 26.4 26.2 25.8 26.2 25.0 24.6 24.2 23.6 23.3
10105 24.4 25.0 26.0 26.0 25.8 24.6 23.9 24.0 24.7 25.0 23.9 24.4
10106 22.9 24.4 25.0 26.5 26.5 27.1 27.8 27.6 26.1 26.2 26.0 25.6
10107 25.0 26.1 24.8 27.1 27.4 26.8 26.2 26.2 25.0 24.7 24.0 24.9
10108 23.8 25.7 26.7 25.7 255 26.2 25.7 26.0 245 26.0 26.6 26.4
10109 24.4 25.2 24.4 23.7 23.3 23.3 23.2 22.8 24.1 22.0 21.2 20.8
10110 235 24.4 24.7 25.6 24.3 24.3 24.1 23.9 23.2 25.7 22.4 22.9
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 23.71 24.76 25.13 25.67 25.04 24.76 24.44 24.06 23.65 23.75 23.26 23.22
S.D. 0.98 1.02 0.87 0.98 1.75 1.75 1.92 2.16 1.92 2.47 2.15 2.19
/Day
Animal No. 77 84 90
10101 20.8 20.9 19.3
10102 20.2 18.5 174
10103 245 23.8 22.4
10104 23.2 22.9 20.9
10105 24.8 24.2 20.4
10106 25.0 22.1 23.1
10107 24.8 24.2 22.4
10108 25.9 24.6 24.1
10109 21.2 21.2 20.1
10110 23.1 23.8 22.2
n 10 10 10
Mean 23.35 22.62 21.23

S.D. 2.00 1.94 2.00




- 11 -

Appendix 3 - 2 Study No. : NI

Food consumption Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 10 14 21 28 35 42 49 56 63 70
10201 21.3 22.4 22.4 22.9 23.0 23.0 221 21.3 22.3 24.4 221 21.6
10202 22.7 23.8 245 25.1 23.9 22.6 22.4 21.4 20.7 20.8 20.3 21.4
10203 24.1 24.2 25.3 24.6 247 24.9 24.9 26.4 24.3 24.2 247 24.0
10204 221 23.8 22.0 21.1 21.4 21.7 22.4 22.7 22.8 22.1 21.9 21.3
10205 23.9 24.2 25.4 25.0 255 24.2 25.1 25.0 23.2 22.6 22.6 22.9
10206 25.8 27.7 27.4 28.7 28.6 26.8 26.4 25.4 24.6 24.9 221 22.8
10207 22.2 235 24.2 23.7 25.4 235 22.9 22.8 22.3 20.5 22.4 20.7
10208 225 24.1 25.4 24.8 25.7 235 24.4 24.5 24.3 24.6 24.0 23.8
10209 24.8 26.2 25.0 26.2 26.8 24.4 24.4 24.1 24.4 23.8 23.7 23.3
10210 25.0 25.7 25.8 24.2 24.6 23.9 235 22.6 225 22.5 21.3 21.7
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 23.44 24.56 24.74 24.63 24.96 23.85 23.85 23.62 23.14 23.04 22.51 22.35
S.D. 1.48 1.54 1.59 2.00 1.99 1.39 1.42 1.72 1.26 1.58 1.31 1.15
/Day
Animal No. 77 84 90
10201 21.4 21.0 18.7
10202 21.1 20.7 17.3
10203 22.8 23.2 19.2
10204 20.0 20.4 18.2
10205 21.7 21.2 19.9
10206 22.6 22.2 19.0
10207 20.9 20.1 18.4
10208 22.9 21.9 20.6
10209 22.6 23.1 21.9
10210 20.2 20.6 20.5
n 10 10 10
Mean 21.62 21.44 19.37

S.D. 1.08 1.11 1.36




Appendix 3 - 3 Study No. : NI

-l -

Food consumption Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 10 14 21 28 35 42 49 56 63 70
10301 23.9 225 24.7 24.3 24.7 24.6 24.3 24.9 25.2 24.8 23.2 23.4
10302 22.0 23.6 24.8 25.9 27.1 26.9 26.7 27.3 26.8 27.2 26.9 26.6
10303 25.1 24.3 25.4 27.4 25.6 255 26.5 28.2 27.1 27.6 27.7 28.7
10304 24.0 24.5 24.7 25.8 26.3 26.0 27.1 27.0 26.1 26.4 247 25.3
10305 22.3 24.5 22.6 24.9 25.8 26.1 26.4 26.0 25.1 25.9 26.4 275
10306 221 233 24.2 24.6 24.9 24.1 243 24.8 23.8 24.1 235 22.0
10307 26.6 27.0 27.8 27.4 27.3 26.3 26.5 25.7 24.8 26.0 235 23.0
10308 235 23.8 25.1 25.8 27.4 27.0 27.2 29.2 255 24.8 255 23.7
10309 24.9 25.6 25.9 26.4 26.4 26.4 26.2 26.0 24.8 25.1 24.1 24.1
10310 24.1 24.4 25.6 23.0 22.8 23.6 22.8 22.3 22.3 22.4 234 23.2
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 23.85 24.35 25.08 25.55 25.83 25.65 25.80 26.14 25.15 25.43 24.89 24.75
S.D. 1.47 1.25 1.32 1.38 1.42 1.17 1.47 1.94 1.40 1.53 1.64 2.19
/Day
Animal No. 77 84 90
10301 23.1 22.8 20.7
10302 26.2 25.7 20.4
10303 27.3 27.0 24.8
10304 25.9 24.9 22.6
10305 26.7 26.0 23.0
10306 21.7 211 21.7
10307 23.8 24.1 22.6
10308 23.9 23.8 22.3
10309 245 24.2 23.0
10310 22.9 22.7 22.8
n 10 10 10
Mean 24.60 24.23 22.39

S.D. 1.85 1.76 1.25




Appendix 3 - 4 Study No. N

- ell-

Food consumption Period : Administration Day 1-91
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 10 14 21 28 35 42 49 56 63 70
10401 22.4 23.6 24.9 24.5 24.6 24.8 24.3 24.7 24.4 24.5 235 24.7
10402 19.9 24.1 24.4 25.9 24.8 24.5 24.1 24.3 23.1 24.2 23.0 19.8
10403 23.1 25.7 25.3 255 255 26.1 26.0 25.4 26.4 25.6 25.1 26.2
10404 275 29.5 30.8 31.0 30.8 30.8 31.6 30.4 28.4 28.2 25.9 24.2
10405 24.2 26.1 27.9 29.4 29.8 29.8 28.3 27.3 26.5 26.6 25.7 25.1
10406 222 24.8 24.8 24.9 26.2 26.8 28.4 27.1 23.7 27.4 27.0 27.8
10407 22.7 25.0 25.1 26.2 26.6 25.4 25.4 25.1 24.9 24.5 235 22.4
10408 23.0 24.2 24.3 26.8 27.3 26.4 25.9 25.6 23.8 23.0 21.9 22.7
10409 24.3 27.7 27.8 24.5 24.6 24.6 26.2 25.9 26.6 27.6 25.3 25.3
10410 25.1 26.9 29.0 29.9 31.0 30.7 30.8 29.6 28.7 27.6 28.0 28.1
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 23.44 25.76 26.43 26.86 27.12 26.99 27.10 26.54 25.65 25.92 24.89 24.63
S.D. 2.02 1.84 2.27 2.38 2.53 2,51 2.59 2.06 1.97 1.80 1.90 2.53
/Day
Animal No. 77 84 90
10401 24.2 23.4 21.2
10402 18.3 21.0 223
10403 25.1 25.3 23.8
10404 26.6 27.4 26.8
10405 25.8 24.3 19.0
10406 27.0 27.9 26.6
10407 25.0 233 21.9
10408 22.4 21.6 221
10409 25.7 255 255
10410 28.4 27.3 26.3
n 10 10 10
Mean 24.85 24.70 23.55

S.D. 2.82 241 2.66




Appendix 3 -5 Study No. : NI

- ¥l -

Food consumption Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 10 14 21 28 35 42 49 56 63 70
50151 14.6 18.6 17.4 175 171 17.9 18.5 17.2 175 175 18.0 17.2
50152 18.9 17.5 19.7 17.0 17.3 18.3 16.2 15.9 17.2 16.0 171 16.4
50153 17.6 19.9 19.1 19.5 19.9 194 18.6 17.2 16.6 16.7 16.7 16.1
50154 20.0 18.6 21.6 20.8 20.0 20.1 19.5 19.4 19.8 17.7 16.8 17.8
50155 19.0 17.7 18.0 18.0 18.8 20.9 19.6 18.5 18.6 18.7 18.5 18.3
50156 19.4 19.2 19.4 18.4 18.2 17.9 17.1 17.9 19.0 17.8 18.2 18.3
50157 16.9 14.4 18.4 16.3 16.3 18.8 25.1 21.6 13.2 14.0 175 17.9
50158 16.9 16.7 16.6 17.3 18.9 18.9 18.2 18.5 18.9 17.7 16.4 16.6
50159 20.0 18.7 21.2 19.2 19.5 18.1 20.5 18.4 19.5 18.6 171 19.0
50160 19.0 20.4 19.2 17.6 18.4 18.1 18.3 18.0 17.7 17.5 19.2 18.1
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 18.23 18.17 19.06 18.16 18.44 18.84 19.16 18.26 17.80 17.22 17.55 17.57
S.D. 1.71 1.72 1.56 1.34 1.24 1.02 2.42 1.51 1.92 1.38 0.90 0.95
/Day
Animal No. 77 84 90
50151 17.4 17.6 16.0
50152 18.0 18.3 18.3
50153 16.3 15.3 15.0
50154 17.2 17.9 16.9
50155 18.3 18.0 19.7
50156 18.4 15.7 16.9
50157 18.7 18.8 18.8
50158 16.8 15.2 13.0
50159 17.8 18.3 16.3
50160 17.9 18.8 17.7
n 10 10 10
Mean 17.68 17.39 16.86

S.D. 0.75 1.43 1.94




Appendix 3 - 6 Study No. : NI

-6Cl-

Food consumption Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 10 14 21 28 35 42 49 56 63 70
50251 19.1 18.0 20.7 19.4 19.7 18.8 19.4 22.1 20.0 19.6 18.4 20.7
50252 20.1 18.4 20.0 19.0 19.2 19.3 19.7 195 19.0 18.7 19.9 20.0
50253 16.4 155 17.8 17.3 18.3 19.0 18.4 19.7 18.4 16.5 16.8 18.0
50254 18.5 175 21.2 19.4 21.0 20.6 21.1 22.2 18.6 17.8 15.7 17.0
50255 17.2 21.1 19.6 195 19.0 19.3 20.0 191 18.3 17.6 18.3 18.7
50256 15.3 15.7 17.8 15.5 14.7 15.1 14.5 15.6 145 14.0 13.7 14.2
50257 18.4 18.6 19.3 18.6 18.4 18.9 18.3 18.9 17.3 16.3 15.7 16.6
50258 19.1 18.2 17.0 14.9 15.9 18.3 16.5 17.3 17.7 17.4 175 18.4
50259 16.1 171 16.5 16.0 16.5 16.1 15.9 15.4 14.9 14.7 15.3 145
50260 19.9 22.6 22.7 23.4 24.7 25.4 23.3 21.8 19.7 18.6 19.2 19.8
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 18.01 18.27 19.26 18.30 18.74 19.08 18.71 19.16 17.84 17.12 17.05 17.79
S.D. 1.66 2.19 1.98 2.50 2.82 2.74 2.60 2.49 1.85 1.77 1.95 2.22
/Day
Animal No. 77 84 90
50251 19.5 17.4 16.3
50252 18.3 18.1 15.7
50253 16.9 16.4 14.8
50254 16.5 17.4 18.3
50255 18.0 17.6 15.3
50256 13.2 12.7 11.6
50257 16.2 15.8 15.8
50258 19.9 19.9 18.4
50259 13.7 135 14.2
50260 18.1 17.5 16.9
n 10 10 10
Mean 17.03 16.63 15.73

S.D. 2.23 2.15 2.00
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Appendix 3 - 7 Study No. : NI

Food consumption Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 10 14 21 28 35 42 49 56 63 70
50351 18.4 18.0 20.1 19.3 17.3 17.4 17.8 19.0 18.5 18.6 19.1 19.3
50352 195 18.2 17.7 195 20.2 21.0 21.9 21.9 23.9 21.3 174 15.8
50353 12.7 14.0 15.0 13.7 154 15.3 15.7 15.7 16.9 17.2 15.7 16.5
50354 19.8 17.6 17.8 19.3 19.9 20.5 20.1 20.0 19.9 21.3 22.6 21.6
50355 18.4 17.3 211 18.8 19.3 191 19.6 20.3 19.0 20.4 18.1 18.6
50356 18.0 18.2 21.6 20.3 19.9 20.4 20.7 215 19.3 16.8 18.2 18.1
50357 175 15.8 18.1 17.0 18.3 18.6 20.1 20.8 20.6 22.2 22.8 20.9
50358 18.1 20.7 19.7 21.7 21.7 23.3 23.2 23.9 23.3 21.7 21.3 19.9
50359 17.7 18.8 21.7 19.2 19.6 19.4 20.2 20.4 20.0 19.6 19.5 18.5
50360 17.6 17.2 16.9 17.0 17.7 18.6 17.9 18.5 16.9 18.0 16.9 17.0
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 17.77 17.58 18.97 18.58 18.93 19.36 19.72 20.20 19.83 19.71 19.16 18.62
S.D. 1.94 1.78 2.22 2.21 1.79 2.16 2.15 2.19 2.34 1.96 2.40 1.87
/Day
Animal No. 77 84 90
50351 18.2 17.8 17.3
50352 17.9 16.2 154
50353 18.3 17.5 15.3
50354 20.6 20.0 18.9
50355 18.0 19.2 18.2
50356 16.7 15.9 15.2
50357 19.6 19.1 18.5
50358 19.9 19.7 18.0
50359 16.7 18.2 16.1
50360 16.5 17.0 14.8
n 10 10 10
Mean 18.24 18.06 16.77

S.D. 1.42 1.43 1.57




Appendix 3 - 8 Study No. : NI
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Food consumption Period : Administration Day 1-91
Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 10 14 21 28 35 42 49 56 63 70
50451 18.7 21.0 21.7 21.8 215 23.2 21.8 21.7 20.4 22.1 22.9 21.4
50452 222 21.9 21.8 22.7 22.6 22.1 22.0 21.7 21.7 23.0 22.6 21.9
50453 18.1 18.5 19.7 19.6 20.9 21.0 21.1 21.7 22.0 19.7 20.4 18.9
50454 20.3 22.9 23.2 24.0 25.1 25.0 23.9 23.6 23.4 21.0 22.3 19.3
50455 18.4 20.7 215 21.6 22.9 215 22.0 22.3 21.4 21.7 21.6 20.0
50456 191 18.9 21.0 19.7 20.4 21.0 21.4 19.9 20.7 19.8 21.4 20.2
50457 194 20.0 20.0 21.4 22.3 22.4 225 225 22.7 19.7 20.0 20.3
50458 21.4 23.1 225 21.1 20.5 19.6 20.9 20.1 21.3 20.7 21.1 20.3
50459 18.6 20.2 19.9 20.2 20.1 19.8 19.4 21.4 19.4 19.8 20.5 22.1
50460 18.7 17.7 19.3 19.9 21.3 21.1 21.3 21.2 22.2 21.6 21.2 20.4
n 10 10 10 10 10 10 10 10 10 10 10 10
Mean 19.49 20.49 21.06 21.20 21.76 21.67 21.63 21.61 21.52 20.91 21.40 20.48
S.D. 1.37 1.81 1.30 1.42 1.52 1.60 1.16 1.09 1.16 1.17 0.97 1.04
/Day
Animal No. 77 84 90
50451 22.7 215 20.7
50452 241 24.1 245
50453 215 19.7 20.0
50454 22.4 25.1 19.0
50455 20.9 21.4 21.2
50456 20.8 20.5 18.2
50457 194 19.0 19.1
50458 20.6 21.4 20.6
50459 20.3 20.9 19.7
50460 22.1 20.7 20.1
n 10 10 10
Mean 21.48 21.43 20.31

S.D. 1.37 1.86 1.72




Appendix 4 - 1 Study No. :

Ophthalmology
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Period Before the start of administration Week 13 of adminitration
Animal No. Findings SL-R_ SL-L FS-R FS-L SL-R SL-L FS-R_FS-L

10101 No abnormality - - - - - - - -
10102 No abnormality - - - - - - - -
10103 No abnormality - - - - - - - -
10104 No abnormality - - - - - - - -
10105 No abnormality - - - - - - - -
10106 No abnormality - - - -
10107 No abnormality - - - -
10108 No abnormality - - - -
10109 No abnormality - - - -
10110 No abnormality - - - -

- 81 -

SL : Slit lamp examination, FS : Funduscopy
R : Right, L : Left
... - No data



Appendix 4 - 2 Study No. :

Ophthalmology
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Period Before the start of administration Week 13 of adminitration
Animal No. Findings SL-R_ SL-L FS-R FS-L SL-R SL-L FS-R_FS-L

10201 No abnormality - - - - - - - -
10202 No abnormality - - - - - - - -
10203 No abnormality - - - - - - - -
10204 No abnormality - - - - - - - -
10205 No abnormality - - - - - - - -
10206 No abnormality - - - -
10207 No abnormality - - - -
10208 No abnormality - - - -
10209 No abnormality - - - -
10210 No abnormality - - - -

- 6C1 -

SL : Slit lamp examination, FS : Funduscopy
R : Right, L : Left
... - No data



Appendix 4 - 3 Study No. :
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Ophthalmology
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Period Before the start of administration Week 13 of adminitration
Animal No. Findings SL-R_ SL-L FS-R FS-L SL-R SL-L FS-R_FS-L

10301 No abnormality - - - - - - - -
10302 No abnormality - - - - - - - -
10303 No abnormality - - - - - - - -
10304 No abnormality - - - - - - - -
10305 No abnormality - - - - - - - -
10306 No abnormality - - - -
10307 No abnormality - - - -
10308 No abnormality - - - -
10309 No abnormality - - - -
10310 No abnormality - - - -

SL : Slit lamp examination, FS : Funduscopy
R : Right, L : Left
... - No data



Appendix 4 - 4 Study No. :
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Ophthalmology
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Period Before the start of administration Week 13 of adminitration
Animal No. Findings SL-R_ SL-L FS-R FS-L SL-R SL-L FS-R_FS-L

10401 No abnormality - - - - - - B R
10402 No abnormality - - - - - - - B
10403 No abnormality - - - - - - - R
10404 No abnormality - - - - - - - B
10405 No abnormality - - - - - - - R
10406 No abnormality - - - -
10407 No abnormality - - - -
10408 No abnormality - - - -
10409 No abnormality - - - -
10410 No abnormality - - - -

SL : Slit lamp examination, FS : Funduscopy
R : Right, L : Left
... - No data



Appendix 4 - 5 Study No. :

4

Ophthalmology
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Period Before the start of administration Week 13 of adminitration
Animal No. Findings SL-R_ SL-L FS-R FS-L SL-R SL-L FS-R_FS-L

50151 No abnormality - - - - - - - -
50152 No abnormality - - - - - - - -
50153 No abnormality - - - - - - - -
50154 No abnormality - - - - - - - -
50155 No abnormality - - - - - - - -
50156 No abnormality - - - -
50157 No abnormality - - - -
50158 No abnormality - - - -
50159 No abnormality - - - -
50160 No abnormality - - - -

SL : Slit lamp examination, FS : Funduscopy
R : Right, L : Left
... - No data



Appendix 4 - 6 Study No. :
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Ophthalmology
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Period Before the start of administration Week 13 of adminitration
Animal No. Findings SL-R_ SL-L FS-R FS-L SL-R SL-L FS-R_FS-L

50251 No abnormality - - - - - - - -
50252 No abnormality - - - - - - - -
50253 No abnormality - - - - - - - -
50254 No abnormality - - - - - - - -
50255 No abnormality - - - - - - - -
50256 No abnormality - - - -
50257 No abnormality - - - -
50258 No abnormality - - - -
50259 No abnormality - - - -
50260 No abnormality - - - -

SL : Slit lamp examination, FS : Funduscopy
R : Right, L : Left
... - No data



Appendix 4 - 7 Study No. :

%%

Ophthalmology
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Period Before the start of administration Week 13 of adminitration
Animal No. Findings SL-R_ SL-L FS-R FS-L SL-R SL-L FS-R_FS-L

50351 No abnormality - - - - - - - -
50352 No abnormality - - - - - - - -
50353 No abnormality - - - - - - - -
50354 No abnormality - - - - - - - -
50355 No abnormality - - - - - - - -
50356 No abnormality - - - -
50357 No abnormality - - - -
50358 No abnormality - - - -
50359 No abnormality - - - -
50360 No abnormality - - - -

SL : Slit lamp examination, FS : Funduscopy
R : Right, L : Left
... - No data



Appendix 4 - 8 Study No. :
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Ophthalmology
Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Period Before the start of administration Week 13 of adminitration
Animal No. Findings SL-R_ SL-L FS-R FS-L SL-R SL-L FS-R_FS-L

50451 No abnormality - - - - - - B R
50452 No abnormality - - - - - - - B
50453 No abnormality - - - - - - - R
50454 No abnormality - - - - - - - B
50455 No abnormality - - - - - - - R
50456 No abnormality - - - -
50457 No abnormality - - - -
50458 No abnormality - - - -
50459 No abnormality - - - -
50460 No abnormality - - - -

SL : Slit lamp examination, FS : Funduscopy
R : Right, L : Left
... - No data
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Appendix 5 - 1 Study No. :
Urinary findings Stage : Week 13
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
pH Glucose Ketone body  Urobilinogen Bilirubin Occult blood Protein Specific gravity RBC WBC Squamous
Animal No. EU/dL
10101 8.5 - - 0.1 - - 2+ 5 - -
10102 8.5 - - 0.1 - - 2+ 5 - -
10103 8.0 - - 0.1 - + 2+ 5 - -
10104 8.5 - - 0.1 - - + 4 - -
10105 8.5 - - 0.1 - + 5 - -
n 5 5 5 5 5 5 5 5 5 5
Round Small round Cast
Animal No.
10101 - - -
10102 - - -
10103 - - -
10104 - - -
10105 - - -
n 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5,1.050<
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Appendix 5 - 2 Study No. :
Urinary findings Stage : Week 13
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Urine volume U-Na U-K U-Cl U-Na U-K U-Cl
(3hr) (21hr) (Total)
Animal No. mL mL mL/21hr mEq/L mEq/L mEq/L mEq/21hr mEq/21hr mEqg/21hr

10101 0.5 6.0 6.5 103.5 360.6 154.2 0.67 2.34 1.00
10102 0.5 5.0 55 117.0 352.2 173.7 0.64 1.94 0.96
10103 0.5 8.0 8.5 98.4 353.4 150.0 0.84 3.00 1.28
10104 1.0 10.0 11.0 136.5 293.7 161.4 1.50 3.23 1.78
10105 1.0 6.0 7.0 109.5 327.6 139.8 0.77 2.29 0.98
n 5 5 5 5 5 5 5 5 5
Mean 0.70 7.00 7.70 112.98 337.50 155.82 0.884 2.560 1.200
S.D. 0.27 2.00 2.14 14.87 27.47 12.69 0.353 0.536 0.350
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Appendix 5 - 3 Study No. :
Urinary findings Stage : Week 13
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
pH Glucose Ketone body  Urobilinogen Bilirubin Occult blood Protein Specific gravity RBC WBC Squamous
Animal No. EU/dL
10201 8.0 - - 0.1 - - 2+ 5
10202 8.5 - - 0.1 - - 2+ 5
10203 7.5 - - 0.1 - - + 4
10204 8.0 - - 0.1 - + + 5
10205 8.0 - - 0.1 - + + 4
n 5 5 5 5 5 5 5 5 5
Round Small round Cast
Animal No.
10201 - - -
10202 - - -
10203 - - -
10204 - - -
10205 - - -
n 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5,1.050<
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Appendix 5 - 4 Study No. :
Urinary findings Stage : Week 13
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Urine volume U-Na U-K U-Cl U-Na U-K U-Cl
(3hr) (21hr) (Total)
Animal No. mL mL mL/21hr mEq/L mEq/L mEq/L mEq/21hr mEq/21hr mEqg/21hr

10201 0.5 5.0 55 173.7 447.0 248.4 0.96 2.46 1.37
10202 1.0 5.0 6.0 81.6 348.6 139.5 0.49 2.09 0.84
10203 1.0 8.5 9.5 110.7 303.0 176.1 1.05 2.88 1.67
10204 0.5 6.5 7.0 134.7 366.6 204.3 0.94 2.57 1.43
10205 0.5 11.0 11.5 98.7 237.0 1134 1.14 2.73 1.30
n 5 5 5 5 5 5 5 5 5
Mean 0.70 7.20 7.90 119.88 340.44 176.34 0.916 2.546 1.322
S.D. 0.27 2.56 2.53 35.76 77.79 53.13 0.251 0.301 0.303
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Appendix 5 - 5

Urinary findings

Stage : Week 13

Study No. :

Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
pH Glucose Ketone body  Urobilinogen Bilirubin Occult blood Protein Specific gravity RBC WBC Squamous
Animal No. EU/dL
10301 8.0 - - 0.1 - - + 5 - +
10302 8.0 - - 0.1 - - + 4 -
10303 8.5 - - 0.1 - - + 5 - -
10304 8.5 - - 0.1 - - + 5 - -
10305 8.5 - - 0.1 - + 5 - -
n 5 5 5 5 5 5 5 5 5 5
Round Small round Cast
Animal No.
10301 - - -
10302 - - -
10303 - - -
10304 - - -
10305 - - -
n 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5,1.050<
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Appendix 5 - 6 Study No. :
Urinary findings Stage : Week 13
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Urine volume U-Na U-K U-Cl U-Na U-K U-Cl
(3hr) (21hr) (Total)
Animal No. mL mL mL/21hr mEq/L mEq/L mEq/L mEq/21hr mEq/21hr mEqg/21hr

10301 1.0 55 6.5 140.4 328.8 187.5 0.91 2.14 1.22
10302 1.0 16.0 17.0 87.6 201.6 98.7 1.49 3.43 1.68
10303 1.0 10.0 11.0 140.4 278.1 153.6 1.54 3.06 1.69
10304 1.0 11.0 12.0 82.2 225.3 97.5 0.99 2.70 1.17
10305 1.0 8.5 9.5 124.5 276.3 114.9 1.18 2.62 1.09
n 5 5 5 5 5 5 5 5 5
Mean 1.00 10.20 11.20 115.02 262.02 130.44 1.222 2.790 1.370
S.D. 0.00 3.85 3.85 28.32 49.80 39.13 0.285 0.485 0.291
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Appendix 5 - 7 Study No. :
Urinary findings Stage : Week 13
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
pH Glucose Ketone body  Urobilinogen Bilirubin Occult blood Protein Specific gravity RBC WBC Squamous
Animal No. EU/dL
10401 7.5 - - 0.1 - - + 5 - -
10402 7.0 - - 0.1 - - + 5 - -
10403 7.5 - - 0.1 - - + 5 - -
10404 6.5 - - 0.1 - - + 5 - -
10405 7.0 - - 0.1 + + 3 - +
n 5 5 5 5 5 5 5 5 5 5
Round Small round Cast
Animal No.
10401 - - -
10402 - - -
10403 - - -
10404 - - -
10405 - - -
n 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5,1.050<
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Appendix 5 - 8 Study No. .
Urinary findings Stage : Week 13
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Urine volume U-Na U-K U-Cl U-Na U-K U-Cl
(3hr) (21hr) (Total)
Animal No. mL mL mL/21hr mEq/L mEq/L mEq/L mEq/21hr mEq/21hr mEqg/21hr

10401 1.0 14.0 15.0 147.9 219.9 95.1 2.22 3.30 1.43
10402 1.0 16.0 17.0 113.7 207.9 83.7 1.93 3.53 1.42
10403 1.0 16.0 17.0 140.7 183.3 102.0 2.39 3.12 1.73
10404 1.0 20.0 21.0 108.3 182.1 80.1 2.27 3.82 1.68
10405 1.0 28.0 29.0 60.3 87.0 33.3 1.75 2.52 0.97
n 5 5 5 5 5 5 5 5 5
Mean 1.00 18.80 19.80 114.18 176.04 78.84 2.112 3.258 1.446
S.D. 0.00 5.59 5.59 34.56 52.34 26.93 0.264 0.489 0.301
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Appendix 5 - 9 Study No. :
Urinary findings Stage : Week 13
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
pH Glucose Ketone body  Urobilinogen Bilirubin Occult blood Protein Specific gravity RBC WBC Squamous
Animal No. EU/dL
50151 7.5 - - 0.1 - - + 3 - -
50152 8.5 - - 0.1 - - + 4 - +
50153 8.5 - - 0.1 - - + 5 - -
50154 8.5 - - 0.1 - - 2+ 5 - -
50155 7.0 - - 0.1 - + 4 - -
n 5 5 5 5 5 5 5 5 5
Round Small round Cast
Animal No.
50151 - - -
50152 - - -
50153 - - -
50154 - - -
50155 - - -
n 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5,1.050<
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Appendix 5 - 10

Urinary findings

Stage : Week 13

Study No. S

Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Urine volume U-Na U-K U-Cl U-Na U-K U-Cl
(3hr) (21hr) (Total)

Animal No. mL mL mL/21hr mEq/L mEq/L mEq/L mEq/21hr mEq/21hr mEqg/21hr
50151 1.0 145 15.5 81.3 186.9 86.7 1.26 2.90 1.34
50152 0.5 8.5 9.0 117.6 285.3 161.1 1.06 2.57 1.45
50153 0.5 7.0 7.5 139.8 321.6 205.5 1.05 241 1.54
50154 0.5 4.5 5.0 160.8 354.0 246.3 0.80 1.77 1.23
50155 1.0 9.0 10.0 79.5 212.1 121.5 0.80 2.12 1.22

n 5 5 5 5 5 5 5 5 5
Mean 0.70 8.70 9.40 115.80 271.98 164.22 0.994 2.354 1.356
S.D. 0.27 3.68 3.90 35.75 71.05 63.81 0.196 0.431 0.139
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Appendix 5 - 11

Urinary findings

Stage : Week 13

Study No. :

Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
pH Glucose Ketone body  Urobilinogen Bilirubin Occult blood Protein Specific gravity RBC WBC Squamous
Animal No. EU/dL
50251 6.5 - - 0.1 - - + 5 - -
50252 8.5 - - 0.1 - - + 4 - -
50253 8.5 - - 0.1 - - + 3 - -
50254 8.5 - - 0.1 - - + 4 - -
50255 8.5 - - 0.1 - + 5 - -
n 5 5 5 5 5 5 5 5 5 5
Round Small round Cast
Animal No.
50251 - - -
50252 - - -
50253 - - -
50254 - - -
50255 - - -
n 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5,1.050<



S Lyl -

Appendix 5 - 12

Urinary findings

Stage : Week 13

Study No. :

Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Urine volume U-Na U-K U-Cl U-Na U-K U-Cl
(3hr) (21hr) (Total)

Animal No. mL mL mL/21hr mEq/L mEq/L mEq/L mEq/21hr mEq/21hr mEqg/21hr
50251 0.5 3.0 35 120.0 354.0 162.3 0.42 1.24 0.57
50252 1.0 7.5 8.5 127.8 293.4 175.8 1.09 2.49 1.49
50253 0.5 135 14.0 67.2 189.3 87.3 0.94 2.65 1.22
50254 1.0 9.0 10.0 77.7 264.3 142.8 0.78 2.64 1.43
50255 0.5 6.0 6.5 155.1 349.2 186.9 1.01 2.27 1.21

n 5 5 5 5 5 5 5 5 5
Mean 0.70 7.80 8.50 109.56 290.04 151.02 0.848 2.258 1.184
S.D. 0.27 3.88 3.92 36.49 67.85 39.23 0.265 0.589 0.365
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Appendix 5 - 13 Study No. :

Urinary findings Stage : Week 13
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
pH Glucose Ketone body  Urobilinogen Bilirubin Occult blood Protein Specific gravity RBC WBC Squamous
Animal No. EU/dL
50351 8.5 - - 0.1 - - - 4 - - -
50352 6.5 - - 0.1 - - - 4 - - -
50353 8.0 - - 0.1 - - - 5 - - -
50354 7.5 - - 0.1 - - + 4 - - -
50355 7.0 - - 0.1 - - + 2 - - -
n 5 5 5 5 5 5 5 5 5 5 5
Round Small round Cast
Animal No.
50351 - - -
50352 - - -
50353 - - -
50354 - - -
50355 - - -
n 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5,1.050<
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Appendix 5 - 14

Urinary findings

Stage : Week 13

Study No. :

Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Urine volume U-Na U-K U-Cl U-Na U-K U-Cl
(3hr) (21hr) (Total)

Animal No. mL mL mL/21hr mEq/L mEq/L mEq/L mEq/21hr mEq/21hr mEqg/21hr
50351 1.0 115 12.5 102.9 241.2 134.1 1.29 3.02 1.68
50352 1.0 10.0 11.0 109.2 225.6 118.2 1.20 2.48 1.30
50353 1.0 5.0 6.0 78.6 251.4 123.0 0.47 1.51 0.74
50354 1.0 10.5 115 99.3 203.7 113.7 1.14 2.34 1.31
50355 1.0 27.0 28.0 72.9 130.8 78.9 2.04 3.66 2.21

n 5 5 5 5 5 5 5 5 5
Mean 1.00 12.80 13.80 92.58 210.54 113.58 1.228 2.602 1.448
S.D. 0.00 8.33 8.33 15.90 48.07 20.82 0.558 0.802 0.542
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Appendix 5 - 15

Urinary findings

Stage : Week 13

Study No. :

Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
pH Glucose Ketone body  Urobilinogen Bilirubin Occult blood Protein Specific gravity RBC WBC Squamous
Animal No. EU/dL
50451 7.5 - - 0.1 - - - 4 - -
50452 7.0 - - 0.1 - - + 3 - -
50453 8.0 - - 0.1 - - - 3 - -
50454 7.5 - - 0.1 - - + 5 - -
50455 7.0 - - 0.1 - - + 5 - +
n 5 5 5 5 5 5 5 5 5 5
Round Small round Cast
Animal No.
50451 - - -
50452 - - -
50453 - - -
50454 - - -
50455 - - -
n 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5,1.050<
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Appendix 5 - 16

Urinary findings

Stage : Week 13

Study No. :

Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Urine volume U-Na U-K U-Cl U-Na U-K U-Cl
(3hr) (21hr) (Total)

Animal No. mL mL mL/21hr mEq/L mEq/L mEq/L mEq/21hr mEq/21hr mEqg/21hr
50451 1.0 16.5 17.5 945 165.6 81.9 1.65 2.90 1.43
50452 1.0 315 325 60.0 121.8 60.9 1.95 3.96 1.98
50453 1.0 26.0 27.0 57.6 123.6 58.5 1.56 3.34 1.58
50454 1.0 135 14.5 117.9 190.8 93.3 1.71 2.77 1.35
50455 1.0 12.0 13.0 115.2 200.7 105.0 1.50 2.61 1.37

n 5 5 5 5 5 5 5 5 5
Mean 1.00 19.90 20.90 89.04 160.50 79.92 1.674 3.116 1.542
S.D. 0.00 8.47 8.47 29.06 36.81 20.20 0.174 0.544 0.261




Appendix 6 - 1 Study No. :-
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Hematological findings Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
10101 858 15.0 41.1 47.9 17.5 36.5 2.75 100.4 82.8 13.0 66.4
10102 830 14.2 39.3 47.3 171 36.1 2.22 86.1 53.7 13.4 35.2
10103 901 15.8 441 48.9 17.5 35.8 3.69 97.5 53.0 18.1 315
10104 955 16.5 454 47.5 17.3 36.3 2.74 118.7 93.6 40.5 45.0
10105 873 15.4 424 48.6 17.6 36.3 2.78 90.1 57.8 12.6 42.2
10106 984 16.3 44.7 454 16.6 36.5 241 113.5 144.4 14.8 122.0
10107 954 16.1 44.9 471 16.9 35.9 3.16 145.7 111.6 19.5 82.2
10108 950 16.1 45.0 47 .4 16.9 35.8 2.67 102.5 99.2 20.2 71.9
10109 970 16.9 46.6 48.0 17.4 36.3 2.45 106.4 97.8 12.3 78.9
10110 944 16.4 45.3 48.0 17.4 36.2 2.28 122.0 75.5 11.5 59.5
n 10 10 10 10 10 10 10 10 10 10 10
Mean 921.9 15.87 43.88 47.61 17.22 36.17 2.715 108.29 86.94 17.59 63.48
S.D. 52.6 0.80 2.25 0.96 0.33 0.26 0.441 17.52 28.82 8.64 27.34
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
10101 23 1.1 0.0 16.8 17.6
10102 3.9 1.2 0.0 18.1 20.2
10103 25 0.9 0.0 21.6 22.2
10104 6.3 1.8 0.0 194 21.2
10105 2.0 1.0 0.0 19.3 20.3
10106 5.8 1.8 0.0 18.7 14.2
10107 7.3 25 0.1 16.9 17.8
10108 5.8 1.3 0.0 15.3 16.9
10109 5.1 1.4 0.1 20.1 19.1
10110 3.8 0.7 0.0 23.3 23.4
n 10 10 10 10 10
Mean 4.48 1.37 0.02 18.95 19.29

S.D. 1.85 0.53 0.04 2.37 2.74
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Appendix 6 - 2 Study No. :-

Hematological findings Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
10201 861 15.3 42.0 48.8 17.8 36.4 217 107.2 82.2 10.8 66.7
10202 864 14.9 41.2 47.7 17.2 36.2 2.69 105.6 79.9 12.8 63.1
10203 852 14.5 40.2 47.2 17.0 36.1 2.76 96.9 69.8 20.5 45.2
10204 915 16.6 46.3 50.6 18.1 35.9 2.98 96.7 80.1 15.8 61.7
10205 947 16.3 44.8 47.3 17.2 36.4 3.15 115.3 122.4 33.0 83.8
10206 940 15.6 42.6 45.3 16.6 36.6 1.86 98.2 94.4 17.5 71.0
10207 956 15.4 42.0 43.9 16.1 36.7 2.82 101.5 105.4 22.8 77.2
10208 928 16.2 45.8 494 17.5 354 2.94 108.6 104.4 18.2 79.0
10209 996 171 47.3 47.5 17.2 36.2 2.46 116.2 130.7 17.2 104.5
10210 916 16.5 46.6 50.9 18.0 354 2.38 111.2 74.5 14.2 55.1
n 10 10 10 10 10 10 10 10 10 10 10
Mean 917.5 15.84 43.88 47.86 17.27 36.13 2.621 105.74 94.38 18.28 70.73
S.D. 46.5 0.83 2.56 2.19 0.62 0.45 0.400 7.27 20.78 6.26 16.58
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
10201 3.8 0.9 0.0 16.9 14.3
10202 2.6 1.4 0.0 17.0 17.5
10203 3.1 1.0 0.0 15.8 171
10204 1.8 0.8 0.0 17.7 20.5
10205 3.3 22 0.1 16.0 16.8
10206 43 1.6 0.0 19.3 211
10207 3.5 1.9 0.0 18.5 19.7
10208 6.0 1.2 0.0 21.2 22.3
10209 6.7 22 0.1 17.6 16.7
10210 3.7 1.5 0.0 17.7 17.5
n 10 10 10 10 10
Mean 3.88 1.47 0.02 17.77 18.35

S.D. 1.48 0.51 0.04 1.60 2.45
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Hematological findings Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
10301 787 14.6 40.3 51.2 18.6 36.2 2.98 113.1 76.3 7.3 66.3
10302 855 14.6 411 48.1 171 35.5 3.35 95.3 82.2 13.9 63.9
10303 859 151 42.2 49.1 17.6 35.8 2.89 109.7 73.1 11.3 57.9
10304 878 15.8 43.3 49.3 18.0 36.5 2.98 96.3 741 5.6 65.6
10305 852 16.1 45.9 53.9 18.9 35.1 3.45 100.8 84.3 12.3 67.3
10306 936 15.9 441 471 17.0 36.1 3.56 114.5 147.5 53.2 81.0
10307 926 16.7 46.5 50.2 18.0 35.9 2.90 107.6 88.5 17.5 64.9
10308 897 16.2 45.2 50.4 18.1 35.8 2.54 113.0 95.1 17.6 72.7
10309 923 16.6 46.3 50.2 18.0 35.9 2.92 116.0 83.3 14.0 64.6
10310 920 16.6 45.5 49.5 18.0 36.5 2.19 107.2 72.9 6.3 62.9
n 10 10 10 10 10 10 10 10 10 10 10
Mean 883.3 15.82 44.04 49.90 17.93 35.93 2.976 107.35 87.73 15.90 66.71
S.D. 46.4 0.80 2.23 1.84 0.59 0.43 0.412 7.50 22.21 13.79 6.23
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
10301 22 0.5 0.0 18.0 17.4
10302 4.0 0.3 0.1 14.8 15.4
10303 3.0 0.9 0.0 16.6 16.6
10304 25 0.4 0.0 15.5 18.1
10305 35 1.1 0.1 18.8 20.9
10306 10.5 2.8 0.0 16.7 14.1
10307 4.9 1.2 0.0 20.0 21.2
10308 4.1 0.7 0.0 16.0 16.3
10309 35 1.1 0.1 16.3 18.9
10310 3.0 0.7 0.0 19.9 20.8
n 10 10 10 10 10
Mean 4.12 0.97 0.03 17.26 17.97

S.D. 2.38 0.71 0.05 1.82 2.46
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Hematological findings Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
10401 818 14.2 38.7 47.3 17.4 36.7 2.62 94.4 79.3 29.9 46.7
10402 818 15.3 43.7 53.4 18.7 35.0 3.50 83.3 68.3 31.9 29.5
10403 853 15.6 431 50.5 18.3 36.2 2.39 106.5 80.1 19.0 58.4
10404 808 15.3 42.7 52.8 18.9 35.8 3.64 86.6 88.6 19.8 64.5
10405 832 14.6 40.8 49.0 17.5 35.8 2.07 101.1 70.6 7.5 61.2
10406 916 16.1 43.5 47.5 17.6 37.0 3.16 99.0 91.9 13.0 75.4
10407 900 15.6 431 47.9 17.3 36.2 2.62 91.8 79.0 22.9 52.6
10408 912 15.8 44 .4 48.7 17.3 35.6 2.67 116.0 97.4 21.2 72.3
10409 811 15.3 42.5 52.4 18.9 36.0 3.07 85.6 722 14.2 54.6
10410 946 16.1 44.6 471 17.0 36.1 2.71 91.5 98.8 23.4 68.3
n 10 10 10 10 10 10 10 10 10 10 10
Mean 861.4 15.39 42.71 49.66 17.89 36.04 2.845 95.58 82.62 20.28 58.35
S.D. 51.9 0.61 1.77 243 0.73 0.56 0.491 10.23 11.01 7.45 13.52
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
10401 24 0.3 0.0 15.8 13.5
10402 6.2 0.7 0.0 16.7 14.4
10403 2.6 0.1 0.0 14.6 16.1
10404 3.9 0.4 0.0 15.9 14.3
10405 1.8 0.1 0.0 15.5 15.8
10406 34 0.1 0.0 15.7 17.3
10407 3.3 0.2 0.0 16.9 17.9
10408 35 0.3 0.1 16.4 15.2
10409 3.3 0.1 0.0 16.3 15.0
10410 6.9 0.2 0.0 15.3 16.3
n 10 10 10 10 10
Mean 3.73 0.25 0.01 15.91 15.58

S.D. 1.62 0.19 0.03 0.69 1.38
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Appendix 6 - 5 Study No. :-

Hematological findings Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
50151 810 15.1 42.0 51.9 18.6 36.0 2.77 110.3 65.5 8.6 53.7
50152 746 14.2 39.1 52.4 19.0 36.3 2.1 81.7 55.9 7.5 45.6
50153 787 14.9 42.6 54.1 18.9 35.0 3.01 101.9 41.2 7.4 323
50154 782 15.1 421 53.8 19.3 35.9 3.01 109.1 30.1 3.7 24.8
50155 771 14.7 41.2 53.4 19.1 35.7 2.14 87.5 46.6 6.9 37.6
50156 853 16.1 45.8 53.7 18.9 35.2 2.53 110.2 38.5 7.4 28.9
50157 819 14.9 42.3 51.6 18.2 35.2 3.55 106.1 61.2 7.8 50.6
50158 838 16.1 451 53.8 19.2 35.7 2.33 116.3 774 7.3 67.1
50159 876 15.8 441 50.3 18.0 35.8 2.20 83.0 57.3 6.0 48.1
50160 797 15.0 41.5 52.1 18.8 36.1 2.34 107.0 63.9 8.8 51.1
n 10 10 10 10 10 10 10 10 10 10 10
Mean 807.9 15.19 42.58 52.71 18.80 35.69 2.599 101.31 53.76 7.14 43.98
S.D. 39.6 0.62 1.97 1.24 0.42 0.43 0.474 12.52 14.43 1.45 12.98
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50151 22 1.0 0.0 15.6 13.2
50152 2.1 0.7 0.0 15.0 14.3
50153 0.9 0.6 0.0 16.9 13.1
50154 1.0 0.6 0.0 14.9 12.5
50155 1.6 0.5 0.0 15.6 12.4
50156 1.2 1.0 0.0 15.5 10.7
50157 1.8 1.0 0.0 16.1 10.5
50158 23 0.7 0.0 15.2 14.2
50159 24 0.8 0.0 16.7 13.9
50160 3.0 1.0 0.0 15.7 16.0
n 10 10 10 10 10
Mean 1.85 0.79 0.00 15.72 13.08

S.D. 0.68 0.20 0.00 0.67 1.67
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Appendix 6 - 6 Study No. :-

Hematological findings Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
50251 825 15.4 42.7 51.8 18.7 36.1 2.52 115.5 38.2 4.9 32.1
50252 781 14.7 41.8 53.5 18.8 35.2 3.33 55.4 43.7 4.2 38.0
50253 771 13.7 38.8 50.3 17.8 35.3 2.46 104.9 393 4.5 33.0
50254 822 14.5 40.8 49.6 17.6 355 3.04 92.9 28.9 8.4 19.4
50255 842 14.9 42.0 49.9 17.7 35.5 2.75 82.3 36.1 4.9 29.3
50256 840 15.6 43.9 52.3 18.6 35.5 247 112.1 41.5 4.8 34.7
50257 863 15.6 431 49.9 18.1 36.2 2.26 104.7 56.4 5.6 48.2
50258 847 16.1 44.5 52.5 19.0 36.2 2.31 84.7 81.9 5.4 725
50259 849 15.7 43.6 51.4 18.5 36.0 2.44 118.0 99.6 14.7 81.0
50260 852 15.5 43.8 51.4 18.2 354 2.94 110.0 76.3 21.0 50.0
n 10 10 10 10 10 10 10 10 10 10 10
Mean 829.2 15.17 42.50 51.26 18.30 35.69 2.652 98.05 54.19 7.84 43.82
S.D. 30.6 0.71 1.72 1.31 0.49 0.39 0.351 19.45 23.66 5.60 19.55
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50251 0.8 0.4 0.0 16.1 12.5
50252 0.8 0.7 0.0 16.1 10.0
50253 1.2 0.6 0.0 14.5 14.0
50254 0.8 0.3 0.0 15.7 11.5
50255 1.3 0.6 0.0 15.2 13.5
50256 1.2 0.8 0.0 15.1 12.7
50257 1.7 0.9 0.0 16.3 11.8
50258 3.2 0.8 0.0 15.6 12.7
50259 23 1.6 0.0 17.5 13.4
50260 4.4 0.9 0.0 16.3 13.2
n 10 10 10 10 10
Mean 1.77 0.76 0.00 15.84 12.53

S.D. 1.20 0.36 0.00 0.83 1.17
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Appendix 6 - 7 Study No. :-
Hematological findings Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
50351 765 14.2 39.5 51.6 18.6 35.9 2.56 90.3 48.8 10.1 35.9
50352 787 15.2 42.8 54.4 19.3 35.5 3.30 89.0 441 10.7 31.1
50353 808 15.2 42.8 53.0 18.8 355 2.40 85.7 43.5 10.2 30.8
50354 738 13.4 37.4 50.7 18.2 35.8 2.38 96.0 313 9.1 19.9
50355 802 15.1 42.7 53.2 18.8 35.4 2.96 86.8 69.7 7.8 59.1
50356 779 14.0 40.4 51.9 18.0 347 2.51 109.4 73.3 6.6 63.9
50357 837 16.1 45.3 54.1 19.2 355 3.1 114.4 69.5 10.6 55.7
50358 MV MV MV MV MV MV MV MV MV MV MV
50359 851 15.5 43.3 50.9 18.2 35.8 2.63 84.0 44 .4 55 35.8
50360 892 16.1 44.5 49.9 18.0 36.2 1.92 94.4 58.6 12.5 421
n 9 9 9 9 9 9 9 9 9 9 9
Mean 806.6 14.98 42.08 52.19 18.57 35.59 2.641 94.44 53.69 9.23 41.59
S.D. 47.2 0.93 2.51 1.57 0.49 0.42 0.422 10.70 14.67 2.22 14.86
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50351 2.1 0.7 0.0 15.4 12.7
50352 2.1 0.2 0.0 15.8 10.7
50353 1.5 1.0 0.0 15.9 13.4
50354 1.5 0.8 0.0 15.4 14.8
50355 1.5 1.3 0.0 15.4 13.5
50356 1.6 1.2 0.0 15.9 13.3
50357 2.6 0.6 0.0 15.8 14.0
50358 MV MV MV 16.7 12.8
50359 2.8 0.3 0.0 15.9 13.4
50360 2.7 1.3 0.0 16.0 12.5
n 9 9 9 10 10
Mean 2.04 0.82 0.00 15.82 13.11
S.D. 0.55 0.41 0.00 0.39 1.08

MV : Missing Value
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Hematological findings Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
50451 745 14.3 39.6 53.2 19.2 36.1 3.13 89.6 49.9 15.9 32.0
50452 835 14.8 40.6 48.6 17.7 36.5 3.08 127.1 42.4 19.0 18.9
50453 745 13.8 38.2 51.3 18.5 36.1 3.23 71.8 36.4 71 28.2
50454 806 14.6 40.7 50.5 18.1 35.9 247 94.0 25.3 8.4 15.6
50455 754 13.7 38.4 50.9 18.2 35.7 2.73 95.9 107.6 43.3 61.1
50456 765 14.5 39.4 51.5 19.0 36.8 2.80 78.6 37.8 6.6 28.6
50457 820 15.4 41.8 51.0 18.8 36.8 2.81 91.1 78.5 6.3 70.4
50458 638 13.0 36.2 56.7 20.4 35.9 3.03 22 38.5 5.1 321
50459 794 15.0 41.8 52.6 18.9 35.9 3.1 87.3 97.9 10.8 84.2
50460 804 15.1 41.5 51.6 18.8 36.4 2.53 76.2 47.0 7.7 36.8
n 10 10 10 10 10 10 10 10 10 10 10
Mean 770.6 14.42 39.82 51.79 18.76 36.21 2.892 81.38 56.13 13.02 40.79
S.D. 56.5 0.74 1.83 2.12 0.74 0.39 0.263 31.72 28.27 11.55 23.01
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50451 1.5 0.5 0.0 18.0 12.3
50452 3.9 0.6 0.0 14.4 10.6
50453 1.0 0.1 0.0 174 11.5
50454 0.8 0.5 0.0 14.7 11.9
50455 2.8 0.4 0.0 15.8 15.2
50456 22 0.4 0.0 15.6 13.1
50457 14 0.4 0.0 16.3 13.9
50458 1.1 0.2 0.0 16.9 13.6
50459 22 0.7 0.0 16.1 11.6
50460 2.0 0.5 0.0 14.3 11.4
n 10 10 10 10 10
Mean 1.89 0.43 0.00 15.95 12.51

S.D. 0.95 0.18 0.00 1.26 1.41
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Appendix 7 - 1 Study No. :-

Biochemical findings Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L 1U/L 1U/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL mg/dL
10101 70 38 314 0.6 0.05 7.2 196 67 54 5.3 9.6
10102 63 32 254 0.4 0.05 17.9 200 46 21 52 8.5
10103 56 25 469 0.3 0.05 23.0 156 47 39 6.1 10.2
10104 67 39 261 0.4 0.03 6.2 178 62 119 5.9 11.4
10105 65 24 221 0.5 0.04 4.5 160 59 46 5.3 10.3
10106 59 31 287 0.5 0.07 7.2 212 55 51 54 12.6
10107 61 26 259 0.4 0.07 14.0 207 86 132 5.8 11.3
10108 62 30 369 0.3 0.06 13.5 181 77 66 55 11.8
10109 47 24 210 0.4 0.07 8.2 210 78 59 5.8 10.9
10110 58 24 362 0.5 0.05 16.8 184 50 25 5.7 12.8
n 10 10 10 10 10 10 10 10 10 10 10
Mean 60.8 29.3 300.6 0.43 0.054 11.85 188.4 62.7 61.2 5.60 10.94
S.D. 6.4 5.7 79.7 0.09 0.013 6.10 20.0 14.0 36.8 0.30 1.33
Crea Na K Cl Ca P AIG Albumin al-G a2-G B-G
Animal No. mg/dL mEq/L mEg/L mEg/L mg/dL mg/dL % % % %
10101 0.33 144 4.67 104 9.3 5.1 1.14 53.3 14.4 11.4 16.5
10102 0.37 145 4.38 106 9.3 5.2 1.00 50.0 16.9 11.2 15.6
10103 0.27 146 4.99 105 9.7 5.8 0.80 445 23.6 11.2 14.8
10104 0.26 145 5.16 103 9.6 6.8 0.94 48.5 23.4 10.7 141
10105 0.31 145 4.89 105 9.7 6.9 0.95 48.8 19.6 10.2 16.8
10106 0.35 142 4.58 103 9.7 5.9 0.93 48.1 19.7 8.4 17.9
10107 0.26 144 4.84 103 10.9 5.9 0.85 45.9 23.9 9.3 16.6
10108 0.28 145 4.56 103 10.4 6.4 0.94 48.4 22.0 11.3 15.6
10109 0.25 144 5.11 104 9.7 5.9 0.93 48.3 23.0 10.0 14.6
10110 0.32 145 4.70 105 9.7 5.9 0.91 47.6 21.6 9.4 13.5
n 10 10 10 10 10 10 10 10 10 10 10
Mean 0.300 144.5 4.788 104.1 9.80 5.98 0.939 48.34 20.81 10.31 15.60
S.D. 0.042 1.1 0.254 1.1 0.49 0.59 0.090 2.33 3.16 1.03 1.37
y-G
Animal No. %
10101 4.4
10102 6.3
10103 5.9
10104 3.3
10105 4.6
10106 5.9
10107 4.3
10108 2.7
10109 4.1
10110 7.9
n 10
Mean 4.94

S.D. 1.55
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Appendix 7 - 2 Study No. :-

Biochemical findings Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L 1U/L 1U/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL mg/dL
10201 67 29 210 0.2 0.05 16.3 173 59 18 55 11.8
10202 72 28 286 0.5 0.05 11.9 173 60 44 54 11.8
10203 60 25 246 0.5 0.05 8.1 164 59 31 6.0 8.0
10204 59 27 348 0.1 0.06 19.2 174 44 53 5.6 11.2
10205 50 26 258 0.3 0.06 5.9 173 56 42 5.8 8.9
10206 59 32 236 0.3 0.04 6.9 212 63 64 5.6 10.6
10207 93 34 256 0.4 0.04 20.8 198 72 50 5.8 12.5
10208 55 26 357 0.5 0.06 38.8 196 55 57 5.7 10.7
10209 80 26 314 0.5 0.08 49.5 156 65 63 5.9 13.4
10210 95 31 218 0.5 0.08 32.7 176 77 29 5.5 10.2
n 10 10 10 10 10 10 10 10 10 10 10
Mean 69.0 28.4 272.9 0.38 0.057 21.01 179.5 61.0 45.1 5.68 10.91
S.D. 15.7 3.0 51.8 0.15 0.014 14.79 171 9.2 15.3 0.19 1.62
Crea Na K Cl Ca IP AIG Albumin al-G a2-G B-G
Animal No. mg/dL mEq/L mEg/L mEg/L mg/dL mg/dL % % % %
10201 0.38 144 4.59 104 9.2 52 0.87 46.6 21.8 10.5 14.2
10202 0.34 145 4.65 105 9.8 55 1.00 50.0 21.0 10.2 14.4
10203 0.28 143 5.32 102 10.0 5.9 1.00 50.1 20.3 9.7 16.1
10204 0.25 146 4.41 104 9.7 6.6 0.90 47.4 25.4 10.1 13.5
10205 0.24 144 5.00 103 10.4 7.5 0.88 46.9 224 10.6 14.1
10206 0.28 144 4.62 104 9.7 5.8 0.87 46.5 231 8.5 15.9
10207 0.31 144 4.89 104 9.9 6.3 0.79 441 243 9.3 16.4
10208 0.25 145 4.67 104 10.3 6.3 1.00 49.9 21.0 10.5 14.2
10209 0.31 146 4.68 104 10.1 6.7 0.86 46.1 224 11.0 16.5
10210 0.29 145 4.99 105 9.6 6.5 0.85 45.8 22.1 11.4 15.8
n 10 10 10 10 10 10 10 10 10 10 10
Mean 0.293 144.6 4.782 103.9 9.87 6.23 0.902 47.34 22.38 10.18 15.11
S.D. 0.044 1.0 0.265 0.9 0.35 0.66 0.073 2.03 1.56 0.84 1.13
y-G
Animal No. %
10201 6.9
10202 44
10203 3.8
10204 3.6
10205 6.0
10206 6.0
10207 5.9
10208 4.4
10209 4.0
10210 4.9
n 10
Mean 4.99

S.D. 1.13




Appendix 7 - 3 Study No. :-
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Biochemical findings Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L 1U/L 1U/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL mg/dL
10301 58 27 350 0.2 0.06 8.5 182 50 17 5.3 11.0
10302 61 27 242 0.5 0.07 8.6 186 62 43 54 9.6
10303 100 37 343 0.5 0.06 227 158 70 36 5.7 9.4
10304 89 30 254 0.3 0.06 16.3 171 86 35 53 9.8
10305 60 34 417 0.4 0.04 14.0 160 68 69 6.2 10.2
10306 65 31 292 0.3 0.06 5.1 202 90 125 5.6 12.1
10307 60 27 245 0.5 0.04 17.3 196 51 94 5.7 13.2
10308 68 27 238 0.3 0.04 20.0 150 130 86 6.2 12.0
10309 98 33 337 0.3 0.06 47.3 162 82 40 5.7 9.9
10310 48 23 267 0.4 0.04 5.6 190 74 69 5.5 10.5
n 10 10 10 10 10 10 10 10 10 10 10
Mean 70.7 29.6 298.5 0.37 0.053 16.54 175.7 76.3 61.4 5.66 10.77
S.D. 18.2 4.2 60.4 0.11 0.012 12.39 17.9 23.2 33.2 0.32 1.27
Crea Na K Cl Ca P AIG Albumin al-G a2-G B-G
Animal No. mg/dL mEq/L mEg/L mEqg/L mg/dL mg/dL % % % %
10301 0.38 143 4.56 104 9.1 55 0.90 47.5 22.0 9.9 14.8
10302 0.35 144 4.58 105 9.7 5.3 1.00 50.0 18.6 11.6 14.3
10303 0.35 146 4.95 106 9.8 6.4 1.00 49.9 19.4 10.4 15.1
10304 0.26 144 4.59 104 9.3 6.3 1.02 50.6 19.4 10.4 15.6
10305 0.29 145 5.02 104 10.6 6.0 0.90 47.3 243 8.1 15.7
10306 0.28 145 4.95 104 9.9 5.7 0.95 48.8 221 10.2 15.9
10307 0.31 144 4.97 105 9.6 5.8 0.88 46.7 23.0 9.6 15.3
10308 0.26 145 4.88 103 10.4 6.6 0.87 46.5 243 10.0 14.5
10309 0.28 145 5.10 104 9.5 6.7 0.91 47.6 17.9 11.1 16.9
10310 0.26 145 5.25 105 9.8 6.0 0.86 46.3 245 9.8 14.4
n 10 10 10 10 10 10 10 10 10 10 10
Mean 0.302 144.6 4.885 104.4 9.77 6.03 0.929 48.12 21.55 10.11 15.25
S.D. 0.044 0.8 0.235 0.8 0.46 0.47 0.059 1.58 2.53 0.93 0.81
y-G
Animal No. %
10301 5.8
10302 55
10303 52
10304 4.0
10305 4.6
10306 3.0
10307 54
10308 4.7
10309 6.5
10310 5.0
n 10
Mean 4.97

S.D. 0.98
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Appendix 7 - 4 Study No. :-

Biochemical findings Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L 1U/L 1U/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL mg/dL
10401 83 32 380 0.6 0.08 23.3 160 67 20 5.7 8.9
10402 125 31 376 0.5 0.05 5.1 180 60 53 5.8 9.1
10403 93 39 408 0.4 0.05 20.3 144 74 36 5.7 11.6
10404 85 35 495 0.5 0.07 14.4 175 61 81 5.7 7.7
10405 72 25 370 0.3 0.07 41.0 165 66 23 55 9.5
10406 128 40 657 0.3 0.08 87.3 165 74 76 55 13.2
10407 88 23 379 0.3 0.05 3.2 165 64 79 54 9.1
10408 96 28 327 0.0 0.05 5.8 189 52 94 5.3 11.5
10409 80 31 397 0.4 0.06 27.3 157 72 45 5.8 10.5
10410 85 32 346 0.2 0.05 4.9 185 59 80 5.5 12.0
n 10 10 10 10 10 10 10 10 10 10 10
Mean 93.5 316 413.5 0.35 0.061 23.26 168.5 64.9 58.7 5.59 10.31
S.D. 18.6 5.5 96.5 0.17 0.013 25.59 13.8 7.2 26.7 0.17 1.72
Crea Na K Cl Ca IP AIG Albumin al-G a2-G B-G
Animal No. mg/dL mEqg/L mEqg/L mEg/L mg/dL mg/dL % % % %
10401 0.36 143 4.56 104 9.7 4.9 0.95 48.8 17.5 10.5 16.3
10402 0.26 145 4.65 103 9.7 5.3 0.90 47.5 223 9.0 15.3
10403 0.30 145 4.55 104 9.7 5.7 0.93 48.2 19.5 10.7 15.3
10404 0.26 144 4.68 103 10.0 71 1.00 50.0 18.0 9.6 16.5
10405 0.26 146 4.68 103 10.3 6.8 1.04 50.9 215 7.0 14.8
10406 0.27 143 4.69 102 9.3 6.5 0.96 49.1 18.3 9.4 15.8
10407 0.30 145 4.28 102 9.3 6.3 1.10 52.3 18.2 9.6 15.7
10408 0.22 146 4.72 104 9.9 6.2 1.03 50.8 16.7 11.3 16.1
10409 0.29 145 4.49 103 10.0 6.5 0.91 47.7 19.1 10.3 171
10410 0.21 146 4.85 103 10.5 6.4 1.01 50.2 18.9 9.3 14.7
n 10 10 10 10 10 10 10 10 10 10 10
Mean 0.273 144.8 4.615 103.1 9.84 6.17 0.983 49.55 19.00 9.67 15.76
S.D. 0.043 1.1 0.155 0.7 0.39 0.68 0.064 1.56 1.73 1.18 0.76
y-G
Animal No. %
10401 6.9
10402 5.9
10403 6.3
10404 5.9
10405 5.8
10406 7.4
10407 4.2
10408 5.1
10409 5.8
10410 6.9
n 10
Mean 6.02

S.D. 0.93
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Appendix 7 - 5 Study No. :-

Biochemical findings Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L 1U/L 1U/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL mg/dL
50151 64 25 87 0.3 0.08 17.3 153 71 27 6.4 12.1
50152 51 22 148 0.3 0.10 16.5 163 83 22 6.7 12.6
50153 46 21 114 0.5 0.06 10.7 174 71 24 6.4 13.8
50154 51 24 126 0.9 0.06 6.4 188 60 19 6.2 18.7
50155 48 22 84 0.1 0.07 13.3 154 56 16 6.5 121
50156 58 23 123 0.4 0.08 10.7 121 58 15 6.1 14.7
50157 46 22 128 0.3 0.09 43.5 185 84 18 6.3 13.0
50158 40 20 111 0.2 0.06 45 148 86 53 6.1 10.1
50159 55 18 123 0.2 0.09 28.8 188 56 27 6.0 1.7
50160 109 95 84 0.5 0.10 26.9 183 67 13 6.0 13.6
n 10 10 10 10 10 10 10 10 10 10 10
Mean 56.8 29.2 112.8 0.37 0.079 17.86 165.7 69.2 234 6.27 13.24
S.D. 19.6 23.2 21.6 0.23 0.016 11.99 22.0 11.8 11.5 0.23 2.30
Crea Na K Cl Ca IP AIG Albumin al-G a2-G B-G
Animal No. mg/dL mEq/L mEg/L mEqg/L mg/dL mg/dL % % % %
50151 0.40 146 4.14 107 10.2 3.6 1.24 55.3 16.3 8.1 12.6
50152 0.37 142 4.04 104 10.4 4.0 1.40 58.4 16.9 8.1 10.8
50153 0.35 144 4.24 106 10.1 4.8 1.20 54.6 17.6 8.7 12.7
50154 0.44 144 4.19 105 10.0 6.0 1.30 56.5 17.4 8.2 13.2
50155 0.33 145 4.12 106 10.6 53 1.25 55.6 18.0 8.1 12.5
50156 0.37 146 3.94 107 9.9 5.0 1.17 54.0 16.2 8.0 15.5
50157 0.29 144 4.34 104 10.8 6.4 1.16 53.7 18.5 8.1 12.8
50158 0.33 144 4.48 104 10.4 5.7 1.22 55.0 17.5 9.0 11.9
50159 0.28 144 4.16 105 10.1 54 1.25 55.5 15.1 9.0 12.3
50160 0.32 142 3.95 104 10.0 5.8 1.14 53.3 18.9 9.5 12.3
n 10 10 10 10 10 10 10 10 10 10 10
Mean 0.348 144.1 4.160 105.2 10.25 5.20 1.233 55.19 17.24 8.48 12.66
S.D. 0.049 1.4 0.167 1.2 0.29 0.88 0.076 1.49 1.15 0.53 1.19
y-G
Animal No. %
50151 7.7
50152 5.8
50153 6.4
50154 4.7
50155 5.8
50156 6.3
50157 6.9
50158 6.6
50159 8.1
50160 6.0
n 10
Mean 6.43

S.D. 0.98
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Appendix 7 - 6 Study No. :-

Biochemical findings Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L 1U/L 1U/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL mg/dL
50251 52 18 208 0.3 0.09 11.2 148 98 32 6.3 11.4
50252 51 26 158 0.7 0.07 14.8 198 76 28 6.3 13.7
50253 67 42 109 0.3 0.08 14.5 167 77 22 6.5 10.4
50254 61 30 171 0.9 0.08 29.3 194 76 25 6.5 9.9
50255 58 19 121 0.3 0.06 6.5 192 81 22 6.1 11.5
50256 57 22 139 0.8 0.07 5.6 167 53 18 5.8 10.1
50257 53 19 133 0.1 0.09 15.7 185 72 40 5.8 11.2
50258 59 23 105 0.7 0.08 15.2 180 78 22 6.0 12.5
50259 49 28 155 0.8 0.06 21.7 160 69 25 6.1 14.3
50260 77 44 142 0.8 0.08 374 181 75 59 6.2 9.7
n 10 10 10 10 10 10 10 10 10 10 10
Mean 58.4 271 144 1 0.57 0.076 17.19 177.2 75.5 29.3 6.16 11.47
S.D. 8.4 9.3 30.9 0.29 0.011 9.88 16.2 11.1 12.2 0.25 1.59
Crea Na K Cl Ca P AIG Albumin al-G a2-G B-G
Animal No. mg/dL mEq/L mEg/L mEqg/L mg/dL mg/dL % % % %
50251 0.37 144 3.90 105 10.0 3.3 1.35 57.5 16.4 7.7 12.4
50252 0.40 144 4.33 106 9.9 4.1 1.19 54.3 17.7 8.2 13.6
50253 0.42 142 4.38 104 10.3 3.9 1.26 55.7 15.4 9.1 12.8
50254 0.30 143 4.01 105 9.9 3.9 1.29 56.4 15.7 8.8 13.0
50255 0.35 145 3.66 105 10.1 6.9 1.10 524 16.4 9.6 15.1
50256 0.37 145 4.31 107 9.6 6.5 1.07 51.7 18.8 8.5 13.3
50257 0.33 142 3.94 103 10.2 6.3 1.33 571 15.7 8.1 13.8
50258 0.37 142 4.08 104 10.0 5.9 1.10 52.4 17.3 9.1 14.0
50259 0.29 144 4.34 103 10.2 6.2 1.01 50.3 17.2 8.8 14.4
50260 0.26 143 4.68 104 10.5 5.0 1.07 51.8 18.6 7.8 15.8
n 10 10 10 10 10 10 10 10 10 10 10
Mean 0.346 143.4 4.163 104.6 10.07 5.20 1.177 53.96 16.92 8.57 13.82
S.D. 0.051 1.2 0.298 1.3 0.25 1.31 0.123 2.57 1.20 0.62 1.05
y-G
Animal No. %
50251 6.0
50252 6.2
50253 7.0
50254 6.1
50255 6.5
50256 7.7
50257 5.3
50258 7.2
50259 9.3
50260 6.0
n 10
Mean 6.73

S.D. 1.14
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Appendix 7 - 7 Study No. :-

Biochemical findings Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L 1U/L 1U/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL mg/dL
50351 354 148 130 22 0.09 72.3 188 77 31 5.8 11.8
50352 49 23 229 0.5 0.09 14.8 168 63 61 5.9 10.4
50353 69 22 200 0.6 0.08 13.4 142 49 7 55 11.2
50354 43 27 91 0.4 0.07 9.7 208 73 19 6.7 12.7
50355 48 19 147 1.0 0.09 35.6 167 62 18 5.7 10.0
50356 47 14 116 0.5 0.09 15.7 166 76 42 6.1 12.6
50357 56 25 79 0.3 0.09 10.0 184 69 44 6.5 13.9
50358 56 30 113 0.2 0.07 5.7 200 87 47 5.9 9.9
50359 189 85 99 0.3 0.09 43.6 175 101 31 6.2 14.3
50360 59 24 202 0.7 0.06 20.3 155 59 28 5.6 14.0
n 10 10 10 10 10 10 10 10 10 10 10
Mean 97.0 417 140.6 0.67 0.082 24.11 175.3 71.6 32.8 5.99 12.08
S.D. 100.1 42.3 52.3 0.59 0.011 20.73 20.1 14.9 16.0 0.39 1.68
Crea Na K Cl Ca IP AIG Albumin al-G a2-G B-G
Animal No. mg/dL mEq/L mEg/L mEqg/L mg/dL mg/dL % % % %
50351 0.48 142 4.27 104 9.4 3.6 1.08 52.0 16.7 9.7 13.8
50352 0.37 144 4.39 106 9.8 4.9 1.23 55.1 17.3 8.5 13.5
50353 0.38 145 4.11 107 9.3 4.9 1.12 52.8 13.7 10.6 15.0
50354 0.34 142 4.41 104 10.7 5.8 1.30 56.5 17.3 8.0 12.8
50355 0.33 143 4.09 104 9.8 5.8 1.27 56.0 15.3 8.1 13.8
50356 0.39 144 4.52 105 10.0 52 1.17 53.9 16.4 8.4 14.2
50357 0.34 142 4.16 103 10.4 5.8 1.34 57.3 19.0 7.5 11.8
50358 0.31 143 4.50 103 10.4 5.2 1.00 50.0 19.0 9.4 16.0
50359 0.32 144 4.39 105 10.0 53 1.15 534 14.1 8.7 15.8
50360 0.36 145 4.00 105 10.2 5.9 1.28 56.2 14.8 8.5 14.6
n 10 10 10 10 10 10 10 10 10 10 10
Mean 0.362 143.4 4.284 104.6 10.00 5.24 1.194 54.32 16.36 8.74 14.13
S.D. 0.049 1.2 0.184 1.3 0.44 0.69 0.108 2.31 1.87 0.92 1.29
y-G
Animal No. %
50351 7.8
50352 5.6
50353 7.9
50354 54
50355 6.8
50356 71
50357 44
50358 5.6
50359 8.0
50360 5.9
n 10
Mean 6.45

S.D. 1.24
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Appendix 7 - 8 Study No. :-

Biochemical findings Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L 1U/L 1U/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL mg/dL
50451 53 29 312 1.2 0.04 6.5 161 63 23 5.6 111
50452 81 33 253 1.1 0.04 11.2 163 63 28 55 14.9
50453 74 28 211 1.6 0.05 5.2 196 72 12 5.8 1.7
50454 116 30 201 0.4 0.05 5.1 190 74 31 6.0 8.5
50455 69 31 163 0.1 0.07 26.2 148 105 26 6.2 11.3
50456 74 24 157 0.7 0.08 39.7 178 72 25 55 7.2
50457 62 17 156 0.5 0.05 4.0 157 62 41 5.9 13.1
50458 61 28 289 0.0 0.05 13.2 175 80 14 5.3 12.2
50459 56 28 216 1.0 0.06 5.2 171 74 21 54 13.3
50460 80 37 192 0.7 0.06 5.7 145 78 27 54 11.1
n 10 10 10 10 10 10 10 10 10 10 10
Mean 72.6 28.5 215.0 0.73 0.055 12.20 168.4 74.3 248 5.66 11.44
S.D. 18.1 5.3 54.4 0.50 0.013 11.76 16.8 12.5 8.3 0.30 2.25
Crea Na K Cl Ca IP AIG Albumin al-G a2-G B-G
Animal No. mg/dL mEq/L mEg/L mEqg/L mg/dL mg/dL % % % %
50451 0.34 141 4.23 104 9.3 3.1 1.18 54.1 16.0 8.3 13.9
50452 0.38 138 4.31 102 9.6 5.1 1.06 51.4 16.2 8.4 14.7
50453 0.43 144 3.64 104 9.5 5.5 1.25 55.5 17.0 7.9 13.7
50454 0.29 143 3.57 100 9.7 6.2 1.14 53.2 17.0 9.5 14.2
50455 0.31 142 3.35 100 10.3 5.7 1.09 522 18.7 8.6 14.9
50456 0.31 143 3.52 104 9.5 5.8 1.35 57.4 16.1 8.6 13.4
50457 0.23 145 3.7 104 9.6 5.8 1.14 53.2 16.5 8.3 15.3
50458 0.37 143 3.48 106 9.8 54 1.05 51.3 14.5 10.8 14.3
50459 0.36 144 4.43 106 10.0 5.8 1.15 53.5 12.5 10.1 15.2
50460 0.38 143 4.15 103 10.2 6.6 1.26 55.7 16.3 8.5 13.0
n 10 10 10 10 10 10 10 10 10 10 10
Mean 0.340 142.6 3.839 103.3 9.75 5.50 1.167 53.75 16.08 8.90 14.26
S.D. 0.057 2.0 0.397 21 0.32 0.94 0.095 1.97 1.64 0.93 0.77
y-G
Animal No. %
50451 7.7
50452 9.3
50453 5.9
50454 6.1
50455 5.6
50456 45
50457 6.7
50458 9.1
50459 8.7
50460 6.5
n 10
Mean 7.01

S.D. 1.62




Stage : Day 91

Appendix 8 - 1
Necropsy findings
Sex : Male

Dose : 0 mg/kg Animal No. : 10101

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10102

Finding absent :

Dose : 0 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues

Animal No. : 10103

Finding absent :
Dose : 0 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10104

Finding absent :
Dose : 0 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10105

Finding absent :
Dose : 0 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10106

Finding absent :
Dose : 0 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10107

Finding absent :
Dose : 0 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues

Finding absent :
Animal No. : 10108

Dose : 0 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues

Finding absent :
Animal No. : 10109

Dose : 0 mg/kg
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Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10110

Finding absent :
Dose : 0 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues

Finding absent :




Stage : Day 91

Appendix 8 - 2
Necropsy findings
Sex : Male

Dose : 100 mg/kg Animal No. : 10201

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10202

Finding absent :
Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues

Animal No. : 10203

Finding absent :
Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde

Epididymis
Findings : Finding present
Yellowish white focus, cauda, unilateral
Non-graded change
Finding Comment : left, 7 x 4 x 2, mm

Other organs & tissues
Animal No. : 10204

Finding absent :
Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10205

Finding absent :
Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10206

Finding absent :
Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10207

Finding absent :
Dose : 100 mg/kg
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Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10208

Finding absent :
Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10209

Finding absent :

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10210

Finding absent :
Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues

Finding absent :



Stage : Day 91

Appendix 8 - 3
Necropsy findings
Sex : Male

Dose : 300 mg/kg Animal No. : 10301

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues

Animal No. : 10302

Finding absent :
Dose : 300 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues

Animal No. : 10303

Finding absent :
Dose : 300 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10304

Finding absent :
Dose : 300 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10305

Finding absent :
Dose : 300 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10306

Finding absent :
Dose : 300 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10307

Finding absent :
Dose : 300 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10308

Finding absent :
Dose : 300 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10309

Finding absent :
Dose : 300 mg/kg
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Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10310

Finding absent :
Dose : 300 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues

Finding absent :




Appendix 8 - 4
Necropsy findings
Animal No. : 10401

Sex : Male
Dose : 1000 mg/kg

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde

Epididymis
Findings : Finding present
Yellowish white focus, cauda, bilateral
Non-graded change
Finding Comment : right, 18 x 12 x 11, mm, left, 12 x 10 x 8, mm

Other organs & tissues
Animal No. : 10402

Finding absent :
Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis
Findings : Finding present
Yellowish white focus, cauda, bilateral
Non-graded change
Finding Comment : right, 10 x 6 x 4, mm, left, 9 x 7 x 5, mm

Other organs & tissues
Animal No. : 10403

Finding absent :
Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde

Epididymis
Findings : Finding present
Yellowish white focus, cauda, bilateral

Non-graded change
Finding Comment : right, 8 x 8 x 8, mm, left, 7 x5 x 7, mm

- ILT-

Finding absent : Other organs & tissues
Dose : 1000 mg/kg Animal No. : 10404

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10405

Finding absent :
Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde

Epididymis
Findings : Finding present
Yellowish white focus, cauda, unilateral
Non-graded change
Finding Comment : left, 8 x 12 x 8, mm

Other organs & tissues
Animal No. : 10406

Finding absent :
Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis, Other organs & tissues
Animal No. : 10407

Finding absent :
Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde

Epididymis
Findings : Finding present
Yellowish white focus, cauda, unilateral
Non-graded change

Finding Comment : left, 6 x 4 x 6, mm

Other organs & tissues

Finding absent :



Stage : Day 91

Appendix 8 - 5
Necropsy findings
Animal No. : 10408

Sex : Male
Dose : 1000 mg/kg

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde

Epididymis
Findings : Finding present
Yellowish white focus, cauda, bilateral
Non-graded change
Finding Comment : right, 5 x 5 x 5, mm, left, 15 x 10 x 8, mm

Other organs & tissues
Animal No. : 10409

Finding absent :
Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde
Epididymis
Findings : Finding present
Yellowish white focus, cauda, bilateral
Non-graded change
Finding Comment : right, 18 x 9 x 7, mm, left, 10 x 8 x 8, mm

Other organs & tissues
Animal No. : 10410

Finding absent :
Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde
Finding absent : Epididymis, Other organs & tissues
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Stage : Day 91

Appendix 8 - 6
Necropsy findings
Animal No. : 50151

Study No. :

Species : Rat

Sex : Female
Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50152

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Animal No. : 50153

Finding absent :

Test article : 4-methylbenzaldehyde  Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Animal No. : 50154

Finding absent :

Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50155

Finding absent :

Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50156

Finding absent :

Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50157

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Finding absent :
Animal No. : 50158

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Finding absent :
Animal No. : 50159

SELL-

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Finding absent :
Animal No. : 50160

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Finding absent :




Study No. :

Stage : Day 91 Species : Rat

Appendix 8 - 7
Necropsy findings
Animal No. : 50251

Sex : Female
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg
Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg Animal No. : 50252
Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Test article : 4-methylbenzaldehyde  Dose : 100 mg/kg Animal No. : 50253
Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg Animal No. : 50254
Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg Animal No. : 50255
Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg Animal No. : 50256
Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg Animal No. : 50257
Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg Animal No. : 50258
Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg Animal No. : 50259
Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg Animal No. : 50260

Finding absent : Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
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Stage : Day 91

Appendix 8 - 8
Necropsy findings
Sex : Female

Dose : 300 mg/kg Animal No. : 50351

Study No. :

Species : Rat

Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50352

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 300 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Animal No. : 50353

Finding absent :

Test article : 4-methylbenzaldehyde  Dose : 300 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Animal No. : 50354

Finding absent :

Dose : 300 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50355

Finding absent :

Dose : 300 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50356

Finding absent :

Dose : 300 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50357

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 300 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Finding absent :
Animal No. : 50358

Test article : 4-methylbenzaldehyde Dose : 300 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Finding absent :
Animal No. : 50359

-GLT -

Test article : 4-methylbenzaldehyde Dose : 300 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Finding absent :
Animal No. : 50360

Test article : 4-methylbenzaldehyde Dose : 300 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Finding absent :
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Appendix 8 - 9

Sex : Female
Dose : 1000 mg/kg

Necropsy findings
Animal No. : 50451

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde

Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Finding absent :

Animal No. : 50452

Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Animal No. : 50453

Finding absent :

Test article : 4-methylbenzaldehyde  Dose : 1000 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Animal No. : 50454

Finding absent :
Dose : 1000 mg/kg

Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50455

Finding absent :
Dose : 1000 mg/kg

Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50456

Finding absent :

Dose : 1000 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Animal No. : 50457

Finding absent :
Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde

Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
Animal No. : 50458

Finding absent :
Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde

Lung
Findings : Finding present
Colored patch, dark red, left lobe
Non-graded change

Finding Comment : 1 x 2, mm

Submandibular lymph node
Findings : Finding present

Red, bilateral
Non-graded change

Mesenteric lymph node
Findings : Finding present

Red
Non-graded change

Finding absent : Other organs & tissues

Animal No. : 50459

Dose : 1000 mg/kg

Test article : 4-methylbenzaldehyde
Finding absent :

Animal No. : 50460

Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues

Test article : 4-methylbenzaldehyde
Finding absent :

Dose : 1000 mg/kg
Lung, Submandibular lymph node, Mesenteric lymph node, Other organs & tissues
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Appendix 9 - 1 Study No. : NNz
Organ weight Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Body Liver Kidney Heart Lung
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g g g/100g
10101 548 14.61 2.67 3.30 0.60 1.37 0.25 1.48 0.27
10102 523 11.03 211 3.20 0.61 1.43 0.27 161 0.31
10103 531 14.49 2.73 3.89 0.73 1.70 0.32 1.75 0.33
10104 584 16.54 2.83 3.38 0.58 1.56 0.27 1.63 0.28
10105 560 13.71 2.45 2.99 0.53 1.42 0.25 1.49 0.27
10106 624 17.05 2.73 3.16 0.51 1.61 0.26 1.66 0.27
10107 634 19.61 3.09 3.49 0.55 1.56 0.25 1.63 0.26
10108 638 17.40 2.73 3.64 0.57 1.74 0.27 181 0.28
10109 532 13.12 2.47 3.02 0.57 151 0.28 1.56 0.29
10110 554 13.37 241 3.10 0.56 1.54 0.28 1.66 0.30
n 10 10 10 10 10 10 10 10 10
Mean 572.8 15.093 2.622 3.317 0.581 1.544 0.270 1.628 0.286
S.D. 44.4 2.528 0.271 0.288 0.060 0.119 0.021 0.103 0.022
Spleen Thymus Salivary gland Adrenal Pituitary gland
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
10101 647 118.07 260 47.45 836 152.55 51 9.31 115 2.10
10102 609 116.44 179 34.23 573 109.56 52 9.94 125 2.39
10103 842 158.57 228 42.94 767 144.44 77 14.50 14.4 271
10104 704 120.55 396 67.81 772 132.19 72 12.33 15.1 2.59
10105 786 140.36 278 49.64 891 159.11 54 9.64 12.6 2.25
10106 642 102.88 285 45.67 752 120.51 70 11.22 11.7 1.88
10107 782 123.34 356 56.15 669 105.52 72 11.36 135 2.13
10108 812 127.27 478 74.92 891 139.66 83 13.01 12.0 1.88
10109 733 137.78 279 52.44 639 120.11 50 9.40 8.5 1.60
10110 561 101.26 217 39.17 790 142.60 61 11.01 13.4 2.42
n 10 10 10 10 10 10 10 10 10 10
Mean 711.8 124.652 295.6 51.042 758.0 132.625 64.2 11.172 12.52 2.195
S.D. 94.5 17.407 90.3 12.527 104.9 18.127 12.1 1.710 1.83 0.346

AB : Absolute weight, RE : Relative weight by body weight



Appendix 9 - 2 Study No. : NNz
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Organ weight Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Thyroid Testis Epididymis Prostate Seminal
vesicle
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g g g/100g g g/100g mg mg/100g g g/100g

10101 235 4.29 3.07 0.56 1.47 0.27 754 137.59 2.62 0.48
10102 30.1 5.76 2.74 0.52 1.25 0.24 580 110.90 2.16 0.41
10103 27.4 5.16 3.32 0.63 1.34 0.25 729 137.29 2.29 0.43
10104 25.4 4.35 3.85 0.66 1.43 0.24 828 141.78 1.92 0.33
10105 253 4.52 2.99 0.53 1.30 0.23 896 160.00 244 0.44
10106 222 3.56 3.28 0.53 1.26 0.20 413 66.19 1.76 0.28
10107 24.0 3.79 3.32 0.52 1.21 0.19 533 84.07 1.83 0.29
10108 28.5 4.47 4.09 0.64 1.83 0.29 1066 167.08 2.63 0.41
10109 20.0 3.76 3.55 0.67 1.36 0.26 754 141.73 2.01 0.38
10110 25.0 4.51 3.34 0.60 1.44 0.26 954 172.20 2.39 0.43

n 10 10 10 10 10 10 10 10 10 10
Mean 25.14 4.417 3.355 0.586 1.389 0.243 750.7 131.883 2.205 0.388
S.D. 2.98 0.663 0.398 0.061 0.178 0.031 199.7 34.886 0.318 0.067

Brain
AB RE
Animal No. g g/100g

10101 217 0.40
10102 2.21 0.42
10103 2.20 0.41
10104 2.16 0.37
10105 2.29 0.41
10106 2.16 0.35
10107 2.22 0.35
10108 2.28 0.36
10109 2.08 0.39
10110 2.37 0.43

n 10 10
Mean 2.214 0.389
S.D. 0.082 0.030

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 3 Study No. : NNz
Organ weight Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Body Liver Kidney Heart Lung
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g g g/100g
10201 529 12.48 2.36 3.12 0.59 1.42 0.27 157 0.30
10202 533 12.83 241 2.99 0.56 1.48 0.28 161 0.30
10203 599 16.98 2.83 4.08 0.68 1.86 0.31 161 0.27
10204 497 13.19 2.65 3.01 0.61 1.46 0.29 1.36 0.27
10205 573 15.42 2.69 3.98 0.69 1.62 0.28 1.77 0.31
10206 557 14.55 2.61 3.40 0.61 1.50 0.27 1.62 0.29
10207 541 13.78 2.55 3.21 0.59 1.49 0.28 151 0.28
10208 541 14.52 2.68 3.47 0.64 1.70 0.31 1.54 0.28
10209 618 16.01 2.59 3.22 0.52 1.73 0.28 1.66 0.27
10210 520 12.56 2.42 3.15 0.61 1.68 0.32 1.64 0.32
n 10 10 10 10 10 10 10 10 10
Mean 550.8 14.232 2.579 3.363 0.610 1.594 0.289 1.589 0.289
S.D. 36.8 1.543 0.147 0.383 0.051 0.145 0.018 0.107 0.018
Spleen Thymus Salivary gland Adrenal Pituitary gland
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
10201 716 135.35 327 61.81 832 157.28 58 10.96 9.2 1.74
10202 752 141.09 187 35.08 768 144.09 53 9.94 11.7 2.20
10203 857 143.07 320 53.42 907 151.42 62 10.35 131 2.19
10204 649 130.58 340 68.41 791 159.15 73 14.69 9.0 1.81
10205 868 151.48 349 60.91 782 136.47 64 11.17 11.8 2.06
10206 538 96.59 163 29.26 762 136.80 54 9.69 115 2.06
10207 656 121.26 173 31.98 541 100.00 44 8.13 9.6 1.77
10208 718 132.72 443 81.89 703 129.94 48 8.87 10.1 1.87
10209 855 138.35 276 44.66 691 111.81 48 7.77 11.3 1.83
10210 784 150.77 258 49.62 686 131.92 48 9.23 10.1 1.94
n 10 10 10 10 10 10 10 10 10 10
Mean 739.3 134.126 283.6 51.704 746.3 135.888 55.2 10.080 10.74 1.947
S.D. 106.8 16.038 90.0 17.007 98.8 18.936 9.0 1.966 1.33 0.170

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 4 Study No. : NN

Organ weight Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Thyroid Testis Epididymis Prostate Seminal
vesicle
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g g g/100g g g/100g mg mg/100g g g/100g

10201 21.4 4.05 3.11 0.59 1.45 0.27 726 137.24 2.55 0.48
10202 275 5.16 3.08 0.58 1.35 0.25 1070 200.75 2.32 0.44
10203 20.5 3.42 3.65 0.61 1.63 0.27 652 108.85 1.98 0.33
10204 17.3 3.48 3.23 0.65 1.43 0.29 538 108.25 2.07 0.42
10205 26.9 4.69 3.32 0.58 1.55 0.27 429 74.87 2.54 0.44
10206 26.3 4.72 3.20 0.57 1.16 0.21 462 82.94 2.01 0.36
10207 23.9 4.42 3.12 0.58 1.27 0.23 530 97.97 2.03 0.38
10208 25.1 4.64 3.35 0.62 1.40 0.26 358 66.17 1.80 0.33
10209 13.3 2.15 3.25 0.53 1.27 0.21 755 122.17 2.06 0.33
10210 14.4 2.77 3.17 0.61 1.23 0.24 466 89.62 2.09 0.40

n 10 10 10 10 10 10 10 10 10 10
Mean 21.66 3.950 3.248 0.592 1.374 0.250 598.6 108.883 2.145 0.391
S.D. 5.20 0.969 0.167 0.033 0.147 0.027 210.0 38.823 0.246 0.054

Brain
AB RE
Animal No. g g/100g

10201 2.24 0.42
10202 2.36 0.44
10203 211 0.35
10204 2.22 0.45
10205 2.19 0.38
10206 1.94 0.35
10207 2.01 0.37
10208 2.22 0.41
10209 2.22 0.36
10210 2.20 0.42

n 10 10
Mean 2171 0.395
S.D. 0.121 0.037

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Body Liver Kidney Heart Lung
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g g g/100g

10301 561 13.50 241 3.37 0.60 157 0.28 161 0.29

10302 642 15.98 2.49 3.31 0.52 1.72 0.27 1.84 0.29

10303 634 16.84 2.66 3.23 0.51 151 0.24 1.79 0.28

10304 578 15.12 2.62 3.77 0.65 1.59 0.28 1.87 0.32

10305 573 17.31 3.02 3.60 0.63 171 0.30 1.63 0.28

10306 568 15.96 2.81 3.38 0.60 1.48 0.26 1.70 0.30

10307 571 15.68 2.75 3.30 0.58 1.69 0.30 141 0.25

10308 573 15.73 2.75 3.53 0.62 1.59 0.28 1.77 0.31

10309 573 14.87 2.60 3.21 0.56 1.69 0.29 1.65 0.29

10310 534 13.35 2.50 3.19 0.60 1.66 0.31 1.66 0.31

n 10 10 10 10 10 10 10 10 10

Mean 580.7 15.434 2.661 3.389 0.587 1.621 0.281 1.693 0.292

S.D. 32.7 1.279 0.180 0.189 0.045 0.085 0.021 0.134 0.020

Spleen Thymus Salivary gland Adrenal Pituitary gland
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

10301 749 133.51 338 60.25 865 154.19 54 9.63 111 1.98
10302 632 98.44 351 54.67 702 109.35 61 9.50 10.2 1.59
10303 750 118.30 360 56.78 801 126.34 54 8.52 12.7 2.00
10304 778 134.60 271 46.89 851 147.23 61 10.55 10.9 1.89
10305 800 139.62 397 69.28 827 144.33 65 11.34 12.4 2.16
10306 679 119.54 264 46.48 696 122.54 61 10.74 13.2 2.32
10307 845 147.99 284 49.74 822 143.96 55 9.63 11.4 2.00
10308 708 123.56 356 62.13 754 131.59 66 11.52 12.6 2.20
10309 804 140.31 292 50.96 832 145.20 64 11.17 131 2.29
10310 665 124.53 350 65.54 621 116.29 50 9.36 11.0 2.06
n 10 10 10 10 10 10 10 10 10 10
Mean 741.0 128.040 326.3 56.272 777.1 134.102 59.1 10.196 11.86 2.049
S.D. 68.6 14.264 45.0 7.908 80.6 15.022 5.5 1.004 1.06 0.214

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Thyroid Testis Epididymis Prostate Seminal
vesicle
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g g g/100g g g/100g mg mg/100g g g/100g

10301 18.7 3.33 3.39 0.60 1.37 0.24 766 136.54 2.39 0.43
10302 20.2 3.15 2.76 0.43 1.17 0.18 1268 197.51 2.16 0.34
10303 19.3 3.04 3.28 0.52 1.33 0.21 882 139.12 2.35 0.37
10304 21.3 3.69 3.39 0.59 1.52 0.26 1019 176.30 2.70 0.47
10305 229 4.00 3.47 0.61 1.36 0.24 773 134.90 2.18 0.38
10306 25.6 4,51 3.15 0.55 1.48 0.26 581 102.29 251 0.44
10307 22.6 3.96 3.54 0.62 1.46 0.26 909 159.19 2.07 0.36
10308 18.4 3.21 3.65 0.64 1.43 0.25 663 115.71 1.90 0.33
10309 24.2 4.22 3.52 0.61 1.38 0.24 647 112.91 1.78 0.31
10310 23.2 4.34 3.57 0.67 1.32 0.25 573 107.30 2.23 0.42

n 10 10 10 10 10 10 10 10 10 10
Mean 21.64 3.745 3.372 0.584 1.382 0.239 808.1 138.177 2.227 0.385
S.D. 2.45 0.536 0.260 0.069 0.100 0.026 218.2 31.294 0.276 0.053

Brain
AB RE
Animal No. g g/100g

10301 2.16 0.39
10302 2.19 0.34
10303 2.25 0.35
10304 1.92 0.33
10305 2.18 0.38
10306 2.16 0.38
10307 2.19 0.38
10308 2.32 0.40
10309 2.29 0.40
10310 1.90 0.36

n 10 10
Mean 2.156 0.371
S.D. 0.141 0.025

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Body Liver Kidney Heart Lung
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g g g/100g

10401 444 14.22 3.20 3.01 0.68 1.48 0.33 1.72 0.39

10402 397 14.15 3.56 2.85 0.72 131 0.33 1.81 0.46

10403 445 14.58 3.28 3.00 0.67 1.59 0.36 1.38 0.31

10404 594 19.74 3.32 4.08 0.69 1.86 0.31 2.01 0.34

10405 475 15.31 3.22 3.43 0.72 1.79 0.38 181 0.38

10406 476 14.70 3.09 3.43 0.72 157 0.33 1.69 0.36

10407 408 12.33 3.02 2.81 0.69 1.58 0.39 1.66 0.41

10408 404 14.40 3.56 3.02 0.75 1.34 0.33 1.46 0.36

10409 456 13.64 2.99 3.58 0.79 1.66 0.36 151 0.33

10410 480 15.76 3.28 3.74 0.78 1.53 0.32 1.79 0.37

n 10 10 10 10 10 10 10 10 10

Mean 457.9 14.883 3.252 3.295 0.721 1.571 0.344 1.684 0.371

S.D. 56.9 1.942 0.197 0.423 0.041 0.174 0.027 0.190 0.043

Spleen Thymus Salivary gland Adrenal Pituitary gland
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

10401 686 154.50 295 66.44 695 156.53 51 11.49 9.8 2.21
10402 601 151.39 256 64.48 496 124.94 55 13.85 7.9 1.99
10403 630 141.57 175 39.33 670 150.56 49 11.01 10.0 2.25
10404 910 153.20 359 60.44 595 100.17 68 11.45 9.8 1.65
10405 838 176.42 422 88.84 846 178.11 66 13.89 105 2.21
10406 674 141.60 306 64.29 818 171.85 54 11.34 143 3.00
10407 582 142.65 277 67.89 729 178.68 61 14.95 10.9 2.67
10408 664 164.36 169 41.83 665 164.60 45 11.14 8.7 2.15
10409 775 169.96 199 43.64 658 144.30 50 10.96 105 2.30
10410 585 121.88 343 71.46 705 146.88 42 8.75 11.4 2.38
n 10 10 10 10 10 10 10 10 10 10
Mean 694.5 151.753 280.1 60.864 687.7 151.662 54.1 11.883 10.38 2.281
S.D. 111.8 15.954 82.8 15.359 100.6 24.657 8.6 1.823 1.72 0.364

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 8 Study No. : NNz

Organ weight Stage : Day 91
Sex : Male Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Thyroid Testis Epididymis Prostate Seminal
vesicle
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g g g/100g g g/100g mg mg/100g g g/100g

10401 28.6 6.44 3.01 0.68 2.68 0.60 748 168.47 2.34 0.53
10402 17.4 4.38 2.33 0.59 1.77 0.45 715 180.10 211 0.53
10403 19.6 4.40 2.88 0.65 1.85 0.42 536 120.45 243 0.55
10404 27.2 4.58 3.06 0.52 1.37 0.23 743 125.08 2.32 0.39
10405 29.2 6.15 2.89 0.61 1.69 0.36 910 191.58 242 0.51
10406 24.7 5.19 2.77 0.58 1.03 0.22 728 152.94 1.98 0.42
10407 27.7 6.79 2.74 0.67 1.15 0.28 754 184.80 2.04 0.50
10408 22.7 5.62 2.77 0.69 1.90 0.47 747 184.90 1.97 0.49
10409 15.0 3.29 3.24 0.71 2.85 0.63 536 117.54 1.69 0.37
10410 25.4 5.29 2.97 0.62 1.31 0.27 1048 218.33 2.47 0.51

n 10 10 10 10 10 10 10 10 10 10
Mean 23.75 5.213 2.866 0.632 1.760 0.393 746.5 164.419 2.177 0.480
S.D. 4.94 1.080 0.243 0.059 0.608 0.147 151.9 34.240 0.258 0.063

Brain
AB RE
Animal No. g g/100g

10401 2.10 0.47
10402 2.06 0.52
10403 2.14 0.48
10404 2.05 0.35
10405 2.22 0.47
10406 1.97 0.41
10407 2.02 0.50
10408 2.10 0.52
10409 2.20 0.48
10410 2.07 0.43

n 10 10
Mean 2.093 0.463
S.D. 0.077 0.053

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Body Liver Kidney Heart Lung
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g g g/100g

50151 327 7.43 2.27 1.76 0.54 0.96 0.29 1.15 0.35

50152 318 8.63 2.71 2.27 0.71 1.00 0.31 1.13 0.36

50153 330 7.95 241 2.23 0.68 1.08 0.33 1.20 0.36

50154 379 9.25 244 2.39 0.63 1.15 0.30 1.35 0.36

50155 306 7.54 2.46 2.01 0.66 0.97 0.32 1.20 0.39

50156 323 7.40 2.29 2.12 0.66 1.06 0.33 1.28 0.40

50157 317 8.04 2.54 2.05 0.65 1.12 0.35 1.24 0.39

50158 342 8.12 2.37 2.06 0.60 1.02 0.30 1.26 0.37

50159 354 8.16 231 2.23 0.63 1.13 0.32 1.40 0.40

50160 286 7.95 2.78 2.04 0.71 1.03 0.36 1.29 0.45

n 10 10 10 10 10 10 10 10 10

Mean 328.2 8.047 2.458 2.116 0.647 1.052 0.321 1.250 0.383

S.D. 25.8 0.566 0.173 0.175 0.051 0.067 0.022 0.085 0.030

Spleen Thymus Salivary gland Adrenal Pituitary gland
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

50151 544 166.36 252 77.06 405 123.85 57 17.43 135 4.13
50152 411 129.25 290 91.19 418 131.45 83 26.10 24.1 7.58
50153 486 147.27 281 85.15 417 126.36 62 18.79 13.8 4.18
50154 437 115.30 235 62.01 579 152.77 77 20.32 15.9 4.20
50155 569 185.95 274 89.54 358 116.99 58 18.95 15.7 5.13
50156 519 160.68 235 72.76 514 159.13 61 18.89 15.9 4.92
50157 526 165.93 234 73.82 475 149.84 79 24.92 15.6 4,92
50158 574 167.84 190 55.56 444 129.82 74 21.64 141 4.12
50159 537 151.69 370 104.52 610 172.32 72 20.34 19.0 5.37
50160 532 186.01 206 72.03 520 181.82 80 27.97 18.0 6.29
n 10 10 10 10 10 10 10 10 10 10
Mean 513.5 157.628 256.7 78.364 474.0 144.435 70.3 21.535 16.56 5.084
S.D. 53.6 22.622 50.9 14.533 80.8 22.050 9.9 3.570 3.17 1.119

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 0 mg/kg Species : Rat
Thyroid Ovary Uterus Brain
AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g g 9/100g
50151 19.5 5.96 103 31.50 938 286.85 2.00 0.61
50152 16.7 5.25 73 22.96 745 234.28 2.06 0.65
50153 20.1 6.09 90 27.27 1098 332.73 2.02 0.61
50154 205 5.41 126 33.25 758 200.00 2.20 0.58
50155 14.5 4.74 91 29.74 471 153.92 2.03 0.66
50156 25.9 8.02 104 32.20 470 14551 2.09 0.65
50157 16.6 5.24 111 35.02 994 313.56 2.04 0.64
50158 185 5.41 106 30.99 564 164.91 1.96 0.57
50159 18.3 5.17 97 27.40 682 192.66 2.05 0.58
50160 16.6 5.80 120 41.96 710 248.25 2.08 0.73
n 10 10 10 10 10 10 10 10
Mean 18.72 5.709 102.1 31.229 743.0 227.267 2.053 0.628
S.D. 3.13 0.907 15.4 5.117 214.1 67.084 0.064 0.048

- 981 -

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 11

Organ weight

Stage : Day 91

Study No. : I

Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Body Liver Kidney Heart Lung
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g g g/100g

50251 372 9.56 2,57 2.19 0.59 1.08 0.29 1.38 0.37

50252 377 8.33 2.21 1.98 0.53 1.00 0.27 1.34 0.36

50253 343 7.62 2.22 1.82 0.53 0.97 0.28 1.18 0.34

50254 352 8.32 2.36 2.08 0.59 1.03 0.29 1.17 0.33

50255 311 7.65 2.46 2.15 0.69 1.15 0.37 1.34 0.43

50256 277 5.85 211 1.60 0.58 0.86 0.31 121 0.44

50257 338 7.67 2.27 1.90 0.56 0.98 0.29 1.26 0.37

50258 350 8.22 2.35 211 0.60 1.12 0.32 1.28 0.37

50259 265 6.24 2.35 1.82 0.69 0.85 0.32 1.01 0.38

50260 414 9.50 2.29 2.40 0.58 1.16 0.28 1.29 0.31

n 10 10 10 10 10 10 10 10 10

Mean 339.9 7.896 2.319 2.005 0.594 1.020 0.302 1.246 0.370

S.D. 45.4 1.199 0.131 0.229 0.056 0.110 0.029 0.109 0.041

Spleen Thymus Salivary gland Adrenal Pituitary gland
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

50251 582 156.45 283 76.08 482 129.57 94 25.27 22.9 6.16
50252 506 134.22 380 100.80 461 122.28 56 14.85 13.6 3.61
50253 482 140.52 243 70.85 450 131.20 63 18.37 15.8 4,61
50254 581 165.06 227 64.49 461 130.97 78 22.16 19.2 5.45
50255 483 155.31 266 85.53 500 160.77 79 25.40 13.4 431
50256 494 178.34 202 72.92 436 157.40 65 23.47 14.6 5.27
50257 396 117.16 198 58.58 391 115.68 63 18.64 13.8 4.08
50258 529 151.14 362 103.43 496 141.71 74 21.14 14.3 4.09
50259 382 144.15 213 80.38 433 163.40 66 24.91 18.7 7.06
50260 624 150.72 371 89.61 523 126.33 75 18.12 16.0 3.86
n 10 10 10 10 10 10 10 10 10 10
Mean 505.9 149.307 274.5 80.267 463.3 137.931 71.3 21.233 16.23 4.850
S.D. 77.9 16.827 71.8 14.729 38.6 17.003 11.0 3.627 3.11 1.114

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 12 Study No. : NNz

Organ weight Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 100 mg/kg Species : Rat
Thyroid Ovary Uterus Brain
AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g g 9/100g

50251 22.6 6.08 103 27.69 685 184.14 221 0.59
50252 15.2 4.03 86 22.81 645 171.09 2.07 0.55
50253 16.1 4.69 75 21.87 663 193.29 2.16 0.63
50254 20.4 5.80 79 22.44 623 176.99 2.00 0.57
50255 23.8 7.65 124 39.87 1224 393.57 2.06 0.66
50256 24.2 8.74 77 27.80 508 183.39 1.95 0.70
50257 18.9 5.59 71 21.01 632 186.98 2.10 0.62
50258 19.1 5.46 99 28.29 452 129.14 2.15 0.61
50259 18.6 7.02 76 28.68 758 286.04 2.16 0.82
50260 14.5 3.50 96 23.19 956 230.92 2.02 0.49
n 10 10 10 10 10 10 10 10
Mean 19.34 5.856 88.6 26.365 714.6 213.555 2.088 0.624
S.D. 3.45 1.613 16.7 5.600 224.8 75.365 0.083 0.090

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 13

Organ weight

Stage : Day 91

Study No. : I

Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Body Liver Kidney Heart Lung
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g g g/100g

50351 362 9.40 2.60 214 0.59 1.14 0.31 1.38 0.38

50352 399 9.26 2.32 1.97 0.49 1.24 0.31 1.25 0.31

50353 247 5.90 2.39 1.78 0.72 0.72 0.29 1.09 0.44

50354 376 9.66 2.57 2.34 0.62 1.16 0.31 1.50 0.40

50355 326 7.95 2.44 1.98 0.61 111 0.34 1.35 0.41

50356 350 8.18 2.34 1.90 0.54 0.99 0.28 1.19 0.34

50357 359 9.15 2.55 191 0.53 1.03 0.29 1.16 0.32

50358 409 9.82 2.40 2.27 0.56 1.08 0.26 1.30 0.32

50359 362 8.50 2.35 2.03 0.56 1.09 0.30 1.22 0.34

50360 304 7.15 2.35 1.76 0.58 0.92 0.30 1.26 0.41

n 10 10 10 10 10 10 10 10 10

Mean 349.4 8.497 2431 2.008 0.580 1.048 0.299 1.270 0.367

S.D. 47.4 1.242 0.105 0.193 0.063 0.146 0.021 0.118 0.046

Spleen Thymus Salivary gland Adrenal Pituitary gland
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

50351 529 146.13 416 114.92 422 116.57 77 21.27 191 5.28
50352 655 164.16 344 86.22 464 116.29 74 18.55 15.8 3.96
50353 343 138.87 176 71.26 475 192.31 80 32.39 11.3 4.57
50354 618 164.36 306 81.38 508 135.11 90 23.94 18.3 4.87
50355 558 171.17 311 95.40 632 193.87 84 25.77 195 5.98
50356 547 156.29 292 83.43 424 121.14 70 20.00 14.8 4.23
50357 472 131.48 209 58.22 515 143.45 76 21.17 16.8 4.68
50358 483 118.09 225 55.01 455 111.25 60 14.67 16.0 3.91
50359 475 131.22 187 51.66 506 139.78 69 19.06 16.0 4.42
50360 430 141.45 233 76.64 416 136.84 65 21.38 10.8 3.55
n 10 10 10 10 10 10 10 10 10 10
Mean 511.0 146.322 269.9 77.414 481.7 140.661 74.5 21.820 15.84 4.545
S.D. 90.9 17.273 76.8 19.527 64.3 29.764 8.9 4.778 2.95 0.713

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 14 Study No. : NNz

Organ weight Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 300 mg/kg Species : Rat
Thyroid Ovary Uterus Brain
AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g g 9/100g

50351 17.8 4.92 130 35.91 712 196.69 2.17 0.60
50352 23.2 5.81 74 18.55 396 99.25 1.99 0.50
50353 23.3 9.43 76 30.77 391 158.30 1.92 0.78
50354 141 3.75 137 36.44 526 139.89 2.22 0.59
50355 15.4 4.72 131 40.18 623 191.10 2.08 0.64
50356 11.6 3.31 88 25.14 653 186.57 2.15 0.61
50357 18.6 5.18 93 25.91 1132 315.32 1.81 0.50
50358 248 6.06 113 27.63 930 227.38 2.08 0.51
50359 18.9 5.22 83 22.93 1382 381.77 2.01 0.56
50360 21.1 6.94 85 27.96 538 176.97 2.10 0.69
n 10 10 10 10 10 10 10 10
Mean 18.88 5.534 101.0 29.142 728.3 207.324 2.053 0.598
S.D. 4.31 1.729 24.4 6.704 324.8 83.570 0.123 0.089

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Body Liver Kidney Heart Lung
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g g g/100g

50451 304 9.70 3.19 245 0.81 1.10 0.36 117 0.38

50452 313 10.35 3.31 2.18 0.70 1.12 0.36 1.44 0.46

50453 307 8.74 2.85 2.06 0.67 1.06 0.35 1.25 0.41

50454 290 9.81 3.38 212 0.73 117 0.40 1.07 0.37

50455 283 10.75 3.80 2,51 0.89 1.12 0.40 1.27 0.45

50456 280 8.14 291 1.89 0.68 0.94 0.34 1.05 0.38

50457 273 9.18 3.36 2.22 0.81 1.15 0.42 121 0.44

50458 277 9.27 3.35 2.35 0.85 1.07 0.39 1.20 0.43

50459 294 9.71 3.30 197 0.67 0.89 0.30 1.25 0.43

50460 263 8.52 3.24 1.90 0.72 1.15 0.44 1.19 0.45

n 10 10 10 10 10 10 10 10 10

Mean 288.4 9.417 3.269 2.165 0.753 1.077 0.376 1.210 0.420

S.D. 16.1 0.812 0.263 0.220 0.080 0.093 0.042 0.109 0.033

Spleen Thymus Salivary gland Adrenal Pituitary gland
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

50451 555 182.57 254 83.55 479 157.57 76 25.00 14.4 4.74
50452 664 212.14 337 107.67 605 193.29 78 24.92 115 3.67
50453 502 163.52 190 61.89 492 160.26 64 20.85 10.1 3.29
50454 536 184.83 219 75.52 444 153.10 63 21.72 115 3.97
50455 596 210.60 227 80.21 469 165.72 109 38.52 18.9 6.68
50456 469 167.50 208 74.29 402 143.57 80 28.57 11.5 4.11
50457 589 215.75 233 85.35 482 176.56 94 34.43 13.4 491
50458 542 195.67 269 97.11 604 218.05 89 32.13 12.3 4.44
50459 544 185.03 360 122.45 489 166.33 81 27.55 131 4.46
50460 440 167.30 188 71.48 459 174.52 82 31.18 13.3 5.06
n 10 10 10 10 10 10 10 10 10 10
Mean 543.7 188.491 248.5 85.952 492.5 170.897 81.6 28.487 13.00 4.533
S.D. 64.6 19.483 58.7 18.259 64.6 21.530 13.6 5.641 242 0.935

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 91
Sex : Female Dose : 4-methylbenzaldehyde 1000 mg/kg Species : Rat
Thyroid Ovary Uterus Brain
AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g g 9/100g
50451 23.8 7.83 123 40.46 848 278.95 2.05 0.67
50452 13.0 4.15 93 29.71 510 162.94 2.10 0.67
50453 22.3 7.26 90 29.32 850 276.87 2.00 0.65
50454 22.7 7.83 109 37.59 596 205.52 191 0.66
50455 25.1 8.87 54 19.08 580 204.95 2.09 0.74
50456 20.2 7.21 82 29.29 569 203.21 2.06 0.74
50457 16.6 6.08 95 34.80 492 180.22 2.09 0.77
50458 19.6 7.08 116 41.88 1457 525.99 2.10 0.76
50459 23.4 7.96 76 25.85 577 196.26 2.05 0.70
50460 16.0 6.08 70 26.62 507 192.78 2.10 0.80
n 10 10 10 10 10 10 10 10
Mean 20.27 7.035 90.8 31.460 698.6 242.769 2.055 0.716
S.D. 3.95 1.322 21.4 7.140 296.6 106.466 0.060 0.053
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AB : Absolute weight, RE : Relative weight by body weight
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Appendix 10 - 1

Study No. :

Histopathological findings
Sex : Male Stage : Day 91 Species : Rat
Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 10101

Prostate
Findings : Finding present
Infiltration, inflammatory cell
Slight

Pituitary gland
Findings : Finding present
Cyst, pars distalis
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : left

Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Testis,
Epididymis, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Parathyroid,

Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg

Animal No. : 10102

Liver
Findings : Finding present
Microgranuloma
Slight

Prostate
Findings : Finding present
Infiltration, inflammatory cell
Slight

Eyeball
Findings : Finding present
Dysplasia, retina
Slight
Finding Comment : unilateral : right

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,

Finding absent :
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Heart, Thoracic aorta, Kidney, Urinary bladder, Testis, Epididymis,
Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,
Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Thyroid, Parathyroid, Adrenal, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin,

Mammary gland
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Appendix 10 - 2 Study No. :
Histopathological findings
Sex : Male Stage : Day 91 Species : Rat

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 10103

Kidney

Findings : Finding present
Basophilic change, renal tubule, focal

Slight

Finding Comment : bilateral

Prostate

Findings : Finding present
Infiltration, inflammatory cell

Finding absent :

Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Urinary bladder, Testis, Epididymis,
Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,

Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum,

Femur, Skin, Mammary gland

Dose : 0 mg/kg Animal No. : 10104

Test article : 4-methylbenzaldehyde

Parathyroid

Findings : Finding present

Cyst

Slight

Finding Comment : unilateral : left

Finding absent :

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Testis,
Epididymis, Prostate, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen,
Thymus, Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Thyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin,

Mammary gland

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg

Animal No. : 10105

Heart

Findings : Finding present
Infiltration, inflammatory cell, focal

Pituitary gland

slight

Findings : Finding present
Remnant, craniopharyngeal duct

Finding absent :

Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Urinary bladder, Testis, Epididymis,
Prostate, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Thyroid,
Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland
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Appendix 10 - 3

Study No. :

Histopathological findings
Sex : Male Stage : Day 91 Species : Rat
Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 10106

Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight

Prostate
Findings : Finding present
Infiltration, inflammatory cell
Mild
Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Urinary bladder, Testis, Epididymis,
Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,
Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum,

Finding absent :

Femur, Skin, Mammary gland

Animal No. : 10107

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg
Prostate
Findings : Finding present
Infiltration, inflammatory cell
Mild

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Testis,
Epididymis, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,

Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin,

Finding absent :

Mammary gland
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Appendix 10 - 4

Histopathological findings

Sex : Male Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 10108

Kidney
Findings : Finding present
Cast, hyaline
Slight
Finding Comment : unilateral : right

Pituitary gland
Findings : Finding present
Remnant, craniopharyngeal duct
Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Urinary bladder, Testis, Epididymis,
Prostate, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Thyroid,
Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 10109

Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Urinary bladder, Testis, Epididymis,
Prostate, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,

Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum,

Femur, Skin, Mammary gland

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 10110

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Testis,
Epididymis, Prostate, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen,
Thymus, Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin,

Mammary gland

Finding absent :




Study No. :

Stage : Day 91 Species : Rat

Appendix 10 - 5
Histopathological findings
Animal No. : 10201

Sex : Male
Test article : 4-methylbenzaldehyde Dose : 100 mg/kg
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Finding absent :
Sternum, Femur
Dose : 100 mg/kg Animal No. : 10202

Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Test article : 4-methylbenzaldehyde

Finding absent :
Sternum, Femur
Dose : 100 mg/kg Animal No. : 10203

Test article : 4-methylbenzaldehyde

Epididymis
Findings : Finding present
Granuloma, spermatic

Slight
Finding Comment : unilateral : left
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Dose : 100 mg/kg Animal No. : 10204
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Test article : 4-methylbenzaldehyde

Finding absent :
Sternum, Femur
Dose : 100 mg/kg Animal No. : 10205

Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Test article : 4-methylbenzaldehyde

Finding absent :
Sternum, Femur
Dose : 100 mg/kg Animal No. : 10206

Finding absent :

- L6l -

Test article : 4-methylbenzaldehyde

Kidney
Findings : Finding present
Cast, hyaline

Slight
Finding Comment : unilateral : right
Submandibular gland, Sublingual gland, Stomach, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle, Sternum,

Finding absent :
Femur
Dose : 100 mg/kg Animal No. : 10207
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Test article : 4-methylbenzaldehyde

Finding absent :
Sternum, Femur
Animal No. : 10208
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde

Finding absent :
Sternum, Femur
Animal No. : 10209
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde

Finding absent :
Sternum, Femur
Animal No. : 10210
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Finding absent :
Sternum, Femur
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Study No. :

Stage : Day 91 Species : Rat

Appendix 10 - 6
Histopathological findings
Animal No. : 10301

Sex : Male
Test article : 4-methylbenzaldehyde Dose : 300 mg/kg
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Finding absent :
Sternum, Femur
Dose : 300 mg/kg Animal No. : 10302

Test article : 4-methylbenzaldehyde
Kidney

Findings : Finding present

Basophilic change, renal tubule, focal

Slight
Finding Comment : bilateral
Submandibular gland, Sublingual gland, Stomach, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle, Sternum,

Finding absent :
Femur
Animal No. : 10303
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Dose : 300 mg/kg

Test article : 4-methylbenzaldehyde

Finding absent :
Sternum, Femur
Dose : 300 mg/kg Animal No. : 10304

Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Test article : 4-methylbenzaldehyde

Finding absent :
Sternum, Femur
Dose : 300 mg/kg Animal No. : 10305

Test article : 4-methylbenzaldehyde

Kidney
Findings : Finding present
Basophilic change, renal tubule, focal

Slight
Finding Comment : unilateral : left
Submandibular gland, Sublingual gland, Stomach, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle, Sternum,

Finding absent :
Femur
Dose : 300 mg/kg Animal No. : 10306
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Test article : 4-methylbenzaldehyde

Finding absent :
Sternum, Femur
Dose : 300 mg/kg Animal No. : 10307

Test article : 4-methylbenzaldehyde

Kidney
Findings : Finding present
Basophilic change, renal tubule, focal

Slight
Finding Comment : bilateral
Submandibular gland, Sublingual gland, Stomach, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle, Sternum,

Finding absent :
Femur
Dose : 300 mg/kg Animal No. : 10308
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Test article : 4-methylbenzaldehyde
Finding absent :
Sternum, Femur
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Stage : Day 91

Appendix 10 - 7
Histopathological findings
Animal No. : 10309

Sex : Male
Dose : 300 mg/kg

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde

Kidney
Findings : Finding present
Cast, hyaline
Slight
Finding Comment : unilateral : left
Finding absent : Submandibular gland, Sublingual gland, Stomach, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle, Sternum,
Femur
Test article : 4-methylbenzaldehyde  Dose : 300 mg/kg Animal No. : 10310
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Epididymis, Sciatic nerve, Skeletal muscle,

Finding absent :
Sternum, Femur
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Appendix 10 - 8
Histopathological findings

Sex : Male
Dose : 1000 mg/kg

Animal No. : 10401

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde

Submandibular gland
Findings : Finding present
Decrease, secretory granule, granular duct

Slight
Finding Comment : unilateral : left

Stomach
Findings : Finding present
Hyperkeratosis, forestomach
Slight

Kidney
Findings : Finding present
Basophilic change, renal tubule, focal

Slight
Finding Comment : unilateral : right

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Mild

Epididymis
Findings : Finding present
Granuloma, spermatic
Slight
Finding Comment : bilateral
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa

Slight
Finding Comment : bilateral

Skeletal muscle
Findings : Finding present
Degeneration, muscular, focal

Slight

Sternum
Findings : Finding present
Increase, trabecular
Slight

Femur
Findings : Finding present
Increase, trabecular

Slight
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Study No. :

Appendix 10 - 9

Histopathological findings
Sex : Male Stage : Day 91 Species : Rat
Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 10401
Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Sublingual gland, Esophagus, Duodenum, Jejunum, lleum, Cecum, Colon,
Rectum, Pancreas, Liver, Heart, Thoracic aorta, Testis, Prostate, Seminal vesicle, Coagulating gland, Cerebrum,

Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur,
Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball,

Harderian gland, Zymbal's gland, Skin, Mammary gland

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 10402

Submandibular gland
Findings : Finding present
Decrease, secretory granule, granular duct
Slight
Finding Comment : unilateral : right

Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Mild

Epididymis
Findings : Finding present
Granuloma, spermatic
Slight
Finding Comment : bilateral
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa
Slight
Finding Comment : bilateral

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Femur
Findings : Finding present
Increase, trabecular

Slight
Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Sublingual gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum,
Colon, Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Testis, Prostate, Seminal vesicle, Coagulating gland, Cerebrum,

Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland,
Zymbal's gland, Skeletal muscle, Sternum, Skin, Mammary gland
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Appendix 10 - 10

Study No. :

Histopathological findings
Sex : Male Stage : Day 91 Species : Rat
Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 10403

Stomach
Findings : Finding present
Hyperkeratosis, forestomach
Slight

Kidney
Findings : Finding present
Basophilic change, renal tubule, focal
Slight
Finding Comment : unilateral : left

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Epididymis
Findings : Finding present
Granuloma, spermatic
Slight
Finding Comment : bilateral
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa
Slight
Finding Comment : bilateral

Sternum
Findings : Finding present
Increase, trabecular
Slight

Femur
Findings : Finding present
Increase, trabecular

Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Duodenum, Jejunum,

Finding absent :
lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Testis, Prostate, Seminal vesicle,

Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum,
Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid,

Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Skin, Mammary gland
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Appendix 10 - 11

Study No. :

Histopathological findings
Sex : Male Stage : Day 91 Species : Rat
Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 10404

Nasal cavity
Findings : Finding present
Mineralization
Slight

Submandibular gland
Findings : Finding present
Decrease, secretory granule, granular duct
Slight
Finding Comment : bilateral

Stomach
Findings : Finding present
Hyperkeratosis, limiting ridge
Slight

Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Mild

Kidney
Findings : Finding present
Vacuolation, renal pelvic mucosa
Slight
Finding Comment : unilateral : right

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Mild

Epididymis
Findings : Finding present
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa
Slight
Finding Comment : bilateral

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Finding absent : Lung, Bronchus, Trachea, Tongue, Sublingual gland, Esophagus, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Pancreas,

Liver, Thoracic aorta, Testis, Prostate, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Spleen,
Thymus, Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum,
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Appendix 10 - 12

Study No. :

Histopathological findings
Sex : Male Stage : Day 91 Species : Rat
Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 10404
Finding absent : Femur, Skin, Mammary gland
Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 10405

Kidney
Findings : Finding present
Vacuolation, renal pelvic mucosa
Slight
Finding Comment : unilateral : left

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Epididymis
Findings : Finding present
Granuloma, spermatic
Slight
Finding Comment : unilateral : left
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa
Slight
Finding Comment : bilateral

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Skeletal muscle
Findings : Finding present
Degeneration, muscular, focal
Slight

Femur
Findings : Finding present
Increase, trabecular
Slight

Finding absent :

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Testis, Prostate, Seminal vesicle,
Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur,
Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball,
Harderian gland, Zymbal's gland, Sternum, Skin, Mammary gland
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Appendix 10 - 13

Histopathological findings

Sex : Male Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 10406

Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Testis
Findings : Finding present
Degeneration, seminiferous tubule
Slight
Finding Comment : unilateral : right

Epididymis
Findings : Finding present
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa
Slight
Finding Comment : bilateral

Pituitary gland
Findings : Finding present
Remnant, craniopharyngeal duct
Mild

Sternum
Findings : Finding present
Increase, trabecular
Slight

Femur
Findings : Finding present
Increase, trabecular
Slight

Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Prostate, Seminal vesicle,
Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum,
Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Thyroid, Parathyroid, Adrenal,
Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Skin, Mammary gland
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Appendix 10 - 14

Histopathological findings
Sex : Male

Stage : Day 91

Study No. :

Species : Rat

Dose : 1000 mg/kg Animal No. : 10407

Test article : 4-methylbenzaldehyde
Submandibular gland
Findings : Finding present
Decrease, secretory granule, granular duct
Slight
Finding Comment : unilateral : left

Stomach
Findings : Finding present
Hyperkeratosis, limiting ridge
Slight

Kidney
Findings : Finding present
Infiltration, inflammatory cell, interstitium, focal
Slight
Finding Comment : unilateral : left

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Epididymis
Findings : Finding present
Granuloma, spermatic
Slight
Finding Comment : bilateral
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa
Slight
Finding Comment : bilateral

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Sternum
Findings : Finding present
Increase, trabecular
Slight

Finding absent :

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Sublingual gland, Esophagus, Duodenum, Jejunum, lleum, Cecum, Colon,
Rectum, Pancreas, Liver, Heart, Thoracic aorta, Testis, Prostate, Seminal vesicle, Coagulating gland, Cerebrum,
Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland,

Zymbal's gland, Skeletal muscle, Femur, Skin, Mammary gland
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Appendix 10 - 15
Histopathological findings

Sex : Male
Dose : 1000 mg/kg

Animal No. : 10408

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde

Submandibular gland
Findings : Finding present
Decrease, secretory granule, granular duct

Slight
Finding Comment : unilateral : right

Stomach
Findings : Finding present
Hyperkeratosis, forestomach
Slight

Heart
Findings : Finding present
Infiltration, inflammatory cell, focal

Slight

Urinary bladder
Findings : Finding present

Vacuolation, urothelium
Slight

Epididymis
Findings : Finding present
Granuloma, spermatic
Slight
Finding Comment : bilateral
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa
Slight
Finding Comment : bilateral

Sciatic nerve
Findings : Finding present

Degeneration, axonal, focal
Slight

Peyer's patch
Findings : Finding present

Mineralization
Slight

Skeletal muscle
Findings : Finding present

Degeneration, muscular, focal
Slight
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Appendix 10 - 16
Histopathological findings
Stage : Day 91

Sex : Male
Animal No. : 10408

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg
Sternum
Findings : Finding present
Increase, trabecular
Slight
Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Sublingual gland, Esophagus, Duodenum, Jejunum, lleum, Cecum, Colon,
Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Testis, Prostate, Seminal vesicle, Coagulating gland, Cerebrum,
Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Femur,

Skin, Mammary gland
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Appendix 10 - 17
Histopathological findings
Stage : Day 91

Sex : Male
Animal No. : 10409

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg

Stomach
Findings : Finding present
Hyperkeratosis, limiting ridge
Slight

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Epididymis
Findings : Finding present
Granuloma, spermatic
Slight
Finding Comment : bilateral
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa
Slight
Finding Comment : bilateral

Prostate
Findings : Finding present
Infiltration, inflammatory cell

Mild

Peyer's patch
Findings : Finding present
Mineralization
Slight

Sternum

Findings : Finding present

Increase, trabecular

Slight
Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Duodenum, Jejunum,
lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Testis, Seminal vesicle, Coagulating gland,
Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur,
Submandibular lymph node, Mesenteric lymph node, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball,

Harderian gland, Zymbal's gland, Skeletal muscle, Femur, Skin, Mammary gland

Finding absent :
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Appendix 10 - 18

Histopathological findings
Sex : Male

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 10410

Stomach
Findings : Finding present
Hyperkeratosis, forestomach
Slight

Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Epididymis
Findings : Finding present
Cribriform change
Slight
Finding Comment : bilateral
Decrease, spermatozoa
Slight
Finding Comment : bilateral

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Skeletal muscle
Findings : Finding present
Degeneration, muscular, focal
Slight

Sternum
Findings : Finding present
Increase, trabecular
Slight

Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Duodenum, Jejunum,

lleum, Cecum, Colon, Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Testis, Prostate, Seminal vesicle,

Coagulating gland, Cerebrum, Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur,
Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball,
Harderian gland, Zymbal's gland, Femur, Skin, Mammary gland
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Appendix 10 - 19

Histopathological findings
Sex : Female

Stage : Day 91

Study No. :

Species : Rat

Animal No. : 50151

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg

Lung
Findings : Finding present
Accumulation, macrophage, alveolar
Slight

Liver
Findings : Finding present
Microgranuloma
Slight

Kidney
Findings : Finding present
Mineralization, cortex
Slight
Finding Comment : unilateral : left

Peyer's patch
Findings : Finding present
Mineralization
Slight

Finding absent : Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum, Jejunum,
lleum, Cecum, Colon, Rectum, Pancreas, Heart, Thoracic aorta, Urinary bladder, Ovary, Oviduct, Uterine horn,

Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum,

Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Pituitary gland, Thyroid, Parathyroid, Adrenal,

Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland

Animal No. : 50152

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg
Peyer's patch
Findings : Finding present
Mineralization
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Eyeball
Findings : Finding present
Atrophy, retina, focal
Slight
Finding Comment : unilateral : right

Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Ovary, Oviduct,

Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Pituitary gland, Parathyroid,

Adrenal, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland




-Cle-

Appendix 10 - 20

Histopathological findings

Sex : Female Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 50153

Thymus
Findings : Finding present
Remnant, epithelial cell
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Ovary, Oviduct,
Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Bone marrow, sternum,
Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Parathyroid,
Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 50154

Peyer's patch
Findings : Finding present
Mineralization
Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Ovary, Oviduct,
Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Pituitary gland, Thyroid,
Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 50155

Liver
Findings : Finding present
Microgranuloma
Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Heart, Thoracic aorta, Kidney, Urinary bladder, Ovary, Oviduct,

Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,

Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum,

Femur, Skin, Mammary gland

Finding absent :
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Histopathological findings
Sex : Female

Stage : Day 91

Study No. :

Species : Rat

Animal No

.1 50156

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg
Liver
Findings : Finding present
Microgranuloma
Slight

Kidney
Findings : Finding present
Infiltration, inflammatory cell, renal pelvic mucosa
Slight
Finding Comment : unilateral : right

Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Heart, Thoracic aorta, Urinary bladder, Ovary, Oviduct, Uterine horn,
Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum,
Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid,
Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg

Animal No. : 50157

Lung
Findings : Finding present
Accumulation, macrophage, alveolar
Slight

Peyer's patch
Findings : Finding present
Mineralization
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : left

Finding absent : Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum, Jejunum,
lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Ovary, Oviduct,

Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Pituitary gland, Parathyroid,

Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland
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Histopathological findings
Sex : Female

Stage : Day 91 Species : Rat

Dose : 0 mg/kg Animal No. : 50158

Test article : 4-methylbenzaldehyde
Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Ovary, Oviduct,
Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,

Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin,

Mammary gland

Finding absent :

Dose : 0 mg/kg Animal No. : 50159

Test article : 4-methylbenzaldehyde
Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Urinary bladder, Ovary, Oviduct,

Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus,

Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,

Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum,

Femur, Skin, Mammary gland

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 0 mg/kg Animal No. : 50160

Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight

Thymus
Findings : Finding present
Remnant, epithelial cell
Slight

Eyeball
Findings : Finding present
Dysplasia, retina
Slight
Finding Comment : unilateral : right

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Urinary bladder, Ovary, Oviduct,

Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Bone marrow, sternum,
Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid,
Parathyroid, Adrenal, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland

Finding absent :




Study No. :

Stage : Day 91 Species : Rat

Appendix 10 - 23
Histopathological findings
Sex : Female

Dose : 100 mg/kg Animal No. : 50251
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde
Finding absent :
Animal No. : 50252
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Animal No. : 50253
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Finding absent :
Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Finding absent :
Animal No. : 50254
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Animal No. : 50255
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Finding absent :
Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Finding absent :
Animal No. : 50256
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Finding absent :
Animal No. : 50257
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Finding absent :
Animal No. : 50258
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Animal No. : 50259

Finding absent :
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Dose : 100 mg/kg
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Test article : 4-methylbenzaldehyde
Finding absent :
Animal No. : 50260
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Dose : 100 mg/kg

Test article : 4-methylbenzaldehyde
Finding absent :




Stage : Day 91

Appendix 10 - 24
Histopathological findings
Animal No. : 50351

Study No. :

Species : Rat

Sex : Female
Dose : 300 mg/kg
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde
Animal No. : 50352

Dose : 300 mg/kg

Finding absent :
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde
Animal No. : 50353

Finding absent :
Dose : 300 mg/kg

Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde
Animal No. : 50354

Dose : 300 mg/kg

Finding absent :
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde
Animal No. : 50355

Finding absent :
Dose : 300 mg/kg

Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde
Animal No. : 50356

Dose : 300 mg/kg

Finding absent :
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde
Finding absent :
Animal No. : 50357

Dose : 300 mg/kg

Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde
Animal No. : 50358

Dose : 300 mg/kg

Finding absent :
Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde

Finding absent :
Animal No. : 50359

Dose : 300 mg/kg
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Test article : 4-methylbenzaldehyde
Kidney

Findings : Finding present

Basophilic change, renal tubule, focal

Slight
Finding Comment : bilateral
Submandibular gland, Sublingual gland, Stomach, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Finding absent :
Animal No. : 50360

Dose : 300 mg/kg

Submandibular gland, Sublingual gland, Stomach, Kidney, Urinary bladder, Sciatic nerve, Skeletal muscle, Sternum, Femur

Test article : 4-methylbenzaldehyde

Finding absent :
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Histopathological findings

Sex : Female Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 50451

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Mild

Sternum
Findings : Finding present
Increase, trabecular
Slight

Femur
Findings : Finding present
Increase, trabecular
Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Ovary, Oviduct, Uterine horn,
Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum,

Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid,
Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Skin, Mammary gland

Finding absent :

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 50452

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Mild

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Ovary, Oviduct, Uterine horn,
Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur,
Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball,
Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Femur, Skin, Mammary gland

Finding absent :
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Histopathological findings
Sex : Female
Animal No. : 50453

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg
Kidney
Findings : Finding present
Vacuolation, renal pelvic mucosa
Slight
Finding Comment : bilateral

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : left

Sternum
Findings : Finding present
Increase, trabecular

Slight

Femur
Findings : Finding present
Increase, trabecular

Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,

Finding absent :
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Ovary, Oviduct, Uterine horn,
Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum,
Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Parathyroid,

Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Skin, Mammary gland
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Histopathological findings
Sex : Female
Animal No. : 50454

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg

Stomach
Findings : Finding present
Hyperkeratosis, forestomach
Slight

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : bilateral

Parathyroid
Findings : Finding absent
Animal Comment : right parathyroid : missing

Skeletal muscle
Findings : Finding present
Degeneration, muscular, focal
Slight

Sternum
Findings : Finding present
Increase, trabecular

Slight

Femur
Findings : Finding present
Increase, trabecular
Slight

Harderian gland, Zymbal's gland, Skin, Mammary gland

Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Duodenum, Jejunum,
lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Urinary bladder, Ovary, Oviduct,

Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum,

Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Adrenal, Eyeball,
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Histopathological findings
Sex : Female

Stage : Day 91

Study No. :

Species : Rat

Dose : 1000 mg/kg Animal No. : 50455

Test article : 4-methylbenzaldehyde
Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Femur
Findings : Finding present
Increase, trabecular
Slight

Finding absent :

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Thoracic aorta, Kidney, Ovary, Oviduct, Uterine horn,

Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur,
Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball,
Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Skin, Mammary gland
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Histopathological findings

Sex : Female Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 50456

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Mild

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Skeletal muscle
Findings : Finding present
Degeneration, muscular, focal
Slight

Sternum
Findings : Finding present
Increase, trabecular
Slight

Femur
Findings : Finding present
Increase, trabecular
Slight

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Ovary, Oviduct, Uterine horn,
Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur,
Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball,
Harderian gland, Zymbal's gland, Skin, Mammary gland

Finding absent :
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Histopathological findings
Sex : Female

Stage : Day 91

Study No. :

Species : Rat

Dose : 1000 mg/kg Animal No. : 50457

Test article : 4-methylbenzaldehyde
Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Sciatic nerve
Findings : Finding present
Degeneration, axonal, focal
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : left

Sternum
Findings : Finding present
Increase, trabecular
Slight

Femur
Findings : Finding present
Increase, trabecular
Slight

Finding absent :

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum,
Jejunum, lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Ovary, Oviduct, Uterine horn,
Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur,
Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball,
Harderian gland, Zymbal's gland, Skeletal muscle, Skin, Mammary gland
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Histopathological findings
Sex : Female

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 50458

Lung
Findings : Finding present
Hemorrhage, focal
Slight
Finding Comment : left lobe

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Thymus
Findings : Finding present
Remnant, epithelial cell
Slight

Submandibular lymph node
Findings : Finding present
Absorption, blood
Slight
Finding Comment : bilateral

Mesenteric lymph node
Findings : Finding present
Absorption, blood
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Femur
Findings : Finding present
Increase, trabecular
Slight

Finding absent :

Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Stomach, Duodenum, Jejunum,
lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Ovary, Oviduct, Uterine horn,

Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Bone marrow, sternum,

Bone marrow, femur, Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland,

Skeletal muscle, Sternum, Skin, Mammary gland
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Histopathological findings
Sex : Female

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 50459

Submandibular gland
Findings : Finding present
Decrease, secretory granule, granular duct
Slight
Finding Comment : unilateral : left

Stomach
Findings : Finding present
Hyperkeratosis, forestomach
Slight

Liver
Findings : Finding present
Microgranuloma
Slight

Heart
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Skeletal muscle
Findings : Finding present
Degeneration, muscular, focal
Slight

Femur
Findings : Finding present
Increase, trabecular
Slight

Finding absent : Lung, Nasal cavity, Bronchus, Trachea, Tongue, Sublingual gland, Esophagus, Duodenum, Jejunum, lleum, Cecum, Colon,
Rectum, Pancreas, Thoracic aorta, Kidney, Ovary, Oviduct, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum, Bone marrow, femur, Submandibular lymph node,

Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland,

Zymbal's gland, Sternum, Skin, Mammary gland
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Histopathological findings
Sex : Female

Stage : Day 91

Study No. :

Species : Rat

Test article : 4-methylbenzaldehyde Dose : 1000 mg/kg Animal No. : 50460

Stomach
Findings : Finding present
Hyperkeratosis, forestomach
Slight

Urinary bladder
Findings : Finding present
Vacuolation, urothelium
Slight

Femur
Findings : Finding present
Increase, trabecular
Slight

Finding absent :

Lung, Nasal cavity, Bronchus, Trachea, Tongue, Submandibular gland, Sublingual gland, Esophagus, Duodenum, Jejunum,
lleum, Cecum, Colon, Rectum, Pancreas, Liver, Heart, Thoracic aorta, Kidney, Ovary, Oviduct, Uterine horn,

Uterine cervix, Vagina, Cerebrum, Cerebellum, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, sternum,
Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid,
Parathyroid, Adrenal, Eyeball, Harderian gland, Zymbal's gland, Skeletal muscle, Sternum, Skin, Mammary gland
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fith U 77
B - T IRATRIDEAOC TR SRWE O R A7 PVERTE L DNRIASS 1L (Spectral
Database for Organic Compounds) & H#Z U7z, M#HD R A2 MUWI—E L TR, WEX S H DOR—E
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BEHFRD) 4 2 F A XTVF e ROBEMAHERT 5125, 1 mgl 35108 200 mg/ml k5%
[ RBER TR L, HPLC 2V vCRER O E S B IRE 2 HER LT, T DIREER
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FTEr= I
A

5

PATRREE. -
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AR el gs
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<A 7a Ry
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#H¥Reagent), T TA 7T A7 ¥ASH:
Rk, FIDERERE T EEGR)

HPLC A, FyeiiE TR0

Milli-Q 7 - #liAk(Elix AOREES AT 2 (Milli-Q Integral 3. HA T YR T7#R) THEEL
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XP205, A hT—+ hL RER

FKEX-5000, AAZ J—3—FER
SH-170FINC, =27 2

W-113, AZEFED

TR-7T1U 8L UORTR52. BT 17 FFA
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Eeik s n= + 757 (HPLC) :
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5 — 2 AFREEE

3. FREE

CLASS-VP, @RBE T

3.1, HERSmE DR
FIMR (ATREE) #HWTHERSWED IR A7 MVEREL, 2MA-37 ML (Spectral Database for
Organic Compounds) & OHHTZ LV AR L,
B o5 IR A MARRE LT, BB CRIE L,

<FT-IR HIESM->

ek ATR £
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SIFFHE 4cm’t
FEEIEE 1[

32. BIEXSHEOREME
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I NTHIESSWED IR 257 MLElE L. 3.1 BT TRELIZARY MV LHBR U, A7 Rh—EL
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sers B T
Tk - 1.0 mL/min
B MNEE 40°C
R E 280 nm
GAR 5ul
34. g@m@m

et uite 100.7 me (G 100 1mg-7£c BOmLAEAAT T A DA

L\ 717 h RN TR LOER L., FEMEK No. ST2000 #FH8 L7, ZORERRIZHNT 2 b T
TR L CEEHEATE No. SS15~SS600 4 FH58 U7z, FEHERTE No.ks & UHEHEAIR No 1 3FRA B (mmdd) 24 LT
AU T, BEOHIEEFEL 4MTE L,

Standard solution Source solution Dilution volume Nominal concentration
No. No. Volume (mL) (ml) (mg/L)
SS15 (mmdd) S850 (mmdd) 3 10 15
SS50 (mmdd) SS200 (mmdd) 2.5 10 50
SS200 (mmdd) ST2000 {mmdd) 2 20 200
85500 (mmdd) ST2000 (mmdd) 5 20 500
SS600 (mmdd) ST2000 (mmdd) 3 10 600
35, R

BRI HPLC BIE % 3.3 THICRTRETIT, Bbhics u~ M5 b EORIENSEO & — 7 inhi%
Bz, B t—r TRE R, MENSWEREMmg/L A LY I 75T oL &bic, ERE
Bz y R RO R U, #5301 Microsoft Office Excel 2010 (SP2 MSOYE AV Yz,

36. BEWHEDO 4- A F ARy XTIVF b NOREHHER

HERBMED 1006 mg 3B LTN10036 mg & 10 mL BLUSmLERAATF2AGFRL, byEravil
M2 TEMB L OEA L, 10 mg/mL 35 K08 200 mg/mL BHF% 5% No. DS-2 33 XU No. DS-3 Z#ll L7,
M58 No. DS2 @ I mL % 10 mL A A7 7 AaZHB L, FrEradizMz iR, 1mg/mL i
1Y 59 No. DS-1 #58L L7-,

M E R DT O % 5 1 CHR U CHBRE A Uz, B, ool lmLic7 & M2 T 0
ml & UCeHBAHE No. CS-1 278 Lic(m=1), SRR LU N e a o7 & P r2A TERE L
%, Bt Al A RV,

1 mg/mL

1 mg/mL BHEER 1 mL |27 F b 2MAT 10 mL & LUTHEBRATRE Lie, (=2, 105650

200 mg/ml, 251
200 me/mL BHEREH 1 mLIC7 & b2 MAT20mL & Uiz, SO ImL 72 b2z T20ml &

LTHRiAR - Ui, (0=2, 400 f5%3R)

HEERVSIRIS S OSHEES: 3.3 EICART HPLC T L., Bty nw b 7T b EORIERNGHEAD Y
— 7 TR S, TOMR UTRERL . BERAN ORI SAEIRE A B U, BEORE AL 447
-232-



Annex 1

wxww | MB

b L, Paka A\ CEIBE R OB SR PO SRR E & KT,

PRI S ORI SRR L BRI R ORI RWEIRE (mg/l) X ARER

(mg/mL) 1000

1 mgfmL 33 &0 200 mg/mL MM S A RS F oMk 8 BRMRER, SHICER 6 R Lic, 77
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Table 1 Result of the standard solutions

. Standard solution | Concentration Regression equation
Experiment No. (mg/L) Peak area Correlation coefficient
3515 (1129) 15.11 66767 Reoress -
$S50 (1129) 5035 322756 S Ny
i $S200 (1129) 2014 820732 y=ALEXT
Stability Correlation coeflicient: 0.9991
$S500(1129) 503.5 2134393 ,
ofthe (analyzed dov:
4emethylbenzaldehyde SS600(1129) 604.2 2418050
i SS15 (1207) 15.02 69130 Regression equation:
in the dosing solution S8501207) 005 226151 y=42610x+ 13549
$5200 (1207) 2002 867650 Corsiation soeficiers: 0.9996
$S500 (1207) 500.5 2094841 | e date —
SS600 (1207) 600.6 2532052 yzed date:

Table2 Resultof the stability of the test article (4-methylbenzaldehyde) concentration in the dosing solution

Prepared Dilution Detected Determined conc. Residual
SolutionNo. | Storage conc. factor Peak area COIC. (mg/ml) rate
(mg/mL) (mgl) [ individual | Mean %)
DS-1-1 442378 105.4 1.054
Ds1o | Before 0s | 10 [T 1055 1055 e 070
DS-3-] Al ; 451899 1029 1.020 0 '
DS32 e 446566 101.6 1.016 :
DS-1-3 2070933 505.4 2022
Dsia | BR® || e 2oz | sws | oo | P2 |
DS-3-3 ater | 253589 | 5257 2103 2009 :
DS-34 2054421 4790 1916 ‘

4-methylbenzaldehyde concentration after storage
4-methylbenzaldehyde concentration before storage

Residual rate (%) = x 100
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Fig. 1 R spectrum of the test article for the identity test (analyzed date:_

Fig.2 Common IR spectrum of the test article provided by the Spectral Database for Organic Compounds.
SDBSWeb : http//sdbs.db.aist.2o.jp (Nationat Institute of Advanced Industrial Science and Technology, download: 2017/11/28
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Fig.3 IR spectrum of the test article for the stability test (analyzed date:-.
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Fig.4 Typical calibration plot and regression line (analyzed date: _
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Fig.5 Typical chromatogram of acetone.
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Fig.6 Typical chromatogram of the standard solution No. SS15(1129).
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Fig.7 Typical chromatogram of the standard solution No. SS50(1129).
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Fig.8 Typical chromatogram of the standard solution No. SS200(1129).
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Fig.9 Typical chromatogram of the standard solution No. SS500(1129).
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Fig. 10 Typical chromatogram of the standard solution No. SS600(1129).

-240 -



Annex 1 am
s e% s [ P 18

i 38 A (2800m) o o h
400 1 A,
1 -
% 200 :g
B kK
5
£
- £
O
§
A
)
0 1 2 3 4 5 6 7 8 9 10
AHL R
B HEE A (280nm)
s £ (B85 E 5%
4-methylbenzaldehyde
Fig. 11 Typical chromatogram of the control solution No. CS-1.
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Fig. 12 Typical chromatogram of the test solution No. DS-1-1.
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Fig. 13 Typical chromatogram of the test solution No. DS-1-3.
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Fig. 14 Typical chromatogram of the test solution No. DS-3-1.
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Fig. 15 Typical chromatogram of the test solution No. DS-3-3,
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